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TRAMADOL HYDROCHLORIDE

I

Table 1
#Aean {%CV} Pharmacohkinelic Fatametets for Racemic Tramade! and M1 Mewabolite

—
——
—— Poputation/ Farent Drug/ Prak Conc. Time ta ChaarancelF® tyiz his)
= ._->m —lm.._-w Dosage Regimen® | Metabofite (ngiml) Prak (hrs) (mLimin/g)
Revised -~ June 2002 Healthy Adults. Tramadol 532 {30) 2361 590 (25) 5715
1T et
MOpo, M e 23} 2.4 (46) c 28049
DESCRIPTION: Healthy Adults, Tramadol 108 (25) 1.6 (63) 8,50 (1) 56 (20}
Tramadol hydrochkride {itamadal hydrochioride tabilets) is 2 centrally acting analgesic. The chemicat name for 100 mg
wamadol hydrochioride is (£)os-2-[{dimelhylamina} melhyl]-1-{3-methoayphenyl) cycloheranot hydrochlaride, sOpa. M1 5.0 (36} 30851 [ 5708
Tre struetural [ormut T
Gerialiic, Tramadol 208 (31} 21(19) 5.69 (25) 10 (23)
{>75y1s)
OCH;, 50 mg 5D po. M1 ] d [ d
Hepatic Impdkred. | framadofl 2707 1.8 {16) 473 (551 113 (1)
ww m_m M1 194{12) 581200 t 18.5{15
Penal Impaired, Tramadol c c 423 (54) 106 (1)
+ HCI L1030 mUmin
HO cH wimgsiv | - M © c c 115 4y
H” Pk Renal Impaired. | ramadot ¢ ] 3.71{17) 11.0(28)
OINIZ/ Cler<S mimin ™ : n &8
H n !
CH, CygHzsND, - HCI 100 mg S0 i

‘The molecular weight of tramadol hydfochloride s 299.8. Framadol hydrochlaride [s a white, Bitter, crystalline
and odorless paveder. It % _nun_a soluble ih water and sthanoi and ks a pKa of .41, The n-occianoliwater log
W:Eﬁﬁ._s:nu tablets, for oral 20miniswation,

swearme, microcrystalling cellulose, polydexirose, potyeihyiene ghycol, tanium dioxide, and trincetin.
CLINICAL PHARMACOLOGY:

Pharmacedynamice: Tramadel frydrochlorlde & o Sg__,-__v. acting Synthetic oplodd analgesic. Although iis
mode of mn__o: Is net completely vhderstood. from animal tests. al l2ast wo complemeniary mechanisms
ing of parent and M1 metabalite (o p-opioid receplors and weak khibition of reuprake of

Tramadol-induced anakgesia Is only pantally anagonized by the ppiate antagonist paloxane in sevessl animal
tests. The Fefative cantribution af Dowh tramadol and M1 10 human analgesia Is dependent upon the
plasma concentrations of each compound {see CLINICAL PHARMACOLOGY, w’u._.._un.*m:&__nm_.

Tramadol has been shown (o inhibil reuptake of norepinephiine and serotenin i vifro, 35 have some other
opicid anaigesics, Mhese mechanisms may contritiile independently ta the overall anatgesic profile of ramatel
hydrochioride, Analgesin i humans begins approzimately within one haur afler administration and reaches a
peak in approximately bwo Lo 1hies howrs,

Apar Trom analgesia, (ramadol hydrochloride may produce a inn of symg
(Incleding dizziness. somnolence, NauSed. CONSHpation, Sweating and pruritus) skmifar to tha, of olher opioids.
In conwrast to morphine. ramadol has not been shown Lo cause histamine se, AL therapeutic
vases, tramadol hydrochigride has n effect an heart rate, lefl-ventricular function or cardlac Index,
Orthestalic hypolension has been ohserved,

Pharmacakinatics: The naigesic activity of {ramarol hycrochioride is dus 1o both parenl drug and the M1
meinboliie {see CiINICAL PHARMACOLDGY, ). Tramadal is 25 a racemate
) and {+] forms of bowh Tramadol and M1 are detected in the circulatian. Tramedol is wel
h an absolue bisavaikbillty of 75%. Tramadol has a volume of disuTbuton of approximataty
only 20% bound to plasma proteins. Tramadol is extensively metabolized
by a number of pathways, including CYPZDE and CYPIAL, as well as Dy conjugation of parent and
i One M1, Is phar i
M1 is dependent upon CYFZLE and as such is subjecl lo

using wilh observed plasms haif-lives o and 7.4 hours for (ramadol and M1, tespectively.
Linear pharmacokinetics have been gbserved following muktiple doses of 50 and 100 my lo steady-state.
Abserptian: Racemic tramadol s rapighy and aimost compietely absorbed aher oral agminisiration The mean
2bsolue bicavailabilicy of a 100 mg oral dose I approximately 75%. The mean peak piasma concentration of
racemic tramadol and M1 oecurs aL two and thiee hours. respectively, after adminisuration 1n heakhy adults, In
general. both enantlomers of warnadol and M1 fultow @ parall e colrse i the body following singie and
multiple doses aithough smak differences {~10%) exist in the al e amount af each enanticmer present,
Sleady-state plasma concentsal eved within bwe days with ¢.1.d, dosing.
fhete is no evidence of self-inductiar iqure 1 and Table 1 beiow),
Figure 1: Mean Tremadol and M) Flasma Concentrath afier a Singie 100 mg Oral Dose and after
Twenty-Nine 106 mg Oral Doses of Tramadal HCI given g.i.d.
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Feed Effects: Oral administration of tramadol bydrachioride with food toes ol significanily sffect frs rale or
extent of absorption. therefore. Uamadal hydrochbaride can be adminisiered without reg: lood.
Dustribution: The volume of distribution of wamadol was 2.6 2nd 2.9 Inershkg in mele and femaje subjects.

appronimatety 20% and binding als appesrs 10 be independent o envation up 1o 10 meg/mL. Saturation
of plasma protein binding o s only at condentaions outside the clinicaty relevant riige.

Tramadol is axtensh ized afler oraf ad: . Approaimilely 10% of the dose is
Exeresed in the unne 35 unchanged nEp whereas 0% of the dose s eacreled as metaboites, The femzinder is
encreted ehher as ified or a5 The major melsbolic paihways appear Lo be
N and Pnn.du.g?o: u:n glucuronicanon or sulfavon in the (ver. One membolite {0-desmatrylysmadol,
denoted M1 is pharma Ctive [0 ankmal modets, Formauon of M1 1s dependent on CYP2D6 and a5
such is subject Lo inhibition, which may affect the therapeutlc response [see PRECAUTIONS - Drug
Interaction).
Approximalety 7% of (he populalion -_um reducad activity of the CYP206 tscenryme of nu._ons-g_m P-450,
Thesa indtviduals ace ~poor i Wicyche
other drugs. Based on 2 population PK u:u_«m.u af Phase | swdies In healthy subjecls, concen|
[ramadol were 3pproKimately 20% higher Tn "poor melabolizers” versus “extensive melabolirers”,
concemrations weit 40°% lower. Concomicant therapy with Inhibitors of CYP20E such 2s Muoxeting, paroxetine,
and quinidine could result in significant drug intefactions. i1 vitro drug Interiction studies In hurman Iiver
E_nSmusmv anaam that nhibilors nﬁ CYPZDE such as ___..En:=m and its metabolite Eﬁ?buu_..:n -:.E.vi_:m
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INDICATIONS AND USAGE:

Tramadol hydrochioride tablexs are indicated for the management of moderate 10 maderatety severe pain in
adults.

CONTRAINDICATIONS:

Tramadol hydrochloride lahfets should nol ba sdministersd 12 palisnts wha have previousty demonstrated
hypersens o dramadol, any other companent of this product of opwids, Tramadol hydrochloride is
conuraindlcated in any siwuaton where oplofds are cantraindicated, Including acuee intoxicatin with any of the
Tatkowing: stcohol. hypnotics. Rarcolics centrally acting ansiqesics. opiolds of psychotropkc drugs. Tramadol
hydrochoride may worsen central syslem and respitatory depression in these patients.

WARNINGS: T

Saizura Rlak: Seizured havs been reporied in tramadol hydrochioride within the
Fecommended drsage mage. Sponinsoos posi-martating reports indicata thal ssirum risk s inceased
with doses aof ramadol hydrochlarids shove tha recommented rangs, Cancomitant use of ramadcl
hydrochloride incrensas the seirure risk in patients Laking:

» Saluciive sarctonin plate inhibiiars {SSRI antidepeassants or anarelics),

= Trieytlic amldeprossants (TCAs), and other wleyelk {e.0. o

of tamadol hydrothidride may enhance the seitite risk in patients wKing:
- MAD inhibiters (sea also WARNINGS — ke with MAQ Inhibiiors),
+ Neurplegtics, or
= Cther druga that fedute Lhe seitiire teeshotd.

Risk of tomulsiohs may #la incraasa in patienia wilh epilepsy, Lhase with & histoty of seitures, of in
_.-:!w with a recognized risk for esinuw {auch a5 hend frauma, metabolic disardars, sicohol 2nd drug

concentrations of k1. The full pharmacoiogical _:.uun oi t ionsg in [erms of either afficacy or safery
s unknowr, Concomian, use of SEROTONIM re-untake INHIBITORS and MAQ INHIBITORS may echance the
risk of adversa events, including seiture {see WARNINGS) and serotonin syndrame,
Ebminalion® Teamadol is efiminaled primarily through metabolism by the liver dnd the metabolites are
eliminaled primarily by he kidneys. The mean \erminal plasma elimination hatf-lives of racemic tramadel and
raremic M1 are 6,3 + 7.4 and 7.4 1 1.4 hours, respectively. The plasma eliminatlon hal-Jifa of racemic tramadol
increasad rom spprogimately siz hours 1o seven haurs upon mulliple dasing.
Bpacial Popul 2 Renal: ired renal function resulls in v decreasad i and extent of excrelion of
uUamadol g@hd i5 3Clive metabol M1. In patients with crealinine clearances of Jess than J0 mLfmin,
agpustment of the doskng regimen 15 recommended (see DOSAGE AND ADMINISTRATION]. The total smount of
wramadal and M1 removed outig 2 4-hout dlalysis period is less than 7% of the administered dose,
Hepatze: Melabolism of tramadad and M1 is reduced in patients with acvanted cirhosts of the Jhver. resuling In
hoth a iarger area Under e concentration time curve for ramadol and longer ramadol and M1 elimination
haff-ives (13 hs Tor ramadel and 19 his. for M1). In cirrholic patients, adiustment of the dosing egimen i
(s#e DOSAGE AND
Gerfarric: Healtry elderty subjerts aged 65 to 75 years hwwe plasmi (amadod concamrHigms and slmimetion
Fialf-lwes comparablz wa thosa observed i heallhy subjects kess than 65 years of age. In subjects over 75 yaars,
NI SETUM CORCemiations are elevated (208 vs, 162 ng/mL) amd the eliminavien half-)He is prolonged
{7 ¥s. & hours) compared 1o subjects 65 [0 75 Yyears of age. Adjustment of the dally dose 15 recommended for
patients oider than 75 years (see DOSAGE AND AOMINISTRATICN).
Gender: Tk abswlule bisavailabilty of ramadol was 73% in males and 79% in females. The plasma chearance
was 6.4 mLimin/kg In matas and 5.7 mUmirvkg in femaies foliowing 3 100 mg I¥ dose of tramadal. mu_-usim»
slngle oral dose, and afier adjusling for body weighl, females had 2 12% higher pesk ramadol

NS i n remadol #iim overdoss, nalmane admnistralion may increase
the risk of salzure.

Anaphylactold Reactions: Serious @nd rarely fawal anaphylactold reactions have been reported in patents
teceiving therapy with tramadol hydrochloride. When these events do oceor 1t fs often Tollowing the irss dose,
Other reported ailergic resctions include pruritus, hives, bronchospasm, ngioedema, 1oxic epidermal
necrolysis and Stmverts-Johnson syndrome. Matients with a Rislory of anaphylactedd reactions te cedeing and
oiher opinids may be al increased risk and therefore should not receive ramadol hydrechloride (see
LONTRAINDICATIONS),

Resplratory Depraasion: Administer tramadol hydrochloride cautiously in pallents at 7ish for respimtory
depression, In these patents alterngtive non-opicid analgesics should be considered. Whan large doses of
brarnadol hydrochioride are aoministertd wilh anestheti medicalions of alcanol. respiraiory depression may
reslil. Respiratary depression sholld be trezted 23 an overgase. |F neraxone Is 10 be admimistered, use
cavtiously becausa it may precipitate seizures (see WARNINGS, Seizure Risk snd OVERCOSAGE).
Intsracilon with Cantral Narvod System (CNS) Dapraasants: Tramadol injdrechiorios should be
used with ealtion and in recuced dosages when edminisiared to ptients receiving CNS depressants soch a3
s, anesthelic agents, narcolies, phenathiarines, Iranquilizers or sedalive hypelics. Tramadol
increases the risk of CNS and respiraiory depression in these paliems.

Increased Intracranial Prassure or Haad Trauma: Tramadol hydrochionide should be used with caution
in patients with increased Intracrankzl pressure of head injury. The respirmory depressant effects of opioids
intiude carbon dioxide retention and secandery elevation of cerebrospinal Ruid pressure. ang may be markedhy
exaggeraled in these palients. Addillanally, pupillary changes {miasis) from Lsmadol may obscure the
existence, extent, or course of intracranial pethclogy. Clinkcians should lso maintain a high index of suspickon
for adverse drug reacticn when evaluating sRered memial stalus n ihese patiemts f Iey are teceiving bamedol
i ide. {See Respiratory

and a 35% higher area uinder the concenuraion-time curve compared 1o males, The cfinical significance of this
diffetence & unknown,

Clinical Studlea! framadal tydiechlorice has been given in single oral doses of 50. 75. and 100 mq w
patienls with pain following surgical procedures and pain following oral surgery featraction af impacled
malars)

In single-dase modets of pain follawing oral surgery, pein refiel was demonsraled in some patients st doses
af 50 mg and 75 mg- 4 dase of 100 ing tramadol 322:5—_% _m_.anu 10 provide uaamma superior to codeine

with codeine phosphate 30 mg daily, five doses of aspinn 125 mg with codeing phosphate 30 mg daify, or twn
10 three doses of scetaminophen 500 mg with oxycodane hydrochioride 5 mg daily

Titration Trials: In a randomized. binded clinical study with 129 to 132 patierds per group. & 10-day thration
o a daily ama i ined L

was lound Lo resull

Use in y Patlants; q 2001 hydrochloride may impair the mental and or physical ahilities
requited for the performance of poterdially hatardous 12sks such a5 driving a Car of operaung machinary, The
patient using this drug sthoutd be cautioned iccordingly.

Usa with MAD ! and Re-uptake inhibl Use uamadol hydrochioride with

grenl caulion in patients {aking monoaming oxidese inhibitors, Animat sludies have shown increased deaths
with combined administration. Goncomitant use of tramadal hydrachloride with MAQ inhiditors or S5Rr's
increases the risk of adverse avents, including seizure and serownin syndrome,

Withdrawai: Withdrawal syrmptoms may scour if tramadel hydrochiatide is disconuinued abruptly {See ORIIG
ABUSE AND DEPENDENCE]. These symploms may inchude: inxiety, sweating, insomnia, rigors, pain, nausea,
Iremors, diarthes, upger respiratory symptoms, piloerection, wnd rarely hallucinations. Clinical experience
suggests that withdrawal symploms may be reifisued by bapsing lhe medication.

Phyeical Dapendence and Abuas: Tramadol hydrochloride may inuce psychic and physical dependence
of the :.o‘.uj__..m .rype (u-0pfold) {See DRUG ABUSE AND DEPENDENCE). Tramadol hyer oublaride should not be
-dependent patients. Tramacol hydfothiorOe has been shown 16 feinitiaie physical dependence in
some patlents that have been usly dependenl on oiher opioids. Dependence snd sbusg, mecleding
drug-seeking behavice and taking Wick eclions lo ohiain the drug, are nat limited lo those patients wili priod
histary of ppiold dependence,

Risk of Dverdosage: Serious potentlal consequences of overdasage with (ramadal Enao_._a.._@m are
central nervous system depression. respivatory depression and death. In (reating an overdose, primary




N 7590

attention shouid be glven (0 malMaining_adequate ventilation along with general supportive treatment [See
OVERDOSAGE}.
PRECAUTIONS:
Acute A L= The
assessment of patients with acune abdominal conditions.
Use In Renal and Hepallc Disesse: Impaiced renal function reSUs n 3 decreased rate and extent of
excrelion of ramadol and its aclrve metabalite, M1. In palinnts with creatinine clesrances of less than
30 mLimin, dosing reduction is recommended {see DOSAGE ANT ADMINISTRATION), Metabalism of ramadol
and M1 s reduced in pauens with advanced cirrhosis of the liver, In cirrhotic palients, desing reduction is
recommended (see DOSAGE AND ADMINISTRATION).
With the profonged half-life i these conditions, achievemenl of sleady-stale s defayed, sa thal it may take
severn| days for elevated plasma concenlrations Lo develop,
Informmilan for Patlanis:
+ lriamadul hydrochioride lalels may impair menlal ar physical abililies regquired for e performance of
poleniially hazardous Lesks such as driving a car or operating machinery.
+ Tramadol hydr ochlotide tahlels should not be taken with alcohol comaining beverages.
- Tramadol hydtothioride tablets should be Used with caution when taking medicathons such as ranquilizers,
hypnotics or ofher opiate conaining anakgesics.
- The patient should b instructed to inform the physician if they are pregnant think they might become
pregnant. or re Irying ta become pregrant (see PRECAUTIONS: Laber and Delivery).
- The pavenr shoukd Linderstand the single-gose and 24-haur dose [Imic ang the time Interval bacween goses,
since exteeding thesa recommendations can resull In respiratory depression, seizures, and death.
Drug Interacilons: in vilro sludies indicsle thel tramadal is enlikely Lo inhi e CYP3A4-mediated
metahalrsm ol other drugs. when Iramadol is sdminkstered coneomiantly A therapeulic doses. Tramadol does
nol appasr ta induce its wwn melaholism in humans, sinGe ohserved maximal plasme concenlralions after
muluple orai doses are higher than expecied based on single-dose auﬁ Tramadol is 2 mild inducer of sekecled
drug mecsbolism peutweys measwed in aninals,

of wamadol icie may complicate the clinical

Use with C. Patienls Laking e may heve a significantly reduced analgesic effert of
\ramadal Iydrochloride. Because carbamazepine mereases tramadol metabolism and Decause of the sefrure
risk inled with tramadot, ol Iramadel ide and is hot
recommendad.

sz wath Quinicine; Tramadol is metabolizad 1o M1 by CYPZD6. n_._:__n_:u Is a seleclive inhibilar of thal
. 50 that adr of quinidine and tramadol hydrochioride results in increysed

concentrations of \eamadod nd reduced cortcentationts of M1, The dinical consequences of these findings are

unkhown. Jit Vitro Srug ktetaction studies in human liver microsomes indicate that tramadol bas no effect on

quinidine metabolism.

Use with inhibitors of CYP2D&: in vitre drug inletsction sludies in human laer microsomes indicatz that

concamitanl admivistration with mhitiors of CYPZDG such 25 Auoxeline, paroastine, and amitriplyline could

resuit in some inhitition of the metabolism of ramadal.

tion of wamadol hydrachionide with clmetiding does nol resuh in

icant changes [n ramadol pharmacokinetics. Thereflore, no alteration of the iramadel

sage tegimen is recommended.

Lise with MAG inkibrtors: Intevactions with MAQ Inhibitors, due |g i with ul haoi;

have been raportad for soma cenieally acting drugs (see WARNINGS, Usa with MAC Inhibitors).

Use with Gigorin ang Warfarm: Post-morketing survelliance has revealed rare repons of a_mau_: toicity and
aleration of warfarin effect. Inciuding elevaidlon of prothrombin Umes.

Cercinog) Mi i of Fartllity: A slight, bt Stalistically stoiflcant. Increase
in two comeman murine tumors, pulmonary and hapatle, was ubserved In a moose carcinagenicity study,
particulsrly in aged mice. z__nm ware 6osed orally up o 10 mg/kg (80 mgfm? or 0,36 times Lbe maximum daity
humun dosage of 246 m ithough the study was not dane wilh the
MWaximum Tolersied Dose, This i _.;u.:u i not believed 1o suggest £isk in humana. Na such Minding acrued inm
rat carclpogenicity sudy (desing ralty up 10 30 mg/kg. 180 mgim?, of 0.73 Umes the maximum dalfy human
dosage).

Tramadol was not mutagenic in the following assays: Ames Salmonella micrasomal activation test,
CHOMPRT mammalian cell assay. mouse lyniphoma assay (in the absence of metabalic activation), dominant
lethal mutation tests in mice, chromusome aberralion lest in Chinese hamslers, and bene marrow
micranucleus tests in mice and Chinesa hamsiers, Weakly mutagenic results occurred in the presence of
metabolic aciivation in the mouse ymphoma assay and micronucius \esy In rats. Ovecall, the weight of
evidence from these testy indicates thal tramadnl does nG pose 3 genaoxic risk to humans.

Ma ffects on fertility were observed for tramadol at oral dose kevels up 10 50 mgikg (300 mg/m2) in malz Tais
and 75 me/kg (450 mg/m?) in femele rats. These dosages are 1.2 and 1.5 times the maximurn dalty human
dosege of 246 ma/m?, respectively.
vﬁn:»:...! ._.m.mEm:_n Effects: Pregrancy Category C: Tramadol has besn shown to be embryctoxic end
felcloaic in mice {120 mgfkg ar 360 mgim?), rats {2 25 mg/kg ar 150 mg/m?) and rabhils (= 75 mgfkg o
500 mg/mi) sl malernally toxic dosages, bul was nol teratogaric 3t these dose levels, Thesa dosages on &
mg/m? hesis are 1.4, 20.6, and 2.5 times the maximum daily human dosage (246 mg/m?) for mouse, ral wd
rabhit, respeciively.

No drug-reiated weratogenic effects were observed In progeny of mite (up 10 140 mgMg or 420 mgAme). rats
{up 1o 80 mykg or 480 ma/m?) or rabbits (up (o 300 mg/g or 2600 mgim?) Treated with tramadol by various
routes. Embrye and Fetal toxicity consisted prinarily of decreased felzl weights, skeletal ossifitatlon and
increased supemumerary ribs at malemelly Loxic dose levels, Transient delays in developmental or hehawaral
perameters weve aiso seen in pups (rom ral dams sllowed (0 deliver. Embrya and feisl lethahty wete reparted
only in qne rabbit shudy 31 300 mg/kg mgim?). 2 dose that woulg cauise extreme malernal tozictly in the
rabbit. The dossges listed for mouse. rac and rabbit are 1.2, 1.9 and 14.6 Umes the maximom daily timan
dosage {246 mgim?). respctively.

Non-teratogenic Effects: Tramacol was evaluated in peri- and post-natal studies In fats. Progeny of dams
receiving oral (gavage) dose levels of 50 mg/g {300 mg/m? o 1.2 times Lhe maximum
dosage) or_grealer had decreased i!w!m and pup survival wes decreased early i lactation 3l 80 mg/ky
(486 mg/m? or 1.2 and higher Ihe maximum daily human dose).

There are no adeguate end wail-conurolled siudies in pregnant women. Tramadol hysdrochloride should be

Use with Chmaidine: Concomiant dmini
Jcally sig

usad during pregnancy oniy if the potential benefit hustilies the potential risk Lo the fetlrs. Neonatal seizures,
neanatal withdrawal syndrome. fetal death and still hirih have been reported during posl-marketing.

Labor and Delivery: Tramadol hydrochioide should nol be used in pregnant wamen pior ta or during lakat
wnless the polential benefis gutweigh the risks, Safe use in pregnancy has not been eslablished, Chronig use
during pregnancy may lead to piyslcal dependence and post-partum withdrawal symptoms in the newboin
(5ee DRUG ABUSE AKD DEPENDENCE). Tramadot hés bewn shown o cross the placenta, The mean ratio of
secum tramadol n the UmBilical velns compared to maternal veins wes 0.83 for 4G women given tramadol
during labar.

posidose was 100 meq of tramadel (0.1% of the matemal dose) and 27 meg of M1,

Pediairic Use: The satety and eNicacy of iramadol hydrochloride in pelients umder 16 yeers of age have not
been established. The use of tramadol hydrechioride in the pediatric population is not recommended,
Geratric Usa: In geneial, dbse sekction for 2n elderly patlent should be Cauzious. Usually Swartng ot the low
end of the dosing range, refleciing the greater itequenty of decreased hepatlc. renal or caidiac Runction and of
concomitant disease or other drug therspy. In palienis aver 75 ysars of age, deily doses in exess of 100 mg
are not recommended. (see CLINICAL PHARMACYILGGY and DOSAGE AND ACHMINISTRATIDN),

A 1ol of 455 elderly (65 years of age or okder) subjects were exposed to tramadol hydrochioride in controfed
chnical trials. Of those, 145 subjects were 75 Yenrs of kge wid okder.

In studies incluging gerirtriz pmiients, traatment-imiing adverse events wave higher In subjects over 75 yrars
ol age 15 those under 65 yewss of age. Specifically, 10% of Ihose over 75 years of age had
qostrointestinal weatment-limiting adverse events compared 1o 17% of those under 65 years ol age.
Constipation resulted I discentinuation of treatmenit in 10% of those over 75,

ADVERSE REACTIONS:

Tramacnl hydrochiorite wes adminislered o S50 patients during the doubla-biind of open-isbel axtemsian
pesinds 1n LS. studies of chronic nonmalignant O thess patiants, 375 were 65 years ok or ofder, Tabie 2
TEPOTTS the cuthulahe Incfdence rate of adverse reactions by 7. 30 and 90 days for the mas frequent reactions
(5% or more by 7 days). The most frequently reporied events were in the central nervous system and
gastiointestina| systam. Alhough the rezctions fisted in the table are fek to be probatly related to ramadel
hydrochlorida uu.:.:.w.i:n: the reporled rates aiso include some events Lhat miuy have been dun Iz
isease or The overall incidence rates of adverse experiences in these trials.
were Smilar for gamadol hydcochloride ang the active control groups. 2ceaminophen 300 mg Wih codeine
phrosphate 30 mg, md asplrln 325 Mg with cooeine phosphate 30 mg. however. the rates of witidrawals due 1o
adverse evenls appeared to be higher in the iramadol hydrochloride groups.

Tahle 2
Cumulattve Incldence of Adverse Raaetlons fof Tramadol Hydrochiatida In Cheonic Trials
of xu-...-:a_ﬁa Pain (N = 427)

. administered as needed for pain relrel

arrest and death. {See WARNINGS). Fatalities ave been reported in post matketing In assoctalion with hoth
inlenthonal and uninterional gverdase, with Iramadal heydrachior|de. In Ireating an averdose, primary altention
shoudd be given 1o mainlaining adequele ventilsion along with general suppative Lreatment. While naloxcne
wil reverse Some. bl nok b, SympLoms caused by overdosage with tramadol ydrochiotide tablets the risk of
sei2ures |5 also increased wih makone In animals ¢ Toliowing the administrslion of
toxit doses of Wdmadol could be With barby or but were increased with
neloxone, Nalaxone adminisieation did not change Ihe ethality of an overdose in mice Hemodialysis i not
expected 4o be helphyl in an overdose because it remaves less than 7% of the adminfstered dose in 2 4-haur
diatysis pertod.

DOSAGE AND ADMINISTRATION:

Adults {17 yaara of sga and ovar); For pallems with moderate tn modersivly severe chronic pain not
requiting rapid ansel of anzigesic effect, the tlerabilicy of tremadol tydrochioride {ablels can e Tmpraved by
initavng therapy whth 2 tlir regimen: The (otal dally dose may be Increased by 50 mg 2s tolerated every
3 days \o reach 200 mg/day (50 mg q.i.d.). Ater tiration, &amadol hydrochioride taflets 54 1o 100 mg can be
g.‘smzo.ﬁ:ssu.ﬁonas_se;-

For the subsat of palients for whom rapid onset of enalgesic effect is required wnd for whom the benefits
autweigh the risk of discontinuation due 1o adverse evera associated with higher initlai doses. wamadol
hydrochioride tablets 50 mg 10 +00 mq can be an:._anza a5 needed for pain refief every four 1o six hours,
not t éxceed 400 mg per day. *

Individusllzailon of Doss: Good pain merfdgement practice diclates thal the dose be individualized
arcorging (o pelient nesd using Ihe lowesl beneficial dose, Siudies wilh tramadol in adulis have shown that
siarting al the lowest possible dose 2nd Utrating upward will resuit in tewer discantinuaiions and increased
1oiesabilicy.

= In ull atients with ereatinine cléardhce beas than 30 mLimin, it i recommiended that the dosing interval of

\ramedol hydrochlaride be incraased to 12 hours, wilh a muximum dally dose of 200 mg Since poly 7% of an

administared dose is removed by hemodintysis, dintysis patiams can receive |heir regular dose on the day of

dimlysis,
- The recommended dose for adull padems with cierhesis Is 50 mg every 12 hours,
- In general, dose selection fot an tiderly patient aver 55 years £k shouid te cautiolis, usiizlly starting et the

The effect of ramadol hydrochlorige, if any, on lhe ller growdh,

and functional ion of

1ha child is unkoewn. "

Nuraing Mothars; Tramadol hydrochioride is not recommended for oasted|cal precperaiive medication or
far pos\-delivery analgesia in nursing mothers tecause its saléty i infants and newos s nol been studied.
Following a single IV 100 mg dose of (ramadol. the curmulative excretion In breast milk within 16 haurs

qc%mm rn wﬂﬂ%ﬁ &u&. _-u..u ”.—_n of the dosing range, reflecting the greater frequency of decieased hepatic, renat ar cardiae Anction
—e— - disense or other druy therapy. For elderly patiants over 75 yesrs old, lotal dase should
u,u.suu(_nnﬁo WWNM - MM wﬂ” not wxcewd 300 mg/day.
lauses - -
Constipatlon % 8% % HOW SUPPLIED: -
Hesdacha % 28% 2% Tramatol hydrochloride wablets are nﬁazo as follows!
Somoolence 16% 21% 25% 50 mg — Each unscored. white. oval. film coaled tablet imprinted with & and 714 on ooe side end plain on the
Vomiting 5% 1% 17% other slde contains 50 mg of rsmadel hydrachloiide. Tablets are supplied In botties of 100 (NDC
Prurius. % 1% 1% D0226-2714-11} with 2 child-resistant closure and hotlles of 100 (NDC 0228-2714-10), 500 (NDC.
“CNS Stmulatien”? ™ 1% 14% 0228-2714-50), and 1000 (NDC DZ20-2714-96} without § child-resistant closure,
Astherta 6% "% 12% Dispense in v light. lighl-resistant comamer as defined in the USF:
Swealing 6% 1% % Store at conlrobed room temperacure, 15° to 30°C (53" (0 BB*F)[see USP),
Dyspapsia 5% .23 1%
Ory Mouth % K 0% R.only
Dlarhea % 6% 0%
n” i 4 COMAUIIE of BervouInEss, anxiety, agilation. yremor, 3paslicly. tuphona. smotions! lability
Incidanca 1% to Jsas than 3%, posslbly cauaslly relatad: the following lists adverse reactions that
occuwrred with wn mcidence of 1% to kess than 5% in chnicel brials, and for which Lhe possibility of 2 causal
reiationship with tramador tiydrochloride exlsts,
Body a5 = Whote: Malaise.
Lardiovascuiar: Vasoditation,
Ceniral Nervous System: Anxhety, Confusion, Coardinalion dislurhance, fupharis, Miosts, Nervousness, Sheep .
risorder.
Gastrointestingl; Abdominal pain, Anoresia, Flatwlence,
Muscidosikaiac); Hyperonla.
Skin: Rash. -
Special Senses: Visval disturbante.
Lirogenitai: Menapausal symptoms, Urinary frequency, Lkinary retention.
Incidenca lsnn than 1'%, porsibly causslty reletsd: he foliowing lists sdverse reactions thin ocumed
with an incidence of less than 1% i clinical trafs sndior reported in post-markelng experience,
Body a5 # Whate: Accidental injury. Allergic resction, Anapyieais, Deeth, Suicidal tlendency, Weight loss, .
Serotonin syndrome (menwal siatus change. hyperrefiexia, Tever, shivering. tremor, agitation, diaphoresis.
selzures and coma).
Cardiovascular: Onthoslatie typoterision, Syncope, Tachycardia. -
Central Nervaus Sysiem: Abnormel gait, Amnesia, Cognitive dyslunction, Depression, Difficuity in
Sevure (see Tremar.
Respualory: c.ﬁ_u:am‘
Sk Stevens- Johnson syndromesToakc spidermal necrotysis, Urticerls, Vesicles.
Special Senses! Oysgeusia,
LUrogentia): Dysuria. Mensirual disorder.
Dther adverse sxperiences, cau: intlonahlp unknown: A vatiety of other adverse events were
reporled inflequently in patients (aking ramado! hydrochlaride during clincal trisls and/or reported in
posl-marketing experience, A causal relauonship batween temadol ydmchiaride and these events has nol
been determined. However, the most sigRificant events are fisted bekew 25 alening Infarmation (o the physician.
Cardinvascutar: Abnormal ECG. Hypertenston, Hypotenston. Myocardial ischemis. Paipitations, Pulmonzty
edema, Pylmonary embatism.
Contral Nervous Sysiem: Migraine, Speech disorders, -
Gastramiestina: Gastraintestinal bieeding, Hepalitis, StomelAts, Liver faiiure.
Labarstory Abnormaiiites: Creal incremse, Flavated Iver engymes, Hemeglohin decrease, Proteinuria.
Sensory Catacans, Deafress, Tinnitus.
DRUG ABUSE AND DEPENDENCE:
Tramadol hydrochloride may induce psychic and physical dependance of the marphine-type (u-upicid) (See
WARNINGS), Depandence and abyss, including drug-smeking behavior and Laking illicil aclions to gbtin the
drug are not timiled Io those patients with prior history of opicid depsndence. The risk in patients with
subsunce abuse has been observed 1o be higher. Tramadol hydrochlonde |s a5sackted with craving and wiet-
ance development. Withdrawal spmptonts may occur if tramadol hydrochionde Is discontiued abrupty. These
symptoms may inclide: anxiety. sweating. Insommi, figors, pain, hausea vemors, diarrhes, upper respiratary
i ion, and rarety inations. Clinical experience suggests that withdrawal symplams may
be relieved Sy reinstilution of oploid Lheeapy loliowed by » gradual, Lapered dose meducticn of the medication
cambined with symplomalic support, Manufactured by,
QVERDOSAGE: PUREPAL PHARMACELTICAL GO,
Seflous potentlal consequences of owerdosage are respirstory depression. lethargy. coma. selzure, cardlac Elizsbelh, NJ 07207 USA 40-8844 Revised — Jure 2002
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