This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

’ ¢bonePn4nma LLC

TRAMADOL HYDROCHLORIDE TABLETS

¢éOHEPFﬁlT!MA LLc ~Slmg

Rxonly
DESCRIFTION
Tramadol hydrochloride Lablet is a centrally acting analgesic. The chemical name for (ramadal

hydrachlarede is t)-:\('5724I(dlmemvlaminu]memyn‘I—(3-me!hoxypﬂenyl) cyclohexanol hydrochia
fide. IIs structural formula is:

APPROVED

ghe molecular lormula of tramada! hydrachlpride is C1gHasNO#HCI and its molecular weight is

Tramadol hmirur.hlon‘de is & white, Litter, cryslalline and cdorless pawdar. It js readily soluble in
walgr and ethanol and hag aJwKa af 941 'The p-deianolwaler log partilion caeftticient {logF) is 1.35 Each alns:
alpH 7. Each tramadol hydrochloride tablel mtendad lor oral administration conlaing 50 mg ol Trama N 50mg
gaﬁnadcl hydr\)lchlo“]de[ ln"acrldmm], itlafso cun'alr'l‘s gaellollnwmu inactive ;ngre?ienls; e | Sy
yuroxypropyl melhylceliutose. laclose monohydratg, magnesium stearale, microcrystaliine . ¥ f
hulose, polyath I, polysorbale 50, pregeiat h. sodium starch glycolata and Usual DogRgs: See atathed iabehing for
ﬁ;giumedlj:)x%e. wlene glycel, polysorbale 80, pregeiatinized starch, sodium glycolata an comglete prescribing infarmation,
CLINICAL PHARMACOLDGY Stare al cantralied raom temparature
Phammacodynamicy § L . . . 15°-30C (50"-B6"F} (sew USP).
:mecijdol hyi!rtochlurgiee If a gev[:Th'ally acti tsyrnltsh!zhzclap«l:uld analgesnlc, Altmgn rtshqua af aclion
s nol sompletety uncerstood, from animal tests, at lsast bwa complementary mehanisms appaar ; in a4
applicable: binding ci parent and M1 matabolite to y-opioid regepturs and weak inniDiton of ; Dispenss in 3 tight container.
reuplake ot nor.‘epmaphnne and sewmnnn: ] . Manuleciured by: CorePharma LLC
Opigid activity is due te both kaw aftinity binding of the farent compound and higher affinity binding Widdiszex, NJ DBB4E
of the 0-demethylated metabolite M 1o p-opinid recaptors. |n ammal models, M1 is up to 6 imes
maora potant than tramadol in aroducinruranalges«aan_ 200 times more potenl in u‘nlpémd hinding. MFK 195
Tramadol-induced analpesia is anly partially antagonized h)r the (n)rlate antagonist naloxone in sev- -
eral animal tsts. The relative contribution af both iramadol and M1 ta human analgasia s denen- m 0 z an
denl upon the plasma carcenlratians of each tompound (see CLINIGAL PHARMAGOLDGY,
Pharmacakinetizs).

Each tablet contains: 50 Tgmadn{ Iygs befn spawnT%ln inhibil r:umake arnnrepi?qgn[in_e gnd s:(;ntc:lnlr: inl I:n‘tm, as l:lavﬁ f:un'[e
i e e DO M arer afloid analgesics. These machanisms mey conlriouls indagendently Lo Ihe avarall anakasic
Tramadal Hydrochlorida.......... 9 p&oﬂle gf tramadcgl hydrochloride. Anaigesia in r|¥1mans begins apprnnmarely within ang hour aHer mll ‘I”I “ "“ "I
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) Iministration and reaches a paak in approximately twa ta three hours.
Usual Desage: See attached labeling for complete ;‘-ﬂgﬂgﬂmgm'ﬂm kamd?l ydr ida adr ' ; ; mav(pmﬂucga “.; i ‘lm stmtﬂ'%m?

i : Inciuding deaness, somnolente, nausea, consligation, Sweating and pruring) similar £ that o
prescribing informatien. Bher opivids. 4 cantrast to morphine, tramadol has, nol been shown bo causa istaming rease. At

Iherapeutic doses, tramado! hydrochboride has ng eMact on heart rale, lelt-ventncular junction or
Store at controlled room temperatlre 15°-30°C * cardiacindex. Crihostalic hypotension has been sbservad.

! Fharmacokinatics
(59°-86°F) (see USP). The analglesic acitvity of tramadol tp'droch\uride is due ta both parent drug and the M1 metabalite Lot No:
(.s"edebl:lﬂ!' IjI:EA[L]PHS (NFAfEDLaEiYim#Ia{:n:&?:d nanglw, Trgrr:adfldig atgmuqusleﬁﬂ as ]@ mcedmlale
5 H H r“ai a 01 € [-1and {+] farms al Jal an are getecled in the cirulation. Tramadal is
Dispense in a tight container. Wll absorbed arally with an absolute biogyailahilty of 75%. Tramadol has a valume of disiribution Exp. Dale:
‘LLc al apprgxlm?);ely .7al'{quand is only Zﬁ_botér{gpé%ghm\pggﬂm‘ Téﬁmad‘z‘r is qxierlmgwa#¥
. 4 number gf pathways, includin a , s well as by conjupation ol e
Manufactured by: CgrePharma 8846 Farenl_and melaholites. One melabolite M‘LES pharmacalogicatty aclive in animal mujdels. The - B -
Middlesex, NJ ormation uf M1 s dependent tpan CYPEDG and as such is subject IS inhdition, which may affets o
the therapeulic rasponse (ses PRECAUTIONS - Drug Inleractions). Tramadol and s metabolites ars . .
excreted primarily in the urine with observed plasma haif-hves of 6.3 and 7.4 hoyrs for ramadol
MF# 151 and M1, respen‘tlueg. Linear pharmacokinetics have been ahserved toliowing multiple doses af 56
and 100 mq to steady-slate.

Absorption:

Hacemic tramadcl is rapidty and almosi completely absorbed afer oal administalion. The mean

absolute bioavailability of a 100 mg aral tose is apprummamclly 75%. The mean peak plasma
| concenlration of racemic tramadol and M1 accurs al two and lhree haurs, respeciively, after

4720-127-10a

administrabian in healthy adults. 0 genera, biotlhs enantiomers of ramadal and Mi Tailow l%I“‘Earal}el
Lime caurse in the de? Inllowing single and mum‘ale doses althovgh small differences (-1 (°%) axist
in the absolute amount of each enantiomer preseni.
Sleady-state plasma concantrations of both Iramadot and M1 are achieved wilhin twa days with
gl 4720-127- 1 4.1.d. dasing. pThen: Is N6 gvidence of selfnduclion (see Figure 1 and Tzble 1 below).

- Figure 1: Mean Tramadal and M{ Plasma Concentration Prolies afier 3
Lot No: Single 106 mg Oral Gose and after Twenty-Nine 100 mg Oral Ooses of Tramadol HC! given g
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TRAMADOL HYDROCHLORIDE TABLETS
. 8mg

R anly
QESCRIPTION
Tramadagl hydrochloride tablel is a cenirally acting analgesic. The chemical name for tramadal
hydrochlorige is )¢i5-2-[(dimelhylaming )methyl-1-(3-methaxyphanyl) cyclohexanol hydrochlo-

ride_ lts structurai formula is:

Lo 07 N
o

H =N
My o

;83 g1oJecuIat formula of tramadol hydrochinride is CygHzsMOHC) and ils malecular weight is

Tramadol h}rdrnchforiﬂe is 4 white, hitter, crystailine and edorless powder. It is readily solublg in

waler and elhanol and has a pka of §.47. 'The n-artansl/watar [og partition coefficient (logP) is 1.35

al pH 7. Each ramadol hydrochloride tablet intended for oral adminisiratien comains 50 mg ol

tramadal fiydrochloride. In additian, it also centains The {ollowing inactive ingredients;

hydroxypropyl methylcellulase, lactose monokydrate, magnesium slearate, microcrystatiine

Eﬂiu‘loseapoyﬁelhylene alyeal, polysorbate BO, pregelalinized starch. sodium starch glycolata and
nium dioxide.

CLINICAL PHARMACOLOGY

Pharmacodynamics ) )

Tramadal hydrochloride is a cenlrally acting synthatic opioid analgesic. Althouph its mode of aclion
is nat completely understood, from animal tasls, at leasi Iwo complementary mechanisms appear
applicable: binding of parent and M1 melabolile to y-opicid receplors and weak inhibiton ol
reuptake ol nor-epinephrine and sewtonin,

Ufioid activily is due to both low affinity binding of the Paren\ compaund and higher affinity binding
of the O-demethylated melabelite M1 1o Y-opinid recaptors. In arumal modets, ill is up to 6 times
mare polenl than tramadol in producing anaigesia and 200 times mare polenl in un—gpinjd binding.
Tramadol-induced_analggsia is only partially antagonized h‘r the opiate dntagonist naioxone in sev-
oral animai tests. The refative contribution of both iramadal and M1 to human analgesia is depen-
dant upon the plasma concentrations of each compaund {see CLINICAL PHRRMACOL GY,
Pharmacokinetics).

Tramade) has been shown lo inhibit reuptake of nnrepinqghrinp and serotonin iz vitro, as have some
olher opiohd analgesics. Thesa mechanisms may contri uig mdependgnlltyetu the overall anakgesic

profile ol Iramadol hydrochioride. Analgesia in humans begins approximal
administrztion and reaches a peak in approximately two ta INree hours.

Apart from analyesia, tramadol fydrochlaride administration may produce a constellation of symptoms
{including dizzinass, somnolence, nausea, constipalion, swedling and pruritus) similar ty

gther opicids. (n centrast to morphine, ramadot fias not baen showa (o causa histaming release. Al
therapeutic: doses, Iramadal hydrochionde has no aHect an haarl rate, lefi-vantricular function or
cargiac index, Orthastalic hypotension has been obsarved

Pharmacokinetics .

The analglesu: activity of tramadal Iydrnrhlﬂride is due tp both parent drug and the M1 melabolite
(see CLINICAL PHARMACDLOGY, Pharmacodynamics). Tramadol is adminisiered as a racemate
and holh the [-) and [+] forms of bath iramaddl and M1 are delected in ine circulalion. Tramadol is
well absorhed orafly wilh an absolute bicavailability af 75%. Tramadol has a valume of distribution
af approximately 2.7 Lkg and is ony 20% hound lo ptasma proteins. Tramadol is extensivaly
metgholized by 4 numbar of pathways. including CYP206 and CYP3AD, a5 well as by conjugation of
Farent and metabofites. One melabglite, M1, ) pharmacologically aélive in animal modets. The
armation of Mi is depandant uﬁmn CYPZDB and as such is subject o inhibition, which may affact
Lhe: terapeutic response (see PRECAUTIONS - Drug Interaclions). Tramadol and ts metaba itas are
excraled primarily i the urine with ohsarved plasma half-lives of 6.3 and 7.4 hours lot trarnadol
and M1, respectively. Lingar pharmacokinetics have been observed fallowing mullipie doses of 50
and 100 mg te steady-slata.

Absocplion: .

FAacemmic tramadol is rapidly and almosl complelely absorbed alter oral adrinistration. Tha mean
ahsalute biaavailatility of a 400 mg oral dose is approximalely 75%. The mean peak plasma
canceniration bl racemic tramadal and M1 occurs al two and three hours. res eclively, after
administralion in healthy adulls. In general, boih enanborners of framadol and MT foilow 3 paraflel
time course in the body fallawing singia and multiple doses althaugh small differences {~10%) exist
in the absclute amount of sach enantiamer present.

Steady-stale plasma concenlralions of hoth tramadal and M1 are achievad within two days wilh
q.i.d. dosing. There is no evidence of self-induction (see Figura 1 and Table 1 below).

. Figure 1: Maan Tramadgl and M1 Plasma Copeantration Profiles after a .
Single 100 mp Dral Dase and after Twenly-Ning 100 mg Oral Qoses of Tramasol HC! pivenq.id.

ly within ora hour after
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P-450. These indwviduals are “eaor metabotizers” of dehrisolsuine‘ demomelhurrhan._lncycllc ant-
dapressants, among other dregs. Based ona population PK a i 0F Phase | studies in healthy
s, concentrations of lramaded wese approximaiety.20% higher in E!;oor matahelizers” versus
gxtensive metabotizers”, while M1 guncanﬂalions were 40% lower, Goncomitant th am with
inhibitors of CYP2D6 such as flugxeting, paroxsting and quinidine could resull in significar druq
wleractions. n vitro drug inferaction studies in human liver microsomes indicate inhibitors p
CYP2DE such as Auoxeting and fts melabodlle norflugxetin, amitriptyline and guinidine inhibit tha
metabolism ol tramadal fo variaus degrees, suulaestinu that cancornitant adrmnistration of these
compounds could result in increases in kramado concentrations and decraased concentrations of
M1. The il pharmacological |m£act of these glierations in terms of either efficacy or safety is
unknawn. Concomdanl use of SEADTONIN ee-wptake INHIBITDRS and 84D IRHIRITOAS may
enhanca the risk of adverse events, including seizure (see WARNINGS} and serolonin syndrame.

Elinination:

Tramadol is efiminated primarity through metabolism by the liver and the metabolites are eliminat-
edJJrirnarily lix the lidneys. Tha mean terminal plasma eliminalion hal-lives of racemic tramadel
and racemic M1 are 6.3 1.4 and 7.4 214 hours, respectively. The plasma dlimination half-lifa
racemic tramadol increased from approximalely six hours ta seven fiours upon multiple dosing.

Special Populatlons
Pt |

Impaired rerail function resutts in a detreased rate and exient of excrefion of tramadol and its activa
rmetaholile, M1. In palients with creatnine clearances of kess. than 30 mL/min, adjusiment of the
dusing regimen is recommendad !see DOSAGE AND ADMINISTRATION}. The latal amaunt of
tramadoland M1 removed during a 4-hour dialysis periad is less than 7% ol the administared dose,

Hepatic:
Me‘t’gbolism of Iramadal and M1 is reduced in patierts with advanced cirrhasis of tha lver, resulﬁn?
In bath a larger area under the concantration lime curve for tramado! and langer ramatol and M
elimination haK-lives {13 hrs. bor tramado? and 19 hrs. for M), In cirfiolic patiants, adjustment of
Lhe dosing regimen is recommegnded (see DOSAGE AND ADMINISTRATION). '

Garigiric:

Healthy elderly subjacts aged 65 to 75 years have plasma tramadnot concentrations and eliminalion
hait-lives comparabia 1o those observed in healty subjects less than 65 years of it»hqe. in subjects over
75 years, Ma4mum sesum concentrations are elevated {208 vs. 162 ng/mL) and the gfimingtion hatt-
lle’is prolonged (7 vs. 6 hours) comparad to subjects 65 to 75 vears of age. Adjustment of the daily
dose is recemmiended for patients older than 75 years (see DOSAGE AND ADMI |STRATION).

Gender.

The absoluta bigavailability of tramadol was 73%_In males and 79% in females. The plasma
clearance was £.4 mL inmales and 57 mLimirvkq in females 1nilowm? 3100 mg IV dase of
tramadol. Follawing a singie oral dose, and after adjusting for body weighf, lamales had a 12%
higher peak tramadgl concentration and a 35% h|ﬂqher ara under the conceniralion-fime curve
compared fo males_ The olinical significance af this differenca is unknown,

Clinical S1adles
Tramadol hydrochioride has bean given in single oral doses of 50, 75 and 100 mg lo patients with
pain following surgical procediaes and pain foflowang oral surgery {extraction ol Impacled molars).

In single-dose models af pain faliowing aral surgery, pain refiel was demonsirated in some patienls
al doses of 50 mg and 75 my. A dose of 100 mg ramadel hydrachloride tended to provede anaigesia
Superior to codeine sulfatg ) mg, bul It was not as effeciive as the combination of aspirin 650 mg
with codeine phosphate 60 mg.

Tramadoi hydrochlaride has been swdied in three Ion?-lpnn contralled Irials involving a lotal of 820
patients, with 534 patients receiving tramadol hydrochionide. Palients with a wariety of chrenic painful
condifions were studied in double-blind trials of one lo"three months duration. Average daily doses
of approximalely 230 mg of tramadal hydrochianide in divided doses were,Fan;aral comparabie lo
¢ doses of acetamincphen 300 mp with codaine Phosphale 30 mg daily, live dases of aspirin
325 rné; with codeine phosphale 30 mg daily, or two ta three dases of acetaminephen 500 mq with
oxycodone hydrochlonida 5 mg daily.
Titration Trialg i e i
(n a randomized, blinded clinical study with 129 w0 132 paliants per graup, a 10-day Litration to a daily
Iramadol hydrochloride dose of 200 mp (50 mp g.1.0.}, attained in 50'mg Increments every 3 days, was
Igun_d ta resull i lewer discoalinuations due to dizingss or vertiga than tilration aver onfy 4 days ar no
itration.

Hpue 2
Frotacol CAPSS-047 .
Time to Discontinuation Due 1o Nausearvomiting

— 10 days 10 200 mg/day J-TJ

Parcent Disconlinuing
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Time {n)

Tahia 1
Mean (%GV) Phanmacokineile Paramelars for Racemi¢ Tramadol and M1 Metaholiie

Peak Gong. | Timete | Clearan
gyml. Peak{hrs] 1 {mL/min/

b E'represe_nls Lhe aral higavailability of ramacol
¢ Notapplicable
d Nal measured

Food Effects: Oral admiristration of ramadol hydrochloride wilh food does not signiticantly aHect
its rale or extent of absorption, therafore, tramadol hydrochloride can ba administered without
reqard 1o foed.

Distril ) .

The volume af distribulion of tramadot was 2.6 and 2.9 liters/kg in male and female subjscls,
respectively, following a 100 mg Inlravencus dose. The blnd!ns of trzmadel 1o human plasma
frateins is approximalely 20% and binding alse appears to be in epandent of toncentation up Lo
10 meg/mL Saturabon ol plasma prolein binding acours onfy al concenirztions outside the clinically
refevant range.

Melabolism: . 5 ‘

Tramadol is extensively metabolized atter oral administratin, Approximalely 30% of lhe dasa is
excreted in the uring as unchanged drug“whmas 60% of the dose is excreted as metabolites. The
remaindsf is extreted either as unldenfibied or as unextractable metabgliles. The major metabolic
paihways appear to be ¥ and (-demethylation and glucuronidation er sulfation in |he liver. One
metabolite {O-desmalhyltramadol, danoted M1} is pharmacologically active in animal mogels.
Formalion af M1 ks dependent an lhe CYP208 and as such (s subject to inhibition, which may alfect
the therapeutic rasponse (sea PRECAUTIONS-(irug Interaction),

Agproximalaly 7% of iha populalion has reduced aclivity of the CYP206 isoenzyme of cytochrome

"

|

b

5 1w 15

20 25
Days in Double-Blind
INDICATIONS AND USAGE _
Tra_m:adi;):l h 'nmchlundu Lablets arg Indicated for the management of moderale 1o maderately severe
pain inadulls.

CONTRAINDICATIONS i )

Teamadol hydrochlaride shauld not be administered to patients wha have previously demonstrated
fypersensiitity to tramadol, anr oler compopent of ihis product, or opioids. Tamado! hydrachloride
15 camraindicaled in any sHualion whers opinids are contraindicated, including acue intoxication
with any of the Inliowing: alcahol, b pnotics, Nargotics, cenlrally acling analgesics apivids or
psychotropic drugs. Tramadol hydrochlaride may worsan central nervous system and respiralory
depression in these patignts.

WARRINGS

Seiters Risk

Seluras have been reported In patients recefvlag Iramadol hydrochloride within the recom-
mended dosaga range. Sponignesuy post-markeilag rogarts Indicate ibal sedzura risk Is
Incraased with doses of (ramado! hydrochloside above tha racommondsd range. Concomiiant
usa ol iamadel hydrochlonide Increases (ks sotzore rigk lo patients faking;

* Selecliva serionin reuptake fnblbitors (S6R1 anlidepressants or anonatics),

* Tricyclic anlideprassants(TCAt), and other tricyelic compoundsie. ., tyclobeazaprioe,
mmsllu?:!:a. olc.), or

- " oploids.

Administrallon of \ramadol hydrochloride may antiencs the salzure risk In patients taking:

¢ MAD Iahibltors (100 eisa WARNINGS- Usa with MAG Inhibiters),
« Nouroleplics, or
= Dther druga that reduce the seizure threghatd.

Flizk of coavatslons may alse incrsasa In patients with aplla[ﬁn. those with a bistory ol seiznrgs,
ar in pailents with a recepnized risk for galzare (such at head trayma, metabolic dlaorders,
alcohol and drug wilhdrawal, CNS Inlsclions). In ramadol Ilva:Morldn avenloss, naloxone
adminisiration may lacraase ibe risk of seizure.

Anaghylacinid Aaacilons i ) . .

Serigus and rarely fatal anapiviacioid reaclions hawg bean reported in patients receiving therapy
with Iramadal hydrechloride, When thesg events da occur it is oHen following the first dase. Diher
rapocted allergic reaclions include pruritus, hives, bronchespasm, anginedema, 1axic epidermal
neeroiysis and Stevens-Johnson syndrome. Palients with a history of anaphylactoia reachans ta
codeine and cther %pinids may b at increased risk and tharafore should nol receive framadal
hydrochloride{see CONTRAINDICATIONS).

Rasplratery Degrassion | o B ’ .
Administer \ramadal hydrochloride cautiausly in patients al risk far respiratory deprassion. In these
Hauents allesnative ﬂoﬂjﬂfluld analgesics should be considered. When laede doses of tramadol
ydrochlaride are administered with anesthe! medications or alcohol, respiralory deprassion ma
result. Aespiratory depression showld be i

e 5 | as an averdose. # nalgwane is to be adminastered,
use cauliously because it may precipitai
DOSAGE).

izures (see WARNINGS, Seirvre Risk and OVER-

Inlaraction with Lantral Nervous System (CHS) Depressanis -

‘Tramadol hydrochlaride should be used with caution and in reduced dosages when administersd 1

patients receiving CNS depressants such as alcohal, opinids, anesthetic agents, narcotics

Enennlhiazmns. franguilizers ar sedative hypnotics. Tramadol hydrochlorida increases the risk o
NS and respizalory deprassion i these patignis.

Ingreased lulracranial Pressurm or Haad Trauma § . . _

iramadol hydrochleride shoudd bo used with caution in rpa(l_En_B with increased intracranial pressure
or head injury. The respiratory depressant gfecls of opioids include carbon dioxida reteation
and secandary alevation ol cerebrospinal Huid pressure, and may be markadly exaggaraled in these
patents. Addilienally, pupillary changes (miosts) from tramadal may ohscurg the exislonce, extent,
or course of inlracranial pathology. Glinigians should alse maintait a high index of suspicion for
adverse drug feattion when evaluating altered mantal status in these patents if they are recsiving
Iramadol hydrochlaride. {S¢e Respiratory Deprassion}

Usa in Ambulalory Patiants i

Tramadol hydrochloride may mrair the menlal and or physical abHilies required for the parlor-
mance df potentially hazardous Tasks such as driving a car ar operating machinery. The palient
using Ihis drug shewid be cauliened accordingly.
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Usp with MAQ Inhibitors aod seratanin re-uplake Inhibitors . i »

Use tramadol hydrochlcride with greal caution in aliems taking monaamine oxidase inbihilors,
Animal studies hava shown Increa; alhs with cembiped administralion. Concomitant use of
iramadol hydrochloride with MAQ inhibitors or SSRI's increases the risk of adverse events, Includ-
ing sefrure’and sacatonin syndrome.

Withdrawal

Withdrawal symploms may ncour if tramadol nrdmchlurlde tablets is disconlinued abruptly (See
DRUG ABUSE and DEPENDENCE}. These symploms may include: anxiety, swaaling, nsomnia, rig-
0rs, pain, navsea, remors, diarrhéd, ulJper respiralory symploms, pilaerection, and rarely hallucina-
]iqT_s. Clinical ¢xperience sugoests thal wihdrawal symplorns may be relieved Dy tapering the med-
icalion.

Physical Dependence 2ad Abwsa . .

Tramadol hairuuhlunde rnaisinducs sychic and physical dependence of Ihe morphine-type (u-opi-
oid} {See DAUG ABUSE AND DEPENDENCE). Tramadol hydrochloride should not be used in dpioid-
dependent patlents. Tramadol hydrochloride has been shown to reinitiate physical depandence in
s0Me patients that hava been previnusly dependent on other opraids. Dapendance and abuse,
ncluding drug-ssekl_nf behaviar and taking iliicit actiens ko obizin the drug, are nof Iimiled 1o those
patients with prior history af opind dependence.

RAisk of Qverdasage

Serious polenlial consequences ol overdosage with lramadol hydrochioride are central nervous
stem depressian, respiratory depression and death. In trealing an overdose, primary attortion

(s] VEURHE) ggAgégn 10 mamiring uale ventilation along with general supportive treatment (See

PRECAUTIONS

Acule Abdominal Conditivns 3

The administration oi tramadol hydrachloride may complicae the dinical 2ssessment of patients
wilh acute abdaminal conditions.

Une In Renal and Hepalic Digaase )
Impaired renal funclian results in a decroased rate and extent of excreticn ol tramadol and its active
metaholite, M1. I patients wilh creatining clearances of tess lhan 30 mL/min, dasing redution is
recommended {see DASAGE AND ADMINISTRATION).

Metaholisrn of tramadol and M1 is reduced in patients with advanced cirthasis of 1ha liver. In
cirrhotic patients, dasing reduclion is recommended (see DOSAGE AND ADMINISTRATION),

Wilh the prolonged hatf-Bfa in thase condilions, achievement of steady-state is delayed, so that it may
take several days for elevated plsma concentralions to develop.

Inigrmatlon ter Patients N .

* Tramadol hydrochtoride lablets may impalr mental or physical abilities mgluare.d Tor the pertor-
mance of Hmenﬂally hamrdsts tasks such as driving a car ar aperating machinery.

+ Tramadol hytlrochlaride tabtets should not be takan with alcohal containieg beverages.

= Tramadol hydrochlpride tablets should be used with caulion when taking medicalions such as
Iranguilizacs, hypnolics or other opiate rontaining analgesics. 5

* The patient shou(d be instructed to inform the physician it Ihedf are pregnant, think they might
became pregnanl, or are trying lo become gregnant {see PRECALTI INS: Labor and Delivery).

* Thee palient snouh_i undersiand the single-dose and 2d-hour dose iimii and fhe bme intarval

. between dosts. since exceeding these recommendalions can resull in respiratory deprassian,
seizures and death.

Drug Intaractions

Initro studies indicale that tramadot 45 unlikely to inhibit the CYP3A4-megiated metabalism ol other
drugs when tramadol is administered concamifantly at therapeutic doses. Tramadal daes not appear
Io induce its awn metabolism in humans, since observed maximal plasma concenlrations aher
multiple oral dases are higher than expecled based on single-dose data. Tramadol is a mild inducer
of selacted drug metabglism pathways measured in animals.

Use with (.‘arbamazegine i .

Fatients laking carbamazepine may have a significarily reduced anaigasic eftect ol ramadat

hydrochlaride. - Because carbamazepine increases tramadcl metabokism and tiecause of the seizure

risk associaled with tramadal, concomilant agministration of ramadal hydrachloride and carba-

mazepine is vl recommend

Use with Quinidine R L

Tramadol is metabglized to M1 by the CYP206. Dolnldine is a salective inkibitor of [hat ispenzyme,

50 thal concomitam administration of quinldine and framadol hydrochlaride results in increased

gencentratians of iramadol and reduced concentralions of M1. The dinical consequences ol thesa

findings are unknown. Jo vitra drug interaclion studies in hyman liver microsomes indicate Ihal

tramadal has no effect on quinidine metabolism,

Use with Inhibitors of CYP206

In vitro drug intéraction studies in human fiver microsornas indicate 1hal concomitanl administration

with inhibitors of CYP20G such as fiuoxating, paroxeling, and amitriptyiing could result in some
bition of fhe metabolism of tramadal

Use with Cimetigipe .

Cancomitan! administyation of tramadol hydrochloride with clmelidlae does not result in clinicalty

significant changes in tramagot pharmacokinetics. Therelore, no alleralion of the (ramadal

hydrochlonide dosaga regimen is recommended.

Use with MAQ inhibitors i

Interaclions wilh MAQ Inhlblters, due o Interference whh detaxiticalion maghanisms, have heen

reported fos some cenlrally acting drugs (see WARNINGS, tse with MAD Inhibilors),

Use with Digoxin and Warfaric i

Fast-markeling surveillance has revealad rare raparts of digoxin toxicity and alleration of warfarin

the dosing range, reflecting the greater frequency of degreased hepatic, rena! or cardiac function
and of ccncomitant diseasé or other drug therapy, In nts over 75 years of age, dallg; 40ses &1
iﬂ:ﬁmﬁﬂ%g are not recommended {see CLINICAL PHARMACOLOGY and DOSAGE AND

A total of 455 elderly (65 years of age or older) subjects wert exposed 1o tramadal hydrochloride in
controlled chinical rials. Gf those, 145 subjects were 75 years of 3ga and olde.

= in studies including gerialric patiants, treaiment-limifing adverse evenis were higher in subjects

i
aver 75 years of zge compared to those undes €3 years af aga. Specifically, 30% D1 those over /3
years of age had gastroinleslinal treaiment-limiting adverse events campared to 17% af those
under 65 years of ape. Constipation resuhed in discontinuation of treatment in 10% af thase over 75,

AOVERSE BEACTIONS
Tramadol hydfochvaride was administered to 550 patiants during the double-blind ar open-labat
exiensian periods in U.S. studies of chronic nnnmaliugnanl pain. DI these patients, 375 were 65
ggars old o1 ulder. Table 2 reports the cumulative incidence rate of adverse reaciions by 7, 30 and
days for the mosl Iraquent reaclions (5% or more hg 7 days). The most frequenlly reported
evEnts were in the central nervows system and ashoimes inal systam. Although the reacfions listed
in the lable are felt to be probably related 1o dal hydrochloride adminisiration, Lhe reporied
rales alsa inglude some events fhat may havy been due 0 underlying disease or cancomilant
medication. The overall incidence rajes of adverse experiencas in these irials were simlar far
Iramadol hydrochloride and Ihe agtive control groups. acelaminophen 300 mg with codeine
phosphate 30 mg, and aspiin 325 mg with codeine phosphate 30 mg however the rales of
withdrawals due 0 adverse events appeared to be higher in the ramadel hydrochloride groups.

able
Comulallve Incldeace gl Advarse Reactions for Tramadol Hydroshloride
in Chranle Triaks of Noamallgnant Paln (N = 427)

DizzinessVertigo
Hausea
Canstipation
Headache
Samnolance
Vominng
Prunbus

“CNS Stimglation™ 1
Asthenia

Swaating
Dyspepsia

! “CNE Stimufalion™ is a compasite of nervousress, anxiety, agitalion, iremor, spasticity,
euphoria, emobicnal Ebility and hallucinations.

incidence 1% to Jegs than 5%, possitly causafg' refated: |he fallawing tists adverse raaclions that
oecurred with an incidence of 1% to less than 5% cal trials, and lor which Lhe possibdity of
a causal retatianship with tramadal hydrochianidg exists,

Bn?a«_ai a Whols: Malaise.

Cardiovascular Vasodilation. o o
Caniral Mervens Systsm: Anxiely, Corfusion, Coordination disturbance, Eupharia, Miosis,
Nervousness, Sleef isorder. i

Gasireintaslinal: Abdominal pain, Anorexia, Flalulance.

Musculgskelelal: Hypertonia.

Skin: Rash. i i

Spaclal Senses: Visual disturbance. - 3 §

Urapanital; Manopausal symploms, Urinary equency, Urinary refentian.

Incidence less thar I passib.&qausaw reigled: lhe lnllnwinlg lists adversa reactions thal occurred
with an incidaoce of less than 1% in clinical (rials and/ar reported in post-madkeling experience.
Bady as a Whola: Accidental injury, Allergic reaclion, Anaphylaxs, Death, Sui idal tendency, Weight
lpss. Serotonin syndrome (mental stalus change, hyperreliexia, iever‘ shivannq_ tremar, agitation,
diapharesis, seizures and coma). )

Gardinvaseslar: Orhostatic hypotension, Syncope, Tachycal . ) .
Caniral Hervaoy System: Abnormal gait, Amne_sla, Cognitive crxsluncllnn‘ Depression, Difficulty
in concentralipn, Hallucinations, Paresthesia, Seizure {see WARRINGS), Tremor,

Raspirato DIsgnea, o :
Skin: Stevens-s4ohnson syrdrome/Toxd: epidermal necrolysis, Uricaria, Vesicles.
Special Senses: Oysgausia.

lirogenltal: Dysuria, Menstrual disorder.

Other adverse experiences, causal selalionstip ankaown: A variety of olher adverse avenis were
reported infrequently in patients taking tramadol hydroghloride during ciinical irials and/or reportad
in post-markeling experience. A causal relalionshig between tramadol hydrachlcrida and these
evenls has not been delermined. However, Ihe mos! significant events are lisled batow as alerting
infarmaticon to the physician,

Cardiovascular: Abnormal ECG, Hypertension, Hypotension. Myacardial ischemia, Palpitations,

Pulmonary edema, Pulmenary embolism.

Cantral Naryoes Saa:lem; Migraine, Speach disarders. o

Gasirointestinal: Gastroinleslinal blgeding, Hepatitis, Stomatitis, Liver failure. .

I’;anlu_ralo_ry Aynormalities: Crealinme increase, Elevaled liver enzymes, Hemaglobin decrease.
e e .




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Carginogenasis, Motaganatis, Impalmaent of Fertilly .
Ashght, but stamstically siqrificant, Increase in two comman muring twmers, &uimonary and hepatic,
was observed gammoamlpltv study, partinulaﬂgam aged mice. Mice ware dosed ?raﬂy
up ta 30 m mé or 036 times the maximum daily human desage ol 246 mg/me) for
?}D[Oﬂ'male 0 years, although ihe study wes nol done with the Maximum Toleraled Tose This

nding is nof belived ta suggest risk in humags. No such finding occurred in a rat carcing2n Aty
sludy (dosing orally up ko A0 mg/kg, 180 mg/mZ, or 0.73 limes the maximum daily human dosage).

Teamadol was nol mutagenic in the following assays: Ames Safmonelia microsomal activation test,
CHO/HPRT mammaliaa Cell assay, mouse lymphoma assay ag“ the absence af metatolic activalion),
dominant Jathal mutation fests in mice, chromosome abemalion test in Chingse hamslers, and bane
marrow micronucdeus tests in mice and Chinese hamsters. Weakly mutagenic sesults coourred in
the presence ol matabalic activation in te muuser}ymrhoma assay and micrenucleus test in rats.
QVﬁrlajl the waight of evidence from these lests indicafes that traadod does not pose a genoloxic
risk Lo humans.

Ko effects on fertility were observed rgr tramado) at oral dosa lewels up ta 50 my géauu my/mZ) in
male rats and 75 mg/kp (450 mglm ) in namals rats. These dosages are 1.¢ and 138 limes the
maximum daily human desage of 246 mg/mé, respectively.

Pregnancy, Teratogenic Effects: Pregrancy Gawa:n?rc .

Tramadol fias been shown ko be embryotoxic and fefotaxic in mice, 1120 mg/ky or 360 m@/mg), rats
{225 mq!kg or 150 mg/mZy and rabbits (2 75 mg/kg or 900 mg/me} at maternally boxic dosages bul
was nol leralnganic al these dase levels. These dusages ona mg/m2 hasis are 1.4,

timaes tha maximum daily human dosags (246 m;].'mlil {or mouse, rat and rabbit, .

Na deug-related teratogenic effects were observed in progeny of mice (up o 140 n;?"ﬂ;ﬂ or 420
m%mzl, 1ats Iup 10 80 mi/ky or 480 mp/m2) or cbDIts (up to 300 mg/kg or 3600 m Iroated
with tramado lgr various routes. Embryn and fetal toxicily consisted pritnarily of decreased tetal
weights, skeletal ossification and incréased supernumerary ribs al maternally toxic dose levels.
Transient delafts m developmentzl or hehavioral paramalars were also seen in pugs Irom rat dams
aliowed to ds iver. Embryg and letal lethality were reported onky in one rabbit study al 300 m_a'hg
{3600 smgfme), 2 dose Hat woukd cause exireme maternal loxicity in the rabbil. The dosages liste
{or muuse, ral and rahbit arg 1.7, 1.9 and 14.6 limes tha maximum daily human dosage (246
mg/mz), respactively.

Now-leratogenic Effects o L
Tramadol was evaluated in peri- anﬁognsiﬂatal sludies in rats. Progeny of dams receiving oral
fgavaga) dose Ievals af 50 mg/ug (300 mg/me or 1.2 times [he maamum daily human tramadol
dosags) o1 greater had decreased weights, and pup survival was decreased early in laciation al 80
mgAg [4B0 mg/m2 or 1.9 and hugher the maximum daily human dose).

There are no adequate and wall-contealled studies in pregnant woman. Tramado} hydrochloride
*shautd b used during pleumwn‘gg only if the potentiat benelit justifies tha potential risk tn th fetus.

Neanatal seizures, neenatal drawat syndroma, felal dealh and still birth have been reported

during post-marketing.

Labor and Dellu?c .

Tramadol hydrochinride should nal be wsad in pregnant women prior t or during labor unless the
 petential benefits autweigh e risks. Safe use in pregnancy has nol been etablis ed. Chronic use
 during pregnan mahlead umhysu:al dependence andJJust—panum withdrawal symptoms in the

newhorm (See DRUG ABUSE AND DEPENCENLE), Tramadal has been showm 1o cross plagenta.

The mean rafio of serum bamadol in the umbilical veins compared 1b maternal veins was .83 for

40 women given tramadol during lbor,

. The effect of tramadel hydrechloride, if any, on the faler growth, develnpment, and functional

maturation of the child is unknown.

Nors(ag Mothers . )

Tramadol hydrochioride is not recommendad for obstetrical pieugefatwe medication or for post-
delivery angigesta it nursing molhers because its safety in infants and newbarns has nol been
sludied. Foliowing  single v 100 mg dose of tramado!, the cumulative excreliop in breast milk
mnm 16 hours sostdose was 100 mey of tramadef {0.1% of the maternal dose) and 27 mcp of

. Padiatric Use
Tha safety and efficacy ot tramadol hydrochloride in patients under 15 years of age have nol heen
established. The use of ramadol hydrochloside in the pediatric populalion is not recommended.
Garlairic Use X
in general, dose selgction for an elderly patient should be cautlous, usually stariing al the low end ot

DRUG ABUSE AND DEPENDENCE

Tramado| hydrochigride may induge psychic and physical dependenca of the morphine-tyne
[,ig-qpulql (Se¢ WARNING). Dependence and abusa, including rug-secking behavior and laqug
Hicit actions to ohlain the drug are nat limHed L those patients with prier history of opici
dependence. The risk in palients with substancs abuse has been phserved to ba higher. Tramadol
Iydrochloride is assoeiated with craving and ilerance developmenl. Withdrawal symptoms may
ocour il ramadal hydrochlaride is discontinued abny hese symploms may inclute: anxiety,
swealing, insomnia, figors, Ea_lq, naused, tremors, dia wpger respiralory Symptoms, piloerection.
and rarely hallucinations.  Glinical axperienca suggasts that withdrawal symptoms may be relieved
by rainstiution of npioid therapy tollowed by a gratual, lapered dose reduction of the medicalion
combined with symplormabic support.

COVERDUSAGE ) ]
Serigus potential mnsa?uenr.es of guerdosage are respiratary depression, Tethargy, coma, seizurg,
cardiac arrest and death {See WAANING). Fatalities have been reported in post marketing in
association with both mintiona and unintenfional over dose with tramadol hydrachloride. In n‘?‘
an gverdase, primary atlention should be piven ta maintaining adequata ventilation aiang wi
geoeral supportive treabment. While nalaxene will reverse some, byt oot all, symptoms caused by
gvardosage with 1ramadol hydrochlaride the nisk of seizures S also moreased willy natoxone admin-
istralion. |n ammals convalsions following the administration of mxde: doses ol ramadal could be
suppressed with barbilurates or hanzodiazepines but were increased with naloxone. Nalaxona
adminislralion did nol change the lethality o an overdose in mice. Hemadialysis is nol expected lo
be helplul in an overdosa because il removes less than 7% of the administered dose in a 4-hour
dlalysis perind.

ODSAGE AND ADMINISTRATION

Adults (17 years ol aae ang over| . i .
For patiants wilh moderate to maderaiely severe chronic pain not requiriag ragid onset o anal%wc
effecl, the folerahility of tramadol Wydrochlaride can be |m8mved by Initiating lhel?y with a tit
tion regimen; Tie total daily dose may be increased by 50 mg as. olarated gvery 3 days 1o reach
200 mg/day (S0 mo q.i.d.). After Btration, tramadol hydrechlorida 50 m% to 100 Mg tan be admin-
istered as needed for pain retief every four to s hours, nol lo anceed 400 mg per day.

For the subset of patients for whom rapid onsel of analgesic effect is required and for whem e
henetits outweigh the risk of discontinuation due to adverse events associaked with. higher initial
dases, iramadal hydrochiaride 50 mg 10 £00 mg can be administered as needed for pain celief overy
four 10 Sx hours, ot to excasd 400 mg ger day.

individealizallon of Dase
Good ram managemen El,Jmctu:e dictales that the dosa be individualized according Yo pallent nesd
using the lowest beneficial dose. Studies with ramadol in agudts have shawn that starting at the lowest

possible dosa and titrating spwards wil rasult in fewer dseontinuations and increased mlerabitity.
« I all patients with craatintaa cearanca lass than 30 mbt/min, it is recommended that tha dosing

interval ol iramadot frydrochloride be increased Lo 12 hours, wilh a maximum daily dose of 200 mg.
Singe onfy 7% of an administered doge is removed by hemodialysis, dialysis pallents can receive
their requlac dose on the day of dalysis.

« The recommended dose for adull patlenis with elrrhosls is 50 mQ every 12 hours.

= Iy peneral, dose selection for an aldery npauénl Gver 65 {ws ald should be cautious, usually starling
at the lowend of the dosing range, raflecting the greater frequancy of decreased hiepalic, ranal of
gardiac function and of concomitant disease or obher drug therapy. For elderty palients evor Ta
years ald, lal dose should not exceed 300 mg/day.

HOW SUPPLIED )

Tramatal hydrochloride tablets 50 my ara supplied 2s unscored, white, round film coated lablels

debossed “cor pver “127".

They are supplied as follows:

Botlesof 100 {NDC 64720-127-10
Bottles of 1000 {NDC 64720-127-11

Store at controlled roam lemgeratura 15"?[?“ ug59'~EG“F][see Use).
n the

Dispense in a lighl container as define:

Manufaciued by:
Cur?harma‘ LLL
Middlesex, NJ GBB4E LISA
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