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BUPROPION HYDROCHLORIDE TABLETS
75 mg and 100 mg
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Theemctotawonplasm concemmtom of bupropion and its metabo-
rtes has not been characterized.
In vitro tests show that bupropion is 80% or more bound to human atbumm

a1 piasma up 10 800 (200 mog/mL).
' IDICATICNS AND USAGE: Bupropian M ide Tablets are indicated for
DESCRIPTION: 8up of the the of A physici pion for the man-

mumwyunmmmwammumummm-

san agents. tts clossly that of disthyipropean: it is related to
It is desi a3 (2)-1-(3 yl-2-{(1.1-chmethyt-
1 ide. The weight is 276.2. The

mltcuhftonnmalsc,,m.uno-ﬂa Bupropion fydrochioride powder is whits

or aimast white, Crystaitine, and highly solubia in water. It has 3 bitter tasta and -~
the of oca! mﬂnoﬁlmmsmmu-a{

tormula s as folows:

Bupropion Hydrochioride Tablets, , Are. avaliahis con-
taining 75 mg or 100 mg of bupropion Ty - Eich tabiet aiso contains
the g inactive ing Y tacmso colloidal silicon dioxids,

idone, hy acid, ypropyl methyicellutose, microcrystal-
line alywl stearic acid and tanism diox-

ide. In aodition, mnmmmnmm-mom

yellow iron axide and triacetin and the 100 mg tablets contain FO&C Blue No. 2
Aluminum Lake, FO&C Yellow No. 6 Aluminum Laka and glyceryl triacetats.
CLINICAL PHARMACOLOGY: Pummnynmlu 3ad Pharmaseiogleal
Actions: The p effect of bupco-
pion is not known. Buwoomdoasmhhihnmmmmom Compared
to classical tricyctic amidepressants, it is a weak biocksr of the neuronal uptake
of serotonin and norepinephrine; it also inhibits the nsuronal re-uptake of
dopamine to some extent.

Bupropion produces dose-related CNS stimudant effects in animals, as evi-
denced by activity, rates of g in vari-
ous schedule-controfled operant behavior tasks, and, at high doses, nnum:ﬂon
of mild sterectyped behavior,

Bupropian causas convulsions in rodents and dogs at doses approximatety
tenfold the dosa recommendad as the human antidepressant doss.
Absomptica, Distribution, Pharmacokinstics, Matabollsm, sad Eliminstien:
Oral Bicavaliabiiily end Siogie-Doze Pharmsacokinetics: In humans, following
oral administration of bupropion, peak plasma bupropicn concentrations are
usually achieved within 2 hours, followed by a biphasic dectine. The average
hatt-life of the second (post: u phase is app y 14 hours,
with a range of 8 to 24 hours. Six hours after a singis dose, plasma bupropion
concentrations are approximately 30% of peak concentrations. Plasma bupro-
pion concentrations are dose-proportional following singte doses of 100 to
250 mg; however, it is not kngwn if the proportionality betwesn cosa and plas-
ma level is maintained in chronic use.

meahsmmmhhllwdwmuonmmlnnmmmnmmnw

becausa an i tor human use is not available.

However, it appears likety that only a small proportion of any orally agminis-
tered dose reaches the systemic circulation intact. For example, the absolute
biocavaitability of bupropion in animals (rats and dogs) ranges trom 5% to 20%.
Mutabotizm: Following oral administration of 200 mg of '4C-bupropion, 87%
and 10% of the radioactive dose wers recovered in the urine and feces, respec-
tively. However, mmmdmeomammwpmmnummumnoed’

tar
znm‘ of guilt or worthiessness. slowed thinking or im-
paxi and suicrdal ideabon or attemts.

aoemmoiamm‘sﬂmmsodacfdemssmshouldbemmmanm

drug may causs generatized seizures in a dosa-tiependent manner with an ap-

proximate incidence of 0.4% (4/1000). This incidence of sezures may exceed

that ot other marksted antidepressants by as much as fourtord. This retative PR
sk is-onty I approximate estimate becauss no direct comparative studies

have bosn conducted (56 WARNINGS).

nately 6-weeks duration in depressed outpatients. Theao-
Bor.afthe patients studied cormesponds mos? closely to the Major - - - -
A of the APA Diagnostic and Statrstical Manual IIf. T

in sleep, psychomotor agitation or re-
L bal-activites o decreasa in sexual drive, in-

Etfectiveness of bupropion in long-tam use. that is. for more than 6-weeks, i+~
has not been i in triats. Theretore, the physi- o
cian who etects to use bupropion for extended periods should penodicatly re-
svaluate the iong-term usefuiness of the drug for the individual patent.
mmmcmou Buproplon is contraindicated in patients with a sewzure

disorder. Bupropeon is wﬂraimmdmwhmtrmdwmszmu-
propton‘ lelease Tablets. or any other medications
that contain beuusolno of seizure is dose dependent.
Bupropion is atso contraingicated in patients with a current or pnor diagnosts
wwummmmmmmamwmdmmmm
in such patients treated with bup The of bu- -
mnmamm{%)mhm&mwnw

Maaysshoulamasemndiswmuaﬂonmanmmmmandlnnu-
tion of with s £ npaﬂmtsvmo
havnshwnanalmmcmspotutom z
WARMINGS: Putiests should be made aware that bupropion hydrochioride
tabiets contain the same active ingredient lsand is ZYBAN™, ussed as an sid
to smoking cessaticn treatment, and that buprapion Yydrochioride shoeid
ol be used In combination with ZYBAN™, or any other madications that
contaia bupropien.

Seirures: Is with in spprexi- -
MND“(MM)dmmﬂmmw&mmmh :
Imldmmmmmmumwmlﬂmmw
a3 muth a3 fourfold. This refative risk is caly an approximats estimate
causs ma direct comparstive studiss have besn coaducted. mnuumam
soizure incigence lor Irydrockioriés Incresses aimost tentold be-
tween 450 and 800 mp/day, which is twice the usually reguired dally dose
(300 mg) and one snd cne-third the maximum recommandad daily doss
(450 mp). Given the wide variability among individuais and their capacity to
metaboilze and eliminate drugs, this disproportionate increass in ssizure
incidence with doss incrementstion calls tor caution in dosing.

Duﬂn the initial deveiopment, 28 mnao approzimataty 2400 patients

1 Al the time of
ulnm mnpﬁmwnumwummummuhalu.m
[ 1] of 0.33% (8/1000) within the racommended doss range.

was only 0.5%, a finging of bupropi
Several of the known 01 ion ars active,

but their potency and mﬂmyruanwtobmmolonnavenm besn vmry charac-

terized. However, because of their ionger efimination hatf-lives, the plasma con-

Twelvs {12) patients experiencad selrwres st 600 my per day (2.3% inch
dencs); 6 additiona) patisnts had seizwres at daHly dosss betwesn 600 and
900 my (2.6% Incidence).

centrations of at least two of the lmown can be

in chronic use, o be very much higher than the piasma concentration of by-
propion. This is of potential clinica!l importance because factors or conditions
altering metabolic capacity (e.9.. liver disease, congestive heart failure, age,

concomitant medications, etc.) or elimi may be toi the

A mmmwmmmmwum
of seirurs during an S-wesk y 3200
mmmmmummuumﬁnm Pwmm
permitisd to contines treatment bsyond 8 wesks if clinically indicsted. Eight
sgizares occurred daring the initlal 8-weak ireatment period and tive

degres and extent of accumulation of these active metabotites.

Furthermore, bupropion has been shown 10 induce its own metabolism in
three animal speciss {mice, rats, and dogs) following subchromic agministration.
H induction aiso occurs in humans, the relative contribution of bupropion and rts
mmwnesmmwmwmmwpmmmaymmwmmrmm

Plasma and urinary 50 far include
pmmmMMmmanMumpqummwmmm
fert-butyl group of bupropion. Four basic metabalias have been identified.

They are the erythro- and threo-amino alcohots of bupropion, the erythro-
amino diel of bupropion, and a morpholinal metabolits (formed trom hydroxy-
lation of the tert-buty! grdup of bupropion).

The morphotinol metaboiite appears in the systemic circufation almost as
rapidly as the parent drug following a single oral dosa. its peak level is three
times the peak level of the parent drug; it has & haif-lite on the order of 24
hours: and fts AUC 0 1o 60 hours is about 15 times that of bupropion.

The threo-amino aicohol metabotite has a plasma concentration-time profile
similar to that of the marphohinol metabolite. The erytiro-amino alcohol and
the erythro-amino diol metabotites generally cannot be detected in the sys-
temic circulation following a single oral dose of the parent drug. The morphoti
nol ang the threo-amino alcohol metabomes have been found to be hait as
potent as ion in animal 0 tests for antidept drugs.

During a chronic dosing study in 14 depressed patients with teft ventricutar
dystunction, it was found that there was substantial |merpancm vananmry
(two- to fivetotd) in the trough steady-state pion and

wers reporied in patients continging trestment beyond 8 weeks,
resulting in 8 tota) seizure incidence of 0.4%.

The risk of seirere appsars to be strongly sssociated with doss and the
presents of predisposing factors. A sigaificant predisposing factor (s.9.,
hitory of hsad traoma o7 prior selzure, CNS tumor, concomitant medica-
tions thai lowsr ssizure thrashold, etc.) was present in approximately one-

In the courss of trestment, some selzures did occur afier severat weeks at
fixsd dose.

Recommendstions for Reducing the Rigk of Seizers: Retrospective smaiysis
of clinical axperisnce gained during the develspment of bupreplon hydro-
chioride ssggests that the risk of salzure may be minimized ¥ (1) the tota
Gaily dose of bupraplon pirochiorids does not excesd 450 my, (2) the daity
4039 i3 administered t.1.4., with each singls doss nof to exceed 150 mg to
avold high peak concentrations of buprepion and/or its metabolites, end (3}
the rats of incrementatton of dose is very gradual. Extreme caution should
be uzed when Suproplon i (1) administered to patients with 8 history of sei-
zure, cranial trauma, or other pPedispesition(s) toward selzure, or (2) pre-
scribed with other ageats (s.9., antiptychotics, other antidepressants, etc.)
or treatment regimens (e.9., abrupi discontinuation of s benzodiazepine}
that lower saizure threshold,

Potential tor Hepatotoxicity: In rats g large doses of bupropion chroni-
calry there was an increase in incidence of hepatic hyperplastic nodules and

of
the morphotinel and Mreo-amino aicohol metabolites. In addition, mesmw
state plasma ions of thess were 10 to 100 times the
steady-state concentrations of the parent grug.

The etfect of other diseass states and atterad organ function on the metabo-
lism and/or elimination of bupropion has not been studied ih detail. However,
the i of the major of bupropion may be atfected by
reduced renal or hepatic function because they are moderately polar com-
pounds and are likety to undergo conjugation in the liver prior to urinary excre-
tion. The praliminary resuits of a ive single-dose phar
study in normal versus cirmotic patients indicated that haif-lives of the mstabo-

- Iites were proionged by cirrhosis and that the metabotites accumulated 10 lav-

¢ls two to three tmes thosa in normals.

y. (n dogs iving large doses of bupropion chroni-

cally, various nmofoqic cnanoes were seen in the liver, and laboratory tests
sugpesting mild hepatoceflutar injury were noted. Although scattered abnor-
mahtses in liver tunction tests were detected in patients participating in clinical
tnals, there is no clinical evi that bupropion acts as a in
humans. ’
PRECAU'TIOO‘S: General: Agitation and Insomnis: A substantial proportion of
patients treated with bupropion experience some degree of increased restiess-
ness, agitation, anxiety, and insomnia, especially shortly after initiation of treat-
ment. In clinical studies, these symp were of sutfi magni-
tude to require with ive/hypnotic drugs. In app 2% of
patients, symptoms were sutticiently sever to require discontinuation of treat-
ment with bupropion.
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. chiatne signs and
"+, sodes. contusion. and parNOW. Beamoimuneormoﬂednammoim

Psychosis, Confusion, and Other Nesropsychistris Phenomans: Patients
treated with Duptopwnhavabeun reoonedmsnowanrimyo?murmy-
tic epi-

stugies, 1t 1S 1MPOSSible o provide & Pracise eshmate of the extent of riek im-

- posed by treatmem with bupropson. in several cases. neuropsychitric phe-

nomena abated upon dose reduction and/or withdrawal of treatment.
Activstion of Psyctasis arnd/or Masis: Antidepressants can precipitats manic

- episodes in Bipotar Manic Depressive pabents during the depressed phase of

their iliness and may activats latent psychosis an othar susceptible panierts.
Bupropion is expected to poss similar risks.

Altered Agpstits end Weight: A weight loss of greater than § pounds occurred
in 28% of patients receiving bupropion. This incidence 13 appraximately doubie
that seen in comparable patients treated with tricyclics or placebo. Further-

- more, while 34.5% of patients receiving tricyclic antidepressants gained

weight, onty 9.4% of patients treated with bupropion did. Consequentty, it

* weight loss is @ major presenting sign of a patient's depressive iliness, the
% anorectic and/or weight reducing potentiat of. bupropion should be considarsd.
'Mmmmmawmmmsnnmmmmmmm

persist until for bupro-
omshouldoawﬂnmformmwnumwoimﬂscomwmm

patient management.

. Uss in Patients with Systemic Hingss: There is no clinical experience estabdish-

ing the safety of bupropion in patients with a recent history of myocardial infare-
tion or unstable heart diseass. Theretore. care should be exartrsad if it s used in
these groups. Bupropion was weli tolerated in patients who had praviously

" . developad orthostatic ion while recefving tricyctic

Bacausa bupropion and its metabolites are aimost completely exgreted
through the kidney and metabolites are likely to undergo conjugation m the liver

* prior to urinary excretion. treatment of patients with renai or hepatic impairment

should be intiated at reduced dosage as bupropion and its metsbolites may

, accumulate in such patents beyond concentrations expected in patients without
rena) or hepatic tmpairment. The patient stroukd be ciosaly monitored for possi-

bie toxi effects of etavated bigod and tissus levels of drug end metabolites.

. Informaticn tor Patients: Patients should be made aware that bupropion con-

wnsmesannacﬂwlwrwmlwnﬂlnzmm" used as an aid to smoking
and that y shoutd not be used in

« combination with ZYBAN™, orwamermduﬂonsmawntzlnbuwwion

Physicians are advised to discuss the tollowing issues with patients:
Patignts shoutd be instructed to take bupropion in equally divided doses

- three or four times a day to minimize the risk of ssizure.

Patients should be told maxaﬂyCNS-aaM drug like buprapion maylmpalr
their ability to parform tasks 0 judg or motor and cognitn
Consequently, until they are certain that bupropien does not ad—
versely atfect their performance. they should refrain trom driving an automo-
tule or op

Mummuwmtwmmmmmnmmda&mm
alter the seizure and, that the of aicohol
should be minimized. and, it posstbie, avoided compietely,

Patients shoyld be advised to infortn their physician it they are taking or plan
to take any prescription or over-the-counter drugs. Concem is warranted be-
cause bupropion and other drugs may affect each other's metabotism.

Patients should be z0vised (0 notiy their physician # they become pregnant
of intend to become pregnant dunng therapy.

Dreg Interactions: No systemaﬁc data have bean coflected on the conse-

. quences of the o pion and other drugs.

However. animal data sugpest that bupropion may be an inducer of drug
metabolizing enzymas. This may be of potential clinical importance becauss the
blood levels of co-admimstered drugs may bc altered.

Alternatively, because bupropion is bokized, the co-adminis-
tration of other drugs may affect s clinical activny in panm care should be

. exercised when administenng dmos known 0 affaa hepatic drg- mennotumo

enzyme systems {e.g.. phenobarbital, phenytoin).

Stuches in animats demonstrats that the acuis taxcrty of bupropion is en-
hanced by the MAQ inhibitor phenetzine (see CONTRAINDICATIONS).

Limited clinical data suggest a higher incidance of adverse experiences in
patients recerving concurrent agministration ot bupropion and L-dopa. Ad-
ministration of bupropion to patients recerving L-dopa concurrently shouid be
undertaken with caution, using small initial doses and small gradual dose
increases.

Concurrent administration of bupropion and agents which lowar seizure
threshold should be undertaken only with extreme caution (ss¢ WARNINGS).
Low intial dosing and smali gradua) dgse increases should be empioyed.
Carcinogenssis, Mutagenesis, Impairment of Fertility: Litenme carcinogenic-
ity studies were pertormed in rats and mice at dosss up to 300 and

. 150 mo/kg/day, respectively. In the rat study there was an incraase in nodular

proliferative lesions of the liver at doses of 100 to 300 mg/kg/day; lower doses
were not tested. The question of whether or not such lestons may be precur-
sors of neoplasms of the iver 1s currently unresolved. Similar liver lesions were
not seen in the mousa study, and no increass in matignant tumors of the liver
anuome:oruanswassmmumusmdy

Bupropion produced a ine positive resp {2 to 3 times controt

. mutation ate) in some strains in the Ames bacterial mutagenicity test, and a

high orat dose (300, but not 100 or 200 mg/kg) produced a low incidence of
ions in rats. The rek of these results in estimating

the risk of human expx to ic doses is .

A tertility study was parformed in rats; no evidence of impairment of fertility
was encountered 2t oral doses up to 300 mg/kg/day.
Pregnancy: Teratogenic ENects. Pregaancy Catagory B: Reproduction studies
have been pertormed in rabbits and rats at doses up 1o 15 to 45 times the
human daily dose and have revealed no definitive evidence of impaired fertility
or harm 1o the fetus due to bupropion. (In rabbits, a slightty increased inc-
dence of fetal abnormalities was seen in two studies, but thers was no Increase
in any specific ity.) There are no and well studies
in pregnant women. Because animat reproduction studies ans not atways pre-
dictive of human response, this drug shoukd be used during pregnancy only Iif
clearty needed.
Lador and Dailvery: The effect of bupropion on labor and defivery in humans
is unknown,
Narsing Mothers: Bacause of the potentiat for serious adversa reactions in
nursing Infants from bupropion, a decision should be mads whether to discon”
tinue nursing or to discontinug ths drug, taking into account the impartance of
the drug to the mother.
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Pediatris Use: The safety and effectveness of bupropion in individuas under
18 years 0ld have not been estabiished.
Uss In the Eiderty: Bupropion has not been systematically evaluated in older

pavents. .
ADVERSE REACTIONS: (Seo aiso WARNINGS and PRECAUTIONS.) Adverss
mmmwmmmumdmmmmmmhn.
dry mouth, i g
tremat.
mmummwwuuummmummm
treatment with bugropion in appraximately 10% of the 2400 patients and vol-
ummmmmnmdmdinulmwmqmmmmmmw-
ment. The more common events Causing discontinuation inciude neuropsychl-
amcdxsmmaneas(S%) pnmarily agrtahon and abnormalities in mental status;
(2.1%), y nausea and vomiting; neurolog-
cal disturbances (1. %), prmarity smzures headaches, and slesp distur-
bances; and p (1.4%), pr y rashes. 1t is impartant to
note, Mrmmmmmmmnmmwm
recommended daky dose.

Accurats estmates of the incidence of adverse events associated with the
useotmammmmwohwn Esunmesmlnﬂumcudbyﬂmdm
stc. Consequentty, the tabie
befowmotesemedsolelymmdlmmrehmmwmmmm
reported in rep tatve clinical studies d to evaluats the
safety and efficaty of bupropion hydrochloride under relatively similar conds-
ummmuw(mtomm)mmdmumm;
The figures cited cannat be used to predict p y the i of

events in the course of usual medical practice where patiem and

Dunng thus experience, numerous adverse events were reported: however,
without appropriate controls. it s IMPOSSibie to determne with certainty which
events wers of were not caused by buprapion. The following enumeration is
organzed by organ system and Jescnbes events in terms of their relabve fre-
quency of reporting In the data base. Events of major ciinical impartance are
50 descnbed in the WARNINGS and PRECAUTIONS sections.

The tolkowing definit:ons of trequency are used: Frequent adverse events are
defined as those occurnng in at laast 1/100 patients. Intrequent adverse events
are those occurnng tm 1/100 to 171000 patents, while rare events are thoss
occurting in less than 1/1000 patents.

Cardiovascolar: Frequent was edema; infrequent wers chest pamn. EXG ab-
normalities {p beats and itic ST-T andmnnmot
breattvdyspnea; rare were flushing, paltor, phiebitis, and my

e PRMEN

advised. H the patient 1S cONSCIOUS, vomitmg Should be nduced by :
Activated charcoal also may be admenistered every 8 hours du
hrsl 12 hours after ingeshon. Basekne laboratory values snouid de o

diogram and EEG also are tor the

bours Adequate ﬁunu intake should be provided, '
if the patent is Stup or 9. airway intut
prior to 9 gastne Lavage. Although there s Iit
cat with tavage ing an of buprogion, 1t 1S hig

of benefit within the first 12 hours aftsr ingestion since apsorpbon of
may not yet be compiets.

While diuresrs, dialysis, or hemoperfusion are Sometimes used to tn
overdosage, there is no expenence with their uss in the management

Dermatologic: Frequent were nonspecrhic rashes; lmwmmm:

dry $kin; rare were changse in hair color, hirsufism, and acne., , vy
was gy mmwcosurla.

tevel change.
Gastroiotestingl: wors thirst
age/aundice; rmmrmmmwms colitis, G.1. bleeding, imestinal perfo-
fation, and stomach ulosr.

Genitoarinary: Frequent was noctiTia; infrequent were vaginat imtation, testic-
ular sweliing. urinary tract infection. painful erection, and retarded ejaculation;
rare were dysuria, enuresis, urinary incomtinence, menopause, ovarian disor-

der. peMcmlection cystitis, and painful &

g Rara were anemia, and pancy-
topenia.
Mr Rare was musculoskeleta! chest pain.

other factors must differ from thosa which prevasled in the clinicai triais. These
incidenca figures also cannot be compared with thoss obtaned from other
chinical studies invelving related drug products as each group of drug trials is
conducted under a different set of conditions.

Finally, it ts important to emphasizs that the tabuation does not rafiect the
relative severity and/or cinica) impontance of the events. A better perspective
on the senous adverse events associated with the use of bupropsan is provided
in the WARNINGS and PRECAUTIONS sect:ons.

TREATMENT EMERGENT ADVERSE EXPERIENCE
INCIDENCE IN PLACEBO-CONTROLLED CLINICAL TRIALS®
{Percant of Patients Rsports

Neurplogicat: (Ses WARNINGS.) Frequent were ataxia/incoordination, ssizure,
myoclonys, dyskinesia, and dystonia; infrequent wers mydnasis, vertigo, and
dysarthria; rare were EEG abnormakty. abnonmal neuralogical exam, impaired
attention, sciatica, and aphasia,

Nesropsychistric: (See PRECAUTIONS.) Frequant were

‘hormomi
anﬂlilnanh,

doses of bupropion. Because diftusion of bupropion from tissue to
maynestow dialysis may be of minimal benefit saveral hours after ove

* Based on studiss in amimals, 1t is recommended that sewvures be -
" with an intravenous benzodiazeping Dfenmﬂoﬂ and other supporth

63, 33 appropriate.

Further about tne nent of may be avaik
from a poison contro! center. :
DMMDWWMMMWM:
ularly important to i in a manner mo

to minimize tha risk of seizure (serWARNINGS) Increases in dose six
exceed 100 mg/day n a 3-day penod. Gradual escalation in dasage is ¢
portant if agtation, motor restiessness. and nsomnia. often seen du:
(nitial days of treatment, are to be minimized. i necessary, thesa sffex
be managed by temporary reduction of 6ose or the shont-term admum
of an intermediate to long-acting sedative fiypnouc. A sedative hypnotic
is not required beyond the first week of treatment. insomnia may also t
mized by avoiding bedtime doses. f distressing, untoward eftects sug
dose escalation shoutd be stopped.

No singls dose of buprop:on hydrocﬂlonde tablet should exceed 1

progion should be ' with at least 6 ho

increased libido, nallucimmons decrease in saxual function, and dcpmn
quent were memory imp: depersgnalization. psychosis, dysphoria,

mood instablity, paranoia, formal thought disorder, and frigidity; rare was sui-

cidal ideation.

Orai Compisints: Frequent was stamatitls: infrequent were toothache, brux-

ism, aumnrmaﬂon and oral edema: mmmssms

Tween ive doses. -

Usual Dosage For Adutts: The usual adult doss is 300 mg/day, giw
Oosing should begin at 200 mg/day, given as 100 mg b.i.d. Based on
response, this dose may be increased to 300 mg/day. given as 100 o
no sooner than 3 days atter beginning therapy {se¢ table below).

Dosiag Regimen  ~
Rumber of Tabiet:
Treatment Total Tablet
Day Daily Dose  Strength Morming Mlduay £
1 200 mg 100 mg - 1
300 mg 100 mg 1 \

lmmwmmmnmmmm
full anty eftect of buprop: may not be eviden
weeks of freatment or longer. An increase 1 dosage. up to a maxr
450 mg/day, given in divided doses of not more than 150 mg each,
considered for patients in whom no ciinica improvement is noted aftsr
wesks of traatment at 300 mg/day. Dosing above 300 mg/day may be
phshed using the 75 or 100 mq tablets. The 100 mg tabist must be a
tered q.i.d. with a1 least 4 hours between successive doses, in order
exceed the imit of 150 mg in a singte dose. Bupropion hydrochionds
be

Bupropica Patiests  Placebo Patients were and shortness of Draaln/dyspnea, rare
rte (na323) (n=185) were epistaxis. rate of ythm disorder, i, and
“gm’muwhs 53 3 Speciat Senses: Intrequant was visual disturbancs; rars was dilopia.
D&zzimsu yine 23 182 Nonspeelfic: Frequent were flu-like sy was
. 3 16 pain; rare were body odor, surgically related pain, mfecdon medication reac-
Hyww‘mwms.m 2'5 22 tion. and overdose.
Paipitations 3:7 22 Pestintroduction Reports: Voluntary reports of adverse events temporally
Syncape 12 05 associated with bupropion that have been recerved since market untroduction
Tachycardia 108 86 and which may have no causal relatienship with the drug inctude the following:
DERMATOLOGIC . Cantiovascolsr: onnos:alic nypotnnslon Wm dbuhmoe heart block
Pruitus 22 00 of inapprop rmone
Rash 80 85 Buﬂvlnmﬂnl. esophagetis, hepatitis
GASTROINTESTINAL Hamic And L
Anorexa 18.3 18.4 Muscoiosteletal: arthraigia. myaiga, musdn rioaulr,...... d tyst
Appette Increass a7 22 Nervoss: coma. defirium, dream abnormaliies, paresthesia. unmasking of
Constipation 260 173 tardive dyskinesia
Diarmea 68 86 Skin and Appandages: Stevens-Johnson syndrome, angs loliat
Dyspepsia 3 22 dermatitis, urticaria
NauseaVomitng 29 189 Special Sunsas: tinnitus
e o 2 DAUG ABUSE AND DEPENDENCE: Humass: Controlled clincal stuies con-
GENITOURINARY i ducted in normal volunteers. n subjects with a history of muRtipie drug abuse,
impotence 34 31 and in depressed patients Showed Some increase infaptor actwvity and agta-
Menstrual Complints a7 11 tiorvexcitement
Unnary Frequency 25 22 Ina lation of indivil d with drugs of abuse. 2 sinule
Unnary Retenion 19 22 dose of 400 mg buprogi i mild
MUSCULOSKELETAL activity as compared to placsbo o the morphine-benzedrine subsca! of the
Athntis 3 27 Addiction Research Center Index (ARCI) and 3 score intermediate between
NEUROLOGICAL placebo and amphetamine on the Liking Scale of the ARCI. These scales mea-
Adathisia 15 . R sure gensral feelings of euphona and dnuq desirability,
Akinesia/Bradylinesia 8.0 86 Findings in clinical tnals, however, are not known to predict the abuse
C Di 19 18 potential of drugs reliably. Nonetheless, evidence trom single-dose Studies
Ory Mouth 276 18.4 does supgast that the recommended daly dasage of bupmplon when admmls-
Excessive Sweating 223 146 tered in divided doses fs not likety to be tafly g to
Headaghe/Migraine 257 222 or stimulant abusers. However, higher doses, which could not be tested
Impaired Sleep Quality .44 18 bm;zﬂufmaﬂskmsenzum might be modestly attractive to those who abuse
Increased Sakvary Flow 34 38 stimulant drugs.
Insgmnia - 186 18.7 Animats: Studles in rodents have shown that buumpaon emms some phar-
Muscle Spasms 19 32 actions 0 in loco-
Psaudoparkinsonism 1.5 1.6 motor activity and lne of a milg YD behaviur and i
Sedation 198 195 in rates of in several behavior paradigms. Drug
Sensory Drsturbance 40 32 discrimination smdln m rats showed stfmulus generatization between bupropi-
Tremor -2 76 on ang and other psy Ahesus ys have been
NEUROPSYCHIATRIC = shown to seit i
Aqitation KIE:] 22 OVERDOSAGE: Lathat nm in Asimats: (n rats. the scute oral LD,
Anxiety 31 1.1 . were 607 mg/kg (males) and 462 mg/kg (females). Respective vaiuessru mice
Contusion . 84 49 were 544 mg/kg and 636 mg/kg. Signs ot acute toxiclty included labored
Decreased Libido 31 16 breathing, salivation, arched back, ptosis, ataxia, and convuisions.
gglusg: Concenra ;2, ;; Human Qverdose Exparience: There has besn limited clinical experience with
istu on , . rids. Thirteen occurreg during
. Euphoria 1.2 05 clinical trials, Twelve panents ingested 850 to 4200 mg and recovered without
Hostikity 56 38 significant sequelae. Another patient who i 9000 my of buprop
NONSPECIFIC hydrochloride and 300 mg of tranytcypromine axpenenced a grang mal seure
F; 5.0 86 and recovered without lumwv saquelas.
Fever/Chlils 12 05 Since i of Y ide up to 17.500 mg
RESPIRATORY _ . have been reporied. Seizure was reported in approximately one-third of all
Upper R Complaints 50 114 cases. Other $srious reactions reported with of bupropion alone
SPECIAL SENSES incluted loss ot ang dia. Fover, muscle
Augitory Disturbances 53 32 sigidity, rhabdomyolysts, hypotension, stupor. coma, and respiratory faiture
Blurred Vision 148 103 have besn reported when bupropion was part of multiple drup overdoses.
Gustatary Disturbance AN A gh most patients d without sequelae, deaths associated with
'OZV:'\B reported by at least 1% of patients recerving bupropion are included. overdoses of bupropion alone have been reported rarely patiams inaesmq
r Events Observed During the Deveiopmant of Bugropion: The conditions  massive doses of ion, Multipte iled seizures. b car-
and duration of exposure to bupropion vaned greatly and a substantial propor-  diac fallure, and cardiac armest pnor to death were reported In these pallems
tion of the experience was gained in open and uncontrolted chnical settings. M. of Following is

in patients who do not demonstrate an adsquats re
after an appropriate period of treatment at 450 mo/day.

Eiderty Patients: In general. alder patients are known to metabolize
more siowly and to be more sensitive to the anticholinergic, sedatwve, 8
dlovascutar side effects of antidepressant drugs. Clinicat trials enrolled
hundred patients 60 years of age and okder. The expanence with these [
and younger ones was simiar.

Maintenance: The lowest dose that maintaing remission is recomm
Although it ts not known how fong the patient should remain on bupro
i y that acute epi of depression require
months or longer of antigepressant drug treatment.

HOW SUPPLIED: Bupropion Hydrochlonde Tabiets are available con:
75 mg or 100 mg of bupropion hydrochionde.

The 75 mg tablets are peach, film-coated, round, unscored. bic
beveled edge tablets debossed with M on one side of the tablet and 4
the other side. They are available as follows:

NOC 0378-0433-01
bottles of 100 tablets
NDC 0378-0433-05
botties of 500 tablets

The 100 my tabiets are light blue, film-coated, round, unscored, bic
beveled edge tablets debossed with M on one side of the tablet and .
the other side. They are available as follows:

NDC 0378-0435-01

bottles of 100 tablets

NDC 0378-0435-05

vottles of S00 tablets
STORE AT ROOM TEMPERATURE 15° 70 25°C (38° TO 77°F).
PROTECT FROM MOISTURE.

Dispense in a tight, light-resistant container as defined in the USP
chitd-resistant closure.

MYLAN®

Mylan Pharmaceuticats Inc.
Morgamtown, WV 26505
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NDC 0378-0435-05

BUPROPION
HYDROCHLORIDE
TABLETS

100 mg

WARNING: Do oot usa in combixation with Zybes™ or eny
oiher maditinas that cottaln bupropion bydrochioride.

500 TABLETS -
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TABLETS

75 mg

WARNING: Do ot ese In combinstien with Zybaa™ or sy
other ingdicings that contain buprogion ydrockloride.
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75 mg

HYDROCHLORIDE
TABLETS

WANNING: Do Sot wa¢ in combination
with Iykan™ or soy other medicines
{mpregion ipérochieride.

100 TABLETS




