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TRAMADOL HYDROCHLORIDE TABLETS
50 mg

DESCRIPTION: Tamadol hydrochioride tabled is a cantrally acling snalgesic. Tha
chemical name for tramadal hydrochloride is {+)ois-2-[(dimethylamino)melhyl]-
1-(3-methmyphenyl! cyclohexanal hydrochioride. ts structura larmula and mol-
ecular formula gre: -

OCH,

S -

cm
o CH;—N
CH,

[4gHz5NO; - HCI

The molecular weight of tramadol hydrockloride & 299 8. Tramadol hydrochlor-
ide is a white, bilter, crysialline and odorless powder. it is readity soluble in water
and ethanol and has a pia of 9.4L. The n-actanolwater log partition coeflicient
(logP) is 1.35 at plf 7. €ach tramadol hydrochtoride tablet for aral administration
contains 50 mg of tramadol hydrachleride, In addition, each tablel contains the
fnllwmag mactlve mgredlenis :ollmda! slllcnn diciide, croscarmellose sodlum
h gnesium stearale, l

ghyeol, sodium leury! sulfate

ystallin czIIquse. [ oy
and lilaniym digxide.
CLINICAL PHARWAEGLOGY: Pharmacadynamics: Tramadol is a cenlrally acting
synthetic apioid analgesic. Although its mode of action is not completely under-
staod, From animal tests, at least twa complimentary mechanisms appear
applicable: hinding of parend and M1 metabalite to y1-spisid teceptors and
weak inhibition of reuptake of norepinephrine and seratanin,

Gpioid activity is due to both low affinity binding of the parant compound and
higher afinily hinding qF the {-demethylated metabolite M1 ta pt-opioid reces-
tors. In animal models, M1 is up ta 6 times more potent than tramadol in pro-
ducing analgesia and Zﬂo‘times more polent in j-opioid binding. Tramadol-
indeced analgesia is only partially antagonired by the opiate antagonist nalox-
one in several animal tests. The relative conhibution of both tramadol and ML
ta human anelgesia is depandent upon the plasma concentrations of each com-
pound (sea CUINICAL PHARMACDLOGY: Pharmacokinetics),

Tramedal has been shawn to inhibil reuptake o inephrine and

Tabls 1
Mean (%) Pharmacakinbuc Paramaters for Racemic Tramadol
and M1 Mataboiite

Patients with a variety ul <chronic painiul conditions were studied in doubie-blin
trials of one la three months. duration. Average daily" doses of approximatel
250 mg ot tramadal hydrochleride in divided doses were generally comparable{
five doses of acetamipaphen 340 mg with codeine phosphate 30 mg daily, fiv

Population/ | Parenl Brug/[Peak Conc| Timeto [ Glearanca/Fb] by fhws) dases of aspmn 325 mg with codeine phosphate 30 mg daily, o two to thre
Dosage Reginent [ Melabolite | [ngfml) [Peak {hrs)) (mLfminKg) doses of ace lami 500 mg wilh wycedane hydrochtoride § my daily.
Healthy Adulls, | Wamadel ] 592(30) | 2,361} | 590(25) | 6.7 (15 Titration Trials: In a randomized, blinded clinical study with 129 to 132 palienl
100 mg qid, MO p.o. M1 1029 | 2.4 146) 3 70(14) per group, a L0-day btratien ta a daily tramadal hydrochleride dase of 200 m
Heallby Adulls, Tramadal | 3081(25) | 1663 [ 250031 | 56020 (50 mg q i.d.), atlained in 50 mg increments every 3 days, was found ta result i
100 mg 50 p.c. ML 550436) [ >0(51) [ 6.7 (16) fewer discontinuations due to diz or vertigo than titration aver anly 4 day
Geriatric, [>?5 st | Tramadal | 2080 [ 2309 | 689028 100 of o titration,
| SamgSnpo ML q d P d i e e B
Hepalic Impairad, | Tramadal | 2i7(10) | 19416 | 42358 [13.30n
50 mg 50 p.o. ML [ 15402 [ 9400 c |B5(15) ur
RenalImpaired | Tamadal | < ¢ | 82364 (106061
CL, 10-30 mUmin of
100 mg 50 ty, M 3 [4 4 11.5 (40}
RenalImpaired, | Tramadl c c | 3un oy i i
CL<3 mL/min
108 mg 3D iy, M1 3 [ t 16513
<
+50 = Single dose, MD = Multiple dase, p.o. = Oral adminislration, i.v. = lntravenous j
administralian, q.id. = Four limes daily
bF represents the aral bioavailaility of lramadal b -
t Mot applicable
9 Kot measured o
Food Effects: Oral administralion o tramadol hydmchtoride with feod does nct - : + m L L

significantly affect its rale or extent of absorptian, therefore, iramadol hydro-
chloride can be adniinistered without regard to food.

Distribution: The volume of distributian of iramadol was 2.6 and 2.9 litershg in
male and female subjects, respectively, foliowing a 100 mg infravenous dose.
The binding af framadol to human ptasma proteins it appraximately 20% and
binding alsa appears lo be indapendent of conceniration ug to 10 meg/ml.
Saturation of plasma protein binding occurs onty at concentrations outside the
clinically relevant range.

Metzbollsm: Tramadal is ext ty metabolized aHer aral administration.
Appraximately 30% of the dose is excreted in the urine as unchanged drug,
whereas B0% of the dose is excreted as metabolites. The emainder is encreted
either as unidentdied or as unextraclable metabolites. The major metabolic
pathways appear 1o be A and (-demethylation and glucuranidation ar sulfation
in the liver. One metabolite ((-desmethyltranadol, dencted M1} is pharmacolog-
ically active in enimal models. Formation of M1 is dependent on CYPZDG and as
such is subject Le inhibition, which may atfect the thesapautic response {see
PRECAUTIONS: Drug Ttersclions).

in vitrz, as have some other opioid enalgesics. Thase mechanisms may con-
tribute independently o the overal| ic peofife of ramadol. Anal in
hummes begins approvimately within ane haur aMer adrwinistration and reaches
a peakin aunnmmalely two 1o three hours.
Apart from anal tramadof hydrochlorid

administralicn may preduce a

constellation of symptoms (mcludmg dizziness, somnolence, nausea, conslipa=

tish, swealing and pruritus) similar to that of ather spioids, In conirask to mor-
shine, tramadal has nol been shown to cause histamine nelease. At therapeutic
doses, tremadal has no effect on hearl rate, lefl-ventricular function or cardiac
mdel. Urlhnstahc hypatenzian has been observed,

Phar The analgesic activity af tramadal is due to bath parent
drug and the ML metabotite (see CEINICAL PHARMACOLOGY: Pharmaco-
dynamics}. Tramadl is administered as a racemate and both the [-] and {+)
forms of bath tramadol and M1 ar2 datected ip the ci Tramadel is well
abserbed orslly with an abschule bisavailability of 75%. Tramadot has a volume
of distribution of approximately 2.7 Lkg and is cnly 20% bound to plasma pro-
teins. Tramadal is exiensively metabolized by a number of p .

A imately 7% of the poputation has reduced activity of the CYP206 isven-
zyme of cylochwome P-450. These individuals are “poar metabinlizers” of debriso-
quine, detrometherphan, hricyclic anidep ts, amang other drugs. Hased
an a papalalion PH analysis of Phase ¥ studies in healthy subjects, concentra-
tmns uf tramadal were appreximately 20% higher in “poor metabolizers™ versus

tabolizers”, while M1 concenirations were 40% lower. Concomitant
therapy with inhibitors of CYP2D6 such as Auonetine, paraeline and quinidine
could rasult in signilicant drug interactions. fn vitas drug interaction sudies in
humaa liver microsomes indicate that inhibitors of CYPIDE such as fymzfine
and its matabatite norfluacetine, amilriptyline and quinidine inhibit the melaba-
lism of tremadol to various degrees, suggesting *hat concomitant administia-
lion of these compounds could result in increases in tramadol Hrati

o Pt
IRQICATIONS. AND USARE: Tramadol hydrochlaride tablet is indicated far th
management of moderate fo mederately severe pain in adults,
CONTRAINDICATHINS: Framadal bydrochlsride should not be administered t
patients who have previously demesstvated hypersensitivity ta tramadol, an
other companent of this product ar opéokds. Tramadof is centraindicaled in an
situation whese opinids are cantraindicated, including acute intaxication with an
of the following: atcohol, hypnotics, narcetics, centrally acting analgesics, apioid
w psychotropic drugs. Framadal may worsen centsal nervous system and respira
tory depression in these patients.
WARHNGS: Seirure Risk: Seiruros have beon reported In pstients receivin
tramadol hydrochforide within the r ded dosage range. Sp
post-marketing reparts indicate that seizure rlsll is fnmasa:l with doses ¢
tramadol hydrochloride above the d range. G itant use ¢
tramadol ydrochiloride increasas the selzurs sk i patiants taking:
» Selective serotonin reuptaks Inhibiters (SSRI antideprassants or anorec
tcs).

. # Tricycllc antidepressants (TCAs), and other tricycllc compounds (p.g

cyclobenzaprine. promethazine, otc.), or

s {ither apioids.
Administration of tramadol hyd ide may enh the saizure sk |
patiems tahing:
* MAD Inhihitors {380 2iso WARNINGS: Use with MAD InhibRors),
* Newoleptics, ar

= [ther drugs that reduce the seiturs threshold,

Rish of convulslans may abso Increass In pattents with spilepsy, those wit
a history of sefzures, or i patients with a recognized rlsk for sotzure {suc
a5 head traums, metaholic disorders, alcohol and drug withdrawal, CH

and decreased concentrations al ML. The full pharmacalogical impaci of these
alteralions in terms of either efficacy or safely is usknowm. C itant use of

bnfections). In tramadol hydrochloride overdase, natexane administration ma
inu'nss thu nsk of sefrure,

SEROTONIN re-uptake INHIBITORS and MAD INHIBITORS may enhance the ris of
adverse events, including seizurs (see'ﬂAﬂNINGSI and serotonin syndrome,
Elir jon: Tramadal is eliminated primarily through metabotism by the liver

CYP2D6 and CYPIA4, as well as by canjugatian of parentand metabslites. One
metabolite, M1, is pharmacclogically activa in animal models. The formalion of
ML is dependeni upon CYP206 and as such is subject %o inhibition, which may
affect the therapeutic respanse (sae PRECAUTIONS: Drug Interactions). Framadal
and its metabolites are excreted grimarily in the urine with observed plasma
haif-lives of 6.3 and 7.4 hours for tramadol and ML, respsctively. Linear phar-
macokinelics have been shserved fallowing muktiple doses of 50 and 100 mg to
steady-state. )
Absorptign: Racemic iramadol is mpidly and almost campletely absorbed ater
oral acministration. The mean absclute bivavailability of a 100 mg orat dase is
appiodmatzly 75%. The mean peak plasma ion af racemic tramadol
and M1 accurs at two and three hours, respectively, after administration in
healthy adults. in general, bath enantiomers of tramadol and M1 follow a paral-
Tel tint2 course in the body tollowing single and multiple doses although smell
differences (~10%) axist in the sbsolute amauel of each enantiamer preseat.
Steady-stale plasma concentrations of both tramadal and M1 are achiaved
within two days with q.id. dosing. There is no evidence of sell-induction (see
Figura I and Table I below).
Figure |; Mean Tramadol and M1 Plasma Concentration Profiles after a Single
100 mg Oral Dose and affer Twenly-Nine 100 mg Oral Doses of Tramadol HCI
given g.i.d.
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and the matabalites are eliminaled primarily by the kidneys. The meaa terminal
plasma elimination half-lives of racemic iramadol and racemic Ml are 6.3 = 14
and 7.4 & 14 houes, respectively. The plasma eliminalion hali-lile of racemic
tramadol increased frem approximately six hours lo seven hours upoa mulliple
doting.

3Special Populations: Ranad; Impaired renal funclion resuits in a decreased rate
and extent of excretion of tramadal and ils active metabolite, M1. In patienls
with creatinine elearances of less than 36 wi/min, adiusiment of the desing

.. regimen is recommended (see DOSAGE ANC ADMINISTRATION). The tolal amaunt

of tramadot and ML remaved during a 4 hour diakysis peviod is less than 7% of
the administered dose.

Hegatic: Metabolism of tramadol snd ML is reduced in patienls with advanced
cirrhasis of the liver, resulting in both a Yarger area undar the concentralien lime
curve lor lramadol ard langer tramadel and Mt elimination halt-lives (13 hes.
for tramadol and 19 hirs. for ML), bn cirrhalic patients, adjustment of the dasing
regimen is recommended (see DOSAGE AND ADMINISTRATION).

Eeariattic: Healthy elderdy subjecls aged 65 to 75 years have plasma tramadal
concentratiens and elimination half-lives comparable ts those absesved in
heatthy subjects less than 65 years al age. In subjects over 75 years, maximum
serum concentralions are elevated {208 vs. 162 ng/mi} and the elimination
half-Jife is prolonged (7 vs. § hours} compared lo subjects 65 1o 75 years of age.
Adjustment o the daily dose is racommended for patients older than 75 years
(see DDSAGE AND ADMINISTRATION).

Eander: The absolute bioavailability of tramadol was 73% in males and 79% in
females. The plasma clearance was 6.4 mt/min‘kg in males and 5.7 mL/min/kg
in females fallowing a 100 mg 1Y dose of tramadol. Following a singie aral dose,
and after adjusting for body weight, females had a 12% higher peak Iramadol
concentration and a 35% higher area under the concentralion-lime curve com-
pared \o males. The clinical significance of this difarence is unknown.

Clinical Studies: Tramadol hydrochloride has been given in single oral doses of
50, 75 and 10O mg lo palients with pain following suigical procedures and

_pain fallawing aral surgery (extraction of impacted molars).

In single-dase madels al pain following oral surgery, pain relief was demon-
strated in some: patients at doses of 50 mg and 75 mg. A duse of 100 mg {rama-
do! hydrechloride ended to provide analgesia superfar to codeine sulfate
GG mg, but il was ot as effective as lhe combinalion of aspiin 650 mg wilh
codeing phosphate £0 mg.

Tramadol has besn studied in three long-term conlralled lrials involving a
total of 820 patients, wilh 530 patients receiving tramadal hydrochloride.

lons: Serious and rarely datal anaphyfactoid reactions hav
heen repurted in patients raceiving therapy with ramadal hydrachloside. Whe
these events do occur it is often Following the 1irst dose. Other reporled allergi
reactions include pruritus, hives, brenchaspasm, angicedema, toric epiderm:
necralysis ard Stavens-Johnsan syndrame. Patients with a hislery of anaphylac
toid mactions to codeine and cther opivids may be at increased risk and there
forz should nat recewe rramadol hydrocl\londe (see OEINI’RMNI]IC&TIONS)
Raspratory D ! cautiously in patients at sisk fc
respiratory dnnresslnn. in these pelients allematlve non-apisid analgesic
should be considered. When large doses of tramedol are administerad wit
enesthetic medications ar aleahol, res piratory depressicn may result. Respiralor
depression shauld be lreated as an averdose. If nalaxone is lo be adménisterer
use cautiously because it may precipitale seizures (see WARNINGS: Seizwre Ris
and OVERDOSAGE).
Inferaction with Cestral Nervous System (CNS) Bepressants: Tramadal hydro
chioride should be used with cautian and in reduced dosages when administere
{r palients receiving CNS depressends such as alcohal, opioids, aneslheli
agenls, narcotics, phencthiazimes, Iranquilizers or sedative hypnatics. Tramadc
increases the rish of CNS and respiratory depression in these patienls.
ircreased intracranial Prassure ar Head Trauma: Tramadol hydrachiarid
shoutd be used with caution in patients with increased inlracranial pressure ¢
head injury. The resplra!ory depressant eflects of opmlds include carhon dioxid
retention and dary tien of | {luid pressure, and may b
markedly exaggerated in these patients. Additicnally, pupillary changes {miosis
{ram tramadaol may obscure the ewistence, extent, or course of intracraniz
pathalagy. Clinicians should alsa maintain a high index of suspicion for advers
drug reaction when evaluating altered mental status in these patienls if they ar
receiving tramadol. (See Respiratory DEprEsSIon )
Use in Ambutatory Patients: T dal hloride may impair the mantal an
o physical abilities required Far the perfarmence of palenliafly hazardous task
such as driving a car or operaling machinesy. The patient using this drug shoul
be cautioned accordingly.
tze with MAD Inhibitors and Serotonin Re-uplake Inhibitors: Use tramade
wilh greal caution in patieats laking monasmine axidase inhibitors. Anima
studies have shown increased deaths with combined adminisiration. Concomil
ant use of tramadol with MAD inhibitors or SSRI's increases the risk of advers
avents., including seirure and sertenin syndrama.
Withdrawak Withdrawal symploms may oceur H tramadel hydrochloride is dis
canfinued abruptly. {See DRUG ABUSE AND DEPENDENCE.) These symptams ma
include: anxiety, sweating, insomnia, Rgors, pain, nausea, lremors, diarrhez
upper respitatory symptams, pileerection, and rarely hallycinations. Clinica
experience wuggests thal withdrawat symptoms may be relieved by tapering th
medication.




Physical Dependence and Mwss: Tramgdol hydrocklaride may induce psychic

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

DEPENDENCE), Tramadol should not ba used in epioid-dependent patients.

Tramadul has heen shown {o reinitiate physical dependence in some paients

that have been previousty dependent an sther opinids. Dependence and abuse,

including drug-seehing behavior and taking illicit actions to ebtain the drug, are
not limited to those palients with grioy history ol opioid dependenca,

Risk of Overdosage: Serious potential of overdosage with trama-

dol are central nervous system depessien, respiratory depression snd death. (n

treading an overdose, primary attention should be given bo maintaining adequate

ventilation abong with general supporiive treatment (ses OYERDOSAGE).

PRECAUTIONS: Acute Abdaminal Conditions: The administration ol framadal

hydrochloride may complicate the clinical assessment of patients with acute

abdominal conditions.

Bse in Renal and Hepatic Disease: imgaired renal funclion results in a de-

creased rate and extend of excretion of triamadal and its active metabolite, M1, In

patients with creatinine clearances of less than 30 ml/min. dosing reduction is
recommended (see DOSAGE AND ADMINISTRATION). Metabefism of tramadel and

ML is reduced in patienis with advanced cirhosis of the liver. In cirdatic pa-

tients, dosimg reductson is recommended (see DOSAGE AND ADMINISTRATION).
With the prolonaed hall-life in these conditions, achievement of steady-state

is delayed, sa thal it may.take several days for elevated plasma concentrations te
develop.

fatormation for Patients;

= Tramadol hydrochletide may impair mental or physical abilities required for the
performance af potentially hazardous tasks such as driving a car or operating
machinery. )

= Tramadof lydrochloride should nol be taken with alcohal contaiing beverages.

= Tramadol hydrachleride should be used with taution when taking medicaliens
such as Iranquilizers, hypnatics or ather opiate contai Igesi

=« The gatient should be instructed ta inform dke physician if they are pregnant,
think they mighi become pregnant, or ave trying to become pregnant {see PRE-
CALITIONS: Laber and Delivery).

» The patient should understand the single-dose and 24 hour dese limit and the
tima interval batween doses, since ding these recammendatians can
result in respiratary depression, seizuras and death.

Onug Imtacactlons: /n Gt studies indicate that tramadsl is unlikely ta inhibit the

CYPIAd-medialed metabadism of ather dvugs when tramadal is administered

toncomitanltly al therapeutic deses. Tramadol does not appear |n intce its twn

metabolism in humans, since abserved maximal plasma concenlrations after
mulligle orat doses are higher than enpectzd based on single-dese data.

Tramadoi is a mild inducer of selected drug metabolism pathways measured in

animals.

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

cantly reduced analgesic effect of tramadol. Because carbamazepine increases

Iramadol metabolism ‘and because af the seizure risk assorialed with framailel,

concomilant administration of tramadal and carbamazepine is net recommendsd.

Use with Quiniding: Tramadol is metabolized to M by CYPZD6. Quinidine is a

delays in developmental or bebaviceal parameters were alse seen in pups from
rat dams allowed to deliver. Embryo and fatal lethality were repartad aaly in one
rabbit study at 300 mgskg 43600 mg/m2), a dose that would cause extreme
maternal toxicity in the rabbil. The dosages listed far mouse, rat and rabbit are
1.2, 1.9 and 14.6 times the maximum daily human dosage (245 mg/m?), respec-
tively.

Nor-teratoganic Effecls: Tramadol was evalualed in peri- sad post-natal stug-
ies in sals. Progeny of dams recgiving oral (gavage) dose levels of 50 mp/kg
(300 mg/m? or 1.2 limes the maximum daily hwman tramadoi desage) or graater
had decreased weights, and pup survival was decreased early in lactation at
80 mg/hg {480 mg/m? er 1.9 and higher the maximum daily human dose).

There are na adequate apd wall-controlled studias in pregnant women. -

Tramadol hydrochloride should be usad during pregnancy only if the petential
benefit justilies the potential risk to the fetus. Neonalal seizures, neonatal wilh-
drawa’ syndrome, felal death and still birth have been reported during post-
markeling.

Labor and Belivery: Tramadoi hydrachioride should not be used in pregnant
women prior 1o or during labor unless the palential benafits outweigh the risks.
$Sale use in pregnancy has not been established. Chronic use during pregnancy

Suicidal tendency, Weight loss, Sero)
hypervallexia, faves, shivering, tremor,
3 Jor (hrth

in synirome (mental status chang
ion, diapharesis, seizures amd coma’

[V Syncope, Tachycardia.

Ceniral Nervous System: Abnorma| gait, Amnesis, Cegnitive dysfunctio

Depression, Difficulty in concentration, Hallucinations, Paresthesia, Seirure (s¢

WARNINGS), Tramar,

Respiratary: Dyspnea.

Skin: Stavens- lohnson syndrarae/Tonic epidermad necmlysis, Uricaria, Yesicles.

Spacial Saases: Dysguusia.

Urogenitat Dysuria, Menstmal disorder.

Dther Adverse Experinnces, Causal Refationship Unknown: A variely of ath

adverse events were reparted infrequantly in patients taking kramadol hydr

chloride during clinical trials andfar seported in post-marketing experience.

causal relationship between t dal hydrachleride and these events has n

heen determined. However, the most significant events are lisled below as aler

g indormation to the physician.

Cardi L B 1 ECG, Hypertension, Hypate

Palpitations, Pulmonary edefea, Pultsonary embalism.

Cantral Kervous System: Migraine, Sparch disarders.

Myacardial ischemi

may lead to physical dependence and posi-partum withdrawel loms in the
newborn {see DRUG ABUSE AND DEPENDENCE). Wramadol has hean shown ta
cross the placepta, The mean ratio of serum {ramadal in lhe wmbilical veins
compared ln maternal veins was 0.83 for 40 wamen given tramadeol during labar.

The elfect of tramadal, if amy, an the later growth, develapmant, and funclional
maturation af the child is unknawn.

Nursing Mathers: Tr dal hydrochlaride is nat ded for vhstetrical
prenperalive madication or for post-delivery analgesia in nursing mathers
because its safety in infants and newberns has nol been studied. Foltowing a
single IV 100 mg dose of tramadal, the cumutative excredion in breasi milk within
16 hours past-dose was 100 meg of tramadel (G.1% of the maternal dase} and
27 meg of ML,

Pediatriv Use: The safety and efficacy of tramadal hydrochloride in patients
under 16 years of age have not been established. The use of tramadal in the
pedialvic papulation is sol recommianded.

BGeriatric Use: In general, dose salection far an elderly palient should be cau-
tious, usually starting at the low end of the dasing range, reflacting the greater
frequency of decreased hepalic, renal or cardiac funclion and of concomitant
disease or other drug therapy. In patients over 75 years of age, daily duses i ex-
cess of 300 mg are nal recommended (see CLINICAL PHARMACQLOGY and
DOSAGE AND ADMINISTRATION).

# lotal of 455 alderly (65 years of age or older) sibjects were expesed to fram-
adad in controlled clinical tnsts. (1 those, 145 subjecls were 75 years of age and
alder.

In studies including geriatric palients, treatment-limiting adverse events were
higher n subjects aver 75 years of age compared 1o those under 65 years of age.
Specifically, 30% af (hose over 75 years af age had gastrointestinal treatment-
limiting adverse evenls campared ta 17% of 1hose under 85 years of age.
Canstipalicn resulted in discontinuation of trealment in LO% af thase over 75.

setective inhibitor of thal i 50 that c ilanl administration of quifii-
dine and tramadal hydrachloride results i sncreased cancentrations of tramadol
and reduced concentrations of M1, The clinical consequances of these findings
are unknowm. Jn witro drug interaction sludies in human liver microsomes indicate
that tramadel has no etlect on quinidine metabalism.

Use with inkiditors of CYP206: In vitra drog interaclion studies in human liver
microsomes indicate that concomitant administration with inhibitars of GYP2D6
such 3s (luaxeline, paroxatine, and amitriptyline could result in same inhibitien
of the metabolism of ramadol.

Use with Cir Cancamitant ation of tramado ide with
cimetidna does nat rasull in clinically significani changes in tramadel pharma-
cokinelics. Therelare, no alteration of the tramadoi hydracharide desage regimen
is recommendsd.

Use with MAR Inhibitars: lateractions with MAD Inhiitars, due 1o interference
with deloxification mechanisms, have been reported lor some centrally acting
drugs {see WARNINGS: Use with MAQ Inhibitars).

Use with Digoxin and Warfarin: Post-marketing surveillance has revealed rare
reports of digoxin foxicity and alteration ol warfarin effect, including elevation af
prothrombin imes.
Carcin

f hydrach)

of Fertility: A slight, hut statislically
significant, increase ia two common murine tumors, pulmonary and hepatic, was
observed in a mause carcinogenicity study, particularly in aged mice. Mice were
dased orally up to 30 mg/kg (90 me/m? or 0.36 times the maximum daily buman
dasage of 246 mg/m?) dor appraximalely two years, although the study was net
done with the Maximum Taleraled Dase. This finding is not believed to suggest
risk in humans. Mo such linding occurred in a rat carcinogenicily sludy {dosing
zraliy up ta 30 mgskg, 180 mg/m2, or 0.73 times the maximum daily human
lasagal.

Tramadal was aot mulagenic in the fallawing assays: Ames Salmoneffa micro-
samal activation test, CHO/HPRT mammalian cell assay, mouse hmphoma assay
{in the absence of metabolic activation), d t ethal mutation tests in nice,
chrarosome abertation test in Chinese hamslers, and bome marrow micronucte-
u3 tests in mice and Chinese hamsters, Weakly mulagenic results octuried in the
presance of melabalic activation m the mouse lymphoma assay and micronucle-
s tast in rals. Overall, the weight of evidence from these tesls indicates that
tramadol does niol pose a genalaxic risk to humans.

Ho eflects on ferlility were observed far tramadol at aral dose levels up to
50 me/hg (300 me/m2) in male rals and 75 mg/kg (450 mg/m?) in female rals.
These dosages are 12 and 1.8 {imes Lhe maximum daily human dosage of
206 mg/mZ, respectively.

Pri y: Terzlogenic Effects. Pregnancy Eategory C: Tramadol has been
shovm to be embryotaxic and Fetotoric in mice, (120 mg/kg or 360 mg/m2), rats
(225 mg/kg or 150 mg/m?) and rabbits (= 75 mekg or 00 mg/m?) at males-
nally taxic dosaggs, but was nol teratogenic al these dase lavels. These dosages
an a mg/m? basis are 1.4, > 0.6, and = 1.6 times the maximum daily human
dosage (246 mg/m?) for mause, sal and rabbit, raspectively.
14:0 drug-retated leratagenic eflects werz observed in prageny of mice {up to
0 me/ke or 420 ma/m2), rals (up Lo 80 mifhg or 480 mgim?) or rabbits (ep ta
'Blal':‘ﬂ? or 3600 melrn?] Ireated with framadol by varivus routes. Emhryn and
and imre::::nﬂsted primarily of decreased fetal weights, skeletal ossilication
supernumerasy fibs at maternalty loic dose levels. Transient

ADVERSE REACTIONS: Tramadai hydrochlaride was adminislered to 550 patients
during the doubte-blind or apen-label extensian periods in U.5. studies ol chranic
nonmalignanl pain. 01 these patients, 375 were 65 years old or older. Table 2
rmports the cumulative incidence rale of adverse reactions by 7, 30 and 90 days
for the most drequend reaclions (5% or more by 7 days). The masl Irequenily re-
porled events wera in the central nervous system and gaslrointestinal system.
Allhough the reactions lisled in the tabie are [elt ta be probably related to Irama-
dol hydrochloride administralion, the reperled rates alse include seme events
that may have been due to underlying disease ar concomilant medication. The
averall incidence rates of adverse experiences in lhese Lrials were similar for
tramadol hydrochloride and the active control graups, acetaminophen 300 mg
with codeine phosphate 30 mg, and aspirin 325 mg wilh codeine phasphale
30 mg, however, Ihe rates ol wilhdrawais due lo adverse evenls appeared to be
higher in the tramadal groups.
Table 2

of fudversa R
in Chranic Trials of B

Cumtlative ineid tor Tramadol Hydrachloride

li Pain. (N = 42T)
Upta Upta

1 Days 30 Days

26% n%

Nausea 2% EL:
Canstipation 2% B%

Headache 8% %% 7%
Somnatence 16% 3T 5%
Yoming 3% 13% 17%
Pruritus % 0% 11%
“CHS Slimulation”! 7% % 14%
Asthenia 5% 1% 12%
Swealing % 7% %
Dyspepsia 5% 9% 1#%
Dy Mouth 5% 9% 10%
Diarchea 5% &% %

1“CNS Stimulation” is a ramposte of nervousness, anxiety, agitation, tremor,
spasticily, euphoria, emotional labifity and hallucinations.

Incidence 1% to Less Than 5%, Possily Causally Related: The following fists
atfverse raactions that occurred with an iacidence ol 1% ta less than 5% in clin-
ical trisls, and for which the passibility of a causal relationship with tramadal
hydrachloride axists.

Body as 2 Whole: Malaisa.

Cardiovasedfar: Yasodilation,

Lentral Norvpus System: Anxiely, Confusion, Coardination désturbance,
Eupheria, Méosis, Nervousness, Sleep disorder,

Lastrointastinak Abdominat pain, Ancrexia, Flatulence.

Muscufoskelatal- Hypertonia.

Skin:Rash.

Special Senses: Visual disturbance.

Uragonitat: Menopausal symptoms, Urinary frequency. Urinary retention.
Incidence Less Than 1%, Possiily Causally Related: The following lists adverse
reactions that occurred with an incidence of less than (% in clinical trials and/or
reported in post-marketing experience.

Body as 3 Whale: Accidental injury. Allergic reaction, Anaphylaxis, Death,

Upta
80 Days
A%
0%
4B%

DizzinessVertigo

infestinai Gastrointestinal bizeding, Hepatilis, Stomalitis, Liver failure.

Laboratory Abnormatities: Creatinine increase, Elevated liver enzyme

Hemaglobin decrease, Proteinuris.

Sensory: Calaracls, Deafness, Tinnitus.

GRUG ABUSE AND DEPEMDEMCE: Tramadol may induce psychic and physic

dependence of the marphine-type (-opioid}. (See WARNINGS.) Dependence ai

abuse, including drug-seeking behavior and taking illicit actions o ablain t

drug are not limiled to those patients with prier history of epiaid dependence. T

rish in patients with substance abuse has heen observed to be higher. Tramac

s assaciated with craving and tolerance development. Withdrawal symptor

may occur if tramadol is discondinued abruptly. These symptoms may incluc

anxiely, sweating, insomnia, rigars, pain, neusea, tremars, diarrhea, upper res|
ratory symptams, piloerection, and rarely hallucinatians, Clinical experience su
gests that withdrawal symptems may be relieved by reinstitution of apioid thera

lollowed by a gradual, tapered dose reduction of the medication combined w

symptematic suppoct.

OVERDOSAGE: Serious potential q of overdosage are raspirab

dogression, lethargy, coma, seizure, cardiac srrest and deakh. (See WARNING

Falalities have been reported in post marketing in association with bath inte

tisnal and unintentisnat overdose with framaded. In treating an overdose, prim:

attention should be gives to maintaining sdequate ventilation alng with gene
supportive treatment. While naloxene will reverse same, but not all, sympte

catised by wverdosage with lramadol, the risk of seirures is also increased w

nalaxone admnistration. In animels fellowing the adminisirali

taxic doses of framadel could be suppressed with barbiurates ar benzodizzepir
but were increased with malexone. Nakouone administration did nal thange -
lethality of an overdase in mice. Hemodialysis is not expected ta be helptul in

averdose becavse it removes less than 7% of the administered dosena 4 h

dialysis peviod.

DOSAGE AND ADMINISTRATION: Adukts (17 years of age and ovark: Fov patie

with moderale to moderalety severe chronic pain not requiring rapid ensel

analgesic affect, the talerabikty of tramadal hydrochioride tablets can be i

proved by miliating therapy with a titration regimen: the tofal daily dose may

increased by 50 mg as lolerated every 3 days 10 reach 200 mg/day (50 mg a.i.

Aftar titration, tramadol hydsochloride tablets 50 ta 100 mg can be administe

as needed for pain relief every 4 to 6 hours not ta exceed 400 me/day.

For tha subsel al patients for whom rapid anset of analgesic effect is requi
and for whom the benefds outweigh the risk of disconlinuation dug lo adve
evenls associated wilh higher initial dases, tramadel hydrachlodde 1ablels 50
to 100 mg can be administered as needed lor pain eliel every Jour to six hoi
nat to sacead 400 mg per day.

Individualization of Dose: Good pain managemeni practice dictates that

dase be individualized according 10 patienl need using he towesl benebi

dose. Sludies with lramadol in adults have shown that starting at the low
possible dose and titrating upward will result in fewer discontinualions
increased lolerability.

« | all palients with creatinine claarance less than 30 mUmin, it is raci
mended that tha desing interval of tramadal hydrachleride 1ahblets
increased to 12 hours, with a maximum dajly dose of 200 mg. Since only 73
an admiaisiered dose is removed by hemadialysis, dialysis patients
receive Lheir regutar dose on the day af dialysis.

The recommended dose for adult patients with clrchosis is 50 mg avery

fours.

In general, dose selection for an elderly patient over 65 years ofd shoulc

cautious, usually starting al Lhe low end of tha dosing range, reflecting

greater frequancy of decreased hepatiz, renal or cardiac funclion 2nd of 1

comitant disease ar ather drug Lherapy. For elderly patients over 75 years

Aotal dose shoutd not exceed 300 mefday.

HOW SUPPLIED: Tramadol Hydrochlaride Tablet, 50 mg is a while, film-coa

round, bicanvex, beveled edge, unscored tablet debossed with M on one sid

the tablet and T2 on the other side. They are available as follows:
NOC 0378-4151-01
bottles of 100 1ablets
NDC 0378-415]-05
botiles of 500 lablets

STORE AT CONTROLLED RUOM TEMPERATURE 15° ¥0 20°€ {55° 70 B6°F) {51

USP).

Dispense in a tight, light-resistani centainer as defined in the USP usir

child-resistant closure.
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