ANDA 75-983
Tramadol Hydrochloride Tablets, 50 mg

Final Printed Labeling

Label for Unit Dose Carton (100 Tablets [10x10]) |

TRAMADOL
0406717162
NDC 0406-7171-62
TABLETS

NDC 0406-7171-62
HYDROCHLORIDE
TABLETS
100 Tablets (10x10}
TRAMADOL
HYDROCHLORIDE
| 50 mg |
100 Tablets (10x10)

Each tablet contains: .
Tramadal Hydrachloride ... e

USUAL DOSAGE:

See packagemsertf ; I
dosage recomc?%; I ¥ ’J; i
STORAGE e 5t controlle At hull r ‘F‘“f
temperature 15° to 30°C (59° %E}:F) ee@)lﬂ__{ kJ e |

Keep tablets in box to prote

Mallinckradt Inc.
St. Louis, Missouri
63134, U.5.A,
110239
Rev. 12/2001

ANDA 75-983 JUNE 2001 TELEPHONE AMENDMENT
CONFIDENTIAL MALLINCKRODT INC PAGE 193
i




. - ANDA 75983
. Tramadol Hydrochloride Tablets, 50 mg
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Uhit Dose Carton ' .

USUAL DOSAGE:
See package insert for complete dosage

recommendations. Ma"i"CkrOdt

See label for temperature storage conditions.

. This product is protected with sealed blister
units. Do not use if any are torn or broken,

* This unit-dose package is not child resistant.
See window for expiration date and lot number.

UNIT-DOSE !
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~ Each tabtet contalns:
Tramadol Hydmchlonde
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Each-téblef contains: . botitle opening is broken or
‘Tramado! Hydrochloride .................. 50 mg missing?e 9
Rx only Malinckrodt inc.

i

This package is not for household use.

Usuial DOGAGE:

Bea package kooaft for complete dosags

recammendations.
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USUAL DOSAGE:

See package insert for complete
dosage recommendalions.
STORAGE: Store at controlled

room temperature 15° to 30°C

{5%° to BE°F) (See USP)

Digpanse in a bght container with a
child-resistant closure.

Do not accept # seal over botlle
opening i broken or missing,
Ivtainchrodt tnc.
St Louts, Missouri
63134. usa
| 0 £

LdD."H

.’lr f
a.'rhcare

USUAL DOSAGE:
1000TABLETS See package insert for

complete dosage
recommendations.
STORAGE: Store at.
controlled room temperature
§ 15° to 30°C (59° to BE°F)
(See USP).

. Dispense in a tight container
' with a child-resistant closure.
Do not accept if seal over

St. Louis, Missour

¥ N " 3 : 'mn?sﬁu'sfﬂ"”)
g f’ E’L gmﬁ ” W dt tl]c.‘ @} [ Healthcare
i=vh Vi
ANDA 75-983 JUNE 2001 TELEPHONE AMENDMENT
CONFIDENTIAL MALLINCKRODT INC PAGE 190




ANDA 75-983

Tramadol Hydrochloride Tablets, S0 mg

W

" Gerialric Ut

58
In general, dose selaction for an elderly patient should be cautious, usually starting at
the lower gnd of the desing rANGE, reflecting he grealer Frequency of decreased
. hepatic, renal or cardiac lunction and of concomitant disease o other drug therapy.
In palints over 75 yea
{see

recommended.
ADMINISTRATION)

A foba! of 455 elgerly (65 years of age or clder) subjects were expased Lo Tramadol in
‘cantrolled dinial trials. Ot those, 445 subjecis were 75 years of age and older.

)n sldies including geriat
in subjects over 75 Years o
30% o those over 75 yed

Tramadaol was administered 0 550 patients during tha double-hlind or open-tabel
axiension pariods in LS. sludies ‘of chronic nonmakgnant pain, 0f these patients, 375
were 65 years oid or oider. Tatle 2 reports the comulalive incidence rate of adverse
reactions by 7, 30 and 90 days for the most fraquent reaclions (3% or mard by 7

717105602

s of age,
CUNIGAL  PHARMACOLOGY

(ic patients, \reatmant-limiting adverse events were higher
[ age compared to lhose under 65 years of age. Specifically,
ts of age had gastroimestinal treatment-imiting adverse
events compared to 17% of those under G5 years of agd. Gonstipalion resulled in
discomtinuation of reatment in 10% of thoge avar 75.
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Canflvascular  Abnarmal EGG, Hypertension, Hypotension, Myocardial ischemia,

Faipitaliens, Pulmonary edema, Pulmonary embolism.

Central Nervous System: Migraine, Spaech fisorders,

Gastrointestinal: Gastroimestinal bleeding, Hepatitis, Stomalitis, Liver failure.

Laboralory Rbnormalities: Creatining increase, Elavaled liver enzymes, Memoglabin

Sensory: Cataracts, Deafness. Tinnilus.

abserved 1o be

ADVERSE REACTIONS

days). The most fraquantly reported avents were in tha centrdl nervous syslem and

gastroiniestinal system. Although $he reaclions. listed in the 1able are feli 1o be
probably related to tramadol administration, the reporied rales aiso include some
gvents that may have been dug 10 undestying disease or concomitant medicatian. The
adverse experiences in these rials were simlar for tramadol
and the active control groups,
with cageine phosphate 30 mg), and aspirin 325 mq with codeine phosphate 30 my,
hewever, the rates of withdrawals dug to adversa events appeared to be higher in Ihe

tramadol graups.

{remors, diarrhea, upper
halucinalions. Clinical eperi
reliaved by reinstitution of ogicid therdgy followed by & gradual,
reduction of the medication combined with symptamatic Suppart.

Seripys potential consequel
coma, seizura, cardiac arr

DRUG ABUSE AND DEPENDENCE
Tramatol may induce psychic and physital dependence of the morphing-type {p-
opioid) (See WARNINGS). Dependence and abuse, including drug-seeking behavior
and taking Mict actions to ebtain the drup are not hmi

fed 10 those patierts with prior

nistory of opicid dependence. The visk in patignts with suistance abuse has been
higher. Tramadal is asspciated with craving and lalerance
deveicpment, Withdrawal symploms may ‘wecur if trmadul is discontinued ahruptly.
These symptoms may include: amdety, sweating, insomnia, rigors, pain, nauséa,
respiratory  symptoms, pilgarection, and rarely
ence spggests that withdrawal symptoms may be

tapered dose
DYERDCSAGE

nces of overdosage are respiraiory gepressian, lethargy,
est and deah. (See WARNINGS}. Fatalities have been
i iation with both i

st 7

reported in

TYLENDL® with Codeing £3 {acetamingphen 00 mg

i and unintentional

b

overdose with tramadal. in reating an overdose, primary attention shauld be given 1o
maintaining adequate verblation along with general supportive trealmenl. While
nalmmne will reverse some, but nol all, symgtems caused by overdosage with
amadal the risk of seizures s alsu increasad with naloxons administration. 1n

animais convulsions foliowing the administralion ot texic doses of tramadol coutd ba

Table 2: [ 4y ol Adverse tians lor dal In Chionis Tals
1 Nosmaligaant Pain (W=427)
Up to 7 Days Up 10 30 Days Up to 90 Days ! thar 7% of the agministered
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suppressed wilh barbilurates of benzadiazepines but were increased wilh nakexone.-
Kalokona administration did nol chaoge the lelhality of an overdase in mice.
Hemadiatysis is not expected to be helptul in an overdose because il removes less
dase in a 4-hour giatysis periad.

NNRARF ANN ANMIMISTRATIOM

TELEPHONE AMENDMENT
PAGE 189




