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Ayerst laboratories
Attent ion: John R. Rapoza
685 Th1rd Avenue
New York. NY 10017.4071

Dear Mr. Rapoza:

PL ease refer to ,your Decernber 30, 1985 supplemental ne\'l drug applicatfon
suhm1tted under section 505(tl)(1) otthe Federal Food, Drug, and Cosmetic Act
for Inderal LA (long acting propranolol hydrochloride) Capsules.

We also ackno\oiledge receipt of your amendment dated February 9, lQ87.

The suppl emental application provides. for a new 60.mg dosage strength.

Ue have completed the review of this supplemental application including the
submitted draft labeling and it is approved effective on the date of this

. letter. .The labeling, however, must be revised to include the word .fat1gue.
immediately after the \Oord .formulations. in the last sentence t)f the Centnl
Nervous System subsection of the ADVERSE REACTIOti section. See enclosed copy.

.

.
Thes(; revisions are ternis of the supp' emental NDA approval. ~Tarketing the
dosage strength before inaldng..the rev1$ions, exactly as requested. in the
product's f1nal printed labeling (FPL)'mayrender.the product misbranded and
an unapproved dosage strèngth. ..

When ava11a~le, please s~bmit. twelve copies of the FPl. seven of which are
.mounted on heavy weight paper or simihr material. For administrative
purposes. the submiss ion of FPl shoul d be des 19natE'd an .. FPl Suppl ement

amendment" to the approved NDA 18-553/S-013. Approval of the final printed
1 clbc 11 ng by FDA is not requ 1 red before the labe li ng is used.

Our letter of April 19, 1l83 detailed the conditions relatfng to the appróval~f this appl1~ation. .
tie remind you that you must comply with the requirements for an approved NVA
set forth under .21 CFR 314.80 and 314.81.
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If )QU have ~hy questions. please contact: ..

Ms. Constance Burner Henry
Consumer Sa fety Officer

(301) 443-4730

Enelosure

C ~~;ginëÏl NDAJ .
P-IIU

HFN-l 1 OICSO
HFN-713/GChi
HFN-80/DDIR
HFN-232 (wi th 1 abel i"9)
HFN-11 O/CHenry /2/27/87
sb/3/3/87 ;3/11 /87/5124s
R/D: JShort/3/5/87

RWol ters/3/9/87

KKnudsen
CRes n i ck/3/1 0/87

APPROV AL

Sincerely yours.

.

~ t. ~ ( i ~I 'E ?
Raymond J. li picky, M. O.

Director .
.DiVision of Cardio-Renal Drug Products.

Office of Drug Research and Review
Center for Drugs and Bio19g1cs
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K!1A lS.Õ'S 3/ S..Øl~

A,GÍ"~t .,LabfJta"torie$
AttØl1~1an: ...Mr.JQhn R~ R~~2a,
655 fñirl!Av~nf1e .,.... ..
N€~w Yl'r"ft~ l4Y . lÖCR1..4Q71

Oèar .Mr.,~ap~t~:

'Pt~~s~~e~f'.t6ød¥øl.t~e~l;øi' 30. lgßS. su,plemctnta ln~\1 drug app11 cat1 on
s;øltmttt~ád~~4.et~~ti()t\'JDg(~bHl )oftlleFcederal FoodtDrU!h and Cosmetic A.ct
'f0f'nJr,erraltAtl~Jl~aPt~6,i pr-øprá~~lél hydlO'cMtlride) Csp$tiles..

it~al$tian;tnf)wl~l~rli~,.tiitof YCf~tàmêndmellts datedl1arch 27 \I April :) and 11$

Jtly lã.ll1~ç~~¥'~ti i':af;arlr qafîu~ty 15 ~ 1 gai. .

T'hEls'li~l~~~ltitål!!,~lJê~tiø.n.rirøvldesf:ot' _.new døug~ strength. ..60 mg..

~ Jnive~()~1,;~~~.~~~t"'V1flW (Jf~his suVP1.ntá 1 apf)l ica t ion as $Ubl1i1 t ted
WldUl.lraf~'ld~'~Ølift¡jg.t\~f'4lr~ thlS.$upple~tf't . be .app.roYe(!.~. hGw~yer.lt.Will

. .~nl~ø$.slit)g:¡f~f'i~i:P)~;~~inttf'jfuìlpri ttt~G Gli nfh Th~l)acf:agl3. insf;rt
Shø.tfltl.~~jìÎ~h:tîç:il~indi(tø~t~nt .tQthest!lim1ttedGrafte~cept that .we. ~KkY(Hl
ad("ltll(ld~itit't~~nt l!~pØt~~tdfrnm light. tln4 ~1 stu re" . to the and of th~ How

Stiitli~d$,øçtinn.. ... . t:ii~d(litjOjhiaH .pre11iot!$revis1ml$ as reflected. in the.
~~l.nl~~n~l~,,:ar:p~fj\te~lï¡lçikLtdgejll~ert. mU$tl;e. hioluded... To faei l1t~te revlew
.o,f 'pout sVnmi;!Ùrirm~.pl$a~~;d',VÌ'Videll trigltl igñted or marlied..tlp lZOpy that shews
tbGclangf'$itltat ~r~,øeitiø'idll~de... . '.' .::' ", ';,'-. c.. _ ..'.......,'. :.....".

. .~.~

If.~dditlooal Jfi'fl.i~(l,tìai:Fl"~latin.tt,th~ safety. or êffeetîvel'e$~ of thfs ..drug
b~çom&gaV-klîlapJtl'b,ftJf.~Wttrø~~ive the ftflll printed labE!11n~h t~~v1$ionof

tli_t la~11;hg mly ..l)~~~~ir(H;t_

Pl~a$(l$uJlmtt~We~lI~.Ctïtll:~S ofth$pt'inted Juickage lnsertssevent'fwliteh ~re
lnd'iv'iqua?l ¡Y~Q;tri~.~a:"GltlÚ!;fyywei,rlt 'paper or $ imilar material"

~1'th;¡~ltitl~,Y$.ftAf\thø~tit~A.,'f this l~tter. you are reauiredto amend tMs
SÙtJtllèi~ntàl.ll~l)lt~¥t~t~ll?t1Øt'f'f;y tisøf your 1ritenttG 111 ein amendment It or
fòJlø;W '6~nTlQurd~;ti~~(lJ~~.~Jl:MGll$ tHtder¡ei . ern 314. 110. In the~tiseneë of $uch
attiotl$FDA may ''tja~(;;a;~t1,o.ß.'tl.wabtlr?:tl this$upplemental applic'$tion.

ThiS.. nQ$;a9'~$,~~~
inwri ttl'9 t,hat'

ni~;V'tt1'tbflle,alJytarlete€l tlritH YtJU hiiV~ been notified
.;$.t~.'... :.p;.,.J(.em~ntiQl ap.pliç. ~t1on 15 aP.... prQ:veti.." :"'" - -. - - ".' .~. . - -, , . .

'*:.\
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Shöuht yeu h~ve ill'Yali(\stif1î'U;' pleasl.ç:(m,tiact:

;~$.Cø\!sta1'êBurn~f'llnry
ßøns~~r~fety0ff'lcer
lele"notßi .($tll )44:$~4i30 .

$i~er$l y yQl.U'S.

QJ 'I. ""3/37
l.i.pfc-kY,.M.Ð..ft.yJnd J"

Rir~t()r
D~v1siQn oft:r4iø..Rén.à 1 f)riugProdu('ts
Offie(i.,f ~ugle$earch and ~\f iew
tentsf' for' ¡)rugsand tUo 1 ogJC$

, _.....' ,",;.. - -'.. .. '".-.. , .-p- _. ~ .- .-'"

H..F..'N.. ..'1.1...'e'I.C".S'O...
,.,- "":"-".-'; '., -,'"

.', .i.;..i~,\,::,,;~'~.5-:',:"!J: ,;"".:::~.'~?;.~:. '-

l'lFN~;?J'a'¡~Phi

$t.....,... .... .....
......................................~......~...::.....1.,. ;...'...............0....................1..........................-0.........,.,.................................'.........................................'..................../..................,...'.,..'..................1...........................2.................3............1..............8..............7............;1/.' 2.7......1. .',8.. 7.,. .....,........ ...................... .....~. ...... .

SfjJ.,l/2.7 .:R7/4903s . ö.~
R/D: .~:::~;~~1r~~:j87 QP :\lA ~

... ............. ....N.~.O........r;i..Ei.n........stern.Il.Î30187~.........:. ..,.................... ........... .:#. ..~ .. ..

. .RL1P1CkY/2/2/87 7:~lijîfl7 ~ _ .
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CAJTI(): FeØfal is. prohibilu dispesi wilh
pænptio.

. DESCRlfllON
INOE (piran hydiokxide) is a synlhelic
beia-adrenrgic recepior.blong agen chemicany
desribe as 1-lsorolamino)-3-I.-naphthyloxy)
-2-pran hydrochkxid. Its siiuciurallomula is

o CHPlO.NlClIi . HC

061 ~.i~ ;#
Prranlo hVdiokxid is a stabl. while, crslal,
line solid which is readily s.oluble in water. and
ell. Its moecul.ar weight is 295.8t

INDEAA LA Is Iomulated 10 proide a sustained
reeas of prranlo hydriikxid. IND£AA LA is
avilable as 60 mg, 80 mg, 120 mg. an 160 mgcasules. .. ... .
INDERAL LA containiilhe fo/lowing inaive ingre-
dienlii: ethylcelluloii. gelalin caps.ules, hydroxy-
propyl mettytcellulose. microcryslalline celulose.
.and líum dioxide..1A ad; INDEAA LA 60 mg
Capules con FD&C Blue No. \.nd FD&C Red

:i1;~ll8M~~;~o8C. ~8&m~2ON~l ~g"&~
Red No. 28: INOERAL LA tOO mg Capsii con
FD&C Blue No. t ,

CUNtCAL PIlCOY
INOERAL is a nose,ve, beta-adel1gi recp-
IOf.b1oclnG agent possng no olher autonomic
ilvou system acvily. It &pricy çople¡ w~h
bea. adrenergi recplor-ilulling ag.for avai.
abl recptor SIleo. Whe acc 10 bela.recptor &i
is li by INDERA. Ui chronro, inrop, anvaor røslO be'adeogi.oiaie
deread propiontely. .

INDERAL LA Caple (60. 80. 120. an 160 mg)

~tf:;i::or~oo~:;e~s~~~~ ~~~~~
INOERAL LA ocur al about 6. hOs. an the ap-
parent plasma half'lie io aboul \0 ho..ro. When
lI_d ar sleady olala lMr a 24-lir peio 100are .undar ih propan placonoolration-
time cur\, (AUCs)lor the capsuleS am aprox. imle'
Iy 60% 10 6.';% 01 the AUCs ló a coarabl divided
daily doe o1lNOERA Tablets. Too k.~r AUCs lOt
I/ capsles am due to gretØf hepalic metablism
of propranolo. iesunin Irom !h slOr rale 01 ab.
sorplio of propranlo. Ovar a tweniy-Ior (24) tiur
period. bloo lovels are fairly conslant lor aboul
IW&lve (\2) tiurs: then decli exptially.
INO~RA LA shold ii be cosideie a smple

mg.for-mg substitute for conventional propr"noloan lhe blO lels ac do il malch ("ie
lor than) ihoseol two tofortime dailydong wilh
Ihe sam dose. Wlian chaing to INOERA LA from
conventionl propranol. a possible.ne for retilra-
lion upwards should be consdered; especily 10
maintain èfftivss at the end Of.ih dog inler-
val. In most clinica settings. tir, SUCR as hyper-
tension "lanilina where there is IilUa correlation
betWen pla 1e.ls an clinical ellact. INOEA
LA ha bee lherepeically e'luivalenl 10 ih sa
mgdo 0/ cooveiio INOERA as assassed by
24-hor ellecis O! bl pressure and on 2Hiour
exercis resposes 01 heart rate. systolic pressure.
and ,.ate pressIØ pruct INOERA LA'can pKll
ellecl,ve beta blka tor a 24-hO peIO.

. Tne mehanism d Ihe anlihypanen\l ellect of
7' 'JNDERAl ha no bO establish. Amg lhe lac,

. ..ors thel may be inlvd in coniiibuting. to too an- .
'tihyperiensive action are, (ll decreased cardiac
oupu:. (2) ifMi,lion of 18nin releas by !h kidnes.
and (3)duninutiool ion", sympalhelic nerveoutllo
fiom \I\l centers in lhebrain. Anhoiih 100al

penplierai feSlstance. may increase initially. it read.
!U'its fC Of belo !he pretreatmtm!I~1 with cnror¡IC

I:
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IIty UU~ Uf l.lVtIIUÚlh:i1 II~Uc:l" c:~ ~;t:~~"U uy
24-hor eflects on blOOd pressure anO on 24 nour
exercise responses 01 heart rate, systolic pressure.
and rate pressure product INDERAL LA Cdn prov,ue
efloctive beta blockade 101 a 24.noul per,au

Tne mehanism of (he amlnypertenslVo eUecl of
INDERAL has nol beon eSldbhshed Among Itiv lac
t~rs that may be involv~d in cOnlrioulir:g to tne an-
tihypertensive action are: (1) dccr~¿isetl Ceirdlc.C
output. (2) UlhlOltion 01 renin rClea~e by tOe kiun(,'Y$.
and (~) diminution 01 tonic sympathetiC ~rlJe oUlllON
from vasomtor cenlers in Ine bl8ln. Altnoûun, 10:öl
peripheral resistance may ir:cicasc iniliálly. 11 iead.
iUS1S 10 or belO lhe pretreatment level wi~h enroiiic
use. Effects on plasma \Olume äppear 10 be minor
an somewhal vaClable. INDERA nas Mer: snown
(0 cause i: sm~lIlnClcasc in ~CfLJin pot~s~iuii' i.on..
CiJntrallon whn u::ed in Iho trodtmcrit 01 h)'ptftun-
siv.pelients.

(n angina pecioris. propranolol generi.l:r reuuces
Ihe o,(ygcn reqlJri.:inent of the Iic.:rt at any given ICY.:1
01 CIIOJl by bfOCklfl9 UIC ~tccllú¡,riir,c.,nül,ccd in.
.crc.,¡~es in Ihu hUdll riJlt. ~y~iolrc. lillXeJ lirc~~ufi:.
and (he velocily and ~x1enl 01 myocaroial conu.1c,
lion. Propranool may increa-s oxygen It!quirements
by increasmg leh ventriciiiar fiber length. end dia-
Slollc pressuie. and systolic eloolon per,od The nel
physiologic elleel of bela.aOrenergic Dlockade is
~UiJIJV atJv...If(oJYUOli5 wid l:. Ildf\llú:icJ ~Iuriiiu u..t."l
Ci:l by dt.'lJyud onset 01 Pò.UII ...~(1 IIlt:h...i::cd ..ork
cilJjiJolV

In dosagmi "gICd!cr than IUqUiICd IUf lJutd brock.' .._
ade. INOERAL also UXlJrlS a quinidine-like or l
iJni:~tootIC.li""o,lnÚrnUriJflu i.clion whicti all(;cl~ the
carcJiac action potential. The sl9"ilicancú of the
membrane action in the treatment 01 arrhylhmias isuncertain. .
. The mechanism of Ihe antirr,igraine ef(ecf of pro-

pranolol has nol been esiablished. Beta-adrenersic
receptors have been uemonstrated in lhe pral ':
vessels of the brain.

Beia'receptor blOCkade can be useful in condi-
tions in which. because of palholOglc or functional
changes. sympaihetic activity is Oetrimental 10 Ihe
patient. But Ihere are. also siluations in which sym~
pathehc stimulalion is vital For example. in patients
with severely damaged hearts. aoequat,.llicular
function is maintained by virtue of sympatheiic dClve
which should be preserved. In the picsenceof AV
block, grealer than lilSt Oegree, beta blokaOe may
prevent the necessary faciliiating elfect of sym.
. palhetic aclivity on conduction. Beta blockade
results in bronchial constriction by tnter1ering with
adrenergic bronchoo,lalor activily, which should be
presrved in pallenls subjeCllO bronchospasm

PropranO!ol is noi sagrulicanUy rnalyzable.

.INDICATIONS AND USAGE'

ii~~~~.t~n IS inuicatud in lhe management 01
hypcflcnsion; It mdY be used alone or used in como.
bination wÎlh olher anlihypertensive agents. par.
ticularly a thlazlOe Oiuretic.. INDERAL LA Is not
indicatt:d in Ine rnäriayeineni of hyperiensive
emergencies.
Angina Pelo'¡. 0.. 10 Coronary
Alharolclaroal.
INDERAL LA iS ind,caled for lhe long-term manage-
moniof patienis wilh aiigina pectons.
MIgraine
INDEHAL LA is ino,cateu fm the prophylaxis 01 com-
mo migraine neaoache. The ellicacy of propianolol

. in the Irealment 01 a migraine a\lack lhat has slarteO

. has not been established and propranoll is no indi-
catea for such u.e.

ii8i~~~lt')~ss~=n~Ct~~~:~ ement of hyper-
trophic subaortic stenosis, especia~y for treatment of
exert/onal or othm stress-induced angina. palpita-
lions, and syncope. INDEAAL LA also impioves exer-
cise perlormance. The ellecliveness of propranolol
hydrochloride in this diseaso appears to ue due 10 a
reduction 01 (he elevated oulUow pressure gradlwil.
whiCh is exactrbaied by beta.recepior Slimulalion.
Clinica improvemenl may -lil1 lernpoHuy

CONTRAINDICATIONS
INDERA is conliaindicaled in 1) calOiogenic shock:
2) sinus bradycaruia and greater than liisl.degree
block: 3) bronchial a.Ulina: 4) congestive heari
ladure (se WARNINGS), unless the la,lure iS send-
ary to a Iachyarrhythmia Ireatabl with INDERAL.

WARNINGS
CARDIAC FAILURE: Sympalhetic stimulalion may be
a vital compoent supporting circulalory funciion in
patients with congeslive h~ait failure. and its inhibi-
tio by beta blocde may precipitate more sevre
failure. AlthOugh Deta blockers should be avoided in
overt congestive hoatl failure. it necessary. th~ can
be used with close folow-up in palienls with a hislory
of failure WhO are well compensated and are receiv-
ii digitalis and diurolics. Beta-adrenergic blocking
agems do no abolish Ihe inolropic aclion of dig,talis
on heart muscle_

IN PATIENTS WITHOUT A HISTORY OF HEART
FAIWRE. cotinued use 01 beta blockers can, in
soe cas. lead 10 cardiac failure. Therefore, atlhe
fiisf sign or symptom of heart failure, Ihe patiem
shuld be digltalizeO and/or trealed with diuretics,

.and the response obselveO closely. or INDEAAL
.shold be discontinued (giadually, if possible).

IN PATIENTS WITH ANGINA PECTORIS, there
have been reports of exacerbaiion of ansina
and. in some cases. myocardial infarction.
fOllowing abrupt Oiscontinuance of INDERAL
lheiapy. ìherefore. wticn discontinuance oi IN.
DERAL is planed, the dosge shld De gra-
dually redUCed ovr aileasi a rew weks. and the
patient shold be cautiond against interruption
or cesatio ollherapy wilhol lhe physician's
advice. It IND£RAL theraii iS interrupted and
exerbation of angina occurs. d usually is ad-
visabl to reinstilule INDERAlheraii and take
other measures appropriale for Ihe manage-
met of unsiabie angina pecioris. Siie coron-
ary arteiy diseas may be unreconized, iimay
be piudeni to follo the aboe advice in patients
considered at risk of hailing occult atneio-
....1. ..r";,. h. .".' . i,,". .-,.... ..,I.r, __~., ". . .', _
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redš in ii-r&~fiiai còSlriciió-'by -iÕterlêriñg-;'¡¡¡;
adrenergic brOlcnoailalor activity. woicti shOla be
preserved in palienis subiet to bmnclospasm.

Propranlol is nol signilicanUy dialyzable.

INDICATIONS AND USAGE
tlyper1naon
INDERAL LA is indicated in loe management of
tilension; il may be used alo or used in com-
bination with olher antihypertensive agents. par-
IIcularly a Ihiaziae diuretic. INDERAL LA is not
indicated in the management of hypertensive
emergenies.
Anglii P8otll Du to Cory
AlMro1c1eOl11
INDERAL LA is indicated for loe long-term mae.
menl 01 patients with angina petoris.IIIgr8lne .
INOERAL LA is indicated lo tt prophylais 01 co.
mo migraine headache. The efficacy of propanolol
in the treatment ol a migraine attack that ha started
has no be establishd an propranolol is no indi-
caled lo such use.
Hype~hI Surtlc siii
IND£RA LA is useful in lhe nianagemet 01 hyper-
trophic subaortic sienis. espeCially for treatment 01
exertioal or othe stress-induced anina. palprta-
toos. and syncope. INOERAL LA also improves e.ei-
Cise perlmance. The effecliwnss of proprano
hydrohloride in Ihis disease appears to be due to a
ieducon 01 fh elaled outlOw prese gradent.
wlch is exacerbated by beia.iector stimulaiion.
Chni improvent may be tempoary.

CONTRAINDICATIONS
INOERA is coniraindicaied in 1) caidioenic shok;
2) sinu bradycardia and greater thn firsl-degree
block; 3) bronChial asthma; 4) congesiive heart
failUle (se WARNINGS). unless ioe failure is seonQ.
at 10 a layarthyua Iieatabe with INOERAL '

WARNINGS
CARDIAC fAIWRE: Sympalhetic stimulaiio may be
.a vital coment supporting circulalory functio in
paltels wrth congestive heart failure. and its inhibi.
lion by beia blockade may precipilule more seveie
failure. AhhOgh beta blockers ~-iuld be aVOdud in
OWl' cOfleslI1H heari failuie, 'I necessury, IOfI can
be usod wllh ckJ~u fnlla.up in pulienl. wilh a hislory
OIlulluru who IIru wull Cúln¡iun"'lod and ani 'UCUIV.
ing digilali. and diurellCs. Beta-aurunergic bloking
agonts do no aboluih the inotropic uCllon of dl\lllUIlS
on heart muscl.

IN PATIENTS WITHOUT A IIISTORY OF HEART
FAILURE. conlinued use of bela bkickers can, in.
i;ecass.lead iocurdiac fuilure. Theruloro. aillie
1,1.1 lion 01 symptom 01 heart fuillle. Ihe patiet
should be digituiiiud iind/oi IruutuiJ wilh ,JlwolICS.
Bnd lhe response absuived Closely, or IND~ HAL
&h be discontinued (graclolly. if possible).

IN PATIENTS WITH 'ANGINA PECTORiS. fhre
ha ben lUpols 01 ex8lbatio 01. lIlna
and. In SOme cases, mvoaidial infarciion.
folloing BblUPI discontinuance of INOERAL
the~apv. ìherefoe. whn discontinuance oliN-
DERA ia plaMe, the dosage shld be gra- .
dually reduced ovr at least II rew wunks. análhe
patienl Ihld be cauliod auainst tnloriuplio
01 cessatio oIlherapy wiihoul lhe phYSicians
advice, If INDERAL IheraJ1 is interruPted and
'exerbatio oloogina OCUfl, II ullally Is ad-
vllibi 10 ruinsliulo INDERA therap and lake
0lh81 moiisuiui applOpiiutu lor Ilia miiniigo-
melof U.nsliilil" iiniiino jlCIUlI., Sincu cUlon.
iiry arlery dlliiI m¡y be Unrucognlied, IImoy
bØ prudel to folow lhe aboe advice in paient.
con.ldered al risk of huvìng occull atheio.
acroic he. disese who are given propran-
oi lo olhe inicatio..

Nonlll.rillC BronohO'i..m (ig. chronic
bronOhllIl.r~_mphy..m. ...PAtIENTS WITH
I.RONCtIOS,'A tiC OISi:All S StIO\JLO IN Gt.N.
EHA NOT Hi:CEIVE ULTA UL.KLIiS. INO(HA
ihold be lImniuluri wllh C..lkHl IIrlC II muy
bkk bionchl/ll..iiun producud by ondogunuus
il1iixOOll1 coluchUlinilnt .IIRlullllO Of bui.
lucUlrl.

MAJH SUHOEAY: The nvullllV or de.iiobiliiy 01
W1thdrliwii of Wlii.blokmg IhllliP' prlO' 10 "i_ior
IUIP"y Ii cotioviiiiil, f1lhld W liuud, htUi,
lhii lh ImPld ..billly oIlho huiiri 10 "'llJltlo
IlilIuM IdriinUrUIc 1i1¡,null may lImunl lho 111k~ of
gvnoniliinuaU1U1 ind 'UlUI~~1 prUCUUUrU~,
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INDERALIl LA (proan /ilorlde)
cold.

INOERA1i llr bela blors. is a copetiiv
. iniOito 01 bela-reepior agonists an Hs eHects can
be revrse by adminsl1alio òi such agenls. eg,
dobulamin or isoproteren. Hor. such patients
may be sub¡ect 10 protracled sevre hyPoension.
Oiflicuny in stalling an mainlaiin th heallbeat
ha also been reported with bela blokers. ,

DIABETES AND HYPOGLYCEMIA: Bela blocers
shd be use with caution in diabeic paiets il a
beta'ling a98nl is requied. Beta blOCs may
mas tachycardia oci'"g with hypolycea. bu
othe manileslions such as dizzne and sweatng
may not be SigrwlicUy affeced. FoIng illli
induced hypogtycemia. propranolol may cause a
delay in the recovery 01 bloo glucose to normal
levels.
THYROTOXICOSIS: Bea blde may mas ce-

lain chnicat signs 01 hyperthyroidism. Therelore.
abrupt wiindrawal of propranolol may be tOitowed by
an e.'¡cerbalion 01 symptoms of hyperthyroidism,
including IhyrOld storm. PropranOiot may change
thyrOId runction last. Increasing T.. and re..erse Ti.
ani~ d~w~~n ~ITH WOLFF-PARKINSON.WHI;E

SYNDROME, several cases have ben reported in
whch, after propano. th tacycadia was repl
by a severe bfadycadia requinng a dean pac
maker. In on ca this resuled after an initia do 01
5 mg propran0.

PRECAUTIONS
GENERA: Prpranolo should be useith cautio
in patienls wilh impaired hetic or renal functio.
INOERAL is no indicated for the treatme of hyper-
tensive emegencies. .
Beta-adnireceptor blokade can cause reuc-

lio 01 intraoutar pressure. Patienls shld be Ioid
that INOERAL may interfere with Ihe glaucoma
screning test. Withdrwal may lead to a retum Of
increasd intraolar pressure.

CLINICAl lAORATORY TESTS: Eleted blo
urea lels in patienls .wilh seve heart diseas.
eleted serum transainase. alkaline phosphatase,Ialate deydrogen. .

DRUG INTERACTIONS: Patients reciving cate-
choamine-depleting drugs such as resepine shld
be closely observed if INOERAL is admin16tered. The
aded catecholamine-blo aclio may pruce
an exc~ssive reuctio 06 resfing sympathetic ner-
vous activity which may resu" in hypotension.
marked braaycardia. vetigo. synopal ailacks, Or
orthostatic hyPoensio.

Caution shuld be e.ercise when patients reciv-
ing a beta blocer are admllered a caClum.chan.
ne-blOCng drug. especially ¡nlravenus verapü.
tor both agents may depres myodia contraclity
or airioventricular coducton. On rare oc. the
coanl iniravenos use of a bela blOCer an
verapa ha resuled in serius adver reaon,

. especially in palienis with severe cardiomyopaly,
coesive hear failure or recnl myOrdial intarc.
uo.

:=:~ ::~::J~ greatly reduc inteslinai
Ethanol slows the rate 01 absrpcon 01 ptopranool.
Phnyloin. phnobarbione, añd rdan accrate
propan clearanc.
Chlorpromazina. when used concomilaniiy with.

proranolo. resuns in increoo plasma levls ofboh drugs. .
AntiPyrine and lidoine /lve reduced clearance
when used coomitaniiy with propranolol.
Thyroxine may msun in a .Ior lhe eicted T 3

.concentration when used concomitsnlly withIHoprano .
CIiIi_tri1iri_ d.cre..e. Ih, lI,paliC metabolism of

c~a~f~: delaying elimlnalion and.increaalng
lliehylline clearance is ieuced whe used co-

coir&M8ta~~~s'lI~UTAGENESIS, IMPAIR-
MENT OF FERTILITY: Long-ierm sludies in animals
haw .been coducted 10 evluale loxic effecls and
carcinoenic PoentiaL. tn ia-moth studies. in both
rats and mice. employing dos up 10 150 mglkgl
day, there was no evidence 01 significant drug-
induced ioxicily. There were no drug-retated
tumorigenic effects af any of the dosage levets.
Reproucliv Sludi~s in animas did no sli any
impairment of fmliity thet was ailribulable 10 lhe
drug.

PREGNANCY: Prgnancy Calegory C: INOERAl
has been shn to be embrVOO.IC in animal Sludle.

. al dosos about 10 time. iire.le'.tha the maximum
reommended human do...

Them are no adequate and well.controlled studies
In pregnant won.INOEAAL should be used during
pregnancy only illhe potential benlit lusmies the
poeniia nsk 10 l/e fetus.

NURSING MOTHERS: INOERAL Is excreied in
human milk. Cautio should be exercise wh IN-
OERAL is administered to a nursing woan.

chli~r~~~~~~~~~~f~bri~g~d~lfectiveness in
ADVERSI REACTIONS

Most ad\'e effects ha ben mild and trans;ei

~=v~~~:ra~::ly~:.Jt~~~~"r~lr.i~i;~
failure; Intensification ot AV block; ~ypotension:
paresthesia 01 hand.; thromboyiuponic I'uipuia:
arterial Insufficiey. USualy 0/ II Aayn Iype.

CeltaJ Ne.ous Sr.siem: Liht-headeness; me
Ia de mandeSled by insoia. latud.

1"woakness. 'aligue: rG\8rsib(e menial decreS5ion

~~fie~~~:~~¿~ vfv~~a~C:~~$~i~~a~~~f~Ur~V:~;~~~
syndro c:haiaclerlZed by disoientatio lo tim
and place. shorHerm memory 106S. emolional _
lality. slighlly clode sesoium, an de ¡-
perfrmance on neuropsyc/lrics. Fo ir¡aie
Iomulalisl\!ethargy an vivid dreas appear dose
related. -ir.~

~
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. ,': -. ,'. ADVERS.-REACTIONS
Mosl adwrse elleets hae been mild an transient

an~~;v~~;~~;l~~y~l:rd"t~~6~wa~s~v~~:!Jt
lailure; iniensilicaiion 01 AV bloCk; ~ypotension;
paresthesia 01 hands; Ihromboytopenic purpura;
arterial insuNiciecy. usually of the Raynad type.

Central Nervous Syslem: Light-headedness; men-
tal depression maifested by insomnia. lassitude.
weakness, fatigue; reversibre mental depression

g~?ß6~~=¡~~¿;0 vfvt~a~~~~';;i~~ a~~~f~u~~~~~f~ ..:
syndrome characterized by disorientatio lor time
and place; short-term memory loss. emotional _,._
lability, slightiy clode sensortum. an dereased L ..
performance on neuropsychlrics. For immiate
lormulalios lethargy and vivid dreams appe81 dose
reated. ~ r.il

Gaslloint'suniJ: -Nausea. vomUing, epjgaslic

~~~:s:~~~~(r;Ii:~&o~~~(~1~~~lri~~
Allofg;c: PharyngihS and agranulocylo~i::,

e'yth~matous (ash, levr combin~d with aChing Cõnd

~=:c:~~- an respiraioy diti..
Hematolgic: AgranU~osis. nathmmboyto-

paic purpura, throboytopic purpura.
Auto-Immune: In extremelv rare instances. SyS-

lemic lupus erythematosus has ben repoted.
Miscellaneous: Alopecia. LE-like reachons.

psiasilom rashes. dry eys. male impoence, and
Peyronie's disease have. been reported rarelv.
Oculoutane$ reaclions invoiving the skn.
serous mebranes. and cojunctivae repoted for a
beta blocker Iprac,olOlJ haw no ben assoiated
wilh propran 01.

DOSAGE AND ADMINISTIlTIOH
INDE LA provide prran hydrochloid In a
súslaned-releas capsle for adminislr4lon on
daily. IIpatiets are switch Irom INDERA Tablels
to INOERA LA Cales. care shd be taken to
asure thai the desire lherapeutic eNeel is man-
lane. INDERA LA shold no be cosidered a
simple mg-for-m substilule tor INDERA. INDERA
.LA ha dillerent kietics and produces lor blo
lels. Relijraiio may -Ð neessary. espeially to
manialn eNectiwness al the en 01 th 24-hor dos-
in inlerva.

HYPERTENSION-Dosage must be individ-
ualized. The usua initial dosage is 60 mg INDERAL
LA once dailV. whthr use alOe or added to a
diuretic. The dosage ma be inreasd to 120 mg
on daily or high uniil aduale bloo-pressure
cotrol is achiev. The usual maintenanc~ dosage
is 120 10 160 mg one dailV. In so inslances a
dosage 0/640 mil may be "'uired. The lim needed
lo fuh hvperlensiw respoSe to a give doage is
vaiable en may rane Irom a lew days to seral
weks.

ANGINA PECTORIS-Dosage must be individ-
ualized. Starting with 60 mg INDERA LA once daly.
doag should be gradually increased at thre- 10
seven.day inlervals unli optimal respose is ob-
taine. AIgh individual palienls may repo al

an dosage lel, the average oplimal doge ap-
pears to be 160 mg Of dalV.ln 1igina petoris. the
val and safeiy 0/ dosage exceeding 320 mg per
day have no be 8Slabllshed.

II treatmnt is to be discolinued. reuce dosage
graduallV over a perio 01 a i- .. (.. WARN-
INGS).

MIGRAINE-Doge musl be ina;vidualized. The
inilia oral do is 60 mg INDERA LA one dailV. The
usu ellectiw dose rane is 160240 mg once dalV.
The dosage may be incread gradualy to achie
ophmat migraine piophylaxis. II a salislaciorv
I8Spose is no obtaine wllh,n four \0 six weeks after
reaching th maima dos, INDERA LA therapy
should be disconlinued. It may be advisable to
withdraw the dlUg graduallv ovr a perio of sevral
weks

HYPERTROPHIC SUBAORTIC STENOSIS--

~J~TRlI~s'~ELA otçu llally
At this tima the dais on IIi use 01 the drug in this

age grop ere too limted to permij sdequale diiec-
tios for uss.
OVERDOE
INDERAL is nol .igniticaniiy dialyzable. In Ihe

_ni oIavrdoage or exaggeraled respo. th
followng measres shld be empl:
GENERAL-II inge.tio is. or ma hav bee. reent.
evcuale gastric colenlS. taking care 10 prel

~~l;lt~I~~ÅOMINISTER ATROPINE (0.25
to 1.0 mg); IF THERE IS NO RESPONSE TO VN3
BLOCKADE, ADMINISTER ISOPROTERENOL
CATIOUSLY.
. CARDIAC FAILURE-DIGITALIZATION AND
DIURETICS.

TE~I~E~~I~pie~~?tfn~i~~s t915~~~
THAT EPINEPHRINE IS THE DRUG OF CHOICE).

BRONCHOSPASM-ADMINISTER lSOPRO-
TERENOL ANQ AMINOPHYLLINE.

HOW aUPlLIKD
INDERAe LA CAPULES

. (propraniO hVdroloridel

~i=:~g~u:::~'~ß~~ba~:;
cotains 60 mg of propranlo hVdrohloide in

. bolles of 100 (NDC 0046-0470-61) and 1.000
(NOC 006-70-91). Als avilable in a Uni! Dose
paage 01100 (NOC 006-70-99).

-t:~~sl.i~lei~~;;£s~~ jl~e8~:\~L lÀ ~~~
~iK:(~~ io"f~~\~~~)~~~OO ~~~

006-0471-91) Also available in a Unil Dose
pakage 01100 (NOC 0071.99~

~~~ig~~,:i¡iwt:i::~. ~~~br1
120; contains 120 mg of propianolol hvdro-
chlide in bolles 01100 (NOC 006-73-1) an ,_
1.00 (NOC 00644 73-91). Also avlabl In a Unl
Dose pakae 01100 (NOC 006-73-99).

-Each dark-òlue capsule. iden~lied by 3 naro
bands. 1 wide ban. and -INDERA LA 160.' coo-
l;tin,; 1M mn nf nrnnr:;i-.r.lril h..rl.....I,..Îrt.. ;.. +..,,,

r . ~ :"'?~~:!¡~~~~p.~J.'-. :~..~_ .1 ::A~~~f: ~~;;-.: ~~ ~;~

..
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. ..q'r,;',I!!c;:_ Iicifsilliciir ~ii~11i.il1m1.. .
.', . lM ci Ìldcge Q( exgerted Ilsii. th ;lcloin meUIlS sld be empl: '

GENERL-If iieSlci is. Q( ma ha'l be. nil.
evuale gastric cctents. laking care to pIl
pulmary a&rali. . .

BRAYCADIA-ADMINISTER ATROPINE (0.25
tci 1.0 mgl; IF THERE IS NO RESPOSE TO VAGL
BLOCKADE. ADMINISTER ISOPROTERENOL
CAUIOUSlY. . .

CARDIAC FAILURE-DIGITALIZATION AND
DIURETICS.

HYPOTENSION-VASOPRESSORS. &0, lEVAR-
. TERENO OR EPINEPRINE (THERE IS EVIDENCE
T~M~~~b~~~J:.1iM?~~8f glm~&:..

TERENQL AND AMINOPYLLINE.

HOW .U..U.D
. INDERA4f LA CAULES

. (pipranlo hYdrchlcidl

-~ii:.J~~:U:~:~'!~'òlhrtLbU~;
cclais 60 tkci. plOprai hydroide in
boWes cif 100 NDC .0046-0470-81) and 1,000
(NDCOO-04 7 91~ Alsc available in a Un Do
page ollOO (NDC 006- 70-99).

..Ea üghl-blue casule. identified by 3 nario
bans, I wie ba. an .INDERAL LA 80.~ coo.
la 80 mg ci plOpranc hydlOhloidl in botles
cif 100 (NDe 0046-0471-81) and 1.00 (NDC
0046-0471-91). Also available in a Unit Dose
package OLLOO (NDC 0071.g~-~:~~g=~Jl:;~I~~.~~~bri
120:conlains 120 mg cif prcipranolcil hydrci:

. chloride jn boles 01100 (NDC lI 73-a1) an
I.ii (NDC 0073.9n Alsc avlale in a Un
Dose pakae ciIOO(NDC 0073-99~

-Each dark-blue capule, idenlifll by 3 naio
. bands. I wide ban, an .INDEAA LA 160.' c0
tains 160 rn.olpropren hydr in boo
ties ollOO (NDC 006-79-81) an 1.00 (NOC
006.0479.91). Also available in a Unit Dose
packa ci10ò (NDC 0079-99).
The appearan 01 tte capsu is e ieialeni
trademk ci Ate&llaatorles.

Stcire al rciom.lempalature (apprcixlm,iely
25. C). Pilllrom Ughl an masluil.

AYERSl LABORATORIES INC:
NEW YORK, NY 1007

Raiii Deumll9l, 314 Printed In U.S.A.
~ 111 A'(ERST lAORATORIES
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DIVISION OF CARDIO-RENAL DRUG PRODUCTS
MEDicAL OFFICER'S REVIEW

.1

NDA ,: 18-553/S-013

M.O. REVIEW I: A

REVIEWER: .Robert E. Keenan, M.D.

SPONSOR: Ayerst Laborator1es

DRUG: Inderil LA,60 mg Capsule

DATE OF CORRESPONDENCE: December 30, 1985

DATE RECEIVED BY REVIEWER: February 7, 1985

DATEREYIEW COMPLETED: July 26, 1985

Resuiie:

The Japanese clin1cal trials sub.1tted supportfngthe efficacy of Inderal LA,
60 119, are not of the quality expected in an original "DA. Propranolol and
propranolol 10ng-act1ng fOr'lat1ons are. not, however, orig1na', by any
def1nit1on. Just the opposite: both propranolol tablets (1Mediate relelSe)
and propranolol long-acting capsules (sustained relelSe), in a var1ety of
dosage strengths ,are already approved for the treii.nt of hypertension and
angina pectoris. ThfsNDA supplement prov1des evidence whfch s1l1ply extends
the approvals already grinted--that is, a lower (60 iig) long-acting dosage
strengthwhfch behaves kinetically the siin as 

the higher doses (80 mg, 120 mg
and 160 mg) already approved. It al~ost goes without saying. therefore, that
the lower, 60 mg INDERAL":LA, dosage wfll be as effective as the 80 mg dosage
1n some pat1ents(SO-60 Kg body weight range) suffer1ng .'1d/liderate hyper-
tens10n or stableangfna pectoris. On ;Its face, then. gfven the biopharm
review and conclus1ons, I "DERAt-LA , 60 mg, is medically approvable (prfma
fac1e)'and the following discussion 15 11kely redundant. .

Inderal-LA, .60 mg, ~.s systeiit1cally studied in co~trol1ed and 1n open
c11nical trials which support its use for 2.indications: mild/moderate hyper-
tension and angina pectoris.

I. Altogether, 8 publ1s.hed clin1cal. trials examining the anti-hypertensive
effectiveness of Inderil-LA, 60 mg once diny, are subii1tted 1n support of
this NDAsupplement. A combined total of 773 patients ~ere included in thèse

(8) studies; 56 patfents received the drug for 6 monthsior longer.. Two of the
t clinical trials (described below).re representative aJ\~ provide the necessary

safety and efficacy data; the other six are cons1stent índ supportive.

In the first of the two representative trials, 351 l11d/moderately hyperten-
'she patients were ~nrolled in a multi-center, dollle-bl1nd study comparing
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.Indera.l-LA, 60 iig. once daily. to Convent10nal propranolol 20 .g T.I.O.

. Trough blood pressure Rasure.ents established the equivilence of once-daily
60 mg .LA w1th propra~olol. 20 ~ ,r.I.O. in 94 patients (Figure 1).

Figure 1

i.......c ty..CMC
IJcoUc .1'....1'. DScoUc ........ ..... . . . . II.-
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...... ... c 0.051.., , c 0.0l;. .. ""11 _.. ..-.. -...
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The low-dose. LA-60 iigonce daily. or regular propranolol. 20 mg. T.I.O.,
required added hydrochlorth1az1dein 73 patients (26 Inderil-LA and 47 pro-
pranolol T.I.O.). Again the long-acting fortulat10n, in co.b1nat1on with
Heii, given once daily. is shown to be equivalent to the same total daily dose
of i"egularpropranolol divided into 3 sepirate doses, in colib1nat1on with HeTZ

(Figure 2).

Iii

.
Figure 2
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The remaining 184 patients (of the original 351) either f.,1.d the entry
cr1t~ria or. eventually.' requlred propranolol doses above 60.g/d.y.

In the second of the two repr,sentativi clinic.l trials. blood pressures of
36 hypertensive patients were perfo~ed throughout a 24-hour period on the diy
of completion of a one-week in-patient treatlent period (whlch followed a one-
week in-patient no-treatlent period). Blood pressure .elSu..ents were .
recorded with anlutOlt1c blood pressure iiter ...... .. . _. it ..
7:001... (trough). 9:00 1....10:00 ..... 11:001....1:00 p.ii.. 3:00p.Ii..
5:00 p.ii.. 7:00 p.... 9:00 p.... and iga1n the nextllrning.t 7:00 I... The
end-of-treitmnt blood. pressures were then to.pared to the control 24-hour
blood pressures thit were recorded in the si.e aanner but after one-week .
in-patient no~treatint period. Resu1tsl.red1splayed in Figure 3.

eo

O' .

. Ff gure 3: 24 hours blood pressure and pul se beat
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As is obvious in Figure 3, Indiril-LA, 60 ., once diily, produced i sustained,
24-hour, blood pressure-lowering effect equivilent to thit seen with regulir .

proprinolol, 20 _g T.I.O.

In all 8 anti-hyp.rtenshe triils, drug sifety pari.eters were !lisured
regularly. Liboratory and cl1n1cll ¡dverseexper1ences were consistent with
the current propranolol labelling. No unexpected events 

occurred.

II. Altogether,S published cl1n1cll trlils exl.1nfng theant1-lnglnal .
effectiveness of Inderal-LA, 60 _g once dally, ire su~ltted in support of
th1ssupple.ent. A cOlb1ned total of US patients wire included in these (5)
separite triils. Two representative studtis providi the necessiry safety and
efficacy data; the other i ire consistint and supportlvi.

In the first of the 2 representat1vetrllls, 69 patients"," enrolled in i
double-blind crossover study cOlpar1ng Inderll-LA,.60.1. once dany, with
regulir ,ropranolol tablets, 20 -l T.I.D and placebO. After a 2-week s1ngle-

blind placebo leld-1n period, patients were rlndo.iled to one of the 2
proprinolol treit.ents. whlch WIS iclinistered for Z Wlks, after which eich
patient WIS crossed over .to thealurnithe rel1... for a sicond 2-weektreat-
_nt period. Trough exercise tlstlfg(lIified 8rvce protocol) was perfonid
at base11ne 'and agl1nat the end ofeich of ,the 3 two-week treatMnts.

(placebo, Inderal-LA, 60 _g once daily,proprinolol, 20 .g 'T. I.D.). End-
points included ti.. to ST depr.essions of~.5..s.5, Ind~.5 to 1.0_.
depending upon patientcharacter1stics. There.was l -per1od8 effect (l .e..
carryover fro. the drugreg1.en received first in the 

crossover design) .
observed and considered appropriately in the data ani1ys1s. Treidi1l1 tiiie to
the specified (ST seglnt) end-po1nt1.proved 46.91 (lVeragl) in the patients

. when theyrece1Yed Inderal-LA,60 iig onci dal1yand in average of 39.11 
when

they took regular propranolol tablets, 20.g T.I.D. for 2 weeks. Stat1st1-
çal'y these were significantly superior to placebo bQt not different fro. each
other.

. , ¡(b,n.wGC l..
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In the' second of the 2 representlt1ve triils, long-te~ Iff1clCY ind sifity
was assessed ifter co.plet1on of i 4-weet double-blind .ul t1-center

(21cènters ) trial of 50 ,. t1ents wi th exert10nll or .hed in 11 ni petoris.
Only sUblingual nitroglycerin WIS allowed during i 2-week run-in period

establishing an En blSel1ne. Patients were thin rlndo.1ledto receive either
Inderl'-lA, 60 .g once di11y or regulir proprinolol, 20 .g T. 1.0. for 2 weeks
doubl e-blind. After 2 weeks, invest1gltors hid the option of continuing .
60 iig/day or increasing the bl1nded dose to 1201l/day (40 -g tablets T.leD.
or 120 .g LA once daily). TW patients hid thl1r dose increased ind ten other
patients were excluded fro. the f1nll inilysis for.i variety of (but

leg1ti..te) reasons. Exirt10nal1ng1ni WIS dllgnosed in 29 of the 40 patients

(29 oles ind 11 fiiles)inilyzed ind _hid Ing1nl 111 the rli1n1ng11 ..
patients.

. Trough exercise tolerance tests revllled.sign1f1cinti.prov_ntin both
groups ofpitients it thi end of thi double-blind (4weets) period. Eighteen

patients were then pliced on long-tel' Indirll-lA, 60., onei dii1y, trutlnt
(open). Exercisetolerince tlstS wire perfol'd Iga1n upon .cOlplet1ôn- of .
long-tel' (3-12 months) Inderil-LA triai-nt riyiiled. Hal f (50s) of thi
long-tel' pitients retained i s1gn1ficlnt m 1.prov..nt throughout thi 3-12
iinth period. The others (iistly -.hld- Ing1nl which included unstable
patients) were ilso nUlrfcllly (but not statist1cllly) 1.proved by ETT.
evlluat1on, probably because their diseisi. process contfnued to worsen over
the long-tel" follow-up.. .
In a !lre practfcal vein, both the short-tel" (double-bl1nd)lnd long-tel"

(open) patients hid an i.proved quality of 11ft, it least fro. the point-of-
view of numbers of anginal episodes. A decrease in both. the incidence of .

anginal .se1zures. and the consu.pt10n of subl1ngull nitroglycerin tablets was
sustained throughout the vlr10us (per patient) treatment periods (seeFigure 5). '
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Safety wlSassessed by the usuil clin1cll indlaboritory observations. The
well-~nown. predictable propranolol ADR profile ..erged. However. the .
1nc1dence of the most commn troubleso.e proble.s ippeiredto occur less often
than was expected.

.

In su...ry. the publ1shedJlpanese l1terlture prov1ded1n this suppleient
support the b10phanirev1ew and s1.ply extend and confin1 the al ready known
factuil cl1n1cal data relevant to the 3, already-approved dosage strengths of
Inderal-LA. Fro. the preceding d1scussion.it1s apparent that Inderal-LA,
60 iig once a day. w111 not control 111 patients suffer1 ng w1th stabl e or .hed
ang1nl pectoris or 111ld/liderate hyptertension. As expeted apr1or1. however,
substantial nuiibers of patients having theseiff1ict1ons . particularly
patients 1nth. 50-60 Kg weight ring., can~e adequately controlled with the
lower dose (60 .g) of long-icting proprinolol~ And this is clearly enunciated
in the -dosage and ad.inistrat1on- section of the proposed revised labeling.
In keeping with the supportive dati sUb.1tted ind the wisdo. of using the
lowest effective drug dose then, the newfonluht1oil of Indlral-lA. 60 a9 once

. dal1y. fulfl1ls a .edical need., Therefore. ipproYll of NDA 18-553. SuppleMent

. S-01315 enthusiasticilly reco-inded and endorsed.

~£~...~i \\bRobert E. Klinan. M.D.

cc: Or1 g. NDA
HFN-ll 0

HFH-llO/CSO
l.-llO/RKeenin:l 0/1 5186

ef:l 0/1 5/86/1 0/16/86:'0657g
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I . f n the "How Supp lied" . sect i on of the P J the fo II ow i ng statement shou I d

appear after "Store at room temperature, etc.," "Protéct from light and
. moisture."

2. The bottle labels should contain the statement "Dispense in tight,
light-resi,stant container CUSP)," to bring these labels into conformance
with those for the approved dosage. forms.

3. We should confirm that the lot number- and expiration date wi I f appear,
on the bottle labels, in the blank space on the right hand side of these
I abe Is.

It is my understanding that the one label containing "Exp" and "Lot" wi II
be attached to each un it dose capsu I e. Th i s shou I d beconf i rmed.

It is not clear how the expi ration d~te and lot number wi i i be handled
for the promot i onal b Ii sters.



,. -', --".'.'

'ciìs+~ìEliJiloN .

.'.Fc)RMF Dtl226¿. (ifi$)

I-tHFN ..1101 cs.o



8. SUPPLEMNT PROVIDES FOR:

The amendment of 7/15/86 consists of report No. 85-56, "Analysis of .
Propranolol in Plasma Using HPLC." 'It was provided at the request of
Dr. Donald Heald, HFN-225. This procedure was referenced in the original
submission. This amendment contains no new informtion.
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CHEMIST'S REVIEW
(If nece....ry. continue eny Item on 8" ir 10i¡" p..per.

Kev contlnu..tlon. to. Item by number.) ,
:l. NAME AND ADDRESS OF APPLICANT (City and State)

Ayerst Laboratories
New York, New York

-6. NAME OF DRUG

Inderal LA

8. SUPPLEMENTlsl PROVIDES FOR:

see attachment

10. PHARMACOLOGICALCATEG.ORY

Antihypertenßive/ Antiangina

13. DOSAGE FORM ISI.

CHG

15. CHEMICAL NAME AND STRUCTURE.

17. COMMENTS

see attachment

'Î~'
ORGANIZATION

HFN-110
2. NDA NUMBER

18-553
4. AF NUMBER

19-003
MAY 6 1_"(""~:;\)Ö 5. SUPPLEMENT 1m

NUMBER(S) DA TEeS)
7. NONPROPRIETARY NAME

ropranolol Hydrochloride SOB 12/30/85

9. AMENDMENTS AND OTHE
(Reports; etc.) Ö'ÄtËS

3/27/86
4/3/86
4/17/86

II. HOW DISPENSED 2. RELÃTEDIND/NDAÌOMFISI

G9 RX 0 OTC
14.POTENCY (188)

NDA 16-418

60, 80, 120, 160 mg

16. RECORDS AND REPORTS
CURRENT

ix V E.S

RE.VI EWED

~VES

ONO

DNO

18. CONCLUSIONS AND RECOMMENDATIONS

This supplement is approvahle as far as the manufacturing and controls
portion is concerned, including the extension of the expiratiori date from
24 to 36 months. The labeling is satisfactory as far as the technical
aspects are concerned. The supplement has not yet been reviewed by 

theBiopharmaceutics Division.

19.
N~EJames H. Short

DISTRIBUTION

FORM FDH 2266 (7/75)
. ORIGINAL JACK

PRE VI

REVIEW.ER

DA TE .COMPLETED

2. I 
"'c-,r,
~\.)Û¡~AY

D REVIEWER
S EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.

/-¡ HFN-110/CSO'
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CHEMIST'S REVIEW
(II nece...."'. continue any Iteøi on 8" ii lOV." p..per.

Kev contlnu..tlon to Item by number.)
3. NAME ANO AODRESS OF APPLICANT (City ..nd St..te)

1'.
ORGANIZATION

HFN-110

Ayerst Laboratories
New York, NY.

6. NAMEO~ ÒRUG

MAR 4 1986

7. NONPROPRIETARY NAME

Propranolol Hydrochloride
Inderal LA

I, 5. SUPPLEMENT(S) PROVIOES FOR:S012 provides for the use of a new stability indicating
i assay utilizing HPLC.

S013 provides for a new dosage strength, a 60 mg capsule.

\0. F'HARMACOLOGICAL CATEGORY 11. HOW OISPENSEO

Antihvpertensive Antiamdnal'
13. DOSAGE FORM (s)

QRX
14.POTENCY (leii)

o OTC

eHG
1.5. CHEMICAL NAME ANO STRUCTURE

6j¡, 8!), 12Q, l60,mg

17. COMMENTS

SEE ATTACHMNT

2. NOA NUMBER

18-553
4. AF NUMBER

19-003
5. SUPPL.EMENT .(S)

NUMB.ERISI OATEISI

S012
SOB

12/30/85
12/30/85

I

l
9.. At/5NCMENiS A)..D ::7r.::¡:~

(R.pom, .'OJ OAT" I

j
2~ REL.ATEO INoiNOAiOMF(S'1. .

16. RECOROS ANO REPORTS. .
CU RREN T

() Y ES
REVIEWED

LX YES

DNO

r-NO

18. CONCi-USIONS AND RECOMMENDATIONS

S012 is approvable. Additional information is needed before SOB can he
approved. The. aplÙicant should state if the packaging materials have been
approved previously, and if not suitable information should be provided.
A review by the Biopharmaceutics Division is needed. The labeling is
satisfactory as far as the technical aspects are concerned except that
the applicant should affirm that th~ labels will contain lot numbers and

expiration dates as appropriate.~
~
M

.-19.
NAME

REVIEWER

IrGNLURE-l. ø~
IGINAL JAcM 0 REVIEWER !

James H Short
~ DISTRIBUTION

FORM FOH 2266 (7ns) PREVIOUS EDITION MAY BE USED UNTIL SUPPL.Y is EXHAUSTEO.
CSO

I DA TE COMPI.E T ED
FEB 6, 1986

DIVISION FILE



. \

.5 . .. Page(s) Withheld

x . § 552(b)(4) Trade Secret I Confidential

.', §.S52(b)(5) D,eliberativePro:cess., .

. . § 552(b) 
(4) 

Draft Labelig.



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:

18-553/8013

ADMINISTRATIVE and CORRSPONDENCE
DOCUMENTS



JU 2 198'1

NlJA 1 e..S53IS..Ol$

A¥ar$t.L.~b~ra~øriG;s. ...
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iiøarMr. RapOZtH

W~~~kfl()wle'9~t.~f;te~~. .ofyøur "~¥11.ifl1~llPßll$$1Qß contàiidnS,f1nal
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Sincerely yours,

.(l)( 711('7
RaYmnd J.L1p1cky,M.. o.
Qirettor
nivhiQn ofCardio--Renalf)rtig Products
Office of Drug Researçl\ a:nd Review
Center f1.r I)rugs &ftdlHolog1cs
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.Memorandum

Department of Heal th and Human Services
. 

Public Health Service
. Food and Drug Administration

Da te :

To: Fil e

From: Di rector
Division of Cardio-Renal Drug Products, HFN-l 1 0

Subject: NDA 18-553/5-013 60 mg Indera 1 LA

Although cl inical trial s were conducted for 60 mg Inderal LA, these were not
necessary for approval.

The disclosable r.eviews constitute the summary basis of approval.

Raymond J. lipicky, M~D.

C~~i9. .~
N-ll 0

HFN-llO/CHenry
sb/2/2/87/4945s
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