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DESCRIPTION

shock, and/or mor 3 ihan muimal basal cales as sgns of congestive haart ailure. Inibal eatment
consisted of iniravenous foliowed by oral admuvstration of Lopressor of placebo, gven in 8
coronary Care ot comparable unit, Oral therapy with Lopi of placebo was then
continyed for 3 monihs Alter this doubla-blind pariod, all patenis were given Lopressor and
followed up t0 1 year. | .

The mediar datay rom the onset of Symploms 1o the infhabion of therapy was 8hours in both
the Lopressor and placebo treatmant groups Among patients upaled wih Lopressor, thera ware

Lopressor, metoprolel 1anrale s a selectve befa -adrencrecepior blocking agent,
2550 and 100 g labiets for oral agminstiation and in 5-mi ampuls fof intravanous admimstra-

on Each ampul Contains a ste"ie solution of metopralot tartrate USP, S mg. and sodm chionde
USP 45 mg Metoprofol tarrate 1§ (] t (isapropylaming) 3 {p-(2 methoxyathyl} phenoxy]-2-
p opanal 12 1) detro-tantate satt 303 s strycturat formula is

‘COOH

. ;
) ?“ M- C-om

£, OCH, CH, ¢ b OCH, CHCH, NHCH(CH : :
, OCH, CH, (?_,/ 2CHCH, (CHy); Ho-C-
© A heon

Metoproiot tdrtrate § @ AN e graztically odariess, crystaling powder with a molecular weight
of 684 82 It 15 very Solubte 1 water Mreely soluble 1n methylena chionde, 1 chiorolorm, andin
atcahol, Slightly soluble in acetons and insoluble 1n ether

Inaziwe Ingredieris Taslers comain celhlose compounds, coliodal sikcon dioxde, 04C
Aed No 30 alyminum faxe 150 mgravlers) FOAC Blue No. 2 aluminum fake {10-mg tablets),
laclose magnesium siearate Coyeinylene glycol, propylens glycol, povidona, sodwm starch
glycolate tai angd atwm o crce

CUNICAL PHARMACOLOGY
Lopress.o 1§ a beta adrenergic receptor blocking agent Invitro and nvivo animal sludies have
shown trat it has 8 preferential eftect on bela, adrencreceplors, chielly localed In cardac
—gsee Trs grEtEtErual €% 5ot absolute howevet, 3nd 2l higher doses, Lopressor also
rribis e'd. adrencrecepta's tnely localed i ihe bronchial and vascular musculature

Chmcad gharmacology S1us s h3.e confiimed the beta blocking acimity of matoprolol 1n
nan, & <hown Dy 11} 1educion " neant (ate and cardiac oulpyt at rest and upon exarcise, [t4]
reguchion of systolic bicod pressure upon exercied, (3) mnhubition of isaproterencl-induced
lachycardia, and (4) reduction of refiex orthostatic tachycardia

Relalive beta, selectviy has heen confirmed by the fokawing {1} In normal subjects, Lopres-
sof is unabl@ o reverse the bata, mediated q ettecis of epinephring. Thie
wih ihe sffect of nonselgctve (beta, plus beta,} beta blackars, which completaly reverse the
vasoianng etacts of apunaphuna 124 1a asihmane pabenis; Lopressor reduoss FEV, and Vi
cgnilicantiy less +a1 3 rorse ectne bela locker propranolol, al equivalent bela -receplor
pocking doses

Lopressor has fG nnric 5y mEathom meic acivity, and membrane-siabiizing actvity is
7Jetectable only al CosEs Mmuch greater than tequne. fof beta blockade. Lopressor crosses the
Liood brain barnet and has been reponed nthe CSFna 78%of the sl
plasma concantianon Anmal 33 human expenme s indicala that Lopressor slows the sinus
1ate and drcreases AV nodal conduction

1n conuolied chnic 31 studies 1 oprassar has been shown 10 ba an effective antihypartensive
agem ahen used aione o’ as nhromrant therapy with thiazwde type diuratics, at dosages
51 100 450 mg Oaly In conticlied comparative, clinical $tudes, Loprassor has been shown 1o
be as effeclve an antiyperiensive agant as proprancal, methyldopa, and thiazide-type
Qurebcs and 10 be equally efechve wn supine 8nd standing posions

Tre mechanism of the anityserensive elects of bata-blocking agents has not been luct
cated Mowever several possie Techamsms have been proposed. (1) competiive antago-
msmol carecholamiees at penpr e1al (especially cardiac) adrenergic Aeuran sies, ieading fo de-
creased cardac outpul (2} 8 ceniral eftect teading 10 reduced sympathetic outfiow to the
penphery and (1 s.ppress.on o remin actviy

By blocking catechoiamine nouced Increases 1n hear rate, n velocity and extent of myo-
carthd) conlrachon 310 i HIooa pressure, Lopressor reduces (ha oxygen fequirements ol the
rean 3y ars gven fevel of efor thus making & useful in he long-term fmanagement of angina
pecions However,npaterts innear fadure, beta-adrenergic blockade may inclease oxygsn
requitements by sncreasing lefi ventricutar hiber length and end-chastobe prassure.

Alihough beta adrenerg.c “ecepior blackade is uselul i the treatment of angina and hyper-
(ension here afe Siuahors - e ich Sympathetic stmulation is vial. In pavients wih spverely
damaged rears adequate verr<.iar funclion may depend on sympaihetic dnve In the

p in3-monthmonality lor those reated sasly (S 8 hours) and those inwhom
Ireaiment was started later, Signibcant eduttions n the incidence of vantricutar fibniiation and
in chest pain toflowing Intial iniravenous 1herapy were also observed with Lopressor and were
indepandsnt o! the inlerval betwaen onse! of symploms and infuation of therdpy.

The precise mechanism of action of Lopressor in patients with suspacted of dalinile myo-
cargial Inlarchion 1s not known.

1nthis s1udy, patienis treated with metoprolol teceved the drug both very early {inlrave-
nously) ang dutin) a subsequent 3 monit parioc, while placebo palients rgceived no beld
blocker treaiment for itis panod The siudy thus vas able lo shaw a benelit from the overal
metoprolol regimen but cannot sep the benaliol very sarly eatmeni lrom the
benafit of ater beta-blocker therapy. Nonetheless, 2ecause he overal tegimen showed a cleas
penaficial alect on sunnval withoul evidence of an early adverse allecl on surwval, one
acceptable dosags regiman is the pracise rogimen used In ihe nal Because the speciic benett
of very sady weaimanl remains 10 be defined howeves, ! 15 also reasonable fo admunister the
drug orally 1o Dakients at a later ime 3515 recommended for certain other beta blockers.
Pharmacokinetics
in man, absorplion of Lopressor 15 1apid and complete Plasma levels lollowing ora! admin
1sirabion, however, approximate 50% of levels following intravendus admunistration, indicating
about 50% first-ass metabolism,

Plasma laveis achieved are highly varable afier oral administration. Only @ smallfraction of the
drug (about 12%) fa bound to human serum albumin Exmination is mainly by brokranstorma-
fion in tha kver, and the pigsma halt-lite ranges rom approximately 3 lo 7 hours, Less than 5% of
an oral doss of Lopressor Is recaverad unchanged Inthe unne; the rest Is excraied by tha Kidneys
as mataboltes that appear to have no chnical signii The sy fabiiity and hatf-ide
of Lopressot i patients with renal falure do no! diflerto a climcatly significant degree from ihase
in normal subjacts. Consequently, no reduchion 1 dosage is usually needed in patents with
chronig renal fallure,

Significam bala-blocking effect (as measured by reduction of exeércise heart rate} occurs
within 3 hour she; oral admnisiralion, and wis duration 1s dose-retated. For axample, 3 50%
feduction of the maximum registered effect after single oral doses of 20, 0, and 100 mg
occurred 8133, 5.9, and 6 & hours, respacively, innormat subjects. Atter repeated ora dosages

Myocardial infarctien

Loprassor is cont. aindicated i patients wih a hean rate < 45 beals/min, second-and Jhud
dagres heart block; significant frst-degree heart block (P-Rinterval 2 0 24 sac), sysfolic blood
prassure < 100 minHg, or modetale-io-severd cardiac laitute (S8 WARNINGS)

WARNINGS
Hypertension and Angina
Cardiag Fallure: Sympath i is avitat comp supporing cuculatory luncon
1ncongestive heart faikure, and beta bockade carries the potential hazard of further depressing
myocardial conlractiily and precipitating more Severd fature In hypenensive and angina
palienis who have congestive heartaiure ‘controlled by digitals and direlics, Lopressor shouid
e admirvstered cautiously. Both digrialis and Lopressor siow AV conduchon

in Patients Without 8 Nistory ol Cardiac Fallure. Continued Oepression of the myocardium
with beta-blocking agents over a period of tume Can, n Some Cases, Jead 1o cargiac fadure Atihe
first sign of symprom of impending carciac laiure, pahents shouid be fully digrahzed and of
given a diretic The 7esponse shouid be observed closely fl cardhac failure continues, despe
adequate digitaization and duretc therapy, Lopressor should be withdrawn

Tschamic Neart Disease:Following abrupt cessation of therapy with certain beta-blocking
agents, exacerbiatons of angha pecions and, in some cases, myocardial infarcton have
occurred. Whent ing ically d Lop , particularly i patients
with ischemic haart disease, the dosage should ba gradually reduced aver 3 perod ot 1+
2 weshs and the paliant should be carefully mondored Il angina markedly warsens of
acute coronary Insulficiency lops, Lopre should be rel d
promplly, at leust iy, and olhver mea: ppropriate lor the g of
upstable angina should be taken. Patients shouid be warned against inteuption of discon-
tinualion of therapy without the physician’s advice Because coronary anery disease )s
common and may be unrecogrzed, it may bs prudent not 1o discorlinue Loptrassos therapy
abruptly sven i patienis iceated only lor hyperiension

. Bronchospastic Disesses; PATIENTS WITH BRONCHOSPASTIC DISEASES SHOULD,

IN GENERAL, NOT RECEIVE BETA BLOCKERS. Because of its relative bets, safectivity,
however, Lopressar may be used with caution in patients wiih bronchospastic disease
who do not tespond 0, or cannol Tolersis, other antihypartensive treatment. Since bets,
selactivity ls not lule, 8 bt iating agent shouid be administered concomi-
lanily, and the fowest possibls doss of Lopressor should be used. in these
clrcumstances 11 would bs prudent inttisily to admiaister Lopressor In smalier doset
{hroe times dally, instead of larger doses tw timas dally, 10 avold the high.2r plasma
Jovels associated with the ionger dosing interval. (Ses DOSAGE AND ADMINISTRATION.)

Major Surgery: The necessity o deslrabiity of withdrawing beta-blocking thetapy pnot 1o

of 100 mg twice deily, 8 significant reduction Inexercise systolic blood pressure was evdent ai geryls ersia: e impaired abikty of he hean 10 1eapond lo relex BCHINNIQ

§.
Foliowing kniras enous administration of Lopressor, the unnary 1ecovery of unchanged drug s
approximaialy 10%. When the drug was lnfused over a 10-minule period, in rotmal volunteers,
{mum beta bicckade was achleved al approximalaly 20 minutes. Doses of 5mg and 15mg
& maximal raduction In exerclse-induced hean rate of approximately 10% and 15%,
respeciively, The allect on exarcise heart rale decieased inearly with time at the same rate for
both doses, and disappearsd a1 approximately 5 hoyrs and 8 hours for the 5-mg and 15-mg
doses, raspeci vely.
Equivalan! maximal beta biocking effect is achieved with oral and intravanous doses in the
rabo of approximajely 25 1. R
There is a fnear relationship between the lag of plasma levals and reduction ol exarcise
hean rate However, antinypartensive activity does riot appear to be related to plasma levels
Bacause of variable plasma levals attained wiha givandose and lack o a consisient relaton-
ship of antihypactensive activity to dosa, selection of proper dosape requires individual twration
In saveral stud &s of patients with acute myocardial infarchion, iniravenous fofiowsd by oraf
admnistration of Lopressor caused a 1educhion 1n hean sate, Systolic blood pressure, and
cardiac output Sroke volume, diastohc. blood prassure, and puimonary arery end diastokc
pressure remained unchanged
In patignis with angina pecions, piasma conceniation measured at t hou 1s inearly related
10the oral dose w hin the range of 5010400 mg Esercise heart rate and systolc blood pressure
are 16duced In relation 16 the foganthm of the orat Jose of meiaprotot Tha increase in exercise

capacity and tha reductioninfeff veniricular ischema are also sig y talated 1o the logari

of the oral dos3.

INDICATIONS AND USAGE

Hypenension

L 1ablels are indicated for the reatment of hypertension. They may be used alone of

prasenceal AV block betadlockade may preventihe y faciitatvg effectof sympath
achwity on conduction Be'a, adrenergic blockade resuts n passiva tronchial consiriction by
wmierdencig with @nogenous azrenergi bronchodifator activly n patients subject fo bron-
chospasm and may 'so interlere wilh exdgencus bronchodiators such patients

In contralied chaucat inats Lopressor administered two o four bmes dady, has been shown
10 be an effechve antanginal agent, teducing the number of angina attacks and Increasing
eaeroise lolerance  The Ans 10 used in these siudies ranged tiom 100 ta 400 mg daiy A
conirolied comparatne Chimcaltnal showed that Lopressar was ndistinguishable lrom propra
nolol in the treaiment of anging Leclons

tn a farge {1 335 patests <andomized] double Bhind, placebo controlled cimcal sludy,
Lopressor was shown ia recuce 3 month mortahly by 36% 1 pavants wih suspecied of dehinite
myocardial infarction

Patents ware randomized 11 ruratad as 5000 a8 possible afiar thelr arsival in the hospital,
oGt thait ChvCal condtan b stalabrud ¢ it hemodypamic atus had heen Corefully

In combinaticn wi.h other anthyperiensive agents

Angina Pactorls

Lopressor s indicated in the long-term trealment of angina peclors

fhyocardiai infarction

Lopressor ampuls and tablets are indicaled i the vreaiment ol hemodynamically siable pahents
with daflnite ¢« suspected acute myocardial 10 reduce iar  monalily

T t willy Lop can beiniated as 800n as i panent's thnical condition
allows {ses DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS)

Ahernatively, realmant can begin wihin 310 30 days of the acute event {338 DOSAGE AND
ADMINISTRATICN)

CONTRAINGICATIONS

Hypertensian and Anglna

L opressoc Is cont aindicated in sleie Dradycann, hom) block grantir han fiet dugru, cardio

s upnumna

stimull may augment ihe risks of general anasthasia and surgical procedures

Loprassor, kke other bete blockers, is acompetivve inhibitor of Deta-Teceplor agamsts, and
ts aftects can bs evarsed by administration of such agents, 8 g, dobulaming of 150proterenci
Howaver, such patients may be subject 10 prolracted sevare typotension, Oithculty in re-
stanting and malniaining the hean beat has aiso been raported with beta blockers.

Diabetes and Hypoglycemia: Lopressor should be used with caution in diabetic patients
4 abeta-blocking agent I8 required. Beta blockers may mask tachycardia occurning wiih iypo-
glycamia, but other manifestations such as dizziness and sweating may not be sgrificantly
altscied.

« Thyroloxl Bela gic blockade may mask certain cnical sgns (8 g, tachycar
3) of hypsnhyroldism. Patients suspected of develaping thy Is should be managed
catefully 1o avoid abrupt withdrawat of beta blockade. which might preciprate a thyrod storm
Myocardis! infarstion
Cardiac Fallure: Syinpath U is & vital componeni supponing cuculalory function,
and bela blackade carries the potental hazard of depressing myocardial contractibty and
precipitating of exacerbating mnmal cardiac falure

Durtng treatment with Lopressor, the hemodynamic staius of the patient shouid be caretuly
moniored ¥ heat laiure cocurs of persisis despia appropnate treatment, Lopressor shouid
be discontinued

Bradyeardia: Lopiessor produces A decrease in SIS heart ralg in mast patients, s
decrease is grea.est among patients with igh iniial heart rates and laast among pattents with
Jow Inilal heart rates. Acule myocardiat intarction (particutarly inlariar infarction} may i nsel!
produce Sigrificant lawering of the sinus rate I the sinus 1ale decreases 10 < 40 beats/min,
particularly if associated with evidence of lowered cardrac output, alropine {0 25-0.5 mg) shouid
be administered | ty wilh atroping 1§ ot successiul, Lopressor should
be di d, and cautious on of 1sop | o ) of a carthac pace
maker should be considered

AV Block: Lopressor slows AV conduction and may produce significant first - (P-A interval
2 0 26 sec), secord-, o third-degres hean block Acute myocargial infarction also produces
heart block

i hearl block occurs, Lopressor should be discontinued and atropine-( 25-0 § mg) should
be administeredsnravenously. ff ealment wilh atropine is not successiul, cautious administra
1ion of ssoprolerenol of installation of a cardiac pacemaker shouid be considered

Hypotension: fi hypotension {systolic blood pressurs < 3 mmHg) occurs, Lopressor should
be discontinued, and the dynamic status of the patient and the extent of myocardial
damage carelully assessed Invasive manitoring of central venaus, pulmonary capilary wedge,
and arterial pressures may ba requiced Appropriate therapy with fluids, posilive InoliopC
agants, batioon countarpulsation, or athet treatment modalilss should be lnstitted § hypoten
alof s assoctatec with siruis traciycardia or AV block, hoatmant should b diroring &) sovarsing
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Bronchospastic Diseases. PATIENTS WITH BRONCHOSPASTIC DISEASES SHOULD,
N GENERAL, NOT RECEIVE BETA BLOCKERS. Bocause of its rslative bala selectivity,
Loprassor may be used with exirems caution in patienis with bvomhoupuhc dissssse.
Becsuse It Is unknown 1o what extent bela -stimulsting agenls may sxacerbate myocar-
dial Ischemia and the extent of infarction, t‘uu sgents should not be used prophylacth
catty Hbronchospasm not related
dlscon(muea A(neopnymne devativa ot i
depending on the clinical condition of lm paiienl.
sgonists may produce serlous cardiac arthythmias

PRECAUTIONS

Genarst

L opressor should be used wih caution in patients with impared hepat functon

Information tor Patients

Patients shaula be advised 1o tare Lopressor regularty and continuously, 8s directed, with o
wmmedately fofiowng meals if 3 dose should be mussed. the patient should fake only the next
SChegulee 0058 |winoul 0LubiNg 1) Pabents should noY disconinue Lopressos without con-
sulting the physicran

Patients should be ad.iced {1 to avard operaling autofmobies and machinery or engaging la
othet 1asks fequinng alenness uryl the panent's 1esponse 10 thesapy with Lopressor has been
determined {2} to contact the physkran f any ditliculty s breathing occurs, {3} 1o Inlorm the
physician or gentist before ary type of surgary that he or she 1s taking Lopressar
Labaorstory Tests
Clrucal laboratory hndings may wctude elevated levels of serum ransaminase, alkaling
phosphatase and iaciaie dehydrogenase
Druglnteractions
Catecholaming depletng drugs (8 ¢ feserping) may have an sddriive effect when given wilh
beta blocking agens Paners veated with Loprassor pius & catecholamine depletor should
therelore de closely obsecved lor of hyp of marked bradycardia, which may
produce vergo, syncope, of pastural hypotension.

Risk of Anaphylacnc Reaction Whilg1aking beta blockers, patiants with a bustory of severs an-
aphylachc (eactian 1o a vanety of allergens may bé more reactive la repeated challenge, aither
acodental, Gagnostic, of Inerapeulc  Such pabenis may be unresponsive 1o the usual doses
ol epingphnng used 10 treal allergic reacton
Carcinpgenesis, Mutsgenesis, impairmant of Fertitity
Lory lerm studes n anmals have bean conducled 10 svalyale cartinogenic potential. Ina
2 yoar siudy nrats ai tnree oral dosage Iovﬂs of upto 800 mokg per day, there was no
inctease in the development of spoy g benign of malgnant neoplssms
of any type The only hiswlogic cnanqns M aopmed 10 be drug refated were an
ncreased ncdence of generafly mild local lation of loamy phages in puime-
nary alveoh and 3 shgh increase in bibary hyperplasia Ina 21-month study n Swiss albino
mice at three aral dosage levels of up o 750 mg/kg per day, benign lung tumors (smatl ade-
nomas) occured more frequenty n lemale mice recewing the highest dose than in
unueated controt anmals There was N NCrease »n malignant o 1o1al (benign pius malig-
nant) tung tumors, n e in the overal ncidence af tumars or malgnant tumors, This 21-month
study was repeated n CO 1 mice, and no stanstically or biologically significant ditterences
werg obsarved betmeen lrealed and control mice of edher sex for any type of wmor.

All mutagenicity 1ests parformed {8 dominant lethal study n mice, chromosame studias in
somatc celis, a Salmpnella m. ! genicity 1es, and a nucieus anomaly
last 11 SOMAUC inlerphase nucle: wers negatve.

No evidence of impared tertibty dus 10 Loprassor was observed in a study perlarmed ln rats
al doses up 10 55 5 imes 1he maximum daly numan dose of 450 mg
Pregnancy Category C
Lopressor has been shown 10 nCrease p p loss and d it survival in
rals a1 coses up 10 §5 5 imes he manmum dasly human dose of 450 mg Disinbution studies in
mice contrm axpasuce of the letus when Lopressor 1§ administered lothe pragnani animal. Thess
siudies have revealed ng e wdence of impasred fartilty of teratogenicity. Thete are no adequate
and wel controlieq sluthes 1n preqnant women Because animal reproduction studies are not
always predictve of human tesponse this deug should be used during pregnancy only if early
needed
Nursing Molhers
Lopressor s excrgted in treast mdk e v small quantty An infant consuming t Wtar of breast
mik daly would feceve & dose of less than § mg of the drug Cautian should be exercised when
Lopressor 1s adminstered 10 a nursing wonan
Pediairi: Use
Salely and effecieness 1n chicren have nof been established

ADVEASE REACTIONS
Hypertension snd Angina
Mos! adverse effects have heen mikg and iransient
Central Necvous System: Tredness and diziness have occuried in about 10 ol 100
patents Depression has been teporied 1n sbout 5 uf 100 panenis Mental confusion and short

term memory koss have been reporied Headache ngl ,and | have aiso been
reporied
Cardiovasculas. Shonness of breath and brady\,amza have d in app ity 3 of

ongmm heart fafture occurs, Lopressor should be - -

Respirstory: Whesting (umspasm) ad dyspnea have been reported ln about 1 of 100
patiants {se¢ WARNINGS).

Gastrolntestinal: Olarrhea has occurredin about ot 100 patiants. Nausea, dry mouth, gastric
pain, constldation, fatulence, and heanburn have been reporied in about 1 of 100 patlents.

Hypomntmw Reactlons: Pruntus of tash have occurred about $ o! 100 patients
i pﬂuduls has aiso been reported. — -

we's 55258 has besn repottett In fower 'Jzan ! of 09 000 patients

Musculaske'etal pain, blurred visian, and ﬁnmlus have also been leponed

- There have beon rare teports of e alopecia, agranuiocytosie, and dry eyes, Oiscon-
tinuation af the drug should be considerad ¥ any such reaction is not otherwise exphicable.

The oculamucocutaneous syndroma asseciated with the beta blackar practolot has nat been
raported with Loprassor.
Myocardiai tnfarction
Conml Hervous System: Tu edness has taen reported Inabout § of t00patents. Verigo, slaep

halk lons, h visual disturb f and reduced

|Ib!do have also been reponad but a drug mlationship Is not clear
ized conparison of Lopressor and placebo described in the

in the
CUNICAL l‘HARMACOLOGY section, the following adverse 19aclions were reported
Lopressor Placebo

Hypotensioy 27 4% 23 2%
(sysiolic BP < 90 mmHg)

Bradycacdia 15 6% 67%
(hetri raie < 40 beats/min)

Second- of 1% &%
third-cegrea heart block

Firsldagres §3% 18%
heart block (P-R 2 0 26 sec)

Hear fadury .- 215% 20.6%
Respiratory: Dyspnea ol p y ongin has been reported in fewer than 1 of 100 patienis.

Gulrolnmﬂnal Nausea and abdominal pain have been reported in fewar than 1 of 100
patents
Derratologic: Rash and

d psonasls have baen reported, but & drug telationship 1
nol clear. '

Miscalizneous: Unstable diabetes and claudication have been teported, bul a drug selation:
ship is not Cloas,
Potentlat Adverse Resctions
A vavlety 0t advacse reactions not listed abave hava.besnaparted with otherData-adiensigic
biocking agents and should ba considered poteniial advom teacmns ta Lopressor.

Conlmlmrvou: System: R ibig mental d prog| g lo an acule
bl haractertzed by lol time and place, shon lorm memary Y0ss,
omolaon.l {abihy, sightly cloudied and d part o neurapsych
cmlomcular (nxans-(manm ol AV block (see CONTRA!NDICATIONS)
Hernatologle: Ay ylopenic putpura, bocylopenic purpura
Hyporsensitive m.eﬂoanovel combingd with aching and sora throal, laryngospasm, and
anwydimm"- . R e R
OVERDOSAGE
Acute Toxfcity
Several casss of overdosage have baen reponted, some leading to death.
Oral D" s (mg/kg): mice, 1158-2460, rats, 3090-4670.
Signs tad Symptoms
Potantial signs and symp d wih overdosage with Lop arg bradycardla,
fypotensicn, bronchospasm, and cardiac fature
Tresiment
Thete is no specific angole

in general, patients with acute or recen! myocasdral infarction may be more hemody-
namically jnstable thaA oiner panents an¢ should be ireated accordingly (see WARNINGS,
Myocardal Infarction}

On tha 2asis ol the pharmacologic acrons of Leptessor, the lollowing general measures
should be employed.

Ellmination of the Drug: Gasing lavage should be performed

Brodycardls: Atopne should be d I thare 1s no response lo vagal blockade,
1s0protese 0} Should be admirustered cautiousty.

Hypotenalon: A should be ad 0,80 .k of top

Broneh A beta; tating agent snd/or a theophytine d should be adimin
istered

cmm Fallure: Adigttalis g!yooslde and duretic should be admm\md Inshock :esullmg
from i cardiag ¢ i of doby !, of glucag

may be congidered. 1+ e+ 1y \
DOSAGE AND ADMINISTRATION

100 patients Cold extramities, anenal ins:thciency, usvatly o! the Raynaud type; pa'puations,
congesive hear fadure penpheral dema, and hypo'ension have been repored nabout t of 100
panents {See CONTRAINDICATIONS, WARNINGS, and PRECAUTIONS }

dviduaized L

should be should be taken wilh of immed-

ﬂlwrwsago of Lop
algly lollowing meals.
The usual initkal dosage ls 100 mg daty In. single or divided doses, whethet used aloné o

. added 10 a ciuratic, The dosage may be increased al weekiy (o longer) iniervals unti optimum

blood pressurs raduction Is achieved. in general, the maximum altect of any gven dosage leve!
will ba apparant aar § wesk of therapy. The sHfective dosage range is 100 10 450 mg per day

Dasages abova 450 mg per day have not bean studied While once-gaily dosing s effactive and
can maintain & in blood p hout the day, lower doses {especially 100 mg}
may not mainiuin a full effect &l the end of he 24 -hout penod, and farger or more frequent
dally dosas may be required. This can be evaluated by measuing blood prassure near the
end of the dosing Interval 1o determing whether sanslacsory control is being masntamed througn

out the day. Bela, selectivity duminishas as the dose ol Lopressor i ncreased

Anging Pw\om
The dosage of L should be induvid d. Lop should be 1aken with ¢f immed:
ately following moals
The usua! fnntial dosaoo Ss 100 mq danly, oven in two divided doses The dosage may be
di i chnical has b ¢ of there

waeklyintervals p
ls pmnouncod siowing of the hear rate Thc eftective dosaga range is 100 to 400 mg per day
Dosages above 400 mg per day have nol been studied if veatment is o be discontinued, the
dosage shculd be reduced gradually over a penod of 1-2 waeks (See WARNINGS )
Hyocardis; infarction
Esrly Troaiment: During the early phass of definiie of suspected acute myocardial infarcton
lraatment with Lopressar can be inhated as soon as possible afier the pabient s amval in ite
hospltal Such traatment should be initiated in a coronary carg or Similar unit immediately aher
the palient’s hemodynami has stabi

Teoatment « this early phase should bogm with the inlravenous adminisiration of three boius
iny of Smgof Lop sach; the injections shauld be given at approximately 2-minute
intarvals. During the intravenous adnumslranon of Lopressos, blood pressure, hear rate, and
lectrocardiogram should be carelully monitared

in patients who tolsrate the full ntravenous dose {15 mg), Lopressar lablets, 50 mg every 6
hours, should be intiated 15 minules afler the last mlravonous dose and conbinued for 48hours
Thersattsr, patients should Teceive & maintenance dosage o! 100 mg twice dally {see Late
Troalmen! below).

Patients who appeas not ta lolerate the lult Intravenous dose should be staried on Lopresso!

tablets aither 25 mg of 50 mg every § hours (depending 6n the degred ol intolerance) 15 minutes
alter the last inravenous dose of 23 soon as thew clinical condibon aliows In panents with
severa inicl 3 with Lop shouid be di d {$e8 WARNINGS)
Late Traaiment: Patienls with contraindications fo wrearment during the early phase of
suspacted or definite myocardial infarciion, patents who appear not 10 lolerate the full eary
Wreaiment, ani patients in whom the physician wishes to detay therapy lor any other reason
should ba started on Lopressor ablats, 100 mg twice daily, 8S 500N as Jheu chr.cal cond ton
sllows, Tharagy thould be continued for at least 3 months. Although the efficacy of Lopressor
beyond 3 months has not been conclusively esiablished, data from studies with other beta
blockets sugges! that reaiment should be continued for 1-3 years.

Note; P 1 drug products shoutd be & ted visually for particutats mattet and
discoloraion prior 1o ldmlnlo!nﬁom h lution snd inet parmilt,
HOW SUPPLIED
Tabiats 50 mg — capsule- thapod bloanvex, pink, scored (nmplbmed GEIGY on one side ang
. 51 twice on the scored Ssdc)
Bottles o 100w . . Lo e .. NDC0028-0051-01
Bolttes @1 1000 ... .. ..o i . . NDC 0028 0051 10
Gy-Pak™ ~ One Unh
12 bo'ties - 60 1ablels each . NOC 0026-0051 73
. 12 botties ~ 100 tablets each .. . . NOC 0028-0051-65
Unig Doss {bilster pack)
Box of 100 (sttips of 10} ... NODC 0028-0051-61

Tadlets 130 mg —~ capsule chapod blconvu uqnt bluo scmo (lmpnnlod GEIGY on one
side and 71 twice on the scored stde)

Bomes of !00 . NDOC 0028 0071 Ot
Bomes%! .. NDC 0028 0071 10
_ Gy-Pak” - OM U ]
12 bottles - 50 tablats sach . NOC 0028 0071 73
12 bottles - 100 tablels eack . NDC 0028 0071 65
Unit Dose (blister pack)

Bex of 100 {strips ol 10} . NDC 0028 0073 6!
Sampios, when avaliable, are tdanuﬁad by the Wﬁfd SAMPLE appeartng on aach tablet
Store batwaen 59°-86° F (15°30°C) Protect from mofsture
Dispansa in tight, Kght-rasisiant container {USP)
Ampuls 5 mi —~ each containing § mp of metoproiot tartrate
Tray o1 4 packs of 3 ampuls . . .
Do not siore above 86°F (30°C) Pro(oc( from hqm

NOC 0028 4201 33
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