of impending cardiag Grilure, patients should be fully digitalized and/or be given a diuretic. and the response observed closely. If cardiac
failuse continues, despite adequate digitalization and dinvetic, therapy with lnbmalo:l shonld be w:u:d:wu {zrachually if possible). Ischemic
Heart Disease Angina pecioris has not been reported upon labetalol di However, 12 abrupt tion of therapy with
sotme beta-blocking agents in patients with coromary artery disease. exacerbations of angina pectois aud in sarne cases. myocardial
infarction have been reported, Therefore, such patients should be cautioned apamst interruption of therspy without the physician's advice.
Even in the absence of averl angina pectoris, when discontmmation of labetalal is plarmed, the patient should be cavefully chserved and
should be advised to limit physical activity. If angina markedly worsens or acute corcaary msufficiency develops, labetalo] administration
should be

paradoxical lypertensive responses have been reported in a few patients with this tumor; iherefore, use caution when admingstering
Iabetalol to patients with radoxical hypertensive responses have been reported in a frw patients with this tnmor: therefore. nse caution
when administering labetalod to pitiznrs with pheochromocytoma, Diabetes Mallims and ﬂypog]yn.emna Beravaﬂr«mgrc blockade :nay
prevent the e of ¥ signs and ez, ia) of acute Inypop This is esp ¥

Tabile disbetics. Beta-blockade also reduces the release of insulin hl respume 1o hypmgiyomuu 1,! mm-' therefare be necessary o nﬂJlls1 he
doze of anti-diabetic drags. Major Swgery The necessity or herapy prioe to major surgery is
controversial. Profected severe hypotension and difficulty in resramug or mnmtnulu:z a heartbeat hu\.: been reported with beta-blockers.
The effect of labetalol alpha-adrensrgic activity hias not been evaluated in this setting, Several deaths have occurred when labetalol HCI
injection was used during surgery {including when used in cases to control bleeding). A synergism between labetalol and halothane
anesiliesia hins been shown Ripid Decreases of Blood Pressure Cantion must be observed when reducing severely elevated blood
pressure. A number of adverse reactions, inclnding cerebral infarction, optic nerve imfasction, angina, rnd ischemic changes in the
electrocardiogram, have been reported with other agents wlhen severely elevated blood pressurs was reduced over time courses of several
howrs to as long as 1 or 2 days, The desired bleod pressure lowering should therefore be achieved over az long a period of time a4 iz
compatible with the patient's slatus.

PRECAUTIONS: General: Impaired Hepatic Function may dimimish metabolism of labetalal. Following Coropary Artery Bypass
Surgery In one uncontrofled study, patients with low cardiac indices and elevated systemic vascolar resistance following intravenous
Inbetalol expertenced significant declimes in cardiac outpar with lifrle change in systemic vascular resistance, One of hese patienrs
developed hypotension following Iabetalol HCL treatment. Therefore. use of labetalol shonld be avoided in such patients. High-Dose
Labelalol HCL :\dllmu:slnllm: uI‘ up lcl ig p=| day ﬂs an imfision rm wp 1o 2 o 3 diays Iuﬁ hem anecdotally reported. several patients
experienced b at postural b id 58%) is likely to ocow if patients are
tilted o1 allowed to assume the upu_ghl posmou within 3 hmusofucm\m labetalol HCL injection. Therefore, the patient's ability to
tolerate s upright position should be established before pennitting any ambulation, Jamdice or Hepatie Dysfunetion. Infonnation for
Patients: The following information iz infended to aid in the safe and effective use of this medication It is not & disclosure of all possible
adverse or infended effects. During and immediately following {for up to 3 hours) labetalol HOL injection, the patient should remam
stpine. Subsequently, the patient should be advized on how to proceed gradually to become ambulatory, and should be observed at the
tirne of first ambulation., Drg Interactions: Sines labetalol HCL irgection may be administersd to patients alréady being treated with other
medications, including other antilyypertensive agents, careful monitoring of these patients is necessary fo detect and treat prompthy any
umckesired elfect lrom concomitant admingstration. The contritution of each of the treatments 1o this sdverse reaction is wiknown but the
possibility of a drug interaction cannot be exclnded. Drugs possessing beta-blocking properties can blunt the tronchoditasor effect of beta-
receptor agonist. dnigs in patients with bronchospasm; therefore, doses greater than the normal antiasthmatic dose of beta-agonist
bronchodilator drsgs may be required. Choetiding bas been shown o fncrease the bi il of labetalal arally. Since
this could be explained either by enlianced absorption or by an alteration of hepatic metabolism of labetalol, special care should be used in
establishing the dose required for bloed pressure contrel in such patients. Synergism has been shown between hialothane anesthesia and
intravencusly administered labetalol. During controlled hypotensive anesthesia using labetalol in asseciation with halothane, high
concentrations {3% or above} of halothane should not be wsed because the degree of hypotension will be increased and becanse of the
possibility of a birge reduction in cardiae output and as increase in central venons presane. The anesthesiologist sdloulul be informed when
a patient is receiving labetalol. Labetalo] blunts the reflex duced by nitroglycerin without p 1 ive effect.
1f labetalol 15 used with nitroghycerin n parients with angina pecions. additional antihypertensive effects mny ocmr c‘1re s,hnuld be taken
if [abetalo] is used concomitantly with calcium antagonists of the verapamil type. When drug products that are alialine, such as

i i, have besn i1 willi labetalol, o wiite precipitate las been noted. Therefore, these drgs should not
be administered in the same infusion line. Risk of Anaphylactic Reaction While taking beta-blockers, patients with a history of severe
anaphylactic reactions to a variety of allergens may be more reactive to repeated challenge, either accidental, dingnostic, or therapentic.
Such patients may be unresponsive to the usnal doses of epineplirine wsed to treat allergie reaction,. There are no adequate and well-
controlbed stdies in pregnant women. L.nbﬁa]u] should hc wsed during pregnancy mh if the potential benefit justifies the potential risk fo
the fetus. N ic Effects: 1 ia, and jom have been reported in infamls of
mothers wha were treated with Jaberalal fas Typertension d\umg p:c;maucy Labor and Delnery Labetalol given to pregnant women
with hypertension did not appear to affect the usual course of labor and delivery. Nursing Methers: Small amounts of labetalo]
{approsimatel y .004% of the matermal dose} are excreted in human milk. Cantion should be exereised when labetalol HCL injection is
administered to a mrsing woman, Pediatric Use: Safety and effectiveness in pedintric patients have not been established.

ADVERSE R CTIONS:

Labatalol HCL Injection is usually well tolerated. Most adverse e ffects have bm mild and transient and in controllad trials involving 93
patiaats did not require labetalol v ie posmral 1 58%) 18 Hikely to oceur if patients are tited or
allowed to assmna the upright pozition within 3 huuﬂ of raceiving Iahemln] HC1 injection. Moderate hypotenzion ocewred in 1 of 100
patients while supine. Increased sweating was noded in 4 of 100 patients, and Mushing occurred in 1 of 100 patients. The following al!u
were reported with Labetalol HCI injection with ihe incidence per 100 patients 5 ot © System Ve 1

1. Central nnd Periphernl Nervous Systems Dizziness in 9: tingling of the scalp/sk i and vertigo, 1 each.
Castroturestinal System Nausea in 13 vomiting 4. dyspepsia and taste dastornion, 1 each. \d.e[ulloht Disorders Transient dncrenses i blood
urea nitrogen end senum c,malln.lm levels occurred in of 104 pa!lcuts these were asancmcﬂ with drops in bload pressire. generally in
patients with prior renal F itric Disorders i + System ing in 1. Skin Prudius
in 1. The incidence of adverse reactions depends upon the dose of Iabetnl.ol HCLIn ad.dl!.lm a number of other less common adverse
events have besn reporfed: Cardiovascular Hypotension, and rarely, syncope, bradycardia, heart block. Liver and Biliary System Hepatic
necrosis, hepatitis, cholestatic jaundice, elevated liver fanetion tests. Hypersensitivity Rave reports of hypersensitivity (2g. rash, urticaria,
pruritus, angioedema, dyspnen) and anaphylactoid resctions. (The oculomucocutaneons simdrome associated with the beta-blocker
practolol has not been reported with labetalol HCI during v iomal wse and foraign ing experience, Clinteal
Laboratory Tasts: Among patients desed with labetalol HC tablets, there have been reversibla incresses of serum transaminases in 4% of
patients tested, and more rarely, reversible increases in Mood wrea.)

CONTRAINDICATIONS:

Labetalol hel mjcclum is :nmrmmhcahm in b(uuchudl].a[urs asthma. over cardiac failure, preater than first degree block. cardingenic
shock severe otlier d with severe and prolonged hypotension and mpatient with a history of
hypersensitivity to any c,mnpumm of the product. Beta Blockers, even those with appropriate cardioselectivity should not be used in
pateints with a history of obstrictive airway disease including asthma.

OVERDOSAGE:

Overdosage with labetalel HCL injechion causes excessive hypotension that is posture sensitive, and sometimes, excessive bradycardia,
Patients should be placed supine and their legs raised if necessary to improve the blood supply to the brain. If overdosage with labetalol
HC follows aral mgestion. gastric la\ age or p]\nnnm:cﬂomcal!y induced emesis (usm@. syrup of ipecac) may be useful for removal of the

drig shartly .nﬂeu angestion. The fi 2 shonld be ryed if necessary: Excessive bradycardim-adimpister
atropina or Cardiac faih ni a dipitalis gl ide and a divretic. Dopamine or dobutamme may also be neefial
Hyp d P e, pinepl: Thers b gl log endelu.e tlmt norepinepiiring may e 1'|e drug of
choice. Bronchospasm-administer epinephrine and'or a0 acrosolized betaZ-agomist. In zevere beta-biock

overdose resulling in hypotension and‘or tradyeardia, glucagon hiss been shown 1o be effective when administersd m Targe doses (5 1o 10
mig rapidly over 30 seconds, followed by continuous infusion of 5 mgr that can be reduced a3 the patient improves). Neither
hemodialysis nor peritomenl dinlysis removes a significant amount of labetalel from the genernl circulation (<1%). The oral LD30 value of
Tabetalol HCL in the monse is approximately 600 mg'kg and in the rat s greater than 2 gkg, The intravenous LS50 in these species is 50
to 60 me/la.
PRESENTATTON:
Labetalol hydrochloride Infection § ma/mL is supplied in: 4 ML{20 ML} (100 mg) in & clear glass amponle.

Storage: Store in conl & dark place Protect from light, And Retain in carton until time to nse, Impraper Storage may deteviorate
the product

Medicine: - Keep ont of reach of children.
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% Labetalol Injection IP
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Composition: Injection

Ench ml contaimns:
Labetalol Hydrochloride i Smg

Water For Injection P 0.5
Description:
Iaberalol injection, TP 15 an adrenergic receptor blocking agent that has bodls sel alphal ic and lective heta-

adrenergic receptor blocking actions in a single substance. Labetalo] is a sterile solution of labetalo] hydrochioride in water for
injection, Labetalo]l HCI is 3 white er off-white powder, soluble in water, Labetalol hydrochloride injection is a clear, colorless to
light yellow, aqueous, sterile, isotonic solntion for intravenous (IV) injection, It has a pH rangs of 3.5 o 4.5, The struetural fornula

of Labetalol Hydrochloride is =
,rérl

Labetalol Hydrechlonde

CLINICAL PHARMACOLOGY

MECHANISM OF ACTION: Labetalol HCl combines both selective. competitive, alpha-1-adrenergic blocking and nonselective,
compatitive, beta-adrenergic blocking activity in a single substance. In man. the ratios of alpha- 1o beta-blockade have been
estimated to be approximately 1:3 and 1.7 following oral and @ igavenons {[\f)m]mnmmanm respectively. The pq mcuml
physiologic action of labetalol is 1o petitively block ad I of - [ within the 3l
and within brenchial and vascular smoodh musele (f2- 1eceplurs) aml al=receptors within vascular smooth muscle Tlus uauw; a
decrease in systemic anerial blood pressure and systemic vascular cesistanee without a substantial reduetion m resting heart rate,
cardisc outpd, or stroke volume, apparently because of its combined o= and P-adrenergic blocking activity.
PHARMACODYNAMICS:

Labetalol is a selective alpha-1 and non-selective beta adrenermc blocker used to treat high blood pressure. [t works by blocking
these adrenergic receptors. which slows sinus heart rate, decreases peripheral vascular resistance. and decreases cardiac output.
Labetalol has two asymanetric centers and therefore. exists as a complex of two di i ric pairs. The capacity of
labetalol HOL to bleck alpha receptovs in man has been demonstrated by attemmation of the pressor effect of phenyleplirine and by &
significant |cdncnnn of the pressor r!:spoml: caused by immersing the hand in ice-cold water (“cold-pressor fest”). Labetalol HC] s

betal -receptor blockade i man was d d by a small decrease in the resting |IvEl'll1 rale, ion of
by isoproterenal nre)(eicme. and by ion of the reflex ia to the 1 duced by amyl nitrite. Flem"-
receptor hlockade was di d by inhibition of the i I-induced fall in dmsetnhc blood pressure. Both the alpha- and

beta-blocking actions of orally administersd labetalol HC1 com.nbuie to @ decrease in Blood prassure in hypertensive patients,
Labetalol HCl consistently, in dose-relaed fashion. blunred increases in exercise-inducad blood pressure and heart rate, and in their
donble product. The pubmonary cireulation during exerciss was not affected by labetalol HCL dosing.
DOSAGE AND ADMINIS TRATION:
Labetalol HCI Injection is intended for intravenous nse in bospitalized patients. DOSAGE MUST BE INDIVIDUALIZED
depending upon the severity of hypertension and the Tespanse of I.hz pment during dosmg. Patients shonld always bekept m a
supine position durmg the period of o g tal fall in blood pressure on standing should be
expected in these patients. The patient’s ability to tolerate an upright position shonld be established before permitting any
ambulation, such as using toalet facilities.) Either of two methods of administration of labetalol HC'l mjection may be used: a)

eated b} slow i infusion. Intravenous T : Initially. labetalol HCI mjection
should be given in a dose of 20 mg labetalo] HCI (which carresponds 1o .25 mg/kg for an 20 kg patient) by slow intravenons
injection over a T-mimue period, Immediately before the injection and &t 5 and 10 minutes after mjection, supine blood pressure
should be measured to evaluate response. Additional injections of 40 mg or &0 ng can be given at 10-minute intervals until a desired
supine blood pressure is achieved or a total of 300 mg labetalo] HC@has been injected. The maxinmm effect nsually occnes within §
minntes of each mjection.
SLOW CONTINUOUS INFUSION: Labetolal HCI Injection 15 prepared for continnous mitravenous minsion by diluimg the
Ampoule confents with commonly used intravenows fMuids (see below). Examples of two methods of preparing the mfusion selution
are: The contents of either two 20-mL amponbes (40 mL). or one A0-mL ampoule. are added to 160 ml. of a commonly used
intravenous fuid such that the resultant 200 ml of solution conftains 200 mg of labetalol HCL 1 me/ml. The diluted solition should
be administered at a rate of 2 ml/min fo deliver 2 ma/min. Alternatively, the contents of either two 20-mL ampoules (40 mL}, or
one 40-ml mmpounle. of labetalol HCI mjection are added to 250 mL of a commonly used intravenous fluid. The resultant solution
will contain 200 mg of labetalol HCL. approximately 2 mg/3 mL. The diluted solution shonld be administered at a rate of 3 mL/mm
to deliver approximately 2 mg/min. The rate of infusion of the diluted solution may be adusted sccording to the blood pressure
response. at the dlgcmmn of the p]lvsucuul To facilitate a desired rate of infusion, the diluted solntion can be infusad nsing &

lled Bg, B hurette or it driven infusion pump. Since the half-life of labatalel is

5 to B hours, steady-state blood levels (m Ihe face nfa constant rate of infusion) would not be reached during the wsual infusion time
pericd. The infusion should be inned umitil & factory response is ebtained and should then be stopped and oral labetalol HC
started [see below). The effective intravenons dose is nsually in the range of 30 to 200 mg. A total dose of up to 300 mg may be
required in some patients. Blood Pressure Moniforing: The blood pressure should e monitored during and after completion of the
mifision or intravenons injestions.
PHARMACOKINETICS AND METABOLISM: Following infravenous infusion, the elimination half-life is about 5.5 hours and
the total body clearance 15 approximately 33 mL/min/kg. The plasma half-life of labetalel following oral administration is about 6 10
& hours. In patients with decreased hepsm: ot renal funetion, the l?lm‘]illﬂllol\ I\nlf llfe of labetalol iz not altered: however. the relative
bioavailability n hﬂpatlca].ly unpmred patients l! mereased due to d 5 bholism. The bolism of labetalol 1z
mainly through lites. These holites are presmt in plasma and are excreted in the urine and,
via the bile, into the feces. Appmxumlel)l 55% to 60%0 of a dese appears in the urine as conjugates or unchanged labetalol within
the first 24 hours of desing. Labetalol has heen shown to cross the placental barrier in lmmans. Lsbetalol is approximately S0%
protein bound. Neither hamodialysis nor peritoneal dialysis removes a significant smonnt of labetalol from the general circulation
[=1%)
INDICATION AND USAGE: Labetalol HC1 Injection is indicated for control of bloed pressure in severe hypertension. Laketalol
15 nsed parenterally for immediate reduction in Blood pressire in severe hyperisnsion or in hypertensive crises when considerad an
emergency. for ths conwol ofblond pressune in patients with pheochromocytoma and pregnant women with preeclampsia. and te
produce durin, hesia to reduce bleeding resuliing from surgical procedures
WARNINGS: [—]ep.nv:, Injury Sew mlmpmocelllﬂnrmjm-y confinned by re:hallmge in at least one case. occurs rarely with therapy
with labetalel, The hepatic mjury is usnally reversible. bin hepatic necrosis and death have been reported. Impury has occurred after
both short- and long-term freatment and may be slowly progressive despite minimal symptomatolopy. Similar hepatic events have
been reported with arelsted compound. dilevalol HCL meluding two deaths. Dilevalol HCI is one of the four isomers of labetalol
HC1 Thms, for patients taking labetalol. periodic determination of suitable hepatic laboratory tests would be appropriate. Lahoratory
testing should alzo be done at the very first sjnuptom or sum of liver dysfinetion (eg. pruritos. dark unne, persistent anorexia,
jaumndice, right upper quadrant tend ined “fhy-like” i Ifl!w patient has jaundice or laboratory evidence of
liver wyjury. labetalal should be stopped and not restarted. Cardiae Failare § | lation es a vital
circulatory fusnction in congestive heart faslure. Beta-blockade carvies a pnlemml hazard of further depressing ||vym_1:dnl
contractility and precipitating more severe failure. Although betn-blockers shonld be avoided in overt congestive heart Bailure, if
necessary, labetalol can be used with caution in patients with a history of heart failure who are well compensated. Congestive heart
failure has been observed in patients receiving labetalol HCL Labetalol does not abalish the mufruplc Mh(‘l‘l ol dlgmlls om heart
muscle. In Pafients without a History of Cardiac Failure In patients with latent cardiac insnffi ion of the
myocardinm with beta-blocking agents over a period of fime can lead. in some cases, to cardiac failare, Af the Ersi sign or symptom




