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This label may not be the latest approved by FDA.
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DESCREPTION

Tramadgl hydrochlgride tablets is a centraily aclmg analgasic. The chemical name
for tramadal hydrochlorida s lﬂastZ{(dlmeramlm]mBWI] 1-4{3-malhoxy phanyl)
cyclahaxangl hydrocnbonde Its strucmm\ formula is:
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‘Tramarol hydrachloride is & whits, bitter, erystaliine and pdodess powder. It 15 readily
solubls in walar and sthanol and has a pKa of .41, The n-oclanol/water log
gartition coefficient (logP) is 1.35 at pH 7. Tramadol hydrochloride Lablets contain
50 mg of tramadol hydrochiaride and are white in cajor. In addition, each tablet
contams the foliowing inactive ingradients: colloidal sificon dioxide, hydmxyprapy|
methylcalivlose, lctose monchydrale, mapnesium slaarats, micracryslafine
callulose, polyetylane glycol, pregalatinized starch, sodium starch glycolala and
titanium diogide. -

CLINICAL PHARMACOLOGY

Pharmacodynamics

Tramado! is 2 cantrally acling synthetic ppicid analgesic  Although ils mode of
action is nol complately understood, from animal tsts, at leas| two complemantiary
mechanisms appear applicabie: binding of paren) amd M1 melabalile (o p-apicid
raceplars and waals Inhidition of reuptake of norepinephrine and sergtonin

Cpiaid achvity is due o both low affinity binding of the parent campound and higher
alfity binding of the O-demethylalad metabolits M1 to p-opioid rscsptnrs. Inanimal
models, M1 is up to 6 times more potenl than tramadal in producing analgesia and
200 timas mare patent in p-apiold binding. Tramadol-inducad analgesia is onty
partially antagonized by the opiate antzgonist neloxana in several animal tests, The
nelalive codlribulion of bolh tremadal and M1 to human analgesia is depandent
upan tha piasma concentrglions of eech compound {see CLINICAL PHARMAL CLOGY,
Pearmacokinatics).

Tremagol has bean shawn ke inhibil reuptake of norepinaphring and serowanin in
vitrp, as have soma other opiaid analgesics. These mechanisms may camribute
epanﬂenﬂy ta e pverall anaigesic profils of ramadol.  Analgesia in humans
eqms approximately wigin ane hour aher admiristration and reaches 2 psak in
approximalely twe to thrae hours.
Agart Inom analqasna Ilramadol admlnlslml\on rnay produce 3 constellation of
dizziness, swaating and
pruritug) similar ta that of athar apicigs. In cnnnasl lo marphine, tramadeol has ot
bean shown to cause hislamine release. At Lherapgulic doses, tramadgl has o

Table 1
Wean (%CV) Pharmacakinelic Pammnlurs far
Racemic Tamadol aad M1

Papulation/ Paren| Drug/ | Prak Cone,| Timute | ChamnceF* 1, {hrs)
Dosage Ragimen® | Metabolila ing/mL) |Peak {hre) | imLiminkg) | 17
Healthy Adults, Tramada! 592130y { 23 (g1) 59025} 6.7 (15)
100 mg qid,
MO pa. L) 110 (28) 24 {48 ¢ 7014}
Haalthy Aduts, Tramadod 308 {25) | 1.6 {63} 8.50131) 5.6 [20)
120 mg
50 p.n. Ml 55.0 (38) | 3.0{51} © B.7 (18}
Geriatric, Taamadal 20831y [ 2419 | smoqasy | 7o)
(275 yrs)
S0 mg 50 p.o. M1 [ d & d
Hapalic Impaicad, Teamadal 217 (1) | 1.3 (16} 4.23(56) 133410
S0 mg
S0 pn. Mt 184 (12) | 9.8 {20} 3 18.5{15)
Renal Impaired, Tramadai [ [ 423 [54) 106 @
£l 10-10 mLsmin
D0 mg 50 v, Mi 3 € [ 11.5 (40
Renal Impaired, Trmadal 3 € 3130y | 10429
CL,,<5 mLtmin
100 mg S0 Lv, L1} 1 ] c [LE-AL )

a 50 = Single dose, MD = Multiple dose, p.o. = Oral administration,
i.v. = Intravenaus administration, g.id, = Four imes daly

b Fraprasents the aral bicavailability of lamadal

¢ Nol applicable

4 Not measured

Foad Effsets: Oral administration of tramadal wilh food does not significantly
atlect its rate or axtent of absorption, themfore, ramadsl can be adminisfered with;
aut mgard to taed.

Distribution.

Tha valume Dfnistrmulmn of lamadol was 2.6 and 2 ¢ 9 ligrskg in male and femzl
subjecks, resp 100 mg The binding of tramado|
o human plasma pmlalns is appmxnmmw 20% and binding also apgears to b
independant of cancentation up 1o 10 meg/mb Sakuralian of plasma protein §inding!
eceurs only al concentralions nutside the clinically relevant Rnge.

Malabolism:

Tramadol is axlensively metabolized aftec aral administratian, Approximalaly 30%
of the dosa is excrated in the vring as unchanged drug, whereas 60% of the dose
is axcretd 2s malaboliles. The remainder is excroled sithar as unidantilied ar as
unextractzble malabalites. The major metabolic pathways appear 1o he A and
O-damathylation and glucuronidstion or sulfation in 1na liver. One metabolite
{0 denoted M1} is pharmacelogicalty active in animal modals.

gfiact on heart rate, lefl-ventricular function ar camiiac index. Orthastalic
has bean observed.
Phamacokinstics
Tha analgesic activity of tramadot is due (o both parent dug and e M1 melatiolite

Fomallon of Mt is dependent on GYPZD6 and as such is subject ko inhibition,

codeina phosphale 30 mg dally, ar twa ko Ihres doses of acslaminophen 500 m
with pxycodone mvdrochlorids 5 mg daily.

Titration Trials

In 2 @ndomized, blinJed clinical study with 129 (0 132 palients per group, a 100z
tilration 1o a daily tramadel dose of 200 mg (50 mg q.i.4}, atainad in 50 m
incremems every 3 days, was (ound to resull in lewér discontinustions due |
dizziness or vertipn than titration ovar only 4 days or ro titration,
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INDIGATIONS AKD USAGE
Tramadol is indicated far the management of maderats 1o moderalsly seve
pain in adudts.

ONTRAINDICATIONS
-amadol should nol ba administared to patienls wha have pravio'\;s
I

emenstratad tryparsensifivity ta tramadol, any othar companent of this pi
r opitids. Tramadol is ¢onlraindicated in any situation whare opioids a
nirzindicatad, including acule intoxication with any of He following: altoh
iypretics, narcotics, cantrally acting ics, apioids ar i drug
ramadol may worsen central nervous system and msplramry ﬂa;:rassmn
thase patients.
WRARNIHGS
Felturs Rlsk
Saolzures hava baso ropodad io patlsats mnelmu framadol wilbla Il
dosage range. reports Indlca
thal setzure risk b Incroased whin doses of uam‘ldul aliove the recommend:
ranga. Conroemilani yss of tramadgl increasas Iha saizure risk In patients takin
= Seloctlve sarolonlo muptaka inhititers (SSAN antideprasants or anomctics
= Tricyclic antldepressants (TCAs), and aiber Iricycllc campounds (a.g.,
alg), ar

which may affact tha tharapeulic responsa [ses FRECAUTIONS, Drug
Approx\rnatery 7% of the pnpulauon has reduced activity of the CYPQDG isnunzyma
af

= [ithar gploids.
ol Iramadol may gohangs Ihe salzura rikk In patiants taking

(sa CLINICAL PHARMACOLOGY. F Tramadal is
as a racemate and bath the [-] and [+] forms of both tramadal and M1 ase detecled
in Ine circuiation. Tramadal 15 wall absorbed orally with an absolute bioavailahility
of 75%. Twamadol has @ volume of distribution of approximately 2.7 Likg and Ts
only 20% hound to plasma proteins. Tramadoi is extensively metaholized by a
PUMEEr of pathways, intloding CYP206 and CYP3A4, as well as by canjugallan ol
parart anid imetabofites. Orie metbolite, M1, is pharmacalogically active in anima)
madels. The (ormation of M1 is dapendent upon GYP2DE and as such is subjact
to inhibitian, which may affect the therapautic response (ses FAECAUTIONS, Drug
Inaraclions}. Tramadgl and its metaholites are excrelad primarily in the urine with
observad plasma hal-lives of 6.3 and 7.4 hours for (amadol and M1, rspectively.
Linsar pharmacokingtics have beegn observed follawing muiltipla dases of 50 and
100 mp 10 steady-slale.
Absorpiion;
Racemic Iramadol i€ mpidly and almost completely absorbed after oral adminisiration.
The mezn absolute binavailability of a 100 mg aral dosais approximalely 75%. The
mgan peak glasma concentralion of racemic tramade and M1 ocours at two and
three hours, raspectively, aler adminigtration in healthy aduits. In ganaral, both
enantiamers of tramadol and M1 follow a parallei ima coursa i the bady following
single and mulliple doses although smal diffarances {~1D%) axist in the absolula
amount of each enantiomer present.
Sleady-state plasma concantcations of both lramadal and M1 are achievad within
two days wilh qi.d_ dosing. Thers is no evidence of sel-induction {s8e Rgure 1
and Table 1 below)
Figura 1: Mean Tramadol and M1 Plasma Cancenlration Profilas atter a Singla
100 mp Oral Dose and aftar Twenly-Ning 100 mg Oral Dosas
of Tramadal HOI givan q.i.d.
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P-450, Thas iduals are "poar

dexlmmethuruhan tnm:l\c anligenressants. amang alhar uruus Basad o a
populalion PK analysis of Phase | sludizs in heaithy subjecls, concantrations of
Iramadhl were aparaximalaty 20% highar in “poor malabolizers” versus “extensive
metabolizers™, while M1 concentrations were 40% lower. Concomilant therapy
with ‘mmhhnrs of CYP2D6 such as flugxgling, paroxetin and guiniding cowld
resull in significant drug interactions. M vitro drug interaction studies in human
liver microsomes indleats thal inhibitors of CYP2D6 such as fluoxatine and its
matabulite nartiunxating. amitriptyling and quinidine inhibil the metabafism of
Iramadal ta various degraas, that ion of Ihesa
compaunds could resuft in incréases in lremadel concenlralions and decraased
congentrations of M1, Tha full pharmacological impacl of thesa altaratians w
lerres of gither éHicacy ar salely is unknawn. Cancomilanl usa of SEROTONIN
re-uptake INHIBITGRS and MAQ INHIBITGRS may gnhance Iha risk of adverse
evanls, inciuding saizura (see WAAMINGS) and seralonin syndrome.

Eiimination:

Tramadol is efiminated primarily through melbolism by the lver and ths metabalitas
are eliminaled primarily by the kidneys. The mean larminal plasma eliminalion
hall-livas of racemic tramadal and racemic MY are 5.2 + 1.4and 74 + 1.4 hours,
mspectivaly. The plasma aliminztion hatl-ile of racemic tramadol i g trom

+ MAO inbibltors (tee als0 WARNINGS - Use with MAQ Inhlbitors},
+ Wesralepiics, ar
« [Bther drugs that reduce Lthe salzura thranheld.

HAish 0f convulglons may also increass In patiants wilh epilapsy, Ihesa witt
blatory of salzures, or In patianis wilh a recagnized sk for zeizum (such
tead irauma, mztaballc disorders, alcohol and drug wihdrawat, !
Infectipnx). In ramadql averdgse, nalomane admialsirtion may Increass
fisk of salzum.

Anaphylacioid Reactions
Serivus and ramely fatal anaphylactoid reaclions have been raperted in patier
rRCeiving tharmpy with tramacl, When thesa swents do accur itis often followi
the first dose. OQther rzporied aflergic reaclions include prurilus, hivi
bronchospasm, angioedama, taxic spidermal necralysis and Stovens-Johns
£yndrome. Patisnts with a history of anaphylaciold mactions to cocaing a
other opioids may be at mcreasad risk and tharefore shauld not receive tramat
(sea CONTRAINTHCATIONS).

Rosplralary Dapression
tramaglol cauliously n patiants at risk far respiralony depression,

approximately six hours o saven hours upon multipla desing
Special Papulations
Aenal:

Impairad senal funclion results in a decreased rate and extent of sxcration of ramadal
and its active metabolite, M1. in palients with creatining clearances of lgss Lhan
30 mLsmin, adjustment of the dosing regimen is racommanded (ses DOSAGE AN
ADMINISTRATION). Tha total amount af tramadal and M1 remaved during 2 4-he
dialysis period is less than 7% ol ihe admirislared dose,

Hepatic:

Melabolism al lramadal and M1 15 raducad in panents with advanced cierhosis
tha liver, rasulting in both 2 lamer area unger ihe concentration time curve .
trarmadol and lenger tramadol and M1 siiatination hali-lives {13 hrs. for ¢ramag
and 13 hrs, dor M1). In cirthotic patients, adjusiment al tha dasing regimen is
racommended {see DOSAGE AND ADMINISTRATION).

Gerlatric:
Healthy alderly subjecs aged 6510 75 years have plasma tramadal concentrations
and elimination half-lives comparabla to those obsarvad in healthy subjects lass
than 65 years of age. n subjects over 75 years, Maximur serum cancantrations
arg elevated (208 vs. 162 ng/mL} and Lhe eliminatian hatf-ita is pralangd {7 vs. &
hours) compared te subjecls BS 19 75 vears of age. Adjusiment of the daily
dose is recommended Tor paliznts alder than 75 years {ses DOSAGE AMD
ADMIRISTRATION).

Gener.

The absclute bicavadability al wamadal was 73% in males and 79% in females,
The plasma clearancs was 6.4 mi/mindkg in males and 5.7 mUmin/kg in famales
following 2 100 mg IV dose of tramadol. Following a singie aral doge, and ater
adjusting lar body weight, females had a 12% highar peak tramadal

Hhesa patisnts altermative non-apioid analgesics should be considered. Wh
large doses of iramadal ara administered with anesthelic medicalions ar alcoh
respiralory degression may resull. Respiratory deprassion should be treaied
an overdasa. |Fnakinone is 16 be adminislerad, use cautiously bacause it m
précipitata seizures (sve WARNINGS, Seleure Risk and OVERDOSAGE).

In{graclion with Cantral Nervous System (I:NSI Dapressanls
ramadal shoutd be used with caution and in raduced dosages when admin
gred to palients receiving CNS depressants such as alcohol, apioids, anesthe
gants, rarcotics, iizers or sedaliva hypnotics. Tramai
ncraases the risk of CNS and respiratary depression in these pal»enls.

reaced Inbragranial Pressure or Heat! Traums

ramadol shoyld e used with caution in patisnts wilh increased |ntracrar
pressure ar head injury. The respiratory depressant sffects of apicids inclL
carbon diaxide retenlian and secondary elavation af r.elebrusplna\ Tuid pressu
and may be markedy exaggerled in these patients. Additionalty, pupilli
l:hanuus {miasis) from tramadal may gbscurg tne existance, axtent, or caursa
intracranial pathglogy. Glinicians should also maintain a high indox af suspic
for adversa drug reaction whan avaluating alerac mental status In these paliel

il they are racsiving tramadal. (Sae Argpliralory Degragtion.)

Usa In Ambulatory Patiants

Tramadol may impair the menlal and or physical abilities required far |
parformanca of palentially hazampus tasks such as driving a car or gperal
machinery. The patienl using this drup should be cautionad accordingiy.

Use with MAO and Ae-uptake

Usa tramado! with graal taulion in patienis taking monpamine oxid:
Inﬁlbllﬂfs Ammal sludies hava shown incraased daaths with cambir

and 4 35% higher area under 1he ConcenvaLen-tima curve compared lo males.
Tha clinical significance of this difference is unknown,

Clinicatl Sludies L

Tramadol hydrochloride latlels have bean giver in singla oraf deses of 50, 7S ang
100 my to palients with pain fallowing surgical pracedures and pain Joliawing
ofal surgery (axtraclian of impacled molars).

In singie-¢ose modals ol pain [ollowing ¢rai surgery. pain seliel was der

Goncomitant use of tramadel with MAQ inhibitors or SSF
increases tha risk of advarsa evenls, including saizur and serotonin syndrar

Wilhdrawal

Withdrawal symptems may oceur it bamadel is discantinued abrugty. [

DRUG ABUSE AND DEPENDENCE.) These symploms may include: anxi

swealing, insormnia, rigors, pall'l nauses, mars, marmea Lper respirall
p ign, and rarely inical SUOgE

thal wi ymp may ba ralieved by upennq the madicatian.

in some palients al doses of 50 mg and 75 mg. A dase of 100 mg iramadol
fydrochiorida tablets tended to provide anaigesia suganr ko cadsine suifate 60 m,
bul il was nal as effacliva as the combination of aspirin 650 mg with cadeine
phosphats 80 mg.

Tramadol has bean studied in three loag-lamn conlrllad tnals inveiving a total of
520 patients, with 530 patants receiving framadol. Palients with 2 variety of chronic:
painll conditions were sludied in dauble-blind Lriais ol ane ta thrae months
duration. Average dally dasss ol approximately 250 mg of tramadcl hydrachiaride
1ablels in dividad dases were gensrally comparabla to five dosas q[acemminnpnan
300 myg with codeine phosphate 30 my daily, [ive doses of aspinin 325 mg wilh

Physical Dapendence snd Abuss

Tramadal may induce psychic and physical depandence of ths morphine-
{u-opioid) (ses DRUG ABUSE AND DEPENTENCE). Tramadal should not
used in opioid-depandanl patiems. Tramadol s been shown to reinitiata physi
dapandsnce in sama patiants thal have bean previously dapendent on all
opiords. Depencance and abuse, including drug-sseking behavior and tak
illicit actions ta abtan the drug, are not limited to thase palisnts with pt
history of opisid dependenca




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Risk 0l Ovemdasage

Sarious potential consequences of overdasage with tramadal are caniral nervaus
system depressian, mspiratory depmsswm and death. In tragting an averdosa,
primary atention should be given to maintaining adequate ventilabian aleng with
general supgoriive tredtmant (see OVERDISAGE).

PRECAUTIONS

Acute Abdominal Conditions

The adminisiration of lramadol may compllcata the clinical assessment of
palients with acute abdomnal canditons. ‘

Use in Renal and Hegatic Dispaze \

Impaired ranai funclion results in a decreased rate and extenl of excration of
tramadol and its active matabolite, M1, I patients with creatining clearances of
‘ess than 10 mU/min, dusing reduction is racommendsd {see DOSAGE AND
ADMINISTRATION). Metabofism of tramadol and M1 is reduced in patiants with
adwancad cirrhosis af Ihe [iver. In cirfhatic patients, gosing reduction is
recommended {see DOSAGE AND ADMINISTRATION).

‘Wilh tha arolanged hall-life in these conditians, achievement ot steady-state 15
delayed. s thal it may taka several days for elevated plasma concentrations to
develop.

Informatlon for Palleals

« Tramadol hydrachloride lablels may imgair mendal ar physical abiiities
required for Ihe gerlarmanca of palentially hazardous lasks such as driving a
car ar aperaling machingry,

« Tramado! hydrochloride tablels should not be Laken wih alcohol containing
beverages.

« Tramnadel rydrochleride tablets should he used wilh caution when laking med-
icalians such as iranquifizers, hypnotics or alher apiate containing analgasics.

= The patient should be nslructed ta intorm the physician if they are pregnant,
think they might hecome pregnant, or are tyng to bacoma pregnant (see
PRECAUTIONS, Labar and Dedivery). |

= The patient should undarstand Lha single-dose and 24-heur dose limit and the
ima intarval batwaen doses, since eceeding thesa rocommendations can
result in mespiratory depression, seizures and death.

Brug Interactions
I vitro studies indicale that ramadal is uﬂhkely ta inhibit the CYPIAQ-mediated
metabalism af ather drugs when tramadol is adminislered concomitantly at.
therapeutic doses. Tramadol does not appear tg induce its own melabolism in
humans, since observed maximal plasma concenlraions after multiple oral
doses are higher than expected baged on single-dosa data. Tramadol is a mild
inducer of selacled drug melabolism pathways measursd in animals.
Lise With Ca : .

Patignts king car ine may have 2 si raduced ansigesic effect
ol tramadol. Betausn carbamazeping inCraases IRmadol mamboiism and becavsa
of the seirvre risk assovialed wilh tamadal, cancomitant administration of
tramadal and carbamazapine is not racommended.

Usa With Quiniding

Tramadol is metbolized 1o M1 by CYP2D6. Quinidine is 2 selaclive iphibitar ot
Hhat isoenTyme, 50 Ihat Concomitant administralion of quinidine and tramadol
results in increased concantrations of tramadol and reducsd concentrations of
M1. The clinical cansequances of thasa findinps are unknown. #t vifrd drug
interaction studias in human liver micrdsomes indicale Ihat tamadal has na
slfect on quinidine metabolism.

Liss With Inkibitors of CYPZDE

Jn vitee drug inleraction sludies in human liver micresomes indicale that
concomitant administration with inhibitars of CYP206 sach as lluo)(eﬂne
paroxaling, and amitriptyling could ¢esufl in same inhibrion of the

Labor and Delivery
Tramadel shoutd not b used in pragnant women pmr ta or during {abor uniess
the potential benafils outweiph Lhe risks. Sala usa i pregnancy has not basn
established. Chronic use during pregnancy may iead o physical

hiahavior and taking Iicit actions Lo ohiLain the drug are not limited to \hosg patants
with priar Nistory of opicid dependance. The rigk in patiants wilh substance abuse
has been obsarved 1o b higher, Tramadolis associaled with craving and tolarance

and
post-parium withdrawal symptams in the newbam (sea DRUA "RBUSE AMD
DEPENDENCE). Tramadel has bssn shown 10 cross the placanta. The mean ratio
of serum tramadal in the umbillcal veing compared e Matemal veins was D.83 Ior
401 women Qivan tramadol during labar.

The effect ol tramadel, i any, on the fater grawtn, deveiopment, and Junctional
maturation al the child is urlkmawn.

Hursing Molbers

Tramado! is not recommeanded for abstetrical praoperative medication or far past-
delivery anaigesia in nursing mothers because its safety in infanls and naw-
bams has nol bean studied. Following a single IV 100 mg dose of tramadol, the
cumulative excration in breas! milk within 16 hours postdose was 130 meg af
Iramadal {0.1% af he malemnal doss) and 27 meg af M1,

Pediatric Use

Tha safsty and etlicacy of tramadol in patients under 18 ysars of age have not
been eslatlished. The vse of tramadol in the pediatric population is not
racammendad

Gariairic Usa

In generzl, dass selection lor an elderly palient should be cautious, usually
starting at tha low end of tha dosing range, reflaciing the greater frequancy of
decreased hepatic, rénal or cardiac function and of cancomilanl dissass ar
alher drug therapy. in patients over 75 years of age, daily doses in excess of
100 mp ara nal ecommended (see CLINICAL PHARMACOLOGY and DOSAGE
A0 ADMINSTRATION;.

A total of 455 eldery (65 years of age or older) subjects were eeposed lo tramadel in
controlled clinical Inals. Of thoss, 145 subjects were 79 years of aga and older.

In studies including gariatric patlants, reatment-fmiting adverse avants wers highar
In subjacls aver 75 years of age compared lo those vnder 6> years af age.

may occur H tramadal is discontinued
abrupliy These wmpﬁornsmaymluda anxiety, swealing, insarnia, rigars, pain,
raused, framars, diarhes, upper resgiratory symptoms, pilnammon and rarely

Clinical suggests that may be
religvad by reinstitution of opicid Marapy followsd ty 2 qmdw! tapsmd dose
reduction of tha with sy support.

OVERDOSASE

Sarious pmnnua.l consequences of gveniosage are respiratary depression, tethargy,
coma, seizure, cardier arrest and death. [Saﬂ WARNINES.] Fatalities have tisen
reporied in post ing in iation wilh both 1 ianal and

pvaniose with tramadat. |n treating an overdose, primary atiention shouid be piven
\p mainkining adaquate vantilation along with genaral supportive trgatmant. While
nalaxona will reversa some, bul not 2li, symploms caused by ovérdosaga with
tramadol, [he risk of seizures is alsa increased with nalaxone administration. 'n
animals ians follgwing the admini ol e doses of tramado! could
] d with or azapines bt were increased with naloxone.
Naloxong agministratipn did nol change the lethaliy of an overdose in mice.
Hemodialysis is not expected ta be halphut in an overdose bacausa it removes less
than 7% of the adminsterad dose in a 4-hour dialysis period.

DOSAGE AND ADMINISTRAFION

Aduits (17 vears of age and over)

For patients wilh moderate o modsrately savere chromic pam not raquiring rapid
ansal of analgesic effect, the Iolerability of tramado! hydrochloride tablets can Ge
impraved by inibating therapy with 2 litralian regimen: The total daily dosa may te
increased by 50 mp as toleratad evary 3 days to reach 200 mg/day (50 mg 4.i.d.).
Atler tilration, tramadol hydrochioride lablals 53 to 100 mg can be adminislered
as neadad for pain ralie] avary 4 1o 6 hours not ta sxcesd 400 mp/day.

For the subset af patients lar whom rapid onsat of analgesic effectis mquired and
Tor whom the banafits qutweigh the risk of discantinatian dus to adverss events
iated with higher initiai doses, tramadol hydrochlosids tablats 50 mg k 100

Specifically, 30% of thase aver 75 yaars of age had g
Ilmmnu adverse avents compaed 1 17% al moss under 6% years ol age.
ian casutied in d ion af Lreatmant in 10% 6f thase ovar 75.
VERSE REACTIONS

ymadal was administered to 550 palients during the daubie-blind ar apes
nsian periods in U.S. studies of cheonic nanmalignant pain. Of thesa patiants,
5 wars 65 yaars ¢id or aldar. Table 2 reporls the cumulaliva incidence rate of
[tversa reachions by 7, 30 and 90 days for the mast frequent reactions (5% ar
ore by 7 days). Tha most frequently reporiad evenls were in the central nervous
systam and gastrointestinal system. Athough the reactions |isted in the Eble are
fall 1o te probably related to tramadel admirlistranqu the reporiad ralas :an

mg can b administered 25 nesdad for pain reliel every four to six hours, Aol o

excasd 450 mp par day.

Inglvidualizadon af Dose

Good pein managemenl practica dictates that e dose ba individuziized according

to patienl need using the lowesl bereficial dose. Siudies with tramadal in aduis

have shawn that starting al the lowest passihle dose and tiirating upward will resull

in fawer g and i

«  Inall patients with craatinina clearance lass han 30 mismin, il is mcommendad
that the dosing ilerval of tramadal ba incragsad 10 12 hours, with a madmum
daily dosa o1 200 mg. Sinre anty 7% of an administared dose i ramoved by

include some avents thal may have baan due o lying diseass or
medication. The sverall incidence rales of a6verse Axpari in these trials wera
similar for lramadot and the actve cortrol groups, acetaminophan 300 mg with

codeing phasphate 30 mg, and aspinin 325 mg with codeina phosphate 30 mg,
howevor, the rates of withdrawals due to adverse Bvenis apoeared to be higher in
Ihe lramadal groups.

tramadal.

Use With Cimehdine

Concomitant admiaistralian af Iramadnl witn cimetidine daes not result in
dinically signficant changes in tramadol pharmacokinetics. Thergtars, na alteralian
al the tramadol dosage regiman 15 recommended.

LUse With MAQ Imhibrtors

Intaraclions with MAO Inbibitars, due lo Eterfarenca with detoxification
mechanisms, hava baan reportzd lar some cenlrally acting drugs (soe WARNINGS,
Lse With MAD inhibllers),

Usa With Digoxin ard Warlarin

Post-marketing surveillance has revealed rare reports ol digoxin loxicily and
altaration of waﬁann effect. mcluqu elevalion af prothrombin times.

Carci i af Fartilily

A slight, but stausu:ally surullcanl INCrEase in two cammon muring lumors,
polmonary and hepatic, was observed in a mouse cacinagenicity Study. particularty
in aged mica. Mice were dosed orally Up 10 30 mg/kp {90 mp/m? or 0.36 Limes
he maxemum daily human dosags of 246 mg/m?) for approximalaly twa years,
although the swdy was nol dona wilh the Maximum Tolerated Dose. This
Iinding is not haheved to suggest risk in tumans. No such finding occurred in
a2t carcinogenicity study {dosing arally up to 30 my/kyg. 180 my/m?, or 0.73
brmes Ihe maximum daily human dasage).

Tamadal was nal mylagenic in the folowing assays: Ames Safmoaal micrsomal
activalion Iest, CHO/SPRT mammalian cell assay, mouse ymphama assay
{in Ihe absence of melabalic activatian), dominant lethal mutation lests in mice.
chromasome aberration test i Chingsa hamsters, and bane marrgw micranycleus)
tests in mica and Chingse hamsters, Weakly mutagenic resulls octumad in th
presence ol metabolic achvalion in B mouse lymphgma assay and micranucieus
st in rals. Overall, the weighl af avidence fram these lests indicates thal
mamadol dges not pose 4 genoloxic risk ka humans.

Mo etfects on fertility ware abserved for framadol al pral dosg levels up lo 50 mg/kg
{300 mg/m?) in male rats and 75 mgrkg {450 mg/m?) in femata ats. Thase dosages
arg 1.2 and 1.8 mes tha maximum dally human dosage of 245 mg/me, respectively
i EHacls: grancy Catepory C
Tramadul has been shown o be emhrymonlc and felotaxic in mice (120 mg/kg
ar 360 mgrm?). rats (225 mgfkg or 150 mgm?) and rabbits (=75 mofkg or
50 mg/nm) 2t matemally toxic dosages, but was not teratogenic at these dose
levels. These dosages on a mpyin? basis are 1.4, 20,6, and 23.6 limas Ihe Makmum
daily human dasaga (246 mg/m?} far mouse, rat and rabbit, respactively,
Na drug-relatad teratogenic eects ware observed in prageny of mice {(up to
140 my/kp or 420 mg/m2), rats jup to 80 my/kg or 480 my/md) ar rabhits
(up 100 my/kg or 3600 modm?) treatad with Irmadol by vanaus roules.
Embryo and fe!zl | oxicily consistad primarily of decreased felal weighis, skaletal
Upermuy y rigs al iy toxic dose levels.
Transient duiays in uevelupmentai ar beravicral parameters were also seen in
pups from rat dams abowed tm daliver. Embryo and fetal lathality were reporied
anly in ene rabbit study al 300 mg/kg (3690 mgim?), a desa that would cause
exireme matemal toxicily in the rabbit. The dosages lisled 1or mouse, rat 20d
rabbitare 1.7,7 9and 14.6 times tha maxmum daity human dosage (246 mulm’)‘
respaclivaly.
Kan-feratagenic EXects
Tramadol was evaluated in peri- and pasi-natal studies inrats. Progeny of dams
receiving aral {gavage) dose levais of 56 mgkq {300 mgm? or 1.2 times the
maximum daily human lramadal dosage) or grealer had decreased weights, and
pup survival was decreased sarly in lacklion al 80 mg/kg (480 mg/mior 1.9 and
higher the maximum Zaily human dosa).
There are na adequate and well-controlied studies in pregnant women, Tramadol
should be used dunng pregnancy anly 112 potantial benefit juslfies the patential
risk 10 the fetus. Meonalal seizures, neanaial withdrawal syndrome, fetal death
and still birth have baen reported during past-markating,

Table &
[ | of Advers for Tramadol Hydrochloride Tahlats
in Chranie Trials of Nonmalignant Pain (M= 427)
Up to 7 Days Up to 30 Bays Up to 90 Days

Dizinsss/Vertigo 6% % X%
Navsea 4% % 40%
Conslipation 24% IB% 8%
Heagache 18% 28% 2%
Somnolence 16% 3% 25%
Yomiting T 3% 17%
Pruritus B 10% 11%
“CNS Simulation™ % 1% 14%
Asthenia 6% 1% 12%
Swaaling 6% T 9%
Dyspepsia 5% 9% 13%
Qry Mouth, % % 10%
Diarrhea §% 6% 10%

' GNS Sl ion™ Is & ite of ner nxiety, ataoN, tramod,

spasticily, eupharia, emationdl | lability and halluclnalmns

Incidence [% to iass than 5%, passibly causally relatsd: the faliowing lists adverse
reactions thal occurred with an incidence ol 1% 10 lass Ihan 5% in clinical Irals,
and far which the pessibility ol a causal relationship with tramadol axisis.

Body a3 a Whale: Malaise.
Candigvascular: Vasodilalian

Cantral Nervous System: Anxisly, Canfusion, Coardinalion dislurbance, Euphoria,
igsis, Narvausness, Sleap disordae,

strelnteslingl: Ahdominal pain, Anoraxia, Flatulance.

sculuskelalal: Hypertania,

Lln: Rash.

cial Senses: Visual disturbance.

‘agenital: Menopausal symploms, Uninary [requency, Utinary retention.

Incidencs fess thar 1%, pessibly czusadly related: the follswinp lists adverse reac-

ligns that orcured with an incidance of kss than 1% in tinical frals andfor reporied

in past-marketing exparisnce.

Body as a Whele: Accidental injury, Allergic reaction, Araphylads, Death, Soicidal

tendancy, Weight loss, Serctonin syndrome (menal swtus change, hyperreflexia,

fever, shivering. remar. agitation, diaphoresis. seizures and comaj.

c Crthostatic hy Syncepa, Tachyeardia.

cemrzl Nervous Systam: Abnormal gait, Amnasm Cugmtw! uysfuncnm.
Cirficulty in ¢ Seizure (e

wmumss; Tremgr.

Aesglralery: Oyspnza,

Skis: Slevans-Johnson syndroma/Toxic epidammal necrotysis, Uricaria, Vesicles.

Special Sanses: Dyspeusia.

Uragenital: Dysuria, Menstrual disorder.

{ther adversa axpariencas, Caus?l mlgbionship unknowr: A variaty of other

2dverse events warg reporiad infrequenty in patients taking tramadol during dinical

lrials and/ar repusted in post-markating experiance. A causai relationship bebweer

(amadal and thesa evanls has not bean datsrmined, However, the most significant

events are listed balow as alerting inlormation to the physician.

Cardiowascular. Abnormal ECG, Hypertension, Hypotansian, Myocardial ischemia,
Palpilations, Pulmoriary edema, Pulmonary embelism.

Cenlral Nervoua Sysiem: Migraine. Spasch disorders.
Gastrolvesiinal: Gastraimestaal tisading, Hepatils, Slomalitis. Liverfaiiure.

Laboratory Aboormaiities Creatinine increase, Elavalad fivar anzymes, Hamoglobin
decreass, Protsinuria.

Sensary: Catamcts, Deaiess, Tinnitus.

DAUG ABUSE AND DEPEMDENCE
Tramadel may induce psychic and physical degendence ol the marghine-type
{p-ogiaid}. {Sea WARNINGS.} Dependence and aluse, inciuding drug-seeking

diahysia pailants can receive their reqular dese on tha day of dialysis.

The racommended dase lor adult patisnts wilh clwrhosic is 50 mq every
12 hours.

In general, dosa seleclion {or an elderly pallent aver B3 years ald should ba
cautious, usuaily starting &t the ‘ow end of the gasing rnga, mflacting the
Qrealer 1raquency ol decreased hapatic, renal or tardiac function and of
concomitani disaase or other drug thargy. For eldery patients over 75 yaars
old, wial dose should not axcund 300 mw’dav

HOW SUPPLIED

Tramadel Hydrochlorige Tablets, 50 mg, are available as whits, Kim-coated,
unscored, oval-shaped wblers, debossed "33° on one sida and debossad “58" an
the other side. They are available in batilas of 100 and 11D,

Store at contmled room temperature betwesn 15° and 30°C (597 and BE°F) [see USP].
Dispense in a tigh), fight-resistanl continer as detined in the USP. with & child-
resistant closure (as required).

Manufzctured By:
TEVA PHARMACEUTICAL IND, LTD.
Jarusakam, 93010, Isrzel

.

fanufactured For:
TEVA PHARMACEUTICALS USA
Sellersvilla, PA 18960
Rev. L 6:2002




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda
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