INJECTION/TABLETS
BLOCADREN™

(timolol malcate, MSD)

RLOCADREN® (umolol maleate. MSD) is a4 beta-adiencrpic
receptor bocking apent. BLOCADREN s wsed for the treat-
ment of essential hypertension (inclnding the hyperkinetic heart
sndrome) and for angma pectors due to ischemic heart
hscase

BLOCADREN reduces hlood presswre withont acute hypoten-
ave eprsodes i most patients with essen hypertension
N OCADREN does not altect normsfl Mond presenre

BEOCADREN effectively delays o prevents the development
of anpmal pain i most patients 1 acts by moditying the car-
e Tesponse 1o stress oF erercise.

MLOCADREN has heen shown to he highly eftective in reduc-
ing, the incidence of cardiae death, including sudden denth, and
of renfarction in patients who have survived the acute phase of
i mye infarcion

BEOCADREN is also indwated m the prophylactic treatment
of patients with common and classic migraine i which 1t cffee-
tively reduces the mcudence of cks, s well as m the treate
ment of supraventricuty hythmia - paroxysmal ateind tachye-
ardha, and atnal fibl

on

INDICATIONS

BLOCADREN it Indicated in:

o Pasentinl hypertension  (including  the  hyperkinetic heart

syndrome)

Anpina pectons due to ischeme heart di 3

Tschemie heart disense 10 rediee intarct size i patients i the

early phase of acute myocardial infarction Therapy is in-

ivated with intravenons BEOCADREN and followed with

tablets

Tschemie heart disease to redwee the sk of cardioe death

inchiding sudden death. and remtarction in those who have

irvived the acute phase of myne infarchion
raventoicular arrhythmias: paroxvsmal atnal tach

Al fibollation.  Therapy mitiated  with e
NEOCADREN and followed with tablets
@ The prophylactac treatment of common and classie migrivine

DOSAGE AND ADMINISTRANION

Hypettension

The initi. wape s 10mp a4 day piven orally in a single or
divided dose. Depending on the response of the pa
creases in dosage can he made 10 a mavimum of 6hmg
Darly dosages above 20mg shoukd be given on a divided dose
whahile

Stties have shown that when BEOCADREN is tered

Paroxysmal atrial tachveardia and atrial fibrillation

The recommended imnal dose 15 1 mg intrasenoushy followed.
i necessary. by o second and a thied dose of | mp intrasenonsly
each at 20 minutes infersals Treatment may be continued with
fahlets BEOCADREN at o dose of 10mg twiee 2 day, the in-
il dose 1o bhe admmistered 1 honr after the Last imtravenous
one

In nis with striad fibollation or flutter. trestment may bhe
mitited with Tablets BLOCADREN ot 4 sinenng dose of
10 mg twice o diny which may he adpsted upward to W mg twice
a dav, hased on clinkal response.
Migraine

The recommended dosipe in the prophy
mon and classie m
once o day

ie treatment of com-
ine s 1 mg 1o 20mg admimistered orally

CONTRAINDICATIONS

® Mrenchosaem (mchiding bronchul asthmay, or a hetory of
bronchospasm. or severe chromie obstrictive  pulmonary
diease

® Sinns hrady, J

& Aroventricnlar hlock

® Overt eardine tailure (see PRECAUTIONS)

e Cardiogeme shick

@ Hypersenstmaty to any component of this product

PRECAUITIONS
Cardinc fallure
Sympathetic stimulation may be essential for support of the
circulation in individuats with diminished myocardial contrac-
thty, and s mhibinon by beta-adrencigie receptor Mockade
) more severe Bnlure Althongh heta-blockers
should be avoided i overt conpestive heart fathure. they can he
! on n patients with a history of
e who are well.compensated, nsually with digiahs and
dinretics. Roth digitalis and timolol malente slow AV conduc-
fion I cardiac failore persisis, therapy with BLOCADREN
shonkt he withdinwn
In patlents without a history of cardiac fallure
Contin depression of the myocnrdiom with heta-hlocking
agents a4 period of time can, in some cases, lead to cardia
At the tirst sipn or symplom of .
receiving BEOCADREN should he digitahzed andior be piven
a divretic, and the response obeerved closely I cardiac tndure
continies, despite adequate digitahization and dwretwe therapy.
HEOCADREN should be withdrawn
1

concomitantly with MODURETIC (S0 mp hydvon blorothiazude
amd Smg amaboride O the magonity of patients will respond
A rcpmen of 10 ot Mg of REOCADREN given orally

I
omee danly and one tablet of MODURTTIC
BEOCADREN may also be wsed with thiazides, hye

lazine, or

methyklopa. Dosage adpstments a My require

For concomitant use with cateche depleting drnps such

as reserpne o prancthidine, see PRECAUTIONS

Angina

Fherapy shonkd be imturted with Sinp orally two or three tunes

aday Depending on the symptomatie response, pulse ate, and

Bood pressure, increases in dosape may he necessary The first

incrense should not exceed 10mg per day in divided doses.

Suobsequent increases shoukd not 1S mg per day in div-

wed doses. There shoukd be an inferval of at least three days

between increnses in dosage.

The usual dosage range of RLOCADREN is 1Smg 1o 45m)
day. The majority of paticnts respond to # daily dosage 15

Smg to 4Smg

Reduction of Infarct size

The recommended initial dose is | mp intravenousty followed 10

minutes later by another intravenons dose ofl mg. Whenever

possible, therapy showkd be initiated within the first six hours of

the onset of pain, and continued for 24 hours with an intra-

venous infusion at the rate of 0.6 mg/hr. After the first 24 hours

treatment may be continued with tablets BLOCADREN at a

dose of 10mg twice a day

Proph: e

une In lschemic heart disense
The usual dosage for long-term prophylactic use in patients
who have survived the acute phase of 8 myocardial infarction s
10mg orally piven twice daily

iy
Wetaadienerpic Bockade may mosk certain chinical signs
tachyeandia) of hyperthyrondiom tents suspected of deve
g thyrotovicasis should he manaped caretully 10 avoid abipt
withdrawal of heta blockade which might precipitate a thyrend
storm

Fxncerhation of lchemic heart disease following abrupt
withdrawnl

Hypersensitinty 1o catecholimmes has been obeerved in pati.
ents withdrawn from heta-blocker therapy: evacerbation of an-
pina ard. in some cases. myocardial infarction have occurred
after abrupt discontinuation of such therapy. When disconting-
ing chromcally administered timolo!l maleate particularly in
patientc with ischemic heart disease, the dosage should be grad.
nally reduced over a period of one to 1w weeks and the patient
should be carcfully monitored. Il angina markedly worsens or
acnie coronary insufliciency develops. timolol maleate adminic.
tration should be rei d 1 ptly. at feast r 1y,
and other mensures appropriate for the manap t of wnst-
able angina should he taken. Patients should be winrned against
interruption o dicontinnation  of  therapy  without” “the
physician’s mlvice  Because coronary artery discase is common
and may he unrecognized. it may be prudent not to discontinue
timolol maleate therapy abruptly cven in patients treated only
for hypertension,

Major surgery

The necessity or desirahility of withdrawal of heta-blocking
therapy prier to major <urgery is controsersial Weta.adrenergwe
receptor hlockade impairs the abilty of the heart to respond to
heta-adrenerpically mediated reflex stimuli This may augment
the risk of general anestheeia in wrgical procedures. Some

ents recerving beta-adrenergie receptor hlocking agents ,:-‘\t‘




Been sbyect to prot scted
Iittwnlty m res
)

e hvpotenson dunmg wnesthesia

et adienerpre e
T necessary dunmg supeny the effects of beta adiencrpie block
my apents may be reversed by sullcient d s ol sich aponists
as soproterenol dopamime, dobntamme or levarterenol (see
OVERDOSAGH)
Mabetes mellitus
REOCADREN should be admmistered with eantion to
shject o spontancons hypoplycemian, or to dubetic o
(espevially those with labile diabetes) who are reecivi
or oral hypoglycemic agents Betnadrenerpic receptor ‘vﬁ-lmg
apents  may mask  the  sgns and  symploms  of  newte
I pophvee
Tmpaired hepatic or tenal function
Since BEOCADREN  partinlly metabolized in the liver and
cxcreted mainly by the kidneys, dosape redictions may he ne-
cessny when hepatic and/or tenal insufficiency is present
Dosing In the presence of my re
Althouph the ph okincties of REOCADREN are ot prea-
1y altered by renal impairment, marked hypotensive responees
have heen seen in patients with markal renal impanment
nederpomp dulves alter X me doses Dosing - such patients
shonkd, the c be espovally cmtions
e weakness
drencrpie blockade has heen reported 1o potentiate
weikness consistent with ain myasthenie symploms
(e.p . diplopia, prosis, and pencralized weankness). Timolol has
been reported rarely toincrease muscle weakness in some pati-
ents with myasthenie symptoms
Cerchrovascular InsufTiciency '
Bovanse of potentinl eflecte of hetaadienergie Mocking apents

whane 1o blood pressure and pulse. these agents should be
wsed with cantion m

LU

observed, comideration should be given to dise

There have heen reports of o comp T
skan rnsh, conpunetivitis sieen, onitis, amd selerosing
wtnhated 1o the hetneadiencrpie teceptor Mocking apent pose
This sindrome has not been aeported  with timolol

Pregnancy

There are ne adeguate and well controlled stiudies m pregnant
women NEOCADREN should be userl daring pregnancy only
if the potential henefit gustifics the potential nisk to the fetus
Nursing mothers

Nevanse of the potentinl for seriovs adverse reasctions from
olol in nursing infants, a0 devision choukd be made whether to
discontinue anesing or 1o discontinge the drip, taking into ac-
connt the importance of the diug to the mother.

Pedintric use

Satety and ellectiveness i chiklien have not been established

DRUG INTERACTIONS

15 recommended  when
OCA patients receiving eatecho.
famine depleting drnps such as reserpine, beeanse of possible
addinve ctiects and the production of hypotension
ke bradycandia, which may produwce vertigo, syncope,
el hypotension
Non steroldal antl-inflammatory drugs
Attenuation of the antihyfhertensive effect of beta-adrenoceptor
hlocking agents by non steroi ant-inflammatory drogs has
heen rctmu! When using these ngents concomitantly, patients
shoukl be obscrved carcfully to confirm that the desired thera-
pentic effect has been obtained.
Calclum antagonists
Oral cakiivm antagonists may be used in combination with
heta-adrenergic blocking agents when heart function is normal,
bt should be avoided in patients with impaired cardiac
function,
The potential exists for hypotension, AV conduction distur-
bances, left ventricular failure to occur in patients recciving
a beta-blocking agent when an oral calcium entry blocker is
to the treatment regimen. The nature of any cardiovas-
cular adverse cffect tends to depend on the type of calcinm
Mocker vsed Dihydropyridine deri . such as nifédipine,
may lead 1o hyy ion, whercas il or dilti have a
greater propensity to lead 1o AV conduction disturbances or left
ventricular failure when used with a heta-blocker.
Intravenous cakcium entry blockers should be used with caution
m paticnts ing heta-ad gic blocking agents.

Digitalis
wlrencigic blockimg agents and

The concomitant wse of be

dipttalin with esther diltizem or verapoml may have additive
eflevts an prolonging AV conduction ime

SIDE EFFECTS
BLOCADREN s usially well tolerated in r’“r‘”h selected
patients Maost sde effects have been mild and transient
i Latigue. headache, chest pam, ex-
cvercrse tolerance weipht Toss
fn, cardine arrest, cerchral viecul e

acodent, palpitation. archythmia, AV block (2nd ot Yrd de.
prec), sinoatrinl bk, syncope,  hypotension, edema. pul
monary edema, cardiae finlure, Ruynand’s phenomenon, cold
hands and feet, clandication, worsening of arterial insulliciency,
worsening of ungina pectoris, vacodilatation

Digestive:

dyspepsin,  nausea,  vomiting,  diarrhea,

yperplveemin, hypoplveemin

Integumentary: rash. prunitus, skin jtritation, increased pig-
mentation, sweating, cxfe ve dermatins

Musculoskeletal: arthe
Ner System:  duziness,
weakness

Paychiatric: nervousness, diminiched concentration. halluei-
mations, mghtmares, increased dreaming, insomnia, depression,
somnolence, decreased libido
Hematologic: non thrombocytopen
Resplratory: dyspne v L
Special Senses: tinnitus, visual duturbances, diplopin, ptotis,
cye irtitation, dry eyec

Urogenltal: impotence. mictnntion difficultics
Clinlcal Laboratory Test Findings: Clineally impo
pes m i laboratory parameters were y
with the ation of REOCADREN. Shght increases in
nitrogen. serum potassinm, and serum une acwd, and
se< in hemoglobin and hematocrit occurred. bt
were not progressive or associated with clinical manifestations

verigo,  paresthesia,  local

AVAILABILITY
BIEOCADREN s e 1in scored tablets containing £.10 or
1Smp cach of time maleate, and intravenous injection
028 me'ml of timolol maleate

Manufactured in Zouk Mosbeh Lebanon by
ALGORITHM S.A.L.

Under License

From Merck & Co. Inc. Rahway, New Jersey, USA.
® Registered Trademark of .
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