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TRAMAE!I]I. HYDROCHLORIDE TABLETS

Table ]
Mean (%LCV) Pharmacokinbuc P:ramnlnrs‘l‘nr Racemic Tramardo!

Patients with a variety ul:hmmc painful conditions were studied in doubfe-blin
Irials of one to thiee months dusalion. Average daily doses of approximatel
250 mg of tramadel hydrochloride in divided doses ware generally comparable {
five doses of acetaminaphen 300 mg with codeine phosphate 30 mg daily, tiv
duses of aspiein 325 mg wilh codeine phosphate 30 mg daily, or two to thie

500 mg wilh axycedane hydrochioride § mg daily.

Titration Triaks: In a randomized, blinded clinical study with 129 ta 132 palienl
pe group, a LO-day bitration ta a daity tramadal hydrochloride dase of 200 m
{50 mg q.i.d), atlained in 50 mg increments every 3 days, was fourd Lo result i
fewer disconlinuations due to diziness er vertigo than kitratian aver anly 4 day

Protocol CAPSS-047
T o Deconlir.y e D 5 e

50 mg and M1 Matauiits
E’uaulaliqru’ Parenl Orug/| Peak Conc.| Timeto | Clearance/Ft] Ly, hisH
DESCAIPTIIM: Tramadol hydrochiaride tablel is 3 cenlrally acling analgesic. The Dosage fisgimen* | Melabalite | (ng/mb) |Peak {hrs) (mLrminkg) doses of acelaminoph
chemical name for tramadal hydrochlaride is {+}cis-2-[(dimethylamino)malfyl]- Healthy Adults, Tiamadol | 592(30) | 2.3461) | 5.90(25) [6.7(1%)
1-{3-methoyphenyl) cyclohexanal hydrochloride. les structural larmala and mol- 100 mg qid, MG p.o. M1 110629 | 2.8(46) c 70(14)
ecular formula gre: Heallty Adulls, Tramadel | 08125 | 16(63; [ as04 | 5600
ocH, 100 mg 50 po. W1 | 550436) | 2060 < 5.7 (L6)
Geriatric, [>75yrs} | Tramadal | 20831 | 21018} | 6.89¢25) [ 7.0023) o no Litration,
| S0mgSDpo M1 d d 5 [}
- HEL Mepalic Impaired, | Tramadal | 217 (10) | 19116 | 4.23(5% [133qn
\/ 50 mg 59 p.o. [ 15412 [ 93120) ¢ |iB505) =
Renal Ilmua:-rfed Tramadal [ ¢ 4.23(54) [10.6 {31}
CH 10-30 mU'min .
e CH?_N A Bl ki WL c c ¢ |uSmn
Renal Impaired, | Tramadol ¢ c 330N (1009 .
CHs S : 3 © |wsos i
L 1gHzsh0; - HI w

The molecular weight of tramadol hydrachloride i< 299.4. ramade! hydrochlor-
ide is a white, bitter, crystalline and odarless powder. it is readity soluble in water
and ethanol and has a pKa of 341, The n-actancliwater log partition coeflicient
ThogP) is 135 at pH 7. Eack trsmadol hydrachtatide tablet for aral administration
contains 50 mg of tramadol hydrochloride. In addition, each blal centains the
ﬁallwwmg mm:tlve mgmllents :uIloldnl SI|IDan dioxide, croscarmeltose sodium,

tate, i iunt stearale, mannitol,
ghyeol, sodium laury! sulfate

micracry celluluse, [
and (anium digxide.
CLINICAL PHARMATGLOGY: Pharmacodynantics: Tramade! is a centrally neting
synthetic opioid analgesic. Although its mode of action is not campletely under-
staod, From animal tests, at laasl twa complimentary mechanisms appear
opplicable: hinding of parent and M1 metabalite to p-opisid receplors and
weak inhibition of reuptake of norepineghring and serotanin,

Goivid activity is due o both bow affinity binding of the parant compound and
higher affinity binding df the 0-demethylated metabelite M1 ta p-opioid recep-
tors. In animal models, M1 is up ta § times more potent than tramadel in pro-
ducing analgesia and 2(10 {imes more potent in jL-opioid binding. Tamadol-
induced analgesia is only pamally antagonired by the opiate antagonist naloe-
one in several animal tests. The relative contribution of both tramadol and ML
ta human analgesia is dependent upon the plasma concentratians of each cam-
pound (sea CLISICAL PHARMACDLOGY: Pharmacokinetics),

Tramadal has been shown to inhibil reuptake of i and

30 = Single dose, MD = Multiple dose, p.o. = Oral adminislration, i.v. = nbravenous
administralian, q.i.d. = Four limes daily

9F repragents the oral biagvailahility of lramadal

£ Not applicable

INot measured

Feod Effects: Oral administration of tramadol ydrechtaride with food does not

significantly affect its rate or exent of abserptian, thersfare, 1ramadol hydra-

chloride can be administered without segard 1o food.

Distriturtioss; Tha volume of distribution of iramadol was 2.6 and 2.9 litershg in

male and female subjects, respectively, foliowing a 100 mg infravencus dose.

The binding af ramadol to human plasma proteins is approvimately 20% and

binding alsa appears lo be independent of concaniration up te 10 meg/mL.

Saturation of plasma protein binding accurs anty at concentrations outside the

clinically relevam range.

Metabolism: Tramadol s edensively metaholized aMer oral administralion.

Appraximately 30% of the dose is excreted in the urine as unchanged drug,

whereas 60% of the dose is excreted as metabalites. The remainder is excreted

either as unidantiliad or as unextraclable meiahnhtes The major metabolic

pathways appear fo be - and (-demethylation and gl idation or sulfation

» s et C] M
IHQICATIONS AND IPSABE: Tramadol hydr tablet is indicated far |h
t of moderate to mederately severe pain in adults,

CONTRAINDICATHINS: Tramadol hydrochloride should not be administered t
patients who have previously demensbated hypersensitivity ta tramadol, an
other companent of this product or opmm Tramadol is :unlramdlcated in an
situation whese gpinids are d, including acute intaxicalion with an
of the following: atcehel, hypnatics, narcetics, centrally acting analgesics, apioid
or psychotrapic drugs. Tramadol may worsen centsal nervaus system and respira
kury depressiun in these palients.

WARHINES: Seirura Risk: Seiuros have beon roported Iy patiants receivin
tramadol hydrechtaride within the recommended dosagn range. Spontaneou

in the liver. One metabolite {desmethyltramadal, dmmdm) is pharmacabog-
icalfy active in animal models. Formation of M1 is dependent on CYP2DG and as
such is subject Lo inhibition, which may affect the therapautic response {ses
PREBAUTIDNS Drug tternclicns).

it wfm as fave same wther opioid analgesics. These mer.hamsms may con-
tribute {o the overall analgesic peofife of ramadol. & in
humnns begins approximately within ene haur ater administration and reaches
o peak in approximaiely two 1o three hours.

Apart fram analgasia, ramadal hydrochloride administralion may produce a
constellation of symptams (inchuding dirziness, semnolence, nauses, constipa=
tion, sweating and pruritus) simélar te that of other opivids, In cenlrast to mor-
phine, lramadal has nol, been shown to cayse histamine release. At thera peutic
doses, tramadal has na effect on heart rate, leH-ventricular function of cardiac
index. Qrihostatic hypotensian has been observed,

Pharmacokinatics: The analgesic activity af tramadal is due to bath parent
drug and 1he ML metnhnlﬂe [see CEINICAL PHARMACOLOGY: Pharmaco-
ics). Tramadal is administered as a te and both the [-] and {+]
forms of hulﬂ tramadol snd M1 are detected in the circulation. Tramadot is well
absorbed orslly with an absolule hlnawallablllty of 75%. Tramadol has a volume
of distrbution of approximatedy 2.7 kg and is only 20% bound ta plasia pro-
teins. Tramadal is exiensively mefabolized by a number of pathways, including
CYP2D5 and CYPIAL, as well as by cenjugation of parent and metabulites, One
melabalite, M1, is pharmacologically active in animal models. The Yormation of
ML is dependent upon CYPZ06 and as such is subject to inhibition, which may
affoct the tharapeutic respanse (see PRECAUTICNS: Drug Interactions!. Tramacal
and its metabolites ate excrated primarily in the urine with cbserved plasma
hatf-lives of 6.3 and 7.4 hours for tramadal and M1, respectively. Linear phar-
macokinebics have been ohserved fallowing multiple doses of 50 and 100 mg b
steady-state. .
Absorption; Racemic Iramadal is rapidly and almost campletely absorbed atier
oral administration. The mean absclute bicavailability of a 100 mg arat dose is
approximately 75%. The mean peak plasma cancentration af racemic tramadal
and W1 accurs at two and three hours, respeclively, after administration in
healthy adults. in ganetal, both enantiomers of tramadal and M1 follow a paral-
fel time course in the body lollowing single and multiple doses although small
differences (- 10%) axist in the sbsolute amounl of each enantiamer present.
Steady-stale plasma concentrations of both tramadel and MI are achieved

tely 7% of the population has reduced activity of the CYP2D6 isven-
ayme of cylochmme P-450. These individuals are “poar matabodirens” of debriso-
quine, dext phan, tricyclic anti ts, ameng other drugs. Hased
an a populalion PK analysic of Phase ¥ studies in healthy subjects, concentra-
tions of tramadal were appimiimately 20% highes in “paor metabolizers™ versus
“extensive matabolizers”, while M1 conceniratians were 40% lower. Concomitant

post § reparts indicate that seizure rick is increased with doses ¢

tramadol ndmchloride ahove the tecammendod range. Concamitart uss ¢

tramadol hydrachioride increasas the selzure risk In patients taking:

= Selective serotonin reuptzhe Inhlbitors (SSRI antideprassants or amorec
tes),

. # Tricyellc antideprossants (TCAs), and other tricyellc compounds {o.g

cyclobenzagrine, promethazine. etc.), or
» Dther opioids,

Administration of tramadol hydrochteride may enhiance the seizure risk |
patients Laking:
= MAQ Ishibitors (see also WARNINGS: Use with MAD Inhibiors),

therapy with inhibitors of CYP2DB such as Fluoetine, p and quinidi
could result in signilicant drug interactions. fn v drug interaction s1ud|es in
human liver microsemes lndlcm thai inhibitars of CYPZDE such as fi

. ics, of
» [ither drugs that reduce the seitura threshold,

and its metabalite norfl ptyline and q inhibit the meiaba-
lism of tramadel to various degrees, suggesting mat concemitant administra-
lion of these compounds could result in increases in lramadol concentrati

Rih of may also Incrasss In patients with apilepsy, those wit
a histery of seizures, or m patiants with a recognized risk for selzure (suc
as head traums, metabolic disorders, alcohol and drug withdrawal, CH

and decreased concentrations af M1. The full pharmacalogical impact of these
alteraliens in tarms of either efficary or safety is urknown. Concamitant use of
SERQTONIN re-vptake IRHIBITORS and MAD INHRITORS may enhance the rish of
adverse events, including seizure (see WARNINGS) and serotanin syndrome.
Elimimation: Tramadal is eli d primarily through metabolism by the liver
and the metabalites are eliminaled primarity by the kidweys. The mean terminat
plasma elimination ha#f-lives of racemic ramadol and racemic ML are 6.3 x (4
and 7.4 x 1.4 hours, respectively. The plasma etiminalion hali-lile of racemic
tramadol intreased from approximately six hours to seven hours upow mulliple
dosing.

Special Populatlons: Rana; Impaired renal function resuits in a decreased rate
and extent of excretion of tramadel and its active metabolite, M1. In patients
with creatinine clearances af less than 36 mU/min, adjustment of the dosing
regimen is recommended {see DOSAGE AND ADMINISTRATION], The talad amount
of tramadot and ML remaved during a 4 hour dialysis perind is less than 7% of
the administered dose.

Nepatic: Metabalism of tramadol and M1 is reduced in patienls with advanced
cirrhasis of the liver, resulting in both a larger area under the cancentration lime
curve for tramadol and linger tramadol and Mt elimination half-lives (13 hrs.
for tramadol and 19 tws. far M1). b circhotic patients, adjustment of the dosing
regimen is recommended (see DOSAGE AND ADMINISTRATICN).

Beriatric: Healthy eldedy subjecls aged 65 to 75 years have plasma tramadal

within two days with q.i.d. dosing. There is no evidence of self-i [3ee

Figure 1 and Table 1 below).

Figure |: Mean Wramadol and M1 Plasma Cencentration Profiles after a Single

100 mg Oral Dose and gfier Twenly-Nine 100 mg Oral Doses of Tramadol HCI

given Q.i.d.
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ions and half-lives comparable lo thase absesved in
heatthy subjects Yess than €5 years al age. In subjects over 75 yesrs, maximum
serum concentralions are elevaled {208 vs. 162 ng/mL} and the eliminatien
half-Jife it prolonged (7 vs. § hours) compared Lo subjecls 65 fo 75 years of age.
Adjustment af the daily dose is recommended For patients older than 75 years
(see DOSAGE AND ADMINISTRATION).
Eandar: The absolute bioavailability of tramadol was 73% in males and 79% in
females. The plasma tlearance was 5.4 mb/minkg in males and 5.7 mL/minkg
in females following a 100 mg |¥ dase of tramadol. Following 3 single oral dose,
and alter adjusling for body weight, females had a 12% higher peak Iramadol
concentratian and a 35% higher area under the concentration-lime curve com-
pared \2 males. The clirical significance of this difamence i unknown.
Clinical Studies: Tramadol hydrochloride has been given in single oral doses ef
50, 75 and LD) mg Io patients with pain Fotlowing surgical procedures and

_pain fallawing oral surgery (extraction o impacted malars).

In single-dase madels al pain following oral surgery, pain reliel was demon-
strated in some patients at doses of 50 mg and 75 mg. A dose of 100 mg lrama-
do? hydrochloride lended to provide analgesia superier to codeing sulfate
60 mg, but il was et as effective as Lhe combinalion of aspirn 650 mg wilh
codeine phosphate 60 mg.

Tramadal bas been studied in three long-term controlled Lrials involving a
tatal of B20 patients, wilh 530 patients receiving tramadal hydrochloride.

In tramadol hydrochloride overdose, nakixane administration ma
incraase the risk of seizure,
Anaphylactold Reactions: Serious and rarely datal anaphylacteid reaclions hav
teen reparted in palients receiving trerapy with tramadal hydrachloride. Whe
these events do occur it is olten follawing the first dose. Dthes reporled allergi
reactions include gruritus, hives, bronchespasm, angicadema, teric epiderm:
necrolysis and Stevens-lohnson syndrame. Patients with a history ol anaphylac
toid reactions 1o codeine and ether opioids may be at increased risk and there
fore should not r!r.ewe tramadol bydrochloride (see CONTRAINDICATIONS).
Respiatory D Administer tramado! i in patients at risk fc
respiratory duuressmﬂ. in these pelients alternative non-apisid analgesic
should be cansidered. When large doses of tramedol are administered wit
nnesihetic medications ar alcahel, respiratory d icn may result. Respi
depression shauld be breated as an uverdose If naln:une is 1o be administerec
use cautiously because il may precipitale seizures (see WARNINGS: Seizure Ris
and OVERDOSAGE).
Intaraction with Geutral Nervous System (CNS} Bepressants: Tramadal hydra
chiaride should be used with caution and in reduced dosages when administere
i palients receiving CHS depressants such as alcahal, opioids, anestheli
agenls, narcohics, phencthiazmes, lranquifizers or sedative hypnotics. Tramadc
increases the rish of CNS and respiratory depression in these patienls,
{ncroased intracranial Prassure or Head Trauma: Tramadal hydrochharid
shoutd be used with caution in patients with increased inlracranial pressure ¢
head injury. The resplra!ory depressant eflects of oplnlds include carhon dioxid
retention and d lion of cerebraspinal fluid pressure, and may b
markedly exaggerated in these patients. Additionally, pupillary changes fmigsis
{rom tramadcl may abscure the existence, extent, or course of intracraniz
pathaloegy. Clinictans should afsa maimain a high index af suspicion for advers
¢drug reaction when evaluating altered mental status in these palienls if they ar
raceiving tramadal. {See Respiratory fepression.)
Use in Ambetatory Patients: Tramadol hydrochlaride may impair the mantal an.
o physical abilities required far the perfarmence of palenliatly hazardous task
such as driving a car or operaling machinesy. The patient using this drug sheuk
be cautianed accotdingly.
tize with MAD Inhibitors and Serotonin Re-uplake Inhibitors: Use tramadc
with great caution in patieats laking monasmine axidase inhibitors. Antma
studies have shawn increased deaths with combined adminisiration, Concomil
ant use of tramadol with MAD inhibitors or SSRI's increases the risk of advers
events, including seizure and seroteni syndrame.
Withdrawal: Withdrawal symploms may octur il tramadol hydrechlanide is dis
continved abruptly. {See DRUG ABUSE AND DEPENDENCE.) These symptams ma
include: anxiety, sweating, insomnia, igers, pain, nausea, lremars, diarrhez
upper respiratory symptoms, piloerection, and rarely hallucinations. Clinica
experience suggests thal withdrawal symptoms may be relieved by tapering th
medication.
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Physical Bepondence and Az Tramgdol hydrachloride may induce psychic

and physical dependence of the marphine-type (p-opioid) (see DRUG ABUSE AND

DEPENDENCE). Tramadol shauld not ba used in opioid-dependent patiems.

Tramadol has been shaws 1o reinitiate physical degendence in same patients

tal have been previousty dependent an other opinids. Dependence and abuse,

including drug-seehing benavior and taking iHicit actions ko ebtain the dug, are
not limited to these palients with srior history ol opfoid dependence,

Risk of Overdosage: Serious potential cansequentes of overdosage with trama-

dol are central nervous system depession, respiratery depression and death. In

trealing an overdose, primary attention should be given tn maintaining adequate
ventilaticn akng with general supportive fraatment (se« OVERDOSAGE).

PRECAUTIDNS: Acute: Abdaminal Conditions: The administratian ol framadal

hydrochloide may complicate the clinical assessment of patients with acute

abdominal conditions.

Hse in Renal and Hepatic Dissase: impaired renal funclion results in a de-

creased rate and extent of excretion of tramadul and its active metabolite, M1. In

patienls with creatinine clearances cf less than 30 mL/'min. dosing reductfon is
recommended (see DOSAGE AND ADMINISTRATION). Metabolism of tramadel and

M1 is reduced in palients with advanced cirthnsis of the liver. In cirthatic pa-

tients, dosig reduction is recommended (see DOSAGE AND ADM(NISTRATION).
With the prolonged hall-Ife in these cenditions, achievement af steady-state

is delayed, 50 that it may.take several days for elevated plasma concentrations te
develop.

Information for Patients;

+ Tramadol hydrachloside may impair mental or physical abilities required for the
perfy af potentially hazardous tasks such as driving 3 car or operating
machinery. ,

» Tramadof hydrachloride should nol be taken with alcohal containing beverages.

+ Tramadal hydrachloride should be used with £autiea when taking medicalions
such as tranquilizers, ics or other opiate ini i

= The patient should be instnucted to inform the physician if they are pregnant,
think thay migh! become pregnant, or are trying to become pregnant {see PRE-
CAUTIONS: Labor and Delivery).

* The patient shauld understand the single-dose and 24 hour dose limit and the
time interval between dases, since ding theser dations can
result in respiratary depression, seizuras and death.

Orug Interactlons: I 7tro studies indicate that tramadol is unlikely ta inhibit the

CYP3Ad-medialed metabalism of ather drugs whea tramadal is administered

toncomitantly al therageulic deses. Tramadol dees pot appear lo induce its own

metabolism in humans, since abserved maximal plasme concentrations after
mulligle cral doses are higher than expected based on siagle-duvse data.

Tramadol is a mild inducer of selected drug metabotism pathways measured in

animals.

Use with Larbamazepine: Patients taking carbamazapine may have a signili-

cantly reduced analgesic effect of ramadol. Because carbamazepine increases

tramadol metabolism ‘and because af the seizure nsk asserialed with ramadel,
concomilant administration of tramadul and carbamazegine is net secommended.

delays in developmentat or Bebavisral parameters were alse seen in pups from
rat dams allowed o deliver. Embryo and fetal lethality were reparted aaly in one
rabbit study at 300 mg/kg {3600 mg/m), a dose that would cause extreme
maternal toxicity in the rabbil. The dosages listed far mouse, rat and rabbit am
1.7, L9 and 14.6 times the maximum daily human dosage (245 mg/m?), respec-
tively.

Nom-rerataganic Fffacts: Tramadol was evaluated in peri- sad post-natal stud-
ies in sals. Progeny of dams receiving oral (gavage) dose levels of S0 me/kg
(300 mg/m? or 1.2 limes the maximum daily human tramadol desage] or greater
had decreased weights, and pup survival was decreased early in lactation at
30 mg/hg (480 mg/m? or 1.9 and higher the maximum daily human dose).

There are no adequate and wall-controlled studias in pregnant wemen. -

Tramadol hydrochloride should be used during pregnancy only if the potential
beneit justilies the potential rish to the fetus. Neonalal seizures, neonatal wilh-
drawaf syndrome, fetal death and still birth have beew reported during post-
markeling.

Laber and Delivery: Tramadok hydrochioride should not be used in pregnant
women prior to or during |abor unless the palential benefits outweigh the risks.
Sale usein p has not been established. Chronic use during pregnancy
may lead te physical dependence and posl-partum wi | lams in the

Suicidal tendency, Weight loss, Serolanin synirome (mental status chang:
hyperve(lexia, faver, shivering, trmor, ag n, diaphatesis, seizures ard coma’

pols Syncope, Tachy
Central Nervous Systam: Abnormal gait, Amnesia, Cegnitive dysfunctiol
Depression, Difficulty in tration, Hafl tians, Paresthesia, Seizure (s¢
WARNINGS), Tramaor.
Raspiratary: Dyspnen,
Skin: Stevens-lohnson synds fonje epid i bysis, Urticaria, Vesicles.
Spacial Samses Dysgeusia.
Urogenital Dysaria, Menstmal disordes.
Other Adverse Experi 3, Causal Relationshi A variely of ath

adverse events were reparted infrequantly in patients taking tramadol hydr.
chloride duréng clinica! trials and/ar seported in post-marketing esgeriance.
tausal relationship between tramadal hydrachhide and these events has n
heen determined. However, the most significant events are lisled below as aler
g infarmation to the physician.

Cordi far: Abnormal ECG, Hyp iom, |
Palpitations, Pulmonary edema, Pulenary embolism.
Cantral Nervous Systam: Migraine, Sperch disarders.

Myacardial ischemi

newborn {see DRUG ABUSE AND DEPENDENCE). Tramadol has heen shown ta
cross the placepla, The mean ralio of serum {ramadol in Lhe wmbilical veins

tina Gastrointestinal bleeding, Hepalitis, Storalitis, Liver failure.
Labaratory Abnormalities: (}rea!inine increase, Elevated Yiver enzyme

compared Lo maternal veins was 0,83 far 40 wamen given tramado! during labar,

The effect of tramadol, if amy, on the later grawth, develapmert, and tunclional
maluration af the child is unknawn.
Nursing Mothers: Tramadul hyd ide is nat ded for ohstetrical
preoperalive medicaliom or for post-delivery analgesia in nursing mathers
because its safety in infants and newberns has nal been studied. Foltowing a
single IV £00 mg dose of tramadal, the cumulative excrelion in breast milk within
16 hours past-dose was 100 mcg of tramadol (0.1% of the maternal dase) and
27 mcg of ML,

Pediatric Use: The safety and efficacy of tramadal hydrochloride in patients
under 16 years of age have not been established. The use of Famadal in the
pedialric population is ral recommanded.

Beriatrlc Use: In general, dose szlection far an eldery palient should be cau-
tious, usually stacting at the low end of the dosing sange, reflecting the greater
frequency of decraased hepalic, renal or cardiac funclion and ol corcomitant
disease or ather drug 1herapy. In gatiants over 75 yaars of age, daily dosas in ex-
cess af 300 mg are no! recommended (see CLINICAL PHARMACOLOGY and
DOSAGE AND ADMINISTRATICN).

# Lotal of 455 elderly {65 years of age or older) subjects were exposed to ram-
add] in controlled clinical trisls. Of thase, 145 subjecls were 75 years of age and
alder.

In studies including gerfatric patients, treatment-limiting adverse everts were
higher in subjects aver 75 years of age compared 1o those under 65 years of age.
Specifically. 30% of lhose over 75 years of age had gastrainteslinal treatment-
limiting adverse evenls campared ta 17% of ihose under £5 years of age.

hi

Use with Duinidine: Tramadol is metabolized to M] by CYPZD6. Quinidine is a
seteclive inhibitor of thal i s that ¢ i inistration of quifii-
dine and tramadol hydrachloride results & sncreased cancentrations of tramadol
and reduced concentrations of M1. The clinical consequences af these lindings
are unknown. Ja witra drug interaction sludies in human liver micresames indicate
thal tramadal has no effect on quinidine metabalism.

Use with Inhibitors of CYP2BE: ln vitra drag inkeraclion studies in human fiver
microsomes indicate that concomitant administration with inhibitars of CYP2D6
such 3s (luaxeline, paroxetine, and amitrighyling could result in same inhibition
of the metabalism of tramadol.

Use with Cimetidia: C: i ation of tramadol hydrochloride with
cimatidine does nat resull in clinically significan! changes in bamadol pharma-
cakinelics. Therelure, no alteration of the tramadoi hydrachiaride dosage regimen
is recommended.

Yse with MAG inhibitors: Inferactions with MAD Iehibiters, due 1o interlerence
with deloification mechanisms, have been reported [or some centrally acting
drugs {see WARNINGS: Use with MAQ Inhibitors).

Yse with Digaxin and Warfarin: Post-mackeling surveillance has revealed sare
reparts of digaxin fouicity and alteration ol warfarin effect, including elevation af
prothrombin limes.
Farc Pren

Impai of Fertifity: A slight. hut statislically
significant, increase in two cemmon murine tumors, pulmonary and hepalic, was
observed in a meuse carcinogenicity study, particularly in aged mice. Mice ware
dosed orally up ta 30 mgg (90 mg/m? or 0.36 times the maximum daily human
dosage of 246 mg/m?) for approximalely bwa years, although the study was not
done with the Macimum Toleraled Dase. This finding is naot believed to suggast
risk in humans. N sch linding accurred in a rat carcinagenicity sludy {dosing
orzliy up fa 30 mg/kg, 180 mg/mZ, or 0.73 times the maximum daily human
dosage).

Tramadel was aot mulagenic in the fallawing assays- Ames Salsonea micro-
samal activation tesl, CHO/HPRT mammalian cell assay, mouse ymphoma assay
{in the abseace of metabolic activation), dosminant [ethal mutation bests in mice,
chrarosame abemalin test in Chinese hamslers, and bone marrow micronucte-
us tests in mice and Chinese hamsters, Weakiy mulagenic results occurred in the
presence of melabalic activation n the mouse ymphoma assay and micronucle-
us test i rats. Ovarall, the weight of evidence from these tesls indicates that
tramadol does not pose a genaloxic risk to humans.

Ho efects on lerlility were observed far tramadol at aral dose lavels up to
50 me/hg (300 me/m2) in make rals and 75 me/kg (450 mg/mi) in female rals.
These dosages are 1.2 and 1.8 limes the maximym daily human dosage of
246 mgim?, respectively.

Pregmancy: feratopanic Effects. Pragnancy Category C: Tramadol has been
shown to be embsyotaxic and Fetotoric in mice, {120 mgg or 360 mg/m), rats
{25 mgkg or 150 mg/m?) and rabbits (2 75 mghg or HO mg/m?) at maler-
nally taxic dmgg:, but was nat teratogenic al these dase levels. These dosages
o a mg/m? basis are L4, > 0.6, and = 36 times the maximum daily human
dosage (246 me/m2) for mouse, ral and rabbit, respectively,
14gnmdgr.’"k::’1t2eod leratuzgeni: eflacts were observed in progeny of mict: {up to
w mg/m), rals {up to 30 mg'kg of 480 mg/m?) o rabhils (up to
Pelal":gl"g' o 3600 me/tm?) lreated with tramadol by various mules. Ebryo and
ot inc:ﬁﬂv consisted primarily of decreased fetal weights, skeletal ossification
eased sugernumerary nis at maternally ioic dose levels. Transient

Ganstipalion resulted in discontinuation of trealment in LO% af those over 75.
MIVERSE REACTVONS: Tramadai hydrochlaride was adminislered to 550 patients
during the doubte-blind or apan-label ectension pericds in U5, studies ol chyonic
nonmalignanl pain. i these patients, 375 were 65 years old or older. Table 2
reparts the cumulative incidence rale of adverse reactions by 7. 30 and 90 days
for the most frequent reaclions (5% or more by 7 days). The mosL Irequently re-
porled events were in the central nervous syslem and pasirointestingl system.
Allhough the reactions lisled in the tabiz are lelt ta be probably celated to lrama-
dol hydrochioride administralion, the reporled rates alse include seme evenis
that may have been due to underlying disease or concomilant medication. The
averzl incidence rates of adverse enperiences in Ihese trials were similar for
framadol hydrochloride and the active contrel groups, acetammaphen 300 mg
with codeine phosphate 30 mg, and aspirin 325 mg wilh codeine phasphale
30 mg, however, Ihe ratas al wilhdrawais due lo adverse evenls appeared to be
higher in the tramadal groups.

Hemoglebin decrease, Pral X

Sensory: Calaracls, Deafness, Tinnites. .

QRUG ABUSE ARD DEPEMDENCE: Tramadol may induce psychic and physic
dependens of the marphine-type (p-opioid}. (See WARNINGS.) Dependence al
ahuse, including drug-seeking behavier and taking illicit aclions to oblain b
drug are ot limited to thosa patients with prior histary of opigid dependence. T
ris in patients with substance abuse has heen observed to be highes. Tramac
s associated with craving and Yolerance development. Withdrawal symptor
may occur if tamadol is discortinued abruptly. Fhese symploms may incluc
anxiely, sweating, insomnia, rigars, pain, neuses, tremars, diarches, upper res|
ratocy 2ympt pil tion, @nd rarely hellucinations. Clinical experience su
gests that withdrawal symptoms may be refiaved by reinstitution of opicid there
followed by a gradual, tapered dose reduction of the medication combined w
symptematic suppoet.

OVERDOSAGE: Serious potential q of overd are raspirat
degression, lethargy, coma, seizure, cardiac arrest and death. (See WARNING
Falalities have baen reported in post marketing in association with both infe
tienal and unintentional overdose with tramaded. In treating an overdose, prim;
attention should be given to maintaining adequate ventilation aling with gene
supportive treatment. While naloxone will reverse same, but nok all, sympte
caused by overdosage with lramadol, the risk of seizures is alsa increased w
naloxorie administration. In animeds ions follawing the 2dministralion
taxic doses af tramadol could be suppressed with barbiturates or benzodizzepi

but were Increased with nalexone. Naloxone admmnistration did nol change -
lethality ef an overdase in mice. Hemodialysis is aot expected ta be helphul in

averdose because it removes less than 7% of the administered dese ina 4 h

dialysis period.

DOSAGE AND ADMINISTRATION: Adults (17 years of age and overk: For patie
with maderale te moderalely severe thronic pain not requiring rapid onsel
analgesic #ffect, the talerability of tramadol hydrochioride tablets can be i
proved by miliaiing therapy with a titration regimen: the tolal daily dose may
increased by 50 mg as lolerated every 3 days la reach 200 mg/day (50 mg q..

Aiter titration, iramadol hydrechloride tablets 50 ta 100 mg <an be administe

as needed for pain relief evecy 4 to 6 hours ot ta exceed 400 mg/day.

Far the subset af palients for whom rapid onset ef analgesic effect is requi
and for whom he benefds cutweigh the risk of discestinuation due lo ady
evenls associated wilh higher initial doses, ramadal hydrechloride {ablels 50
to 100 mg can be adminisiered as needed lor pain reliel every Jout to six him
not to aicead 400 mg per day.

Individualization of Dose: Good pain managemeni practice dictates that
dose be individualized according 10 patienl need using lhe lowesl beneli
dose. Sludies with lramadol in adults have shown that starting at the low
possible dose and Litrating upward will result in fewer discontinualions

d Lolerability.

« [n all palients with craatinine clearance less than 30 mlfwin, it is rec
mended {hat the dosing interval of tramadol hydrachloride fablets
increased ta 52 haurs, with 8 maximum daily dose of 200 mg. Since only 73
an adminisiered dose is remaoved by hemedialysis, dialysis patients

receive their regutar dose on the day of dralysis.

The secammended dose for adult patients with clichosis is S0 mg every

In general, dose selection for an elderly patient over &5 years akd showlc
cautious, usuahly starting al Lhe low end of the dasing range, retiecting
greater frequency of decreased hepalic, renal or cardiac funclion 2nd of r
comitant disease ar other drug lherapy. For elderly patients over 75 years
\ntal dase should not exceed 300 mg/day.

HOW SUPPLIED: Tramadol Hydrochloride Tablet, 50 mg is a white, film-coa

Tahlo 2
Cumulative incidence of Adversa Reactions {or Tramadol Hydechlaride
in Chranic Trials oi Pain. (N = 427)

Upto Upts Upta

7 Days 30 Days 90 Days
Dirziness/Vertigo 26% % %
Nausea 24% k5 A%
Constipation 2% Bx AB%
Headache L&% 2% 2% -
Somnatence 16% 1% 25%
Vumiing wt 1% 7% ot
Pruritus 8% 10% 1%
“CHS Stimuiation! % % 14%
Asthenia 5% 1% 2%
Swealing &% % 9%
Dyspepsia 5% 9% 1%
Dry Mouth 5% 9% 10%
Diarchea 5% 6% 0%

I“CNS Stimulation” is a camposite of nervousness, anxiety, agitation, fremor,
pasticily, eughoria, motional labilidy and hallucinations.

Incidence ¥% to Less Than 5%, Possily Causally Related: The following fists

adverse reactions that occuired with an incidence ol 1% ta less than 5% in clin-

ical trisls, and for which the pessibility of a causal relationship with tramadal

hydrachloride exists.

Body a5 2 Whole: Malaise.

Cardigvascatar: Vasodilation.

Lantral Narvous System: Anxiely, Confusior, Coordination disturbance,

Eupheoria, Mtasis, Nervousness, Sleep disorder.

Lastrointastinal; Abdominat pain, Anorexia, Flatulence.

Muscofeskeletal: Hypertonia.

Shin: Rash.

Special Sensas:Visual disturbance.

Jrogoaitat: Menopausal symptoms, Urinary frequency, Urinary relention.

tncidence Less Than 1%, Possthly Causally Retated: The fotiowing lisls adverse

reactions that occurred with an incidence of less than 1% in clinical trials and/or

reported in post-marketing experience.

Bady as @ Whals: Accidental injury, Allergic reaction, Anaphylazis, Death,

round, biconvex, beveled edge, unscomed tablet debossed with M on one sid
the ablet and TT on the other side. They are availabk as follows:
N0C 0378-4151-01
botiles of 100 {ablets
KDC 0378-4151-05
botiles of 500 lablets
STORE AT COHTROLLED RUOM TEMPERATURE 15° TO 30°C {§5° T0 B6°F) {51
UsP).
Dispense in a tight, light-resistani container as defined in the USP usir

child-zesistant closure.
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