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DESCRIPTION:
Tramadol hydrocikeride (Liamacel hydrechioride tablets) ;E_E acting anafgesle. The chemicat name for
tramadol ide i 2-[{di i hydruchlaride,

+ HCI

L zxnIu
TN

CH, CgHz5NO; = HCI

‘The molecular weight of ramadal hydrochleride Is 299.8. Tramadol 53_.2751% |5 a white, hitter, crysizliine

chlaride and are while i in calor. In sditlon, kach tablet contains the
ivon dicxise,

SCLATAE, MICIOCTy? \

CLINICAL PHARMACOLOGY:

Pharmasedynamice: Tramadol frydrochlorlde i a centrally acting Symhew oplold analgesic. Although iis
mode 0f 2Ction §5 el completely understoad. from animal tests, al l2ast wo complementary mechanisms
2ppear applicabie; binding of parent and W1 metabalite 0 w-0picid recepiors and weak hibition of reuprate of
o epinehrine and sefetotin.

Dpioid aclivity is due ta bath kow alfinily binding of Lhe parent compound and higher alfiniy
hinding of the O-demeltylated medabotia M1 to p-opioid recepuors in animal modets, M1 s Up Lo B times
more patent than tramadol in producing analgesia and 200 (mes mare potent in p-opisid binding,
Tramadol-induced anaigeela Is only parvally aniagonized by the opiate antagonist naloxone in sevedm animal
tests. The refative contributian of bown tramagol and M) 1o human analgesia Is dependznt upon tne
plasma cencentrations compound {see CLINICAL PHARMACOLOGY, Pharmacokinenics).

Tramadol has been shawn (o inhibil reuplake of norepmephrine and seretenin in vilro, 35 have Some Ciher
opioid angigesics, fhese mechanisms may cor wvetall analgesic profile of wamadel
hydrochloride, Analgesia m humans begins app ¢ administral
peak in spproimataly bw o three hours.

Apan Irom analgesia, iramadol hydrochlaride administration may produce a conateliation of symptoms
(Incluting dizziness. samnolence, naused. conslipation, sweaung and pruritus) skhmilar @
tn conwrast to merphine. ramadol has not been shown o cause h
Qoses, tramadol hydrochioride has na erfect an hear rate. lefl-ventricotar functlon or cardlac Index,
Orthostalic ypolension has been chserved.

Pnarmacakinatics: The snsigesic activity of irsmadol hydrochlaride s dua Lo both parent drug and the M1
metbolile {spe C1INITAL PHARMACECLOGY, P Tramadal i A5 a racemate
and bath the [-] and [+] forms af bosh tramadol and :_ are detected in the ulztien. Tramadol is welt
absotbed orally with an absolute bisavaikability of 75%. Tramadol has a volume of disulution of spproximatety
2.1Lxg and is only 26% bound to plasma proteins. Tramadol is extenslvely metabolized
by a number of pathways, including CYP2DE and CYP3IA, as well as Dy conjugation of parent and
i One M1, s [ actl in animal meaels. The fermation of
M1 is dependent upin CYFZD6 and as such is Subjecl Io Inhibition, whih may affect the therspeutlc
respansa (see PRECAUTIONS - Drug Imaractions). Tramacl and its meisbolites re excreted primarily in e
usine wiih observed plasma half-lives ol 5.3 and 7.4 hours lor lramadal and M1, respeclively.
Linear pharmagokineics have baen gbserved followim) multiple doses of 50and 100 my lo steady-state.
Absorptian Racemic tramadol 15 rapidhy 3nd almost compietely absrbed afer oral agminisiration The mean

e titamium dioaide, and trincelin.

Table 1
#ean (%CV} Pharmacokinetic Parameters for Racemic Tramadod and M1 Metabolite
Poputation/ Paak Conc. Thme 1o Chaarance/F® tyz [hes)
Dosage Regiman® [ng/mL) Peak (hrs] [mLimindeg)
Healthy Aduls. 592 {30) 21(51) 5.9¢ (25} 5.7 (15
100 id,
iy e 24 48] < 7000
Healthy Adults, 08 (25) 1.6 (83) 8,50 (1) 5.6 (20}
100 mg
sopa. M 55.0 136} 2057 c 8.7 (161
Gerialiic, Tramadol 208 (31) 21(19) 6.89 (25) 7.0(23)
Sﬂmmﬁw__u.o. M1 a ] ) [l
Hepatic Impaked, | Tramadot ) 1815} 473 (55) 123 (11}
w“ “._m M 18417 5.8 [20) © 18.5{15)
Renal impaired, | tramadol c c 4.23 (54} 106 (1)
nr_.m‘ao_.._ﬂu mﬁr.a,.s .M [ € ¢ 1.5 (o)
Rerial _:ﬁ..aﬂ._, Tramadot ¢ € 33117} 1.0 (29)
iy Wi c c < 16.2(18)

1501+ Sungle dose, MD « Muhlph dase. R 0, = Cral admoisaaton.
14w edfevennus admngiianon. 18 «fou tinatgiady

b F reprvsants the entl boavalabiny of tamaded
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A MOl measiared -

Food Effecis: Oral administraton of tramadol hydrochicride with food dnes nol significanily afect fis rate or
extent of absorption. therefore, U amadal hydrochlonide can be administered without regard to lood.
i The volume of distribution of wramadot was 2.6 and 2.9 |hersikg in male and female subjects.
ely, fallowing 2 100 mg intravenaus dose. The binding of ramadol 1o human prasma prowsins Is
appronimately 20% and binding als0 appears 10 be independent of concentation up 1o 10 meg/mL, Saturadon
of phasma pratein binding sec s only at condentstions eutside the clinicaly relevant range.

Tramadnol is extansively ized after oral ini \pproa uSr ol the anwn is
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INDICATIONS AND USAGE:

Tramadol hydrochioride tablaxs are indicated for the management of modesate 1o moderatety severe pain in
adults.

CONTRAINDICATIONS:

Tramads! hydrochiorice Latlets should nol be sdministered 10 patisnts wha hive phevivusly demonstated
hypersensitivity 1o iramadol. any other component ol this product o oproids. Tramadol hydrochioride is
ceniraindicated in any siuagan where opiolds are conjaindicaied, including scuee intaxication with 2oy of the
Toftowing: aiconol, hypnotics. narcotics Lenually actng anaigesics, oplolds o psychoiropkc drugs. Tramadol

hydrochioride may worsen centra systern and respiratory depression in these patients,

WARNINGS: :

Quizura Rlak: Seitures havs buen reporied in patients receiving ramadel 3‘_..8-._&% within the
donge mnga. past-marksting reports indicata Lhat anixom sk s inceasad

with gmwu al ramadol :uE.Eu:a:u- sbove tha recommentded ranga, Concomitant usa of ramadel

Escreted in the Unne a5 unchanged n:a. wheteas 0% of the dos is eacrelad as is
excrered ehher ax ified or a5 unextract The major melsholic “_m.zsiﬁ appear lo be
A and C-demethylation and glucironidation or sulfauon in the Iver. One mezbolie {0-desmedyiuamadol,
oenated M1} is pharmacologically actve In animal models, Farmayon of M1 15 dependent an CYP206 and as
such is subject Lo inhibition, which may affect the therapeutic response [see PRECAUTIONS - Drug

ao:é 1% of e populalion _im sedueed activity of the CYPZDE isaenryme of cylochome £.450.
Thesa indivicuals e “poor Ukcyche anti amang.
other drugs. Based on a population PK u:n_ﬁ_u of Phase | swdies In hezltRy subjacls, cancenirations of
[ramadal were approximately 26% higner in “poor melabolizers” versus “extensive melabiolizers™,
cancemrations weie 40% lower, Cancomitant therapy with Inhibitors of CYP20E such as Muoxeting, paroxetine,
and quinidine Couid result in significant drug interactions. #r wire drug Inceraction studies n human Iiver
'YP2DE such as Auoxetine 2nd its metabolite :a‘.?.-oxu::a Amiiptyline

increwsas the seirume risk in patients Laking:
+ Salsctive serotonin reuplake inhibitors (SSRI amidepratsants or anoratics},
» Trleyciic amldeprossams {TCAs), and other vleyelic {e.0.,
21c.), of
- Onher oplolds.
Adminisiraton of vamadol hydrochioride my enhance the seituta risk in patients 1aking:
+ MAD inhibitors (523 also WARNINGS — Use with MAQ Inhibitors},
+ Netmoleptics, of
= Other druga that reduce the seizure threshotd.

RISk of eomvulsions may sl increase in patisnis wilh epilspsy, trase with & history of selzres, of in
-.-__lﬁ with a recognized risk fer sxlture {auch as howd iuma, meiabatic disardars, alcohol and drug

us degrees, that

In iramadal concentrations and decreased
jons in Lms of either eMicacy or safsty
s unknowl, Concomiant use of SEROTONIR re-uptake INHIBITH and MAD INHIRITORS may eohance Lhe
risk of adverse events, including seiture (5ee WARNINGS) and serotonin syndrame.

ed primarity by he widneys. The mean terminai plasma elimination hall-lives of racemic vamadal and
Facemic M1 are 6,3 + T4 and 7.4 1 T.4 hours, respactively, The plzsma etiminatlon half-lits of racemic tramadol
increased [rom approximalely sic hours Lo seven haurs upon mulliple dosing.

Epecial Populailons: Renal: Impaired renal funcuon resulls in v decressad mie and extent of excretion of

Uamadol and it active metabolie, M1, In patients with crealinine clearances of less than 30 mL/min,
djustment of the Jo5N regimen Is recommentded (s2e DOSAGE AND ADMINISTRATION]. The total smaunt of
wamadal and M1 removed during a 4-houe dlatysis perind is less than 7% of the administerad dose,

absolute bicavailabilcy of a 100 mg ofal dose Is approximately 75%. The mean peak plasma of

racemic tramadol and M1 accurs al two and three hours. respectively, after administration 1n heakhy adults. In

general. both enantlomers of warnagol and M1 follow @ parallel tme course in the Sody follawing singie and

muitiple doses athough smaf differences {~109) axist in the absolute amount of gach enantiomef esant,
Steady-state plasma concentsabons of bath Lramadol and M1 o e achieved within bea days with g.1.d. dosing.

(hete is no evidence of self.indurtion [ses Figure 13md Table 7 beiow),

Figure 1: Mman Irnmadol and M) Plasma Concentration Profiles afer a Singie 100 mg Orsl Dose and after

Tventy-Nine 100 myq Onal Doses of Tramags! HEI given g.i.d
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APPROVED

Hepanc: lism of tramado! and M1 i EER_ in E.ism with adwanced cirrhosfs of the lver. resuking In
hoth a lafger area UNCEr e CONCant 3t tramadol and longer tramadol and M1 elimination
half-irves (13 s lor iramadiel and 19 his. for M1 holic pafients, adjustment of the desing regimen i
recommended (sse DDSAGE AND ADMINISTRATION).
Gerlawic- Healttry elderly subjerts aged 65 to 75 ysars have plasma {ramadol concantrations and ekmimatian
alf-lives comparable 1o those observed m heallhy subjects less than 65 years of age. In subjects over 75 years,
MAKITILM SeFum Concemrations are elevated {208 vs, 162 ng/mL) and the eiiminaion hall-)He is prelonged

CNS ions), ' tramudol hydrochinrids overdoss, neloxane sdministralion may increase
the visk of salzure.
Anaphylactold Renctions: Serious and rrely falal anaphylactold reactions have been reported in patkents
recaiving therapy with tramadol hydrochloride. When tese events do ocewr It |5 often Tollowing the fies: dose,
Other reported ailergic resctions include pruritus, hives, bronchespasm, angioedema. toxic epidermal
necrolysis and Steveris- Johmsan syndrome. PMatients with a history of maphylactoid reaciions to cedeing: and
oiher ppicids may be al increased risk and therefore shouid not teceive Uamadal hyarochloride (see
CONTRAINDICATIONS),
Resplrtory Deprasaion: Administer tramadol hydrochkoide cautiousty in pallers al ish for respiratary
depression, |n these patients alternative non-opioid analgesics should be considered. When Iarge doses of
wrarnacial tydrochloride are administered wilth snesthetic Medicalions of alcohal, respiratory depression may
resuil. Ry ary depresston should Be treated 85 an overcase. If NEIOXOME 15 10 De admimistered, Usa
cautiously because it may precipitate seizures (ses WARNINGS, Seizurs Risk snd OVERDOSAGE),
tntaractlon with Central NarvedS System (CNS) Dapraasants: Tramacol Indrochioride should be
ion and in teduced dosages when adminisiaied to patimts receiving CNS depressanis such 26
nicchol, opigids, anesthetic egents, narcolics, phenathizsines, Ir izers or sedalve hypoolics. Tramadol
hydroehioride increases the risk of CN5 and respiratory depression in thess paties.
Incraasad Intraeranial Praseure or Hoad Trauma; Tramadol hygrochinride should be ssed with caution
in pattents with increased Intracranlal pressure of head Injury. The respiravory depressant effects of opioids
incluoe carbon dioxlde reterwion and secondary elevation of cerebrospinal Ruid pressure. and may be markedly

(7 vs. & hours) compared Lo sublects 65 to 7% years of age, Adjustmant of the dally dose 5 rec for
pirtients oider than 75 years {see DOSAGE AND AOKIMISTRATION).

Gender: Tike abswiule bioavailabilty of Lramadol was 73% in mules and 7% in females. The plasma clearance
wes 6.4 mLimindkg In makas T mUmindig in femaies foliowing 2 100 myg 1 dose of tramadal. Following &
single oral dose. and afier adjusling for body weighl, females had a 12% higher pesk Lramadol
and a 35% higher area under the concenuration-time curve compared 1w males, The clinical significanca af this
diffecence I unknown,

Clinical Studiea: Tramodol hydrochloride has been glven in single oral doses of §0. 75. and 100 mg w0
palients with pain llowing surgical procedures and pain following otal surgery featraction af impacled
moiars)

In single-tose maodets of pain following gral surgery, pein reliel was gemunsiraled in some _i_mam nl dnses
of 50 mg and 75 mg. A dose af 100 mg wramadal hydrachioride wnded to provide anakjesia superisr (o cadeine
sulfate B0 my, but 't was not 35 effective 45 the comblnation of aspliin 650 mg with cogeing phosphate 60 myg.,

Tamadol hydiochlarige has been studied in three long-term cantrelied Ulals invalving a total of 820 patients.
with 530 patients receiving tramadal nydrochloride. Palients with 8 vafiety of caenic painful conddions were
sluclid in double-l of one 1o Lhree months dufation. Average dady duses of approzimately 250 mg of

vamadal hydrochioride in divided doses were generaily comparabie Lo five doses of acetaminophen 300 my
with codeine phosphate 30 mg daily. five doses of aspirin 325 meg with codeinz phosphate 30 my daity, or twn
10 three doses of ace@mincphen 500 mg with axycodone hydrochioride 5 mg daily

in these patients. Addi pupitiary changes (micsish from wemedol may obscure the
existence, extent, o course of intracranial pathology. Clinicisns should also maintain 4 high index of SUSpicikon
for adverse drug reaction when evaluating eRared mentai sialus n ihese patients  Ihey are receiving ramadol
1y ide. {See Raspirainry Dap
Use In Ambulaiory Patlanis; Tramagoi hydrochloride may impair the menial and or physical ahilities
required for the performance of potentially hatardous 12sks such 85 driving a car or operatng machinary, The
patient using this drug shoufd be cautioned iccordingly.
tJaa with MAD Inhibitora and Baretonin As-uptake inhiblors: Use wamadol hydrochloride with
grewl caulion In patients {sking manoamine oxidese inhibitors. Animai shudies have shown increased deaths
with cormbined adminisiration, Goncomitant use of tramadal __Ean:_c;nm with MAD Inhibitors or S5RI's
incraases tha risk of adverse svents, Including seizure and serotonin syndeoma,
Wihihdrawai: Withdrawal symsoms may ocour if E:ﬁan_ S.Eonzn:n_n it

iscontinued abruptly Gi ORIG

wéamm_u that rawal symytamms Mmay b refiever by tapeing (e medication.

Phyelcal Dapendance and Abusa: Tramadal hydrachlaride may intuce psychic and physical dependence
of the morphinz-type (u-opfoid) {See DRUG ABUSE AND DEPENDENCE). Tramadol hydsouhlaride should not be
used In opioid-dependent patients. Tramadol hydrochioede has been shown 10 rainiliate physical dependence in
ks thal have been previcusly dependent on other opicids, Dependence snd sbuse, mnelding
drug-seeking behavior and taking Wick aclions la chiain the drug, are not limiled to those patients wilh priof
tristary of opioid depenence,

RIsH of Dverdosage: Serlous potential consequences of overdasage with tramadol hydrochlgeide are
central nervous system s sion, respirawory depression and death, In ing an ovetdase, primacy




This label may not be the latest approved by FDA.

For current labeling information, please visit https

Ilwww.fda.gov/drugsatfda

N 75940

atrention shouid be glven (o malniaining_adequate ventilation afeng with general supportive treatment (See
OVERDOSAGE}.

PRECAUTIONS:

Acute = ini of wamarlol hyorochioride may camplicate dhe clinicel
assessment of patients with acine uwg._.s_ conditions.
Use In Renal and Hepatlc Disesse: Impaired
excretion of tramadol an i ine clearsnces of less than
30 mbimin, dosing reduct) ADMINISTRAFION), Metabalism of tramadol
and M1 s reduced in pausenis with advanced cirrhosis of the liver, in cirrhotic patients, dosing reduction is
recommended (see DOSAGE AND ADMINISTRATION.

With the profonged halt-life in these conditions, achievement of sleady-state s defayed, sa thal it may take
severs| days far elevated plasma cancenloations (o develop,
Infermpilon for Patlents:

+ tramadal hydraocl e laklels may impair mealal or physicsl at

ks such as diiving a car or cperating ma

ide tablets should not be taken with alcohol o ing bévefages.

horice tablets should be used with cation when tKing medications such as wanguilizers,
:ﬁ—u:nm of olher u—sﬂﬁ nu_.._-u_:-.-n waﬁmw.nm

- The patient should be Instructed to inform the physician if they are pregniant. think they might become
pregnant. or are Irying ta become pregnant (see PRECAUTIONS: Laber and Delivery).

= The pavent should undersand te m.ﬂ_m -dose and 24-} :nE dose lImix N_a the time dterval between gases,
since exceeding these can resul In resp Ty dep , seizures, and death,

Drug interacilone: m vitro Sludies indicate thel tiamadel is unlikely 1o inhibit the CYP3A4-mediated

metabiairsm of olher drugs when Iramadsl is sdmintstered coneomtiently 21 thetapeulic doses, Tramadol does

ncl appear ta induice its own melabolism in humans, SinGe phserved marimal plasma cancenlralions after

multiple oral doses are higher than expecied based on singie-dose aw: Wramadol is 2 mikd inducer of selecled

drug metabolism padryeys measwed in animals,

Use with Carbamazepine: Putients tking carbamarepine may ._!» a ma;?uaz“ reduced analgesic affect of

Iramadol Mydrochioride. Becarse carbamazepine NCreases tramadol metvciism and Decase of the seizure

risk associnled with tramadol, of ramadal e and car is no%

recommendad.

Ui wath Quinidine: Tramadol is metabolized 10 M1 by CYP206. n,_sa_:o is 2 seleclive inhibitar of hal

Isoenzyme, 5o that concomiant administration of quinidine and tramadel hydrochioride results in incrersed

conceniraikons of iramadol and reduced roncentrations of M1. The clinkcal consequences of thesa findings are

orknow. Mt vitro drig teraction studies in human liver microsomes indicate thet yamadol has no effec; on

quiricine metabalsm.

Use with Inhibilors of CYP206" i vitro drug inletaction sludies in human liver miciosomes indicate thet

caneomitant admimistratian with mhibiars of GYPZDG such 35 Muoxeling, paroasUne, and amiriptyline could

reswit n some inhibitn of the metabolism of ramadal.

Use with Cimeriding. Concombant administration of wamadol hydrachioride with cimedidine does nol result in

clinically significant changes In ramadol pharmacokinetics. Therefore, no alieratlon of the iramadel

itle dosage fegimen is r

L with MAQ infibriors: Intevactions with MAG Inhibitors, dux 1o i withy hani:

have besn raported lor some cerirally acting drogs (see WARNINGS, Uss with MAD Inhibitors).

Use witlh Digaxin and Warfann: Post-morketing survelliance has revealed rare repons of uﬁe._: bpeicity and

aheradon of warfarin effect Inciuding elevadon of prothrambln Umes.

Carcl Mi i of Fartllity: A slight, but Stastically significant. Increase

in LWo LOMMGN Murine wmots, pulmonary and hepatle, was ohskved In a me carcinogenicity sy,

particularly in aged mice. Mice ware dosed oraily up o 30 mgkg (90 mg/m? o 0,38 Gmes e mazimum daity

huren dosage of 246 mgém?) for approximately two years, aithough the study was not done wilh the

Maximum Tokruted Dose, This finding 15 not believed (o 5Lg0est 115K in iumans. No Such Fnding occurmed in m

rat carcinogenicy swdy (dosing aralty up 1o 30 mg/kg. 180 aﬁah. o 471 umes the maxkmum dalty human

dosage).

Tramadel was not mutagenic in the following assays: Ames Sahmonells microsomal activation test
CHOHPRT mammalia mouse lymphoms assay (in the sbsence of metabdlic activation), dominant
Iethal mutation tests in mice, chiomosome aberralion lest in Chinese hamsters, and bone martow
micronucheus te mice and Chinesa hamslars, Weskly mutagenic results accurred in the presence of
metabolic activation in the mouse lymphoma assay and micronucieus 1esi In rais. Overall, the weight of
testy ingicates thal tramadgl does noT post 3 gentoxlc risk tg humans.

were observed for tramadol at oral dose levels up 10 50 makg (360 mg/m?) in male Tais

and 75 mg/kq (450 mg/m?) in female rats, These dosages are 1.2 and 1.8 times the maximum dalty human
dosage of 246 mg/m?, respectivety.
Prognancy, Terataganic Effects: Fragnincy Calegery O Tramadal has been shown 1o be emiryototic and
feloloxic in mice {120 mg/ky ar 360 mg/m?), rets {z 25 mg/kg ar 150 mgim?) and rabhits (= 75 mg/kg or
500 mg/m?) lernalty toric dosages, bul was ol teratogenic ot these dose fvels. Thess dosages on o
mgim? hasis 4, 0., and 21,6 times the maximum dzily human dosage (246 mg/m) for mouse, ral wd
rabbit. respectively.

No drug-relaced (eratogenic eHers were observed In progeny of mite (U 1o 140 MGG o 420 mgim?), rats

{up 10 80 MKy or 480 MY/M) or rabbits (up lo 300 mg/g or 3600 mg/m?) Treated with raradal by various
routes. Embryo and Fecal toxicity consisted primarily of decreased fetat weigins, skefew| pssification and
increased supernumerary rigs at maletnslly laxic dose levels, Transient delays in developmental of henavioral
PpArameters wive 150 Sten In pups from rel dams wliowed (o celiver. Embryo and felal kethuhly were reported
onty in ane rabit siudy sl 300 mg/kg {3600 mg/m?), 2 dose that would cause extreme malernal tozicrty in the
Tabbit. The dosages listes for MOuSE, Tat and rabbit ace 1.2, 1.9 and 14,6 Unes the maximam daily human
dasage {246 my/m?), respeciively.
Non-teratogenic Effacts: Tramacol was 2valuated m peri- and post-natal studies In rats, Progeny of dems
receiving oral (gavage) dosa levets of 50 mg/g {300 mim? of 1.2 Limes e maximum daily human wamadal
dosage) or greater had decreased weights, and pup survival was decreased 2arly n lactation al 80 mg/kg
{480 mg/m? or 1.9 and higher lhe may ily human dose).

There are no aoequate pnd weil _= pregnant women. :u_:mna_ Jasn:_cﬁam u:cca be
lisad during pregnancy oniy if the
neontal withd!
Labor and

unction nmc:m Tn a decreased rate and extent of

required for the perfonmance of

(See PRUG ABUSE AND DEPENDENCE). Tramado! has besn. shown wo cross the piacerta. The mean raiia of
secumn tramadol in the umbilical velns cempared to maternal veins was 0.93 for 40 women given wamadal
during labar
The effect of wamadol hydtroehloride, if any, on Ihe talar growth, development, and functional maiuration of
tha chikd is unkaown.
Nursing Mothars; Tramado! hysrochicride Is ROt recommended 1or pstetrical prenparaive medication or
for posi-delivery analgesk in nursing mothers because its salery in infants and newboms has not been swdied.
Following a single 1Y 100 mq dose of uamadol. the cumulative excrefion In breast milk within 16 nours

posldose wes 100 meg of tratmadod (0.1% of the matemal dose) and 27 meg of M1.

Pediairic Use: The safety and eficacy of Lkamadal hydrochioride in pelients undst 16 years of age have ol
been established. The use of ramadal hydrochioride in the pediatric population is not recommended,
Gertatric Uan: In general, dose Sekection for an eigerly patlent should be Cautiaus, Usually Staning ot the ow
end of the dosing range. reflecting the greatet flequency of decréased hepatlc. renal or curdiac Runction and of
CONCOMitant disedse ar gther drug therspy. In palimis over 75 years of age, daily doses in excass of 100 mg
are not recammended, (see CLINICAL PHARMACTILOGY and DOSAGE AN ACMINISTRATIDN),

# toual of 455 eiderty (55 years of age or clder) subjects were exposed to tramadnl kydrochloride in controfied
chnical trials. Of those, 145 subjects were 74 years of sge wid older.

In studies inciuding geristric pmtients, trestment-imiing adverse evenls Wwete higher In subjects over 75 yrars
of age compared 1o those under 65 yours of age, Specifically, J0% of Ihose over 75 years of age had
gestreintestinal treatment-limiting adverse events compared (o 17% of those under 65 years ol age,
Constipation resulted h discontinuation of weatment in 10% of those over 75,

ADVERSE REACTIONS:

Tramatol hydrochicride wes adminislered to 550 patients during the double-blind or open-(abel axtensian
pecinds In LS. studies of chronic nonmalignant pain. Of thess patisnts, 375 were 65 years old of oider. Tabiz 2
repars the cumulavwe Incfdence rate of adverse reactions by 7. 30 and 50 days for the most frequent reactions
(8% or more by 7 days). The most requently repored events were in the central nervous system and
gasttaintesting System. Althaugh the reacti i the table are fek to be probably related to ramadel
hydrochioride administration, Whe reparled fates blso includa some events Lhal muy have been due lo
unoertying disease or CoNComitant medicalion. The overall moidznce rates of adverse RTRENNCES in these trizls
were simiiar for oamadol hydrochloride and the active control groups. acelarninophen 300 mg with codzine
phosphate 30 mg, and asplrin 325 mg with codeine phosphate 30 mg. however. the rates of withdrawals due 1o
advetse evenls nppeared to be higher in the Iramadol hydrochkoride groups.

Tahle 2
cumulive Incldence of Adverse Reattions for Tramadol Hydrochioride In Chronic Trils
of xw::_-:u_::_ Pain (N + 427)

- Admindstered as needed f

Upta - Upio Upto

T g 3 bnys s bays
Dirziness/Veniqo W% % 0%
Nauses 2% % A%
Constipallon % a% 6%
Hendatha 8% 6% 3%
Somnafance 16% 21%, 25%
Yamiting 5% 1% 7%
Prufius 8% % n%
*CNS Stmulation™ ™ n% 14%
Asthenia 6% 1% 12%
Swealing 6% % 9%
Dyspapsix % % 1%
Ory Movth 5% "% 0%
Dhrrhea % % 0%

TCH5 Stimulatien” i 4 rompaane of nervousness, anaiety. agilation. weman, spaslticny. cughora. cmotiona abiFty
wnd hallucunions.

Incidanca 1% (o Jsaa than 3%, posalbly causslly refatac: the following lists sdverse reactions that
oecurred wilh wn mcidence of 1% o less than 5% in chnical Wriats, #nd ler which the possibility of 2 causal
reiaticnshp with rzmado! hydrochioride exlsts,

Boty a5 8 Whole: Maizise.

Lardrovascutar: Visodifation,

Central Nervous Systent Anahety, Confusion, Coardinalion distutbance, Euphatia, Miosks, Nervousness, Shrep
disnrder.

Gastrointastins: Abenmmnal pain, Anorexia, Flawlence.

Muscudoskeietal; Hypertanla.

Skin: Rash. -

Special Senses: Visual disturbance.

Lrogenital: Menopausal symptoms, Urinary frequency, Urinary retention.

Incldenca lexn than 1%, porslbly causally relatad: he fallowing lists advarse reactigns thil ootutmed
with an incidenca of less than 1% in clinical rals sndior reported in post-markeung experience.

Body a5 » Whale: Accidents! injury, Allergic reactian, Anapylexis, Dawth, Suicidal tendsncy, Weight fass,
Seronin syndrome (manal SIS change. hyperreficeia, lever, shivering. tremor. agitation. diaphoresis.
selzures and coma).

Card - Onthoswatic by ion, Syncape, Tachycardi

Central Wervous Sysiem: Abnormal gait, Amnesia, Cegnitive dysfunciion, Depressian, Difficuity in
concentration, , Seveute (see Tremar.

Respuatory: Dyspres.

Sin- Stevens: Johnson syndrama/Toxic epidermal necrolysis, Urticars, Vesicles,
Special Senses: Dysgeusia,

Uragenital: Dysuria. Mensirual disorder.

Other adversa causal A vartety of other adverse events were
reporled infrequently in patients L mado! hydrachloride during clinfal tials and/or repriled in
pesl-marketing mxparience, A, causal relauonship between Usmadol ydrochioride and these events has nol
been deermined. However, the most s:gnificant events are listad belaw 25 2leriing nformation (o the physician.
Cardiovascular: Abnormal ECG. Hypertension, Hypotension. Myocardlal ischemis, Paipitations, Pulmonary
edema, Putmonary embotism,

Contral Nervous Sysiem: Migraine, Speech disorders,

Gastramiestinal: Gastraintestinal bieding, Heplitis, Stomaldis, Liver falure.

Labarstory Abnormalittes: Crealinine mcresse, Elevaled lver enzymes, Hemoglotin decrease. Proteinuia,
Sensory Catarans, Deafness, Tinnitus,

DRUG ABUSE AND DEPENDENCE:

cchlaride may induce psychic and physical dependance of the marphi
encs and abuss, including drug.sseking behuvior and Lking

{u-upicid) (See
o comim the

subsuince abuse has been observed 10 be higher. Tramadol hydrochlonde Is associeted with craving and wier-
ance development. Withdrawal sympioms may oceur if wamadol hydrochioride s discontinued abnuply. These
symptoms may include: aniety. sweatig. Insomnie. igors, pain, naused wremors, oirhed, upper respitstary
inical experience suggests that withdraws| symplams may
by a gradual, Lapered dose medattion of the medication

be relisved hy fei
combined wilh symg
OQVERDOSAGE:

Serlous potential consequences of overdosage are resgirstory depression. lethargy. coma. selzure, cardiac

ammest and death, (See WARNSNGS). Fataliles have been reporied in post marketing n assbcialion with both
inlentionai and unintenlronal overdose, with Wamadal kydrachior|de. In Ireating an everdose, primary alention
showdd be given Lo mainlaining adequuie ventilation slong with general supporive Lreatment. While naloxone
wili reverse some. but not all. symptoms caused by overdosage with tramadol rydrochioride tablets the risk of
se2ures s also increased with naloxone In animals Toliowing the admink:
Loxic doses of Lamadol Could be supp WD L orb fiazepines Ut wete in:
ruloxane, Halaxone adminisietion: did not change Ihe kthality of an overdose in mice Hemod
expactad 1o be helphul in an overoose because it removes less than 79 of (ne adminfstered dose in  4-haur
dialysis pertod.

DOSAGE AND ADMINISTRATION:

Aduits {17 ymarn of nge and ovar): for pallers with modeiate tn modectly severe chronic pain nol

dose may be Increased by 50 mg as toleraled every
ion, ramidol hyrothioride tallels 50 100 mg tan be
§ 4 10 6 nours net ko n.Bnn..S!Qn_-u
For the subse! of pal
alitweigh the risk of di
hydrochloride tablets 50 mg 1o 100 mgq can be aa:—_iu:xma #5 needed for pain reiel svery four to six hours,
ot t exceed 400 mg per day. .ﬁ
Indlviduslixailon of Doss: Good pain marfgement practice diclaies thal tha doss be individualized
aeconding |0 palienl need using Ihe (owesl beneficial dose, Sludies with tramadol in adulis have shown that
slarting at the lowest passible dose and Ltraling upward will resuit in tewer discantinuations and increased

li.:ﬂ!& dase is removed by hemodintysis, n_-_u«a v!_!_u can Feceive |heir regular dose on the day of
dinysis,

- The recommended dosa for adull patlems with <irhasis Is 50 mg every 12 hours.

- 10 generdl, dose sefection fot an eiderly patient over 65 years ok shotid be cautious, usilally starting at the
low end of the dosing range, reflecting the greater frequency of decreased hepatic, renad or cardize function
and of concomltant disease or other drug therapy. For eldarly patients over 15 yesrs old, (otzl dase shoulg
et wxcerd 300 mgfday.

How SUPPLIED:
Tramaco! hydrochlorids Labiets are §zn a5 follows!
50 mg -— Each unscored. white. oval. Fm coated Lablet imprinted with & and 714 on one side and plzin on e

-resistant contamer as defined in the USP.
Stare at conlralied room temperature. 15 ta 30°C (55* 1o 86*F) [see LISP|

R.only

Manulactured by:
PUREPAC PHARMACEUTICAL £O,
Eliznbelh, NJ 07207 USA 40-8844 Revised — Jure 2002



This label may not be the latest approved by FDA.

For current labeling information, please v

llwww.fda.gov/drugsatfda
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