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Citizen Petition 
Propranolol Extended-Release Tablets, 6Omg, 8Omg 12Omg and 160mg 

Labeling for petitioner’s Product: 
Propranolol Extended-Release Tablets, 6Omg, 8Omg 120mg and 160mg 

1. Reference Drag: States drug trade name, “Inderal LA @ropranolol hydrochloride) Long-Acting Capsules 
Petitioner: Wii use generic drug name “Propranolol Hydrochloride Extended-Release Tablets” 

2. Reference Drug: Dosage form stated as capsules” 
Petitioner: Wii change dosage form to “tablets” 

3. Reference Drag: How Supplied section states information on the capsule product 
Petitioner: How Supplied section will state information on the tablet product 

4. Reference Drug: States information in refkrence to reference to the manufacturer of the RLD. 
Petitioner: WiIl state information about the manufkturer of the subject drug of this petition. 



I 

@  InderaP LA - 
(propranolol hydrochloride) 
Long-Acting Capsules ’ 

’ I$ only 
DESCRIPTION 

0 CHzCHOHCH&HCH(CWa)r  l H C I  

1 

lnlnral fi capsules contain the following inactive ingredi- 
: ce u ose. ethviceiiuiose. oelatin caosules. hvdrnx~- 

P ropyl methyideiiufose, and titanium dio&:$ $fi& 
nderal iA 60 m 60 m 

Red No. 28 and F’ B’ 
and 120 mg capsules contain b&C 

D&C B ue No. 1; inderal LA 160 mg cap 
_ su ies contain FD&C Blue No. 1. 

0 
0 

These cabsuie~compiy with USP Drug Release Test 1. 
CLINICAL PHARMACOLOGY 

&&&is a nonselective, beta-adrenergic receptor-blocking 
agent possess lng no other autonomic nervous system activi- 
ty. It spec lffcally competes with beta-adrenerglc receptor- 
stfmulating a ents for available rece 
to beta-rec5 Pp 

or s ites. W hen access  
or s ites is  blocked by nderai. the chronotro c  p’ 

inotroplc, and vasodliator ms 
u&Ion are decreased prop0 rtr 

on888 to b5ta-admnergic St?* m- 
onately. 

responses of heart rate, systo lic  pressure, and rate pressure 

024-hou; perTod. 
1 product inderal LA can provide effective beta blockade for a ’ 

0 The mechanism of the antihypertensive effect of lnder 
-E+ 

has 
not been established. Among the factors that may e 
involved in contrfbutlng to the antih ertensive action are: 
(1) decreased cardiac output, (2) in XP bltion of renin release 
by the k idneys, and (3) diminution of tonic sympathetic nerve 
oufflow from vasomotor centers in the brain. Aithough total 

mias Is uncertain. 
The mechanism of the antimigraine effect of propranoioi has 
not been established. Beta-adrenergic receptors have been 
demonstrated In the piai vesse ls  of the brain. 

’ 

Propranolol is  not s ignificantly diaiyzabie. 
INDICATIONS AND USAGE 



o sQ$nabc~~~~sD~~;~~~~ clemsio 
Is Indicated for the long-term management of 

Is indicated for the prophylaxis of common 
eadache. The efficacy of propranoiol in the treat- 

ment of a migraine attack that has started has not been 
established, and propranolol is not indicated for such use. 

’ Q H$srr$hlc Subaortic Stenosis 
Is useful In the management of hypertrophic 

su a0 c stenosis, especially for treatment of exertional or 
other stress-induced angina, palpitations, and syncope. 

0 lndaral LA also improves exercise erforrnance. The effec- 
tiveness propranolol hydrochlo de In this disease appears I! 
to be due to a reduction of the elevated outflow pressure gra- 
dient, which Is exacerbated by beta-receptor stimulation. 
Ciinjcai improvement may be temporary. 
CONTRAlNDiCATiONS 

0 lnderal Is contraindicated in 1 

WANNINQS 

in Patients without a History of Heart Faiiura, continued use 
of beta blockers can, in some cases, lead to cardiac failure. 
Therefore, at the first sl 

0 
patient should be digita ii 

n or symptom of heart failure, the 
zed and/or treated with’diuretics, 

and the response observed closely, or lnderal should be dis- 
continued (gradually, if po@bie). - 

8 
; 

/ 0 

in Patients with An Pactorfr, there have been 
of anglna and, In some cases, 

pranolol for other indications. 

Nonallergic Gronchos asm (a Chronic Bronchitis, 
Emphysema ATIEETS WlTt!‘riFtONC”OSPASTIC 
DISEASES S IF OULD IN GENERAL NOT RECEIVE BETA 
BLOCKERS I erai should be administered with caution 

*#Ia since It may oc ronchodllation produced by endogenous 
and exogenous catechoiamine stimulation of beta receptors. 

necessity or desirability of withdrawal of 
prior to major surgery is controversial. 

it should be noted, owever, that the Impaired ability of the 
heart to respond to reflex adrener 

0 
the risk5 of general anesthesia an 3 

ic stimuli may augment 
surgical procedures. 

lnderai like other beta blockers, Is a competitive inhibltor of 
fX&eptor agonists and Its affect5 can be reversed by 
administration of such agents, e.g., dobutamlne or Isopro- 
terenol. However, such 
severe hypotenslon. Di fr 

atierrts may be subject to protracted 
lculty in starting and maintaining the 

heartbeat has also been reported with beta blockers. 

propranoloi. 
Propranoiol therapy, particularly in infants and children, dia- 
betic or not, has been associated with hypogiycemla espe- 

y 

Acute Increases in blood pressure have occured after insulin- 
Induced hypoglycemia In Patients on propranolol. 
Thyrotoxicosis: Beta blockade may mask certain clinical 
signs of hy 

P ’ 

t withdrawal of 
ropranoio 

erthyroldlsm. Therefore, abru 
may be followed by an exace r! atlon of symp- 

oms of hyperthyroidlsm, including thyroid storm. Propran- 
0101 may than 
reverse Te, an r! 

e thyroid-function tests, Increasing T, and 
decreasing Ta. 

in Patients with Wolff-Parkinson-White Syndrome, several 
cases have been reported in which, after propranoioi, the 
tachycardia was replaced by a severe brad cardla requiring a 
demand 

!! 
acemaker. In one case this resu L d after an Initial 

dose of mg\propranolol. 

PRECAUTtONS 
General 
Propranolol should be used with caution In patients with 
Impaired hepatlc or renal function. lnderal Is not indicated for 
the treatment of hypertensive emergencies. 

R/Sk of anaphyacfic reaotion. While taklng beta blockers, 
patlents with a history of severe anaphyiactic reaction to a 
variety of allergens ma 
lenge, either accidenta, dragnostlc, or the Y ’ 

be more reactive to repeated chai- 
ryeutlc. Such 

patients may be unresponsive to theusual 
rine used to treat allergic reaction. 

oses of eplneph- 

Clinical Laboratory Tests 
Elevated blood Urea levels In patients with severe heart dis- 
ease, elevated Serum transamlnase, alkaline phosphatase, 
lactate dehydrogenase. 
Drug interactions 
Patients receiving catecholamine-depleting dru 
reserplne should be closely observed ff m B 

s such as 
s adminls- 

tered. The added catecholamlne-blockln 
an excessive reduction of restin 

Cautlon should be exercised when patients receiving a beta 
blocker are administered a calcium-channel-blocking drug, 
especially intravenous verapamil, for both agents may 
depress myocardiai contractility or atrioventricuiar conduc- 
tion. On rare occasions, the concomitant Intravenous use of a 
beta blocker and verapamii has resulted in serious adverse 
reactions, especlall In patients wlth severe cardiomyopathy, 
congestive heart fa lure or recent myocardlai infarction. Y 
Blunting of the antihypertensive effect of beta-adrenoceptor 
blocking agents by nonsteroldai anti-inflammatory drugs has 
been reported. 
Hypotension and cardiac arrest have been reported with the 
concomitant use of propranolol and haloperidoi. 
Aluminum h droxide @s/greatly reduces Intestinal absorption 
of proprano 01. Y 
Ethanolslowe the rate of absorption of pmoranoioi. 
Phenytoin, phenobarb/tone, and r/fampina&elerate propran- 
oiol clearance. 
Ch/orpromazine, when used concomitantly with propranoloi, 
results in Increased plasma levels of both drugs. 
Antipyrine and //docaine have reduced clearance when used 
concomitantly with propranoioi. 
myrox/irie may resuit in a lower than expected T5 concentra- 
tion when used concomitantiy with propranoioi. 
Clmefidine decreases the hepatic metabolism of propranoioi, 
delaying elimination and increasing blood levels. 
TheophyMreclearance is reduced when used concomitantly 
with propranoioi. I 
Carcinogsnesir, Mutagenesis, impairment of Fertiiity 
In dietary administration studies in which mice and rats were 
treated wlth propranoiol for up to 18 months at doses of up 
to 150 mg/kg/day, there was no evidence of drug-related 
tumorlgenesls. In a study in which both male and female rats 
were exposed to propranolol In their diet5 at concentrations 
of up to 0.05%, from 60 days prior to mating and throughout 
pregnancy and lactation for two generations, there were no 
effects on fertility. Based on differing results from Ames 
Tests performed by different laboratories, there is e uivocai 
evidence for a genotoxic affect of propranoioi in be 
typh/mwfum strain TA 1538). 

c!e ria (S. 
I 



Pregnansy: Pregnancy Category C 
In a serias of reproductive and developmental toxicology 
ctluiing. orooranoioi was o/yen to rats by gavage or in the diet 

%&emusi’be Ind/v/dua/ized. The usual initial dosage is 

,“dliW 
once dally, whether used alone or added 

e 
dail or hi 

Y B 

osage may be increased to 120 mg once 

ach eved. 
her until adequate l?iood pressure control is 
he usual maintenance dosage Is 120 to 160 mg 

once daily. In some instances a dosage of 640 mg may be 
required. The bme needed ior fuJi hypertensive response tc 
gnren dosage is variable and may range from a few days to 
several weeks. 

to 

)a 

$;&i5%$gr$ncy and lactation. At tioses of 
150 mg/k 

P’J 
da (> 10 times the maximum recommended 

human da ly ose of propranoiol on a body weight basis), but 
not at doses of 60 mg/k 

1 
/day, treatment was associated with 

8mbryctoxicHy (reduce jilter size and increased reso 
P 

tion 
&es) as well as neonatal toxicity (deaths). Propranolo also 
was administered (In the feed) to rabbits (throughout preg- 
nancy and lactation) at doses as hi h as 150 mgIkg/day z 15 
timna the maximum recommend8 B daily human dose). ii o Annina Pectorls 

DOiag8 must be individualized. Start’” - -IL* I^ 
&IOncB daily, dosaee should be ora,. 

. . dg wnn w mg lnaer 
“.aliy increased IS 

I%even-day intervals until optim‘ai respurlse 18 u mk 
Aithl _ 

----- ‘- -,)&in&. 
)uoh Individual natiants rnav ra~nr-~ -& --.. _.. .___. r ---..- . ..-. .--+IIO a~ any dosage 

level, the average optimal dosafe appears to be 160 mg once riaihl In nnnlno n.w.hrlr +bs er.7 II tftcj safety of dosage 
blished. 

““B.,. ,BS “,a ,110 (ruurw‘o, L IW “a,“, 

exceeding #20 mg per day have rgvl ,,den es1 
If treatment is to be disc&In& r-l* 
over a period of a few weeks (5 

. . . . . -- -.- .-.- 
-.:_‘-.__ I of embryo or neonatal toxlcinjwas noted. 
There are no adequate and well-controlled studies in preg 
nant women, Intrauterine growth retardation has been 
rnoorted in neonates whose mothers received propra!Kjoi 

mu, Idce aaafe gradually 
ice “WARNINGS 1. 

Mioralne 

inder 1 is excreted In human milk. Caution should be exer- -d c s8 when inderal is adminlstered to a nursmg woman. 
Petliatric IJo7 
Safetv and effectiveness in pediatric patients have not been Wafter reaching the maximal dose, In 111 four to six weeks 

bediscontinued. It ma be advlsa 
ral 

gradually over a perio If 
L19-+lthemp~ shouid e o w 

of several weeks. 
draw f e drug 

.-. Geriatric Use 
Cllnical studies of pmpranoloi dld not include sufficient num- 

led 65 and over to determine whether they 
H periro hC Subaortlc Stenosis 

@  6tto 168mg inderai LA once dally. 
Pedt&ic Oosaoa 
At this time the data on the use of the drug in this age group 
are too ilmlted to permit adequate directions for use. 

3 OVERDOSAOE 
CL 1 lnderal is not significantly diaiyzabie. in the event of over- 

dosage or exaggerated response, the following measures 
should be employed:. 
General ' 
if ingestion is, or may have been, recent, evacuate gastric 
contents, taking care to prevent pulmonary aspiration, 
Brad cardla 
ADMINISTER ATROPINE 0 25 to 10 m 
RESPONSE TO VAGAL BL CKADE;ADf&IISTER ISOPRD- ii 

. IF THERE IS No 
TERENOL CAUTIOUSLY. 

ADVERSE REACTIONS 
Most adverse effects have been mild and transient and have 
rarely required the wlthdra~ai of therapy. 
Cs&v&lar: Bradycardia; congestive heart failure; Inten- 
slfication of Av block hypotension; paresthesia of hands; 
thrombocylopenic p’;rpura; arterial insufficiency, usually Of 
the Raynaud type. 
Central Nervous System: Light-headedness; mental depres- 
slon manifested by insomnla, lassitude, weakness, fatrgue; 
reversible mental de 
disturbances; halluc nations; vivi P 9 

ression pm r8sSing to c8tatOnla; visual 
dreams; !n acute 

reversible syndrome characterized by disorientation for time 
and place, short-term memory loss, emotional lability, slight- 
ly clouded sensorium, and decreased P8ffOrmanC8 on neu- 
ropsycbometrlcs. For immediate fOrmUlaiiOnS, fatigue, 

! lethargy, and vivid dreams appear dose related. 

Cardiac Fallure 
DIGITALIZATION AND DIURETICS. 
H atension 
V#&lPRESSORS e 

& 
HERE 

iEVARTERENOL OR EPINEPHRINE 
IS NiDEidd&HAT EPINEPHRINE IS THE DRUG OF 

HOICE). 
Bronchor arm 
ADMINIS P ER ISOPRDTERENOL AND AMINOPHYLLINE. 

L HOW SUPPLIED Gastr~iotastinal: Nausea, vomiting, eplgastrlc distress, 
abdominal crampin diarrhea, constipation, mesenteric arte- 
rial thrombosis, an ischemic colitis. it’ 
Allergic: Pharyn itis and agranulocytosis, erythematous 
rash, fever comb ned wlth aching and sore throat kiryn- ! 
gospasm, and respiratory distress. 
Respiratory: Bronchospasm. 
Hematoio 

!I 
lc: Agranulocytosis. nonthrombocytopenic purpum, 

and throm ocytopenic purpura. 
AutoImmune: In extremely rare instances, systemic lupus 
erythematosus has been reported. 
Miscellaneous: Alopecia, LE-like reactions, psoriasiform 

’ 
rashes, dry eyes, male Impotence, and Peyronle’s disease 
have been reported rarely. Ocuiomucocutaneous reactions 
invoivln the skin, serous membranes, and conjunctlvae 
report8 a for a beta blocker (practolol) have not been assocl- 
ated with propranolol. 

1 
Each iight-blue/dark-blue c 

r 
sule, identified by 3 narrow 

bands, 1 wide band, and “I DERAL LA 120,” contains 
120 mg of propranoioi hydrochloride tn bottles of 100 

I 
NDC 0046-0473-M and in bottles of 1,000 
NDC 0046-0473-91 . Also available in a Unit Dose package 1 of 100 (NDC 0046-0473-99~. 

Each dark-blue capsule, idehtifled by 3 narrow bands, 1 wide 
band, and ‘INDERAL LA 160,” contains 160 mg of ro ran- 
0101 hydrochloride in bottles of 100 (NDC 0046~04!9-4) and 
in bottles of 1,000 (NDC 0046-0479-91). Also avallabie In a 
Unit Dose package of 100 (NDC 0046-0479-99). . I ne appearance ot tnese capsules is a registered trademark 
of Wyeth-Aye& Laboratories. 

I--,-- nnnAnE AND ADMINISTRATION 
I A fnronranolol hydrochloride) provides propra- 

as~~ne~-releasej.jo&.@ for admip 

_ _..-_..- 
__._._. red a simple mo-for-mD 
rai LA has dtfferent kinetics and 

our 
._.._. -_-- tration may be necessary, 

y to malntain effectiveness at the end of the 24.hl- - 



;;;~~;;;trolled room temperature 2O’to 25% 

Pmtecf from Iluht, moisture, freezing, and excessive heal. 
Dkpense In a tight, Ilpht-resistant container es defined In 
the USPI 
Use carton to protect contents from Ilght. 

Cl 4626-5 Revised January 23,2002 
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