Q0-66v-68FTEG m 0-667-68

w |
0 240

N

N 20K U

o) LesUEERENJed Be LS

N

MUTUAL PHARMACEUTICAL COMPANY, INC.
PHILADELFHIA, PA 19124 USA

VIPANY, INC.

3124 1USA

JU“ 6 AN

. W —

MPANY, ING.
MUTUAL PHARMACEU 1CAL COMPANY, INC.

PHILADELPHIA, PA 19124 USA
-459-03
only

NDC 53489-499-07
TRAMADOL HCI
TABLETS
TABLETS
TRAMADOL HCI
NDG 53489-499-67
TRAMADOL H
TABLETS
120 TABLETS

8
2
T
[+]
Ed
2
o
a
2

Q
I
-
@)
(]
<
=
<L
=
|

PHILADELPHIA, PA 19124 USA

TABLETS
30 TABLETS
60 TABLETS
PHILADELPHIA. P 1
NDC 53489
TABLETS
250 TABLETS

NDC 53489-439-05
PHILAQELPHIA, PA 16120 USA

TRAMADOL HCI

MUTUAL PHARMAGEUTIZ L COQ

Each lablel conta
Tramade! hydrochlorida , 50 mg

MUTUAL PHARMACEUTICAL COMPANY, INGC.

Each lablet cantalns:
Store al cont d room temperature Tramadol hydrachlorids . , , . 50 mg
15°-30°C {59°-86°F), [sea USP]
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15°-30°C {59"-86°F). [see USF]
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diarchea, upper respiralory symptoms, piloereclion, and rarefy hallucinations. Clinical experience suggests
that withdrawal symptioms may be relieved by tapering 1he medication. .

Physical Dependence and Abuse . ) X ' o

Tramado! hydrochloride may induce psychic and physical depehdsnte’of the morphine-type (4-opioid) (Ses
DRAUG ABUSE AND DEPENDENGE}. Tramadol hydrochlaride should not be used in opioid-depandent patients.
Tramadol hydrochloride has been shown to rainitiale physical dependence-in some patiants that have besn
previously depandenl on olher opioids. Depandence and abuse, including drug-seeking bebavicr and taking
illicit actions to obtatn lhe drug, -are not limited to those patients with prior history of opioid dependance,

Rlsk of Qverdosage -

Serious potential consequences of overdosage wilh tramadol hydrochloride ara central nervaus system depras-
sion, respiratory depression and death. In treating an overdose, pnmary attention should he given to main-
taining adequale venlitation along with ganeral suppartive reaimant (See OVERDCSAGE).

PHECAUTIONS
Agute Abdominal Conditions

The administralion of tramadol hydrochioride may complicate the clinical assessment of patients with acute
abdominal conditions.

Use lh Ranal and Hepatlc Disease .
Impaired réna! lunction resulls in a decreassd rate and extent of excration of tramadol and'its active matabolits,

© AND ADMINISTRATION). Metabolism of tramadal and M1 is reduced in pdtients with advanced cirrhosis of the

liver. In cirrholic patients, dosing reduclion is recommendad (see DOSAGE AND AOMINISTRATION].

quent reactions (5% or mere by 7 days). Ther
systam and gastroinleslinal system. Although th
1o tramadol- hydrechlaride adminisiration, the re
due to underlying disaase or concemitant madic.
ihese trials were similar for iramadal hydrachlo
with codeina phasphate 30 mg, and aspirin 32¢
withdrawals due 0 adverss evenls appearet! to
Table 2 Cumutative Incidence of Adverse Re
Nonmalignant Pain {N = 427}

APPROVEDEZ™

Constipatian
Headache
Somnolence
Vomiting

*CNS5 Slimulation*!

M1: In patients with crealinine clearances of lessthan 30 mi/min, dosing reduction is recommended [see DOSAGE “ 2 0 m Pruritus

With ‘the prolonged haif-life in these conditions, achievarnant of-steady-stale is deiayed, sa that it may take
several days far alevaled plasma concentratians to develop. : . . ' .
Information far Pafients o .

Tramadal hydrachloride tablels may impair mental or physlcal abilities required for the parformance af
potentially hazardaus tasks such as driving a car or oparating machinary.

Tramadol hydrachlaride shauld nat be taken with alcoha! cantaining beverages.

Tramadall hydrochloride shauld be used with ¢caution when laking madications such as {ranguilizers, hyp-
natics or other opiate cortaining analgasics, . -

The patienl shauld ba instrucied to inform the physician if they are pregnant, think they might hecame
pragnanl, or are trying to becomse pregnant (see PRECAUTIONS: Labor and Delivery).

The patiant shauld understand the single-dose and 24-haur dose limit and the time inlerval batween doses,
since exceading these recommendations can rsqlt.in respiratory depressian, seizures and dealh.

Drug Interactions . | IR . . . E .

In vitro sludies indicale thal tramadel is unfikely 10 inhiblt the CYP3Ad-mediated metabolism af ciher drugs when
framadol s administered cancomitantly at therapeutic deses. “Tramads! does not appaar to induce its own melabolism
In humans, since observed maximal plasma concentrations afler multiple oral doses are higher than expecied based
on single-dose dala. Tramadol is a mild inducer of salected drug metabalism palhways measured in animals.
Use with Carbamazepine - .

Falionts taking ¢arhamazépine may have a significdntly reduced analgesic effect of tramado! hydrochloride.
Because carbamazepine increases iramadol metabelism and because of the seizure risk associated with tra-
madol, concamitant administration ol tramado!: hydrochloride and carbamazepine is nol recommended,

Use with Quinidine

Tramadol is metabolized to M1 by CYP206. Qulnidlne is a selective inhibitor of that isaenzyme, so that don-
cemitant administralion of quinidine and tramadal hydreshloride resulls in increased concentrations df tra-
madel and'reduced tangentrations of M1. The clinical consaquences of these findings are unknawn. fn vitra
drug inleracticn sludies in human liver microsomes indicale that trarnadol has no efect on guinidine matabalism,
Use with Inhibitors of CYP206 ' ' .

in vitro drug interaction studies in human liver microsomes indicate lhat concomitant administration with in-
hibitars of CYP2D6 such as fluoxetine, paroxetine, and amitriplyline could result in same inhib:lion of the me-

-

tabolism of tramadol.

Use with Cimetidine -

Concomitant administration of tramadal hydrochloride with cimetidine does not result in clinically signilicant
changes in tramadol pharmacokinetics. Thereiore, na alteration al tha framadal hydrochlarida dasage reg-
imen is recommendad. v

Use with MAQ Inhibilors X

Interactions with MAQ Inhibitars, dua 1o interference with detoxilication mechanisms, have baen reparied far
same centrally acting drugs (see WARNINGS, Use with MAD Inhikilors].

Use with Digoxin and Warfarin

Post-markeling surveillance has revaaled rare reports of digoxin toxicity and alteratian of warfarin effect, in-
cluding elevation of prothrombin limas.

GCarcinogenesis, Mutagenesis, Impairment of Fartility

A slight, but statistically significant, increasa in twe common murine tlumors, pulmanary and hepatic, was ob-
served in a mouse carcinegenicity study, particularly in aged mice. Mice were dosed orally up to 30 mglkg
(90 mg/m? or 0.36 times the maximum daily' human dosage 'of 246 mg/m?) for approximately two vears,
aithaugh the sludy was not done wilh the Maximum Tolerated Dose. This finding is nat believed to suggest
risk in humans. No such findir_\g occurred in a ral earcinogenicity study {dosing orally up to 30 mafka, 180

———z

Asthenia
Swaaling
Dyspepsia
S Cry Mauth
Diarrhea

1 "CNS Stimulation”™ is a composite of nerva
ematianal lacility and hafiucinations.

incidence 1% to less than 5%, possibly causally
with an incidence of 1% to less than 8% in ¢lin
ship with tramadol hydrochipride exists.

Body as 8 Whole: Malaise. )
Cardlovaseular: Vasodiiation.

Central Nervous System: Anxiety, Conlusion,
Sieap disorder.

Gastraintestinal: Abdominal pain, Anaorexia, Fk
Musculoskeletal: Hypertonia.

Skin: Rash,

Special Sensas: Visual disturbance.
Urogenital: Menopausal symptams, Urinary fre
incidence tess than 1%, possibly causally refatec
incidenca ot lass than 1% in clinical tridls and/¢

Body as a Whole: Accidantal injury, Allergic re
Serotonin syndroma (menlal status change, hype
zures and ¢omal.

Cardiovabcular: Orthostatic hypotension, Syncc

Central Nervous System: Abnormal galt, Amnes
tion, Hallucinatitns, Paresthesia. Seizure (sée W

Respiratory; Uyspnea.

Skin: Stevens-Johnson syndrome/Taxic epiderr
Special Senses: Dysgeusia.

Urogeniial: Dysuria, Menstrual disorder.

Qthar adverse expeviences, causal relationship ur
quantly in patients taking tramado! hydrochloride
efice. A causal relalionship between tramadaol
However, IHe most significant avenis ara listed

Cardiovascular; Abnormal ECG, Hypertension,
edema, Pulmorary embalism.

Central Nervous System: Migrainga, Speech dis
Qastrointestinal: Gastrointestinal bleeding, Hag
Laboratory Abnormalitias! Crealinine incraase,
Saensory: Cataracts, Deafness, Tinnitus.

DRUG ABUSE AND DEPENDENCE

Tramadol hydrochloride may induce psychic an
WARNINGS | Nanapdanca anel abica incloadis
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ithdrawal symplams may be relieved by lapering the medication. Lo
Physical Dependence and Abuse - v ) v
Framadol hydrochloride may induce psychic and physical dependenceotthe marphine-iypa {y-opiaid} (See
DAUG ABUSE AND DEPENDENCE]. Tramadol hydrochloride shauld nod be used in opivid-dependent patients.
Tramadol hydrochlaride has been shawn o reinftiate physical dependence in soma patienis that have been
previously dependent an other opicids. Dependence and abuse, including drug-seeking behaviar and taking
iliicit actions lo obtain tha drug, are nol iimited 1o those patienls with prior histary of opioid dependence.
Risk of Overdosage . ’ . ' .
Sarious potential consequences of overdosage wilh tramadal hydrochlaride are central nervous system depres-
sion, respiratory depression and death. In Irealing an overdose, primary aHantion should be given lo main-
tain|ng adequate ventilation along with general supporlive treatment (Ser OVERDQSAGE).
PRECAUTIONS
Acute Abdominal Conditions . . .
The administration ol lramado! hydrochioride may complicate the ciinical assessmant of patients with acute
abdominal conditions.
ze in Aenal -and Hepatic Disease
tmpaired rénal function results in a decreassd rale and extenl of excrelion of tfamadp! and its active metabolite,
M1. In patients with creatinine clearafices of tess than 30 mL/min, dosing raduction is recommanded (see DOSAGE
AND ADMINISTRATION). Metabelism of tramadol and M1 is reduced in palients with advanced girrhosis of the
liver. In cirrhelic patients, dosing reduction is recommended (see DOSAGE AND ADMINISTRATION).
With the prelenged hail-tife in these conditicns, achievement ol steady-state is delayed, so that it may take
saveral days for elevated plasma concentrations to develop. - .
Information for Patients
* Tramadal hydrochloride tablets may impair mental or physleal abilities required for the perfarmance of
potentially hazardous tasks such as driving a car ar aperating machinary.
Tramadol hydrochloride should not be taken with alcohal cantaining bevaragas.
Tramadol hydrochloride should be used with caution when taking medicalions such as tranquilizers, hyp-
natics or other opiate containing analgesics.
The patient should be instructed ta inform lhe physician if they ara pragnant, think they mlght bacome
pragnant, ar are trying to become pregnant (see PAECAUTIONS: Labor and Delivery). .
The patient should understand lhe single-dese and 24-hour dose limit and the lime intarval betwean doses,
since exceeding lhese recommendations can result in raspiratory depression, seizures and death.
Drug Intaractions )
In vitre studias indicate that ramadol is unlikely to inhibil the CYP3A4-mediated meiabolism of other drugs when
tramadol is administered concamitanily at therapeutic doses. Tramado! does not appear io induce its awn matabolism
in humans, since ohserved maximal piasia concenlralions after multiple oral dosas are higher than expacied based
o single-dose dala. Tramadol is a mikd induocar of selecled drug melabolism pathways maasured in animala.
Use with Carbamazepine - . . -
Patients taking carbamazepine may have a significantly reduced analgesic effect af tramadal hydrochloride.
Because carbamazepine increases tramadal metabolism and because of tha saizure risk associated wilh tra-
madol, concomitant administralion ot tramadal hydrochloride and carhamazepine is nat regormmanded.
Use with Quinidina
Tramadol is metabelized to M1 by CYP2D6. Quinidine is a selsctive inhibitar of that iscenzyme. so that dord-
comitant administration of guinidine and tramadol hydrochloride results in increased cdnzentratians df tra-
madal and reduced concentrations of M1. The clinical conseguences of lhese findings ara unknown, 1 vitro
drug interaction studies in human liver microsomes indicale that tramadal has no effect an quinidine metabalism.
Use with Inhibitors of CYP2DE .
In vitre drug interaction sludies In human liver microsomes indicale that cancomitant administration with in-
hibitars of CYP2D6 such as fluoxeting, paroxetine, and amitriptyline could resuit in some inhibition of the me-
tabolism of Iramadol. ' . S
Use with Cimetidine L
Cancomilant adminislration ol tramadal hydrachloride with cimetidine does not resull in clinically signilicant

changes in lramadol pharmacokinglics, Therefore, no alleralion of the tramadnl hydrachloride dosage reg-
imen is recommended. o

Usa with A inhibitors

Interactions with MAO Inhibitors, due to interferance with detoxification mechanisms, have bean reported for
soma cenlrally acling drugs {see WARNIN , Use with MAD Inhibitors).

illance has revealed rare reparts of digaxin toxicity and alteration ol wartarin effect, in-
19 elevation of prolhrombin times.

Carcinogenesls, Mutagenesis, Impairment of Fertility

A slight, bul statislically cant, increassa in lwe common murine tumars, pulmonary and Hepatic, was ob-
served In @ mouse carcinogenieity study, particularly in aged mice. Mice were dosed orally up to 30 mg/kg
(90 mg/m? or 0.36 times the maximum daily human dosage of 246 ma/m?) for approximatsely two years,
although the siudy was not done with the Maximum Tolerated Dose. This linding is net believed 1o suggest
risk in humans. Mo such finding occurred in & ral carcinagenicily sludy (dosing erally up 10 30 mg/kg, 180
m? | or 0.73 times the maximum daily human dosage - R
Tramadal was not mutagenic in the following assays: Ames Salmoneila microsomal activation les1, CHO/HPRT
mammalian cell ay, mouse lymphoma assay {in lhe absence of metabelic aclivation), deminant {athal muta-
tion tesls in mrice, chramosome aberralion test in Chinese hamsters, and bone marrow micronuclaus tesls in
mice and ingse hamsters. Weakly mutagenic Tesults sccurred in the presence of metahalic activation in
the mouse lymphoma assay and micronucleus test in rats. Qverall, the weight of svidence frém lhese tdsls
indicates that lramadol does not pose a genolaxic risk to humans.
Mo effects on ferility ware abserved for tramado! at oral dose lavels up to 50 ma/kg (300 mg/md) in male
rats and 75 mg/kg {450 mg/m?) in female rats. These dosages are 1.2 and 1.8 limes the maximum daily
human dosage of 246 mg/m? | respechivety. -
Pregnancy, T oge Effacts: Pregnancy Category C
Tramadol has nean shown to be embryotoxic and fetalaxic in mice, (120 mg/kg or 380 mg/m?), rats
(225 mg/kg ar 150 mg/m?2) and rabbits 5 mg/lkg or 900 mg/m?) al maternally taxic dosages, but was not
teratogenic” at ¢ e levels, These dosages on a mg/m< hasis are 1.4, 20.6, and .6 times ihe max-
imum daily human ge (246 mg/m¥) for mouse, rat and rabbit, respectively.
C effects were observed in progeny ol m {up 1a 140 mg/kg ar 420 mg/m2), rals

ar 480 mg/m?) or rabbits {up to 300 mg/kg or 3500 mgAn?) treated wilh tramadal by various
royles. Embrya and fatal toxicity consisted primarily of decreased fetal weighls, skeletal ossification and
increased supernumerary ribs al matarnally toxic dose levels. Transient delays in davelopmenial or behav-
ioral parame vere alsa seen in pups Irom rat dams allowed 19 deliver. Embryo and fetal lethality were
reported only in 5 ar / 3600 mg/m?); a dosé that would ¢ause exirame maternal tox-
i “rat and rabbit are’1.7; -and 14.§ timea’'the maximum

2], raspactively. -

Non-teratagenic Effecls

Tramado! was evaluated in perf- and posl-natal studies in rats. Progeny of dams receivifig oral (gavags) dose
levels of 50 mg/kg (300 mg/m? or 1.2 times the maximum daily human trainadol dosage) or greater had de-
creased weights, and pup survival was decreased early in lactation at 83 mgikg (480 mg/m2 or 1.% and higher
tha rmaximum daily human dose)

There are no adequate and well-controfled sludies in pregnant wamen. Tramadod hydrochloride should be
used during pragnanecy only if the potential benelit justifies the patential risk to tha fatus. Neanalal seizures,
neonata!l withdrawal syndrome, letal death and still birth have been reported during post-marketing.

Labor and Delivery

Tramadol hydrochiaride should nat be used in pregnant women prior to ar during labar unless the polential
benelits autweigh the risks. Safe use in pregnancy has not been established. Ghronic use during pregnancy
may iead to physical dependence and post-partum withdrawal symptoms in Ihe newbaorn (See DAUG ABUSE
AND DEPENDENCE). Tramado! has been shown to cross the placenta. The mean ratio of Serumn framaded in

the umbilical veins compared to maternal veins was 0.83 for 40 women given tramadoi during labor.

The effect tramadol hydrechloride, if any, on lhe later growth, development, and functional maluration of
the child is unknown. .

Nursing Mothers .

Tramadol hydrochioride is not recommen or obstetrical preaperalive madication or for post-delivery anatge-
$ia in nursing mothars because jts safely in infanis and newhorns has not been sludied. Follawing a single
¥ 100 mg dose af tramadol. the cumulative excretion in breasl mitk within 16 hours postdose was 100 ug ol
tramado! {0.1% of the maternal dose) and 27 pg of M1,

Pediatric Use - .

The safely and eflicacy of Iramado! hydrachioride in patients under 16 years al age have not been estab-
lished. The use of tramadol hydrachloride in the pediatric population is not recommended.

Gariatric Use .

It general, dose seleclion for an alderly patient should be caulious, uswally starling #1 the low end ol the
dosing range, refiecling tha greater frequency o! decreased hepatic, rerai or cardiac funclion and af can-
camilanl disease or other drug therdpy. In palients over 75 years af age, daily doses in excess of 300 mg
ara not recommended. {see CLINICAL PHARMACOLGGY and DOSAGE AND ADMINISTRATION)

A total of 455 alderly. (65 years of age or oider) subjects were exposad to tramadsi hydrochloride in con-




Intgractions with MAQ Inhibitars, dus to interference with detoxification mechanisms, have bean reported 101'.
some cenirally acling drugs (sae WARNINGS, Use with MAQ nhibitors).

Use with Digoxin and L‘w’arl‘ariﬂ

Past-marketing survailiance' has revealad rarg reports of digoxin toxicily and alieration of warfarin affect, in-
cluding ¢levation of prathrambin times,

Carcinogenesis, Mutagenesis, lmpairment af Fertility

A slight, but slatiskcall Ig ant, increase in lwo common murine tumors, pulmenary and hepatic, was ob-
sgrved in a mouse carcinagenicily study, particularly in aged mice. Mice were dosed orally up to 30 mg/kg
(90 mg/m? or G.36 {imes tha maximum daily human dosage of 248 mg/m?) for approximately two years,
aithaugh the study was not done with the Maximum Toleratad Dose. This finding is not believed ia suggest
risk in humans. No such linding acourred in a rat cartinogenicity study (dosing orally up 10 30 mg/kg, 180
mg/m? , or 0.73 times the maximum daily human dosaga). . -

Tramadal was nat mutagenic in the followlng as: Ames Salmonaila micrasomal actlvation test, GHO/HPRT
mammalian cel} assay, mouse lymphoma assay {in the absence of metabolic activation), daminant lethal muta-
tion tesis in mice, chromosome aberration test in Chinese hamsters, and bone marraw micronucleus tests in
mice and Chinese hamstars, Weakly mutagenic results acturred in the prasence of matabalic activation in
the mouse lymphoma assay and micranuclaus 1est in rats, Overall, the weight of ewidence fram ihese tdsis
indicales that tramadol does not pose a genotoxic risk o humans.

Na elfects on fertility were observed tor tramado! at oral dose lavels up ta 50 mg/kg (00 mg/m?} in male
rats and 75 mg/kg {450 mg/m?2) in female rats. These dosages are 1.2 and 1.8 timés the maximum daily
human desags of 246 mg/m? | respectivel )

Pregnancy, Teralogenic Effects: Pregnancy Category C

Tramadol has been shown to ke embryotoxic and fetotoxic in mice, (120 mg/kg or 350 mg/m2), rats
{225 mg/Kg or 150 mg/m¥?) and rabbits g/kg or 900 mg/m?2j at malsrnally 1oxic dosages, but was not
1eratogenic: at these dose levels. These dosages on a mg/m#? basis are 1.4, zD.6, and 23.6 times the max-
imum daily human desage (246 mg/m2) far mause, ral and rabbit, raspeclively.

No drug-refated teratogenic effects were observed in progeny af mice (Up_to 140 mg/kg or 420 mg/m2), rats
(up to 80 mg/kg or 480 mg/m?} or rabbits (up la, 300 mo/kg or 3600 mg/m?) treated with tramadal by various
routes. Embryo and fatal to city consiste primarily of decreaseg fetal weights, skaletal ossificalion and
increasad supernumerary ribs al maternally texic dose levels. Transient detays in davelopmeatal or behay-
ioral parameters wera aiso seen in pups from ral dams allawed to deliver. Embryo ang felal lelhality were
reportad only In'one rabbit study at 300 ma‘kg (A600 mg/m2), a dase that would cause' extreme maternal tox-
icity in the rabbit. The dosages Iisted for mouse, rat and rabbit are 1.7, 1.% and 14.6 timas the maximum
daily human dosage {248 mg/m?}, respectively.

Non-teratagenic Effects

Tramadoi was evaluated in peri- and post-nalal studies in rats. Progeny of darms recaiving orai {gavage) dose
fevels of 50 mg/kg 1300 mg/m? or 1.2 limes the maximum daily human tramadaol dosagej or greater had de-
creased weights, and pup survival was decreased early in laclation at 80 mg/kg (480 mg/m2 or 1,8 and higher
the maximum daily human dose).

There are no adequate and well-cantrolled studies in pregnant women. Tramadol hydrochloride should be
used during pregnancy only if the polential benefit justifies the potential risk to the fetus. Neonatal saizures,
necnatal withdrawal syndrome, fetal death and still birth have bean reparted during post-markating.

Labor and Detivery

Tramadol hydrochloride should not be used in -pregnant wamen prior to ar during labar unless the poteniial
benafits cutweigh the risks. Safe usa in pregnancy has nol been established. Chronic use during pregnancy
may lead to physical depandence and post-partum withdrawal symptams in the newbarn (See DRUG ABUISE
AND DEPENDENCE). Tramads| has been shown to cross the placenta. The mean ralio of serum tramadol in
the umbilical veins cempared to malernaf vefns was 0,83 far 40 wamen given tramadol during labor.

The elect of tramadal nydrochroride, if any, on Lhe later grawlh, deveiopment, and functional maluration of
the child is unknown, : :

Nursing Mothers . .

Tramado| hydrochloride is not recommanded lar obstetrical preaperative madicatian or for past éfiveq- analge-
sia in nursing mothers because jts safety in infanis and newborns has nal been studied. Foilowing a single
IV 100 mg dose of tramadal, the cumulative excretion in breas! milk wilhin {5 hours postdose was 100 Hg of
iramadol {0.1% of the maternal dose) and 27 pg of M1,

Pediairic Use . .

The safety and ellicacy of ramadcl hydrochloride in patients under 16 years of age have not baen eslab-
lished. The use of lramads! kydrochlarida in the pediatric population is not recommended.

Geriatric Use

In general, dose selection for an elderly palienl should be cautious, usually slarting at the low end of the
dasing range. refllecting the greater frequency ot decreased hapatic, renal or cardiac functién and of con-
cemitant disease or gther drug therdpy. In palients over 75 years of age, daily doses in excess of 300 mg
are not recommended. {see GLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION]

A total of 455 elderly (55 years of age or oider) subjects were exposad to tramade!l hydrochloride in con-
trolted clinical-trials.  Of those, 145 subjects wears 75 years of age and elder. - R

In sludies including geriatric patients, lreatment-limiting adverse evenis were higher in subjecls over 75 years
af age compared io those under 65 years of age. Specifically, 30% of those over 75 years of age had gas-
trointestinal treatment-limitj g adverse events compared to 17% of these under 65 yaars of aga. Ganstipa-
tian resuited in discontinuation of treatment in 10% of those gver 75.

ADVERSE REACTIONS

Tramadol hydrachloride was administarsd to 550 palients during the double-hlind ar open-labal exiension
periods in U.S. stud of chronic nonmaiignanl pain. Of these patients. 375 were 65 vears old or alder.
Table 2 reports the cumutative incidence rale of adverse reactions by 7, 30 and 90 days for the most fre-
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ttohs for tramadol hydrochlorida In Chrohié Trials of

Constipatian
Headacha
Somnolence
Vomiting

Pruritus

"CN8 Stimulation®!
Asthenia

Sweating
Dyspapsia

Dry Mauth

I “GNg Stimulation® is a Composile gf Nervousness, anxiety, agitation, tremor, spasticity, ¢uphotia,
emational lability and hallucinalians,

lowing lists adverge feactions that accurred
nce of 14 i ini ials, ssibility of a caysal relation-
ship with tramadol hydro
Bodry as 4 Whele: Malaise,
Cardiovascula_r: Vasodilation. '
Cuhtral Nervous System: Anxiely, Ganfusion, ¢oordiﬂation Histurbance, Euphoria, Micais, Narvousnaess,
Sleep disordar. .
Gastrointestinal Abdominal pain, Anarexia, Flatulence.
Muscuioskete Hypartonfa.
SRkin: Rash.
Special Sanses: Visual disturbance. .
Wragenital: Manopausal symptoms, Urinary fraquarncy, Urinary retantian, L
Incidence less than 1%, possibfy causally refatad: the following lists advarse reactions that occurred with an
incidence of less 1han 1% in cifnical trials and/er reported in Pasi-marketing experience,
Body as a Whole: Accidantal injury, Allargic raactia, Anaphylaxis, Death, Suicida| tendency, Weight foss,
Serbtonin syndreme [mental statys change, hyperreflax; faver, ghivaring, tremar, agitatian,.. iapheresia, sei-
Zures and comay). . ) N el
Cardiovascular: Orthostatic hypatension, Syncope, Tachyeardia.
Central Nervous System: Abnormal gait, Amnesia, Cognitive dysfunction, Ddprassion, Dilticulty in concentra-
tion, Haflucinalibns. Paresthasia, Seizurg (sés WAHNINGS). Trgmor.
Réspiratury: Dyspnea. . -
Skin: Stevens-Johnsan syndroma/Toxic epidermal necrolysis, Urlicaria, Vasicles.
Special Senses; Dysgeusia,
Uregenital: Dysuria, Menstrial disorder. .
Ofther adverse experiances, causa!refafionship unknown: A variely of othar advarse bvants were reported infre-
querntly In patienls taking ramadg/ hydrochlaride during clinical trials and/ar reported in Post-marketing experi-
A causal relationship betwean tramadol hydrachioride ang these evenis has noy been detérmined.
ever, the most significant avents are listed beiow as alerting information to tha physician,
Cardlovascular; Abnormal ECG, Hypertension, Hypatension, Myocard;al ischemia, Palpitatians, Puimonary
edama, Pulmonary embblism. .
Central Norvays System: Migraine, § aech disarders. .
hastrm‘ntesﬂnal: Gastrointastinal bieeding, HepaiHis, SHomatills, Liver failure.
aboratory Abnormalitias: Creatinine increass, Elevaled liver ¢nzymas, Hemeglebin decrease, Proleinuria.
[Sensory; Cataracts, Ceafaess, Tinnitus, .

: physical dependence of the mar, ne-type (p-opidid) (Sea

. including drug-seaking behaviar and taking illicit actions to obiain the

hose patienls with Prior histery of opivid dependance, | The risk it patients with sub-

abserved ta be highar. Tramado! hydrochlicride is as30ciated with craving and toi-

. Withdrawal Symptoms may accur if tramadoi hydrochloride is discontinyed ahruptly_

inelude: anxiety, sweating, | ia, ri in, tremors, diarrhea, Upper res-

i i rely haltuci . inical axperisnta suggests that withdrawai symp-

evad by reinstitution of opioid therapy foliowed by a graduat, taperad dose raquction of the
with symptomatic supparl.

PVERDOSAGE

ferious patential tonsequences of avardasage are raspiratory dapression, lathargy, coma, sdizure, cardiac
rest and death (Sea WARNINGS). Fataiifies have bean reported in Poat markeling in association with both
tentional and unintentional averdose with tramadal hydrochloride. 1n treating an overdose, primary atten-
Bon should ba qiven ta maintaining adequate ventilation along with gengrai Supportive treatment.
Cxone wili reverse same, but nat ali, symptamsd caused by overdosage with tramadaoi hydreshloride, the
k af seizures is alsg increasad with naloxona administralion. In animals convulsions following he admin-
flration of toxic doses of I i i i
poreased with naloxone, 20 did not ¢hang
Ismoaialysis is not Bxpecte helpful In an averdose because il
red dose in a d-hour dialysis period. .
josAGE AND ADMINISTRATION
duits {17 vears of age and aover)
or patienis wilh moderatg tg moderately saverd chronic pain nat faguiring rapid onsat gf dnaigesic effact,
fe talerability of iramadoi hvdrechlaride can be improved by initiating therapy with g tilration regimen: The
Ptal daily dose may be ircraased by 50 mg as toleratad every 3 days to reach 200 mg/day (50 mg q.i.d,).
ter titration, 1ramadol hydrachleride tablets 50 to 100 mg can be administerad as needed for pain reiief
ery 4 to 6 hours not 1o exceed 400 tg/day.
of the subsat of paiiants for whom rapid onset of analgesic effect is fequired and for whom the benafils
fen due to advarse events associated with higher inijlial doses, tramadel
9 can be administered as neaded far pain religf every four to six houys,

paod pain management £ractice dictates that the dose be individualized according 1o patient naed using the
PWest beneficial gose. Studies wilk tramadol in adults have showh that slarfing at tha fowest possible dase
nd ttrating upward wil result in fewer discontinuations ang increasad tolarability.
In ail patients with creatinine clearance lesh than 30 mL/min, it s recommended that the dosing interval
of tramadol hydrachloride be increased to 12 hours, with a maximum Faily dose of 200 mg. Since only 79
ef an adminislered dose is removed by hemoadiaiysis, diatysis batiants can receive their regular dose on
the day of dialysis, )
The recommanded dase far adult pdtients with cirrhosis is 50 mg every 12 hoyrs.
In general, dase selaciion for an eldarly patient aver 65 years old shoulg be cautious, usually starting at
the low end of lhe dosing range, reflecling the greater frequency ef decrdased hepatic, ranal or cardiac
i nd of concomilant dis Ase of othar drug therapy. For elderly patients over 75 years old, total
B dose shauld not @xceed 300 mg/gay.
jow SUPPLIED
amadol hydrochiorida labiats, 50 mg are raund, white, fil_rn-coaled, unscored, debossed MP 717 on ane
de and are supplied as follows-
itles of 30 unit of use NDG 53489-489.07
ttles of 60 unit of use NDC 53489-499.05
ties of B0 unit of use NDC 53489-489-50
bitles oi 100 Ferav [




oy Gomal. L
cﬁ"—_d"ova'scular: Orthostatic hypatension, Syncape, Tachycardia. .
central Nervous System: Abnormal gait, Amnesia, Cognilive dysfunclion, Dépression, Difficully n cancentra-

 iion Hailuginations, Paresthesia, Selzure (s¢e WARNINGS), Tremor.

Raspiratory: Oysphea.

skin: Stevens-Johnson sy me/Toxic epidermal necroiysis, Urticaria, Vesicles.

special Senses: Dysgeusia.

urogenital: Dysurtia, Menstrual disorder.

Other adverse experiences, causal relationship unkrown: A varigty of other adversa events ware reported infre-
quently in patients taking tramadol hydrachlgride during clinicai triais and/ar reported in post-marketing experi-
ance. A causal relationship betwean tramadaol hydrochleride and these events has not been detérmined.
Howaver, lhe mast significant events are listed belaw as alerting informalicn to ihe physician.

Cardiovascuiar: Abnormal ECG, Hypertension, Hypotension, Myocardial ischemia, Palpitations, Pulmenary
edema, Pulmonary embilism.

Ceantral Nervous System: Migraine, Speech disorders.

Qastrointestinal: Gastrointestinal bleeding, Hepatitis, Stomatitls, Liver [lailure.

Laboratory Abnormalities: Crealtinine increase, Elevated liver enzymes, Hemaglobin decrease, Proleinuria,

Sensory: Cataracts, Deafness, Tinnitus. -

DRUG ABUSE AND DEPENDENCE

Tramadol hydrochloride may induce psychic and physical dependence of the morphine-type (y-opidid) {See
WARNINGS.) Dependence and abuse, including drug-seeking behavier and taking iilicit actions to obtain the
drug are nat limitad to those patients with prior history of opiocid dependence. . The risk in palients with sub-
stance abuseé has been observed te be higher. Tramadal hydrochloride is associated with craving and tol-
grance development. Wilhdrawal symploms may occur if lramadol hydrochloride is disconlinued abruptiy.
These symptams may include: anxiely, sweating, insomnia, rigors, pain, nausea, iremors, diarthea, upper ras-
piratory symptoms, piloersction, and rarely hallucinatiors. Clinical experiénce suggests that withdrawal symp-
toms may be relieved by reinstitulion of opiaid therapy fallewed by a gradual, tapered dose reduction of the
meditation combined with symplomalic support.

OVERDOSAGE

Saricus potential consequences of overdosagé are respiratory depression, lethargy, coma, seizure, cardiac
arrest and death (See WAANINGS). Fatalities have been reparted in post marketing in asscciation with both
inteptional and uninlentional overdose with tramadol hydrochiaride. In treating an overdose, primary allen-
tian shauld be given 10 maintaining adequate ventilation alang with general supporlive treatment, Whila
najoxone will raverse some, but not all, symptoms caused by averdosage with tramadol hydrochloride, the
risk ol seizures is also Increased with naloxone administration. In animals convulsions Following the admin-
istralion of loxic doses of iramadel could bé supprassed with barbituratss or benzadiazepines bul were
increased with naloxgne. Nalaxone administralion did not change the lethality of an overdose in mice,
Hemadialysis is not expected ta be helpful In an overdose because it ramoves lass than 7% of the adminia-
tered dose in a 4-hour dialysis period.

DOSAGE AND ADMINISTRATION

Adults {17 years of age and over]

For patients with moderate to moderately severk chronic pain nol requiring rapid onsat df dnalgesic elfect,
the 1clarability of iramadoi hydrachiorde can be improved by initiating therapy with a titration regimen: The
total daily dose may be ifcreased by 50 mg as telerated every 3 days to reach 200 mg/day (50 mg g.hd.).
Aller titration, tramadoi hydrochloride 1ablets 50 to 100 Ing can ba administerad as needed for pain reliaf
every 4 to 6 hours not to exceed 400 mg/day.

For the subsel of patienls [ar whom rapid onset @i analgesic efecl is required and 10; whom the benefits
outwsigh lhe risk of discontinuation dug to adverss events associa with higher inilial doses, tramadol
hydrachlorice tablets 50 mg to 100 mg can be adminisiered as nesdad for pain relief avary tour 10 six hours,
not to axceed 400 mg per day.

idividualization of Dosa

Good pain management practice dictates thal the dosa be individualizbd accb:ding to palient need using the
lowest beneficial dose. Studies with iramadaoi in addits have shawn thal starting al the lowesi possible dose
and litrating upward will resull in fewar discontinuations and increased tolarability.

+ In all patienis with craatinine clearance lesy than 30 mi/mi, it is recommended thal the dosing interval
af tramadol hydrochloride be increased te 12 hours, with a maximum daily dose of 200 mg. Since only 7%
af an adminisiered dosa is removed by hemaodialysis, dlalysls patlenhts can receiva iheir reguiar dose on
ihe day of dlalysis. )

+ The recommended dosa for adult patients with cifrhosls is 50 mg every 12 hours.

4 In general, dose selection for an elderly patient over 65 years ol# should be cautious, usually sterling at
lhe low end af the dosing range, reflecling the greater frequency of decréased hepatic, renal or cardia¢
funclien and of cancomitant disease or other drug therapy. For elderly patiénts over 75§ years old, tolal
dose should notl excesd 300 mg/day.

HOW SUPPLIED

Tramadol hydrochloride tablels, 50 mg are rodnd, whita, film-coated, unscorad, dabassaed ME 717 an one
side and are supplied as follows:

Bottles of 30 unit of use NDG 53489-49%-07
Bottles of 60 unit of usa  NDC 53489-499-06
Bottles of 80 unit of use MNOC 53489-499-90
Bottles af 100 NOC 53489-499-01
Bottles of 120 NDC 53489-499-67
Battles of 250 NDC 534839-499-03
Bottles atf 500 NDC 53489-499-05
Botlles af 1000 NDC 53489-483-10

Store al contrelled room temperalure 15°-30° C (59°-86° F). [saa USP|
DISPENSE IN TIGHT, LIGHT-RESISTANT CONTAINER,

Manufactured By
MUTUAL PHARMACEUTICAL COMPANY, INC.
Philadelphia, PA 19124 USA

Revised: June 2002Ch-] -
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TRAMADOL HYDROCHLORIDE TABLETS

' DESCRIPTION

+ Tramadol hydrochloride tablels are cantrally acting anal-
gesic. Tha chemical name for tramadal hydrochlaride
is (:)cis-zf[(dFma!hylamino)meihyl]-1-(3-me1huxypheny!}

= cyclohexanol hydrochloride. Its structuwral formula is:

QCH3

iy

“66V-68¥EG-

2 66

i ’ CygHasNO; = HCI -SadaTd 02 S :
HE A

. . The molecular waighl of tramadol bydF h*nn’ is 209%F
Tramadol hydrachiaride is a white, bilter, crystalline and odorless powder. It is readily soluble in waler and

elhanal and has a pKa of 9.41. The n-pctanal/water log partition coefficient (logP) is 1.35 at pH 7. Tramadol
hydrechloride tablets, far oral administratian cantain 50 mg af tramadel hydrochloride and are white in color.
Inactive ingredients in the tablet are carnauba wax, crospavidone, hydroxypropyl methylcallulase, lactosa
menokydrate, magnesium stearate, microcrystalline ¢ellulose, polydextrosa, pelyethylene glycol, povidana,
Pprageiatinized slarch, litanium diexide and friacetin.

CLINICAL PHARMACOLOGY

Pharmacadynamics

Framadol is a ¢entrally acting synthetic opieid analgesic. Although its mode of action is not completely under-
stood, from animal tests, atteast iwo complementary mechanisms appear appiicable: binding of parent and
M1 metabolite to p-opioid receptors and weak inbibition of reuptake of norepinephrine and serotonin.
Opiaid activity is due to both law alfinity binding ol the parent compound and higher affinity binding of the
O-demethylated matabalile M1 1o p-opioid receptors. i animal models, M1 is up to & times more potent
than tramadol in_praducing analgesia and 200 tmes mors potenl in y-opieid binding. Tramadol-induced anal-
gesia is only partially antagonized by the ppiate antagonist haloxone in several animal tests. The ralative
conlribution of bolh tramadol and M1 to human analgesia is dependent upen the plasma concentrations of
each compaund (see CLINICAL PHARMAGCOLOGY, Pharmacakinetics).

Tramadal has besn shown to inhibit reuptake of norepinephring and serotonin /n vitro, as have same olher
apioid ana'gesics. These mechanisms may contribute independently to ihe avarzall analgesic profile ol tra-
madol. Analgesia in humans bagins approximatety within one hour afler adminisiration and reaches a peak
in approximataly two to thrae heurs.

Apart fram analgesia, tramadol agministration may produce a censteliatian of symptoms (inciuding dizziness,
somnolence, nausea, censtipation, swealing and pruritus) similar to 1hat of other epicids. In contrast to mor-
phine, tramadol has not been shown to cause histamine raleasa. At therapeutic dases, iramadol has no effect
an heaarl rate, left-venlricular function or cardiac index. Orthostatic hypotensicn has been observad.
Pharmacokinetics - .
The analgesic activity of tramadol is due 1o bath parent drug and tha M7 metabolita (see CLINICAL PHARMA-
GOLOGY, Pharmacodynamics). Tramadol is administered as a racamata and hoth the [-] and {+] forms of bath
tramadol and M1 _are detected in the circulation. Tramadol is well absorbed orally with an absolute bipavail-
ability of 75%. Tramadal has a volume of distribution of approximalely 2.7 L/kg and is only 20% bound to
Plasma proteins. Tramadal is extensively metabolizad by a number af pathways, including CYPZD6 and CYP3A4,
as well as by conjugation of parent and matabolites. One metabalile, M1, is pharmacalagically aciive in animal
madels. The farmalion of M1 is dependent upan CYP2D6 and as such is subject ta inhibilion, which may affect
the therapeutic response (see PRECAUTIONS, Drug Interaclions]. Tramadol and its metabalites are excrated
primarily in the urine with observed plasma hali-lives of 6.3 and 7.4 hours far iramadal and M1, respectively.
Linear pharmacokinetics have been observed fallawing multiple doses of 50 and 100 mg 1o sisady-state.
Abserption:

Racemic tramadol is rapidly and almost complstely absorbed ater oral administration. The mean absalute
bioavailability of a 100 mg aral dose |s approximalaly 75%. The mean peak plasma concentration of racemic
tramadol and M1 oceurs at twa and three hours, respectively, afler administration in healthy adults. In gen-
eral, both enantiomers of tramado! and M1 jollaw 2 parallel time course in the bady following single and mul-
tiple doses although smali differencas {~10%) exist in the absolute amaunt of each enanliomer present.
Steady-stais plasma cancentrations of both tramade! and M1 are achieved within two days with q.i.d. dosing.
There is no evidence ol self-induction (see Figure 1 and Table 1 below)

Figure 1: Mean Tramadal and M1 Plasma Goncentration Prafites after a Single 100 mg Oral Dose and afer
Twanly-Nine 100 mg Oral Doses of Tramadol HC! Qiven q.i.d.
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Table 1 Mean {%CV} Pharmacokinetic Parqme(ers far Racemic Tramadeol and M1 Metabolite

Populatiors Dosage Parant Drug/ Peak Cong. Time (o Clearanca/F? t 1z thrs)
Regiman® Meatabolila {ng/mL} Paak {hrs) {mLming)
Heallhy Adults, Tramagol 582 (30) 23 (61) 5.90 25) 6.7 (15
100 mg que,
MD p.c. M 11029 2.4 (46) [ 7.0 {14}
Heahhy Adutts, Tramadal 308 (Z5) 1.6 {63) 8.50(31) 5.6 (20)
100 mg
S0 p.o. M1 55.0 (38} 3.0{c1) o 6.7 {18),
Gaviatric, Tramadol 208 (31) 21019 6.89 {25) 7oy
(>T5yrs)

1 mg S0 p.o. M1 d d [ d
Hepalic Impaired, Tramadol 217 (1) 19118} 4.23 (56) 1301
50 mg
ST po. M1 194012 9.3 (20 c ¥8.5(15)
Renal Impaired, Tramadol < [ 4.27 (54} 105 {J1)
Cler 10-30 m/min
100 mg SD v M1 & [ G 11.5 (40)
Renal impaired, | Tramadol c - c 70N 11.0 (29)
Clee<Smb/min
100 mg 50 iv. M1 c [ < 3 16.9 (18]

‘8D - Single dose, MO = Muliple dose, p.0. = Orzl administralion,
» i-¥. = Intvavenous administration, q.i.d. = Four times daily
. F represents the aral bioavailability of lramadoi
4Nat applicable .
Not measured -
Food Effects: Oral administration of tramadol with faod does nol signilicantly alfect its rale or extant of ab-
sarptian, therefore, tramadel can be administered withaut ragard ta food.
Distribution:
The volume of distribution of Iramadol was 2.6 and 2.9 litars/kg in maie and female subjects, respeciively,
fallowing a 100 mg iniravenous dose. The binding of tramadol to human plasma proteins is approximately
20% and binding also appears to be indepandant of concentration up to 10 ug/mt.  Saturation of plasma
pratein binding occurs only at concentrations outside tha clinically relevant range.
Metaboiism:




The analgesic activity of framadol is due to both parent arug ana Ine M1 MAlA0AINLE {388 LLIMILML FAMANM-
COLCGY, Pharmacodynamics). Tramadol is administered as a racemale and both the [-] and [+] farms-of both
tramadol and M1 ara _detacted in the circulation. Tramadol is weil absorbad orally with an abaolule bioavai-
ability of 75%. Tramadol has a volume of distribution of approximalely 2.7 L/kg and is only 20% bound to
plasma preleins. Tramadol ja extensively metabolized by a number of pathways, including CYP2D8§ and CYP3A4,
as well as by conjugation of parent and metabaolites. One melabolite, M1, is pharmacolagically active in animal
models. The formation af M1 is dependent upon CYP2DE anrd as such is subject to inhibition, which may affeck
the therapeulic response (see PRECAUTIONS, Drug Inleractions). Tramadol and its metaboliles are excreted
primarily in the urine with obsarved plasma half-lives of 6.3 and 7.4 hours for tramado! and M1, respactively.
Linear pharmacokinedics have bean observad following multiple doses of S0 and 100 mg to steady-state. -
Absorption:

Racemic iramadol is rapidly and aimost complelely abserbed afler oral sdministratian. The mean absolute
bioavailability of a 100 mg aral dose is approximately 75%. The mean peak plasma concentralion of racemic
tramadoi and M1 accurs at two and three hours, respectively, after administration in healthy adults. 1n gen-
eral, both enantiomers of iramadol and M1 follow a parallel time course in the body follawing single and mul-
tiple doses although small differsnces {~10%) exist in the absolute amount of each enantiomar present.
Sieady-state plasma concentrations of beth tramadol and M1 are achieved within 1wa days wilh q:i.d. dasing.
There is no evidance of self-inducticn (see Figure 1 and Table 1 below}

Figura 1: Mean Tramadol and M1 Plasma Concentration Profiles aftar a Single 100 mg Cral Dose and after
Twenly-Nine 100 mg Oral Doses af Tramadel HCI given g.i.d.
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Table 1 Mean {%CV] Pharmacokinetic Parameters tor Racemic Tramadol and M1 Metabaolite

Pepulation/ Dosaga Parent

Pask Conc. Tima to Clearance/F" jfrs)
{ng/mlL) Peak (hrs) mini<gl

- &

.7

4

Ragimen? . Malab i

59260 23% | seks | eras

vees | e | o | soge
Tramadol 308 (25) 1.6 63) 56 20)
56.0 (36} 3.0(51) _ 7 {16)
208 1) 583 28 7003
LA (EENE
8

ToE | a0 |
w402

[ e 1 az:pEe | ey |

I
:
I P R D
C

ad, 1 373017
Cle<SmUmin
100 S0 1

hSD = Single dose, MD = Mutiple dose, p.o. = Oral adminislration,

o i.¥. = Intravenaus administration, q.i.d. = Four limes daily

,F rapreseats the oral bioavailability of tramadol

r‘Nm applicabla

Not measured
Food Effects: Oral administration of tramadal wilth fooo dees not significantly affect its rate or exten! ol ab-
sorption, therefore, tramadol can be administerad wilhaut regard 1o food.
Distribution:

The valume of distributicn of tramadol was 2.6 and 2.9 liters/kg in male and fermale subjacts, respectively,
lollowing a 100 mg intravenous dose. The binding of trarmadel to human plasma proieins is approximataly
20% and binding also appears to he independenl of ¢ancentration up to 10 pg/ml. Saluration of plasma
prolein binding ecccours only at concentrations outsida the clinically relavant range.

Metabolism:

Tramadaol is extensively melabolized afar oral adminisiration. Approximately 30% of the dasa is axcreted in
the urine as unchanged drug, whereas E0% of lhe cose is excreted as melabolites. The ramaindar is axcreted
either as unidentifiad or as unextractable melabolites. The major metabalic pathways appear to be N- and
O- demathylation and glucuronidation ar sulfatian in lhe liver. Gne metabolite {Q-desmethyliramadol, denoted
M1) is pharmacologically active in animal models. Farmation of M1 is dependent on CYP2D46 end as such is
subject to inhibition, which may affect the Lherapeutic respense (see PRECAUTIONS, Drug Interaction).

Approximately 7% of tha population has raduced activity of the CYP2D6 iscenzyme aof cylachrome P-450
Thass individuals are “paor metabolizers™ of debrisoquine, dextremethorphan, ricyelic anlidepressanis, aman:

other drugs. Based cn a populalicn PK analysis of Phase 1 studies (n healthy subjects, concentrations of tr

madol were approximately 20% highar in "poor melabolizers® versus “extensive metabolizars®, while M1 con-
cantrations ware 40% lower. Concomitant therapy with inhiditers of CYP2D6 such as fluoxeline, paroxatine
and quinidine could result in signiflcant drug interactians. 'n vitro drug intaraclion siudies in human liver
micresemes indicate that inhibitors of CYP206 such as fluoxetine and its matabolile norfluoxetine, amitripty-
line and quinidine inhibit the metabolism of tramadal to varicus degrees, suggesting that concomitant admin-




|

" istration of these compounds could resuit in increasas in tramadal concentrations and decrsased concentra-

tions of 1. The Tull pharmacologlcal impact of these altarations in terms of either efficacy or safety is
unknown. CDI‘ICDJTIItan(' use of SEHOTONIN re-uptake INHIBITORS and MAC INHIBITORS may énhance the
risk of adverse events, including seizure {see WARNINGS) and serotanin ayndrome.

Eliminatio :

Tramadel is eliminated primarily through metgbolism by the liver and the matabalites are eliminated primarily
by tha kidnays. The mean terminal plasma alimination halt-livés of racemic tramadol and racemic M1 are 6.3
£ 1.4 and 7.4 + 1.4 hours, respactivaly. The plasma elimination half-life of facemic tramadal increased from
approximately six hours ta seven hours upon muitiple dosing.

Special Populations

Ranai:

Impaired renal function result:
lite, M1. dosing regimen is
M1 removed during

Hepatic:

Metabolism of tramadal and M1 is reduced in patienls with advanced cirrhesis of the livar, resulting in bath
a larger area undar the concentration time curve for tramadol and longer iramadal and M1 elimination haii-
livas (13 brs. for tramadal.and 19 hes, for M1}. In cirrhotic patients, adjustment of the dosing regimenr is rec-
ommended (sesa DOSAGE AND ADMINISTRATION).

Geriatric:

Haaithy elderly subjects aged 65 to 75 years have plasma tramadol concentrations and elimination hali-lives
comparabte to those obsarved in healthy subjects lass than 65 years of age. In subjects over 75 years, max-
imum serum concentrations are elevaled (208 vs. 182 ng/mL) and 1he eliminatian haif-life is prolonged {7 vs.
6 hours) compared to subjects 65 1a 75 years of age. Adjustment of the daily dose is recommendad for
patients older 1han 75 years (see DOSAGE AND ADMINISTRATION).

Gender:

The absolute bioavailability of tramadol \ny“as 73% in males and 9% in females. The plasma clearance was 5.4
mlfmin/kg in mates and 5.7 mL/minskg in femalas following a 100 mg 1V dose of tramadol. Following a aingle aral
dase, and after adjusting for body weight, feralas had a 12% highes peak tramadot cancentralion and a 35% higher
arsa under the cancentration-time curve compared 1o males. The clinical significance of this ditference is unknown.
Cilnical Studies t

Tramadeol hydrachloride has been given in single oral doses of 50, 75 and 100 mg to patiants wilh pain fol-
lowing surgical procedures and pain following oral surgery [(extraction of impacied molars}.

In single-dose modals of pain fallowing oral surgery, pain reliel was demonslratad in some patients at doses of
50 mg and 75 mg. A doss of 100 my tramadal hydrochlaride tanded to provide analgesia superior ta ¢codeine
sulfata 60 mg, but it was not as effective as the combination of aspirin 650 mg with codeina phosphate 60 mg.
Tramadol has been studied in ihree long-term cantrolled triats invaiving a total of 820 patients, with 530
patients receiving tramadol. Patients wlith a variety of chronic painful canditions were studied in double-blind
trials af ona to three months duration. Avarage daily doses of approximately 250 mg af tramadol hydrachis-
rida in divided dosas were genarally comparable to five doses of acetaminophen 300 myg with codeine phas-
phate 30 mg daily, five doses aof aspirin 326 mg with codeine phosphate .30 mg daily. ar.two to three doses .
of acetaminophan 500 mg with axycodone hydrochlaride 5 mg daily. - ! #
Titration Trials

In a randamized, blinded ¢linicat study with 129 ta 132 patients par group, a 10-day titration to a daily ira- ~
madol hydrochlaride dose of 200 mg (50 mg q.i.d.), attained in 50 mg increments asvery 3 days, was found
1o result in fewer discontinuations due to dizziness or vertigo than titration over anly 4 days or na tiration.
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INDICATIONS AND USAGE
Tramadoi hydrochloride tablet is indicated for the management of moderate to maderately sevare pain in adults.
CONTRAINDICATIONS
Tramadol hydrochloride should not ba administered ta patienis wha have previously gdemanstrated hyper-
sensitivity ta iramadoi, any other tompanent of this praduct or apioids. Tramadol hydrechloride is can-
traindicated in any situation whare opioids are contraindicated, including acule intoxication wilh any of the
Tollowing: alcohol, hypnotics, narcotics, centrally acting analgesics, epfeids or psychetropic drugs, Tramadol
may warsen, central nervous system and respiratory depression in these patiants.
WARNINGS
Seizure Rlsk

Seizures have baen reporied In patients receiving tramadol hydrochiorlde within the recommended dos-
age range. Spontaneous post-marketing reports Indicete that saizure frlsk i3 Increased with doses of !
tramadol hydrochloride above the recommaonded ranga. Concamilant use of {ramadal hydrachloride
Increases the seizure risk in patients taking:

* Belectlve serolonin reuptake Inhibltors {SSRI antidepresgants or ancrectics),-

* Tricyclic antideprassants (TCAs), and other tricyclic ¢ompounds (e.4., cyclobenzaprine, promethazine,
ete.), or

+ Other opiokda.

Administration of tramadol hydrochloride may enhance the selzure risk in patlents taking:

* MAQ inhlbitors (see aiso WARNINGS - Use with MAQ Inhibitors),

¢ Neurcleptics, or

* Other drugs that reduce lhe selzure thrashold.

Risk of convulsions may also in¢rease in patients with e lepsy, those with a history of selzures, or in
patients with a recognized risk for selzure (auch as head trauma, matabolic disorders, alcohol and drug
withdrawal, CNS infections). In tramadol hydrachforide overdose, naloxone administration may increase
the risk of selzure.

Anaphylactoid Reaclions

Serious and raraly fatal anaphylastoid reaclions have been reparled in patients receiving therapy with tra-
madal hydrachleride. Whan these events do oceur it is often following the firat dose. Othar reported allergic
reactions include pruritus, hives, bronchospasm, angioedema, toxic f#pidarmal necrolysis and Slevens-Johnsan
syndroma. Patients with a history of anaphyfactsid reactions to ¢ode/ne and other opioids may he at increased
risk and tharefora should not receive tramadal hydrochloride (see CONTRAINDICATIONS).
[Resplratory Depression ) B -
Administer tramadal hydrochloride cautiously in patients at risk for respiratory depression. In these patients
ternative nen-opioid analgesics should be considered. When large doses of tramadol hydrachiorige are ad-
fninisterad with anesthatic medications or alcohol, respiratory depression may result. Respiralory depression
should be treated as an overdase. If naloxone is to be administered, use cautiously hecause it may precip-
tate seizures (see WARNINGS, Seizure Risk and OVERDOSAGE).

Interaction with Ceniral Nervous Systam (CNS) Depréssants

ramadol hydrochtoride should ba used with caution and in teduced dasages when adminigiered to patients
eceiving CNS depressanis such as alcohot, opivids, anesthatic agents, narcotics, phenothiazines, tranquilizers or
edalive hypnotics. Tramadal hvdrachlarida intreasss the riak af (NS and resniciae: doaeeoioe 1 s AUHZErS Of
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INDICATIONS AND USAGE

Tramadal hydrochloride tablet is indicated for the managemeant of maderate to moderataly severs £ain in aduylts.

CONTHAINDICATIONS )

Tramadol Rydrachioride should nat be administered to patiants wha have Previously demansirated hypar-

sensitivity o tramadol, any other component of this product or opioids. Tramadal hydrochloride is can-

traindicated in a i 1 iai indi , including acule intoxication with any of the

following: alcohat, hypnotics, narca ¥ acting analgesics, opicida or Psychatropic drugs, Tramadal

May worsen centrai narvous systam and respiratory deprassion in these patients,

WARNINGS

Seilzure Risk

Selzures have been reported In patients receiving tramadof hydrochioride within the recommended dog-

age range. Spontaneous Post-marketing reports indicate that melzure risk |$ Increased with dosea of

tramadol hydrochlorida above the recommended range. Concomitant use of tramadal hydrochlorida

Increases the selzurn rigk in patients taking:

* Belectlve serotonin reuptake inhibitors (SSAI antidepreasants or anarectics),

* Tricyclic antideprassants {TCAs), and aother tricyclic compounds (e.@., cyclobenzaprine, premethazine,
ate.), or

¢ Other apicids.

Administration of tramadel hydrochiarida may enhance the seizure risk in patiants taki I'B

* MAQ inhibitorg ise¢ alsoc WARNINGS - Use with MAG inhibitors),

* Neuroleptita, or

* Other drugs that raduce the seizure thrashold.

Ailsk of convulsians may aiso increase in patients with epilepay, those with g history of selzures, or In

patients with a racognized risk for selzure (such as head trauma, metabolic disorders, alcohol and drug

withdrawal, GNS Infeotions). In tramadol hydrochlaride overdese, naloxone administration may Increase

the risk of seizure.

Anaphylaetold Reactions 7

Sericus and. raraly fatal anaphylactoid reactions have baen reparted in patients receiving therapy with tra-

madel hydrochloride. When these avents do aceur it is oftan fallowing the first dose. Otherieapatted allergic.

reactions include pruritus, hives, bronchospasm. angicedema, toxic epidermal fnecrolysig and'Stavens-Johnsan

syndrome. Patients with 2 histary of Anaphylactoid reactions tg codaine and ather opiaids may be at increased

risk and tharefore should not receive framadol hydrochloride (sea CONTHAINDICATIONSJ.

In these patients
achloride are ad-
Respiratory dapression
because jt may precip-
NGS, Seiz
Interaction with Central Nervous System (CNS) Depressants

Tramadol hydrochloride should be used wilth cavtion and in raduced dosages when adminisierad to patiants
recaiving CNS depragsants such as alcehol, opiaids, anesthetic agaents, narcotics, phenoihiazines, tranquilizars or
sedativa hypnatics. Tramadol hydrachloride increases the rigk of CNS and respiratory depression in these paliants.
Increased Intracranlal Pressura or Head Trauma

Tr ba us;
i

ydrochlaride may impair the mental and or physical abilitias required far the performance of poten-
dous tasks such as driving a car ar oparating machinary. Tha patient using this drug should be
cautionad accardingly.
Use With MAOD Inhibitars and Serotonin Re-uptake Inhibitara
Usa tramadol hydrochlorida with ion i i i i i inhibi - Animal studies
have shown increased deaths wj i ini mitant use of tramado| hydrochlorida with
MAGC inhibitars or SSAl's increasss the risk af adverse evants, including seizure and s$eratonin syndrome.
Withdrawal

Withdrawal Symplems may aceur if tramadol hydrochioride is discantinued abruptly. (See DRUG ABUSE and
DEPENDENGCE) These symptomns may includa: anxiety, sweating, insomnia, rigors, pain, Rausea, tremars,




