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NDA 19-982/S-003
20-186/S-004 May 30 1995

Lederle Laboratories

A Division of American Cyanamid Company
Attention: Mr. Earl F. Walker

401 N. Middietown Road

Pearl River, NY 10965-1299

Dear Mr. Walker:

Please refer to your February 15, 1995 supplemental new drug applications submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Zebeta (bisoprolol fumarate)
Tablets (NDA 19-982) and Ziac (bisoprotol fumarate/HCTZ) Tablets (NDA 20-186).

The supplemental applications provide for final printed labeling revised to add cutaneous
vasculitis to the Skin subsection of the ADVERSE REACTIONS section.

We have completed the review of these supplemental applications and have concluded that
adequate information has been presented to demonstrate that the drugs are safe and effective for
use as recommended in the February 15, 1995 final printed labeling submitted on

February 22, 1995. Accordingly, the supplemental applications are approved effective on the
date of this letter.

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

If you have any questions, please contact:

Ms. Zelda McDonald
Regulatory Health Project Manager
(301) 594-5300

Sincerely yours,

/Sl /3805

Raymond J. Lipicky, M.D.

Director

Division of Cardio-Renal Drug Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research
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ZEBETA®
(Bisoprolol Fumarate)
Tablets
DESCRIPTION
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fumarate has a moi weight of 766.97. It is a white crystalling powxder
\mch Is aporcomately squatly hydrophilic and lipophilic, and is feadily soluble in water.
methanol, e72n0), and chioroform
ZEBETA 1s avaiabie 28 5 and 10 mg tablets tor oral admirstrabon.
Inactive ingrecients include Colloidal Sicon Dioxide, Corn Starch, Cw
Catcium Mapnesksm Stear uowmmrn
Catisiose, Polvethylens Glycol, Polysorbate 80, and Tramum Dan« The s mQ tablets
90 contan Red and Yeliow Iron Oxede

CLINICAL PHARMACOLOGY

renoCeptors,
vascular musculaturs; 1o retain seisctivity it is thersiors important to use the lowest eftec-
trve dose.

L, and W

The absohte bosvailabiity atter 3 10 mo oral dose of bisoproiol lumarate is about 80%.

Absorption is not affected by the pressnce of food. The first pass metaboliem of bisoprolot

fumarate 18 about 20%.

Binding to serym proteins is approximately 30%. Pesk mm

m24munmownq with 5§ to 20 mQ, and mean from 16 ng/mi at
in
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The mechanism ol action of its antihyperiensive stiects has not been complstely setab-
lshad. Factors which mey be involved include:

1) Decreased cardiac output,
)ldemﬁanbyhm
3} Diminution ot mmmmmnmmmnm

Inmmmm.lilﬂAWv.Mmamd and isopro-
tarenok-induced hdzwd iz The maximal ettect occurred within 14 hours post-dosing.
Effocts persisted lor 24 hours al doess squal to of grealer than 5 mg.
Eham-elmmmmmm that ZEBETA significanty decreases
heart rate, INCresses BiNUS NOGS ry tima, prolongs AV node refractory periods, and,
with rapid mmmwmam
m.dccmdznnAmmamhmmwwmm
doses on b dcntlty have beesn Mmmd
Pumonary wmummmmmm
pabents with chionic cbstructive puimonary dresss )De—d Amnpd
nomsbwmmfmwaW.wﬁwithn\ngv

in forced ume (FEV)) were obusrved with
dosss of disoprol nnmzommm mhbmmm—mwnun
beta-blockers. The changes induced by beta-biockade
with all agents were reversed by bronchodilator therapy.
ZIBETAMMG' ummlmwm.huam
bo-controliad trials in total cholesters) sveraged +0.8% for bisoproiol fumerate-
mumw.or for placebo. Changes in triglycerides avaraged +19% for biso-
prolol {umarate-treated patents, and +17% for placebo.
ZEBETA has aiso been given concomdantly with thiazide diurstics. Even very low Goess of
mmmm(usm)mmmmummn-nmmtmunw
ering biood pressurs in patients with mikd-to-moderats hypertension
CLINICAL STUDIES
In two double-bind placed trials in the US., reduc-
tions in systolic and diestohc biood pressute and heart rats 24 hourlmwmmm
pahents with mild-10-mogdersie hypertension are shown beiow. In both studws, mean sys-
tohc/diastolic blood muumnmmwupmmndywwoomm w
heart rate was 76 bom. Drug eftect e calculated by subtracting the plscebo stect from the
overali change in blood pressure and heart rate

Sitting Systolic/Diastolic Pressure (BP) end Hesrt Rate (HR)
Mean Decrease (1) Afer 3 10 4 Weeks

VeSS range
dosing bisopratol

varistion in pesk plasrna ieveis. The plasma
I-Nztwrnnamwwmuurypmu,hmm
fuvdonInmtmﬂlmn.&-ﬂyﬂbhnmmsmdmﬂ:m.ln

both young and populations, plasma sccumuiation is low; the fattor
rangee from 1.1 to 1.3, and it what would be @mected from the lirst order kinstics and
mawaww.ﬂcm e tothe dom in the
range o § to 20 mg. * of the two are smmilar

Bisoprolol tumarate 1 séminated luulrybyr-\llmd non-renal pathways with sbout 50%
of the doss 2ppearing unchanged in the unne ang the remand
Mactive metadolites. in humans, the known

18 not oy ¢y P4sC ) ydroxylase).

In subpcts wh creatining clearance less than 40 mUme the plasma hali-ife is increases
Approcdmately Threefcid compared to healthy subjec

In mm:b? nnm’:‘m lh; lm‘r’ymo ‘ ”:l |Z'E

more vari n rate and significantly siower than |nwm-m~nnm
hatf-ite ranging from 8.3 to 21.7 hours.
Pharmacodynsmics

The most prominent etfect of ZEBETA is the negative chronotrapic effect,

reduction in resting and exercise heart rats. Thare 15 a fall in mms and eoercrse cardiac
output with (iTie cbesrved change in stroke volume, and only a smal increass in right gtri-
al pregsurs, of pulmonary capiitiry wedgs pressurs at rest of during eeerciss.

Findings in short-term clinical hemodynamics studies with ZEBETA are similyr to thoss
obeervad with other beta-blocking agents.

Study A m&m
"":"“ _5’.:!. _"'l ._"‘i
N
Total ABP (mm Mg) 547.2 10.48.0 112/109 llM!j
Orug Ettect2 . 5043 s477 7487
Total 3HR (bpm) s 12 87 113
Dyug Ettect? . 6.7 82 108
Swdy 8 Fumerste
Plsoedo 25mg omg
n % 50 &
Total ABP {mm Hg) 007 7581 132
Drug Eftect? - 46/44 10875
Tokl AHR (bpm? 1.6 38 10.7
Drug Etfect? . 22 9.1
Wmmm bessime minus placebo.
Bigod pi re rOEPONSNS Were ssen within One week of trastrnent and changed Iitle
mu-hr In-ym-nmm 12 waeks and for owes 3 year in studes of longer dura-
tian. Blood pressure returned 1o basskns when bisoproiol fumarate was tapered over two
wesks i & long-term study.

Ovenali, significantly greater blood pressure reductions were observed on bmprolol
{umarate than on placebo regardiess of race, age. orwmr Thers wers no signdicant dd-
{erences i response between black and nondlack patients.

INDICATIONS AND USAGE

ZEBETA 12 mdicated in the mansgemant of hypertension. it may be used aione of in com-
binaton with other anthypertensive agents

CONTRAINDICATIONS

ZEBETA is contraindicated in patients with cardiogenic shock, overt cardiac failure, second
of therd degree AV block, and masied sinus bradycarda.

WARNINGS

Cardiat Falinre

circulatory unchon in the sethng
w‘wmmhuﬂluhn wamyrnmmmhvuo'mndmr
disl wmmw precipitate more severe failure. in general, beta-blocking agents
MH avouded in patwents with overt congestive falure, However, in some

with compensated cardiac tailure it may be necessary to utikze them. in such a situation,
they must be used cautiousty

Book [

|
.

M\M‘VIM @ History of Cardiac Failere

of the with beta-blockers can, in soms patents, pre
?la cargac fadure. At mo fiest £gns of symptoms of heart 1aiws, drscontmutbon d
2EBETA should be considersd. in some cases, beta-blocket tharapy can be conbrued
heert taiure is Wested with other drugs

4 1530-94

. And. in S0Me INSTANCEE, MYOCardial NtArchon of ventrcu-

lar srrhytheia, have boen observed in patents wlhmwrymogtmblwma
3 thersiore, be cau-
toned againet interngtion or discontinuabon of therapy withcut the physicun's sdwcs.
Wwithout overt coronary artsry disesse, t may be advisable (10 taper thera-
Py with ZEBETA over appronmately ons week with the patient under caretul cbssrvanon. It
‘withdrawal symotorns occut, ZEBETA therapy shouid be renstituted, at isast temporaniy.
Pertphors! Vessular Disense
Beta-blockers can precioltate o 80pTavate symptoms of artenal suthicency n patents
peripheral vascular desass. cmm hould be exercised in such indmiduats
Disenee

PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN GENERAL,
NOT RECEIVE BETA-BLOCKERS of ite relative

3

neive trestrwnt. Since powssi
bie dose of ZEBETA should be used, with therapy wtarting ot 2.5 mg. A
betee agonint (bronchodilator) should be made avalisbre.

Ancsthesia sad Mejer Surgery

It ZEBETA . t:“b- care shouid be taken

mm=m nayoca lunction, such 33 sther, CYCHOpropane.
and tichiorosthytens, are used. SuOVE OSAGE |or Inorinabion n tragiment of Mm

cardia and hypotaneion.

Disbetes and Hypegiycemia

Beta-blockers may mask some ot N of havy-

cardia. Noneslective beta-biockers ma Insulin-nouoed and delay

recovery of S8TUM QHICORS levels. m»««mm.-nmry this s less Lkely with

ZEBETA. However, moms subject 1o spontaneous hypoglycemia, or diabebic patents

receming Msuin of 0ral hypogiycemic agents, shouid be cauboned AbOU these . osmibil-

988 and besoprolot Ounum $hould be used with cauton,

Thyretexicoss

Beta-adrenergic dlockade may mask chrcal s1ignz of hyperthyroidism, such as tachycar

dia Abrupt munl of beta-dlockade may be iollowsd by an exacerbaton of the symo-

toms of hyDertryroidism of may precipiate thyroid storm

PRECAUTIONS

impeired Aenal or Hepatic Funclion

Use caution n ugnr: the dose of ZEBETA in patients with rena) or hepetic impawmunt

(00 CLINICAL IMACOLOGY and DOSAGE AND ADMITISTRATION).

Drug lnteractions

ZEBETA shousd not be combined with other bets-blocieng ws

cholamine-depieting o :ucnumnpmov , should be closely mon-

torad, becauss he added beta-adrener Moma!liﬁﬂhmwoouum
sive reduchion of sympathehc sctivily. in patents 1 concurrent therapy with clon-

e, H herapy is 1 be discontinued, it 13 suggested that ZEBETA be drecontmued for sev-

ora) days betore the withdrewal of clonidine

Pationts recenng cate-

ZEBETA should be used with care when of oOAch

duction, such a3 certain caloum y of the (vor

pemil) and cln-l.ot mm.lwh-umy
wre Used concurrently.

Cummt vse of rilgmpm increases the metabolic clessance of ZEBETA, resultng in 3
dmlm hali-kie of ZEBETA. However, inibal dose modiication s generalty
sudies N0 Chrcally reigvant iteractions with
mm agets omn concomitanly, including thiazide diuretics, digoxin and cmetdina.
Lhm was no aitect of ZEBETA on prothrombin bme m patents on stabe doses of war-
nn.
Aisk of Anaphytactic Resction: While taking deta-tlockers, pat:ents with 2 Nistory of
Severs anaphylachc reachon to a vanety of allergens may be mors reactve 1o repeated
. either achidental, diagnostic, or therapeutic. Such patients may be unvespon-
#ive 1o the usual oses of epinephrine used to treat alisrgic reactions
information for Patients
Pavents. o8 those with coronary artery ¢iaease. shauld be wained sbout discontin-
ving use of ZEBETA without a phymician’s supenision. Patients should 3lso be adwised to
consuk & phymcian H any difficulty in breathing occurs, o if they develop SIGNS o Symp-
torms of congestive heart {asure o7 excessive bradycardia
Padents subsect 10 spontaneous hypogiycemia, o diabelic sahients reCOMIND INSUA o
oral Wm:': agents, should be cautioned that beta-blockers may mask some of the

o Y . and fumarats should
with caution

Pabents shoutd know how they react to this medicme before they operate autorrobies
and machnery or enGAQe In ther Lasks requinng alertnec=
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is, M i of Fertility > "c 0 0 OVERDOSAGE
p  ora) bisoproiol fumarate sdministersd i the vnd dreams The most common axgns expeciad wih owG0LagH of & De-blocks! b/e Pradyeard.
bw::'&‘xﬁmfuﬁmu:mmm" s n b ngOMN 23 1 05 53 haart fauure. ano 0! To dats. & tew
was 580 In TUCH osad up 0 250 1 s G000 up 0 175 M Ona o8 cases of overdoss (manmum: 2000 mo) with bisopiolol tumarate have bes reooctal.
body-weight basis, M?ml e 625 and 312 umes, respecively, the maxmum rec- Gastrointestina! Bradycardis anvor were noted. SOBNEE Were QN i BOMe
annm[MW)dmmﬂ.(MOQ based on 3 50 kg indmd- darrea 1.5 26 35 cases, 3nd all DABONLS FECOVIES
ul) on & Mnﬂwmm these cows are 53 times {muce) and 64 “""m‘&"ﬂ naussa 15 1.5 22 In general, i Gverdoss occurs, 2EBETA therapy should be stopped and supportve and
MRHD. Ti potential of furnarate was ted in the vorrbng [4 1.1 15 Symptomatic eatmant shouid ba provided. Limiteo data SugQest thal bisoprolol nnum
muo-mmy (Amu) tast, the point ang chic aB82Y3 In Respitatory n not dlyzabie. Based on the expected acbons and
cnn.mmr 3, the ded ONA s tect, e toet in 0 0 0 mulmmaummmmummmwy
and the uuy 1n rats. Thete was no svidence of mutagensc potential in cough a5 26 25 uumm.
x"'""'“::“':’“m“ any smparmant of artity st doses 1o dysones 08 11 15 Bradyenrtis
ocuction sudies i rata di % iy pharyngtis 23 22 22 Adminster [V atropene. Hf the responss 13 nacequate, 150proterencl of AnOMer agent with
150 mo/yday of busoproiol tumarats, o 375 and 77 bmes the MAHD on the besis of Y
Dody-weight and bOOY-sutace-3/ea, 196DECTVely. T '-:g %3 zg Boede chionatropic projerbes b be gven Undet s0me
Preguancy Mm c —— URI 38 @ 50 Nypotonsion
nml,m | fumarate was not ter l.ldouluv\n ly which is
375 nd 77 b the MK on he bess of body-wékgnd 47 body . repec Body 182 Whais 0 04 s IV hads and should b Dhucagon mey be sl
bvaly. Bisoprolol tumarale was Jetotoxic chast pan PY) 11 15 Heart Biack (sscond ar third sepres)
maternotoxic (decreased food intake end ""ﬂ"ﬂ""“' ‘“"W“” fangue 15 66 82 Padents Shoukd be caretully montored and esled with opIaIsreno) IN1usION o¢ tranewe-
mwlymnnoecummzsnmwmnbmuwwmw mmm edoma (perpheral) 2 37 30 wsertion, as
RHD on the basis of body-surlace-ared. The maten occurted at 375 times the Congesirvn Hesrt Failure
Mnrq.;enn body-weight basis and 77 mmuMRHDonlhmd ‘mo’uﬂmmm ovent
In ratbats, bisoprolol tumarate was not tacatogenic st doses un ® 12.5 my/kpiday, which The it ol adverse reported with besoprolol ritate corventional herapy [, SigRahs, Brurelics, NG 0D 2QANTS, VasOANAbNG AgeMS).
13 31 and 12 twnes the MRHD based on body-weight and body-surface-ares, respectvely, !mmmanmm.mmummm&mm(hw ) Brenchaepasm
but was embryolettsi (incisased sarly resorptions) at 125 Way Contral Narvous System: Dzness, vertigo, b som- . therapy such as 1309/ Dlerenci and/or amunophylisne.
Thare are no adsquate and weli-controlied studees in pregnant women, ZEBETA shoukd be nolence, Y. Mypogiysamia
used during pregnancy only if the potentia) benehit justihes the potential risk 1o the fetus. Awmmmmn:bfymn Adeniniate 1V ghucoee
Nursing Moiners t 0 otner rrmnm disturbances, oeld axzomives, DOSAGE AND Aofllnmnmon
Small amounts of Lisopsolol ‘'umarate (< 2% of the dose) have Desn detected in the mitk y y st pain, heart faiure,
of Jactating fats. it i ot known whether this drug i @xcreted 1 human milk. Because Uyspnea ON EXMON. The doee of ZEBETA must be indimduaized t the needs of the patent. The usual startng
many drugs are uc;o.l;d 0 human milk caution should be when P VMG Br8amS, IS0, depression ‘Oo- ; S my once :wy in nrmw;“ MlNGS)sn mmy be an wwm:: mznq "a:s:
drrenist: 0 ronchospasti Dwssase 0 umhyuvm
iyt PUIROR wome® pain, gastts, UL, VOIS jadequals, the COsS May be Increased to 10 Mg and Bhen, f necessary, to 20 Mg once

Usa In Elderly Patients
ZEBETA has besn used in siderly patents with hypartension. Response rates and mean
gacrerses in systolic and duastolic biood pressure were Simear 1o the decreases in
YOUNQE! patents in the U.S. clinical studies. Athough 1O dose reeponss study was con-
sucted 10 lez Parberts, 1heis was a iendency fo! oider pabents 1o be mantaned on
hegher doses of bisopsolol jumarale.

Observed reductions in heart rate were shghtiy greatsr in the aiderty than in the young and
tenad 10 INCrease with INCreasing dose. in Qeneral, o dispary In adverse EXperenca
repovts or arapauts for satety r8asons was observed between older and younger patients
Dose adjustmant based on age 1s Not necessary

Padiatric Use

Salaly and eftect:veness In chidren nave Not basn estabiished

ADVERSE REACTIONS

Satety data are avadable in more than 30,000 palients of voluntes:s. hnw%m
and rates of withdrawa) ol therapy tor adverse events were derved from two U.S. placebo-
controlied studws

n Study A, doses of 5. 10 and 20 mg disoprolot jumarate were sominstsced for 4 weeks.
In Study 8, dosec of 2.5, 10 and 40 mg of bisoprolo! jumarate were adrmunistersd for 12
wetks. A total of 273 patwats wess tteated with 5-20 mg of bsoprolal, 132 recerved
placebo

diarrhea, constipation
Musculoskeletal: Musciaiomt pain. backs neck pain, muscie cramps, twitching/tremor.
Skin: Rash, acne, ec2ema. skon wrtation, prurtus, llushing, sweating, alopecia, 8nguoe-
OeMA, SXIONAIVE G8NANNS, CLANMOUS WSS

Soecial Senses: Visual disturbances, ocuiat parvprassure, abnormal lacrimabon, tinatus,
S31ache, 12518 aDNOIMAIIVES
Metabohc: Gout.

R coughing, dyspnea, pharyngibs, rhinkss,
s, UR!

Gento-unnary: Decredassd Lbita/mmpotence, Peyrorne’s caaoase, Cysuta, renal cokc.
Hematologi: Purpura.

General: Fatigue, ssthenia, chest pain. malaise, s0sma, weh gain.
0 44400, & varmty of Lovares etects have Hesn reportad with othec bate-adrenscgC dlocking.
2gents and should bs conmoered polential adverse etfects of ZEBETA:

Central Nervous System: Reversible mentsl depression progressing to catatonia, haluc
nations, an acute by o drne and m
emobional labxinty, siightly cloudsd sensonum.

Allergrc: Faver, combined with aching and sofe thrcat, iaryngospasm, respiratory distress.

Withgrawal of therapy for adverse svents was 3 3% for patents
fumacats and 6.8% for patents on placebo. Witharawals were less than 1% for sther
bradycasdia or fatguellack of snergy.

The foilowing tabie presents 30verse expenences, whather of not consdersd drug related,
reporiad in af least 1% of palienis in these studws, 106 all patients studwd in placebo con-
trolied cinical trals (2.5-40 mg), as wali as for 3 mﬁmup that was treated with doses
within the fecommended dosage rangs {5-20 myg). O the adverse events ksted In the
tabie, beadycardia, diarrhea, asthenia, fatigue and sinusitis appear 1o be uon rolated.

Body System/Aderse Expacmnce Al Adverse £
Emb‘ Fummin

Placebo
(n=132) (n.m) (MO‘)
% %
Skin
nciaased sweating 1.5 07 10
Musculio-skeielal
amveaiga 23 22 27
Cantral Nervoys Syster
sininecs 38 29 35
headache 114 ae 109
fhyposssthesia 08 11 15
Autonomic Nervous Systsm
L1y mOuh 15 07 13
Heart Rata/Rhythm
bragycardia 0 04 05

Y putpura
] ananal schemic colitis.

™ with the beta-blocke:
practoiol has not been reported with ZEBETA dunng evestgational use of extensive for-
#0n Mrketing experence.
LABORATORY ABNORMALIT(ES: In chrcal triais, 1he most irsquently reportad labor:
Change was an increass in serum trigiycenides, but this was not & consisteni finding.
Sporadic iver fest abnormalities have been reported. In the U.S. controlied trials expen-
mwnwmw1wmu-mmuzm the inCidencs of concomtant sie-
vatons i SGOT and SGPT of between 1-2 imes normai was 3.9%, compared to 2.5% o
placabo. No patient had concomitant elevalions graatsr than twice normal.
(» tha long-term, with D fumarats trestment for 6-18
months, the incidence of ons or more concomitant elevations in SGOT and SGPT of
betwssn 1-2 times normar was 6.2%. The mcicence of mutbiple occurrences wis 1.9%.
For concomitant sievaticns in SGOT and SGPT of greater than twice normal, the incidence
was 1.5%. The mcience of mutpts occurrences was 03%. lnmlnyeu- hese sleva-
hons were attribuled o undaslying dsorders. of resohwd during continued treatment with

bisoprolol fumarate
Oaner laboratory changes incluted small NCIsases in ung acis, creatwine, BUN, setum
Qiucose, and p and 1n WEC and platelets. Tnsss were

?umuw not of cical lrnoorum and rarely resulted in discontinustion of biscproloi
umarate.

As with ofher beta-blocxsrs, ANA commrsions have aiso been reporied on bisoprolol
fumarate. About 15% of patients in long-term studies converiad lo l positive fiter,
aithough abaut one-third of these patients subsequently reconverted Lo 3 negalwe bter
while 00 continued therapy

duly.
Patients with Rensl or Hepatic impairment

In petierts with hepebc Mpamrant (hepabits or CHTMOWIS) o NeNal dySIUNKDION (Cresbne Claai -
ance iess e 40 mimn), e Gty 6088 WY be 2.5 M an0 tauson e used
mwm&mwmwum=mm.awm

ment

Elderly Patients
13 not necessary 3098 In the siderly, UNieBS ie 1S aiso SiONCant renal of hpade
mmmn::u-nemm:mmiw THONS)

Chiléren

Thers 13 N0 pediatnc axperience with 2EBETA
HOW SUPPLIED
ZEBETA® (dmoprolol tumarate) is supplied as 5 mg and 10 mp tabiets

rmsmw-mmm icanvex, flim-cosied, and vertically scored i ha
M with an engraved B1 on one side and LL on the revarse side, suppied &3

NOC 0005-3816-38 - Botus of 30 with CRC
Tha 10 Mg tabiet i3 white, heert-shaped, biconvex, him-coated, with an engraved B3 on
one 5ide and LL on the reverse sids, supplied a3 lollows:

NOC D005-3817-38 - Bettie of 30 with CRC
Swee at Controed Room Temperature 15-30°C (59-86°F)
Dwspenes in tipht conkainers a3 datned in the USP

Manulactured by

LEDERLE LABORATORIES

Gosport, Hampetwa,

tor

LEDEALE LABORATORIES DIVISION
Amencan mid Company

Paari Rver, NY 10965
Under License of £. MERCK
Darmetsdt, Germany
41530-84
REV. 11/34
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CHEMIST'S REVIEW

e

1. ORGANIZATION
HFD-110

2. NDA Number
19-982

3. Name and Address of Applicant (City & State)
Lederle Laboratories
Division of American Cyanamid Company
401 N. Middletown Road
Pearl River, NY 10965

4. Supplement(s)
Number(s) Date(s)
s-003 2/15/9%

5. Drug Name
ZEBETA

6. Nonproprietary Name
Bisoprolol fumarate

7.--Supplement Provides For:
Cutaneous vasculitis added to the ADVERSE
REACTIONS/Skin subsection of the labeling.

8. Amendments &
Other (reports,
etc) - Dates

of hypertension

9. Pharmacological Category
B,~-selective adrenoceptor
blocking agent for treatment

10. How Dispensed

Frx  Dore

12. Dosage Form(s)
Tablets

13. Potency(ies)
5 mg & 10 mg

11. Related IND(s)/
NDA(s)/DMF(s)

14. Chemical Name and Structure

15. Records/Reports
Current

DYes DNO
Reviewed
[:]Yes E]No

16. Comments:

Insert - 41530-94 Revised 11/94 - satisfactory for DESCRIPTION and
HOW SUPPLIED sections.

17. Conclusions and Recommendations:

Satisfactory for DESCRIPTION and HOW SUPPLIED sections.

18.

REVIEWER

Name
Danute G. Cunningham

Date Completed
February 24, 1995

Distribution:

Siqnature/ / S / 7
)

m Original Jacket D Reviewer D Division File D CSO

19982s503.s8UP

cg/@-ﬂz SR A
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- U 1995
CSO REVIEW OF FINAL PRINTED LABELING

NDA 19-982/S-003 Zebeta (bisoprolol fumarate) Tablets
20-186/S5-004 Ziac (bisoprolol fumarate/HCTZ) Tablets

Lederle Laboratories
Pearl River, NY 10965-1299

Dates of Submission: February 15, 1995

Tha supplemental applications were submitted in response to our supplement request dated
October 19, 1994 that requested that cutaneous vasculitis be added to the skin subsection of the

ADVERSE REACTIONS section of the labeling.

The labeling from both applications was reviewed and found to be acceptable. An approval letter
will be drafted for Dr. Lipicky's signature.
/5!
{faolﬁ y

b
/Eary Brehler, CSO
/
Orig NDAs
HFD-110 Files
HFD-110 ZMcDonald
HFD-110 SBenton
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LEDERLE LABORATORIES
A Division of AMERICAN CYANAMID COMPANY
401 N MIDDLETOWN ROAD

PEARL RIVER NEW YORK 109651299
AREA CODE 914 7325000

_February 15, 1995

Raymond ]J. Lipicky, M.D., Director
-:Division of Cardio-Renal Drug Products

Food and Drug Administration ¢ e
Woodmont 2 Building noa s o T FR8 pos o 003

1451 Rockville Pike, 5th Floor _ N o
Rockville, MD 20852 NDA S_:-....n_ St

NDA 19-982

ZEBETA®
(bisoprolol fumarate)
NPA-28-186

Dear Dr. Lipicky:

We refer to your letter of October 19, 1994, in which you requested that
cutaneous vasculitis be added to the ADVERSE REACTIONS/Skin subsection of
the labeling for ZEBETA.

As requested, we provide final printed labeling containing the above change
with this supplement. We have highlighted the above addition to facilitate
review. The labeling accompanying this submission is identified 41530-94 D3.

If there are any questions, I may be contacted by telephone at 914-732-2529.

Sincerely yours,
Calld 7/£

Earl F. Walker

Assistant Director for Labeling
Desk Copy:
Ms. Zelda McDonald, C.S.0.
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