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NDA 18-240/S-026 JUL 21 1659
NDA 18- 760/S: 023:
NDA 19-058/S-013

=

Zeneca Pharmaceuticals
Attention: W.J. Kennedy, Ph.D.
1800 Concord Pike

P.O. Box 15437

Wilmington, DE 19850-5437

Dear Dr. Kennedy:

Please refer to your supplemental new drug applications dated June 2, 1999, received

June 3, 1999, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
Tenormin (atenolol) 25, 50 and 100 mg Tablets (18-240/S-026), Tenoretic (atenolol and
chlorthalidone) 50/25 and 100/25 mg Tablets (18- -760/S-023), and Tenormin (atenolol)
5mg/10mL LV. Injection Ampules (19-058/S-013).

We note that these supplements were submitted as 'Special Supplement Changes Being
Effected’ under 21 CFR 314.70(c).

These supplemental new drug applications provide for final printed labelining revised as follows:
NDAs 18-240
18-760 Y
19-058
The phrase, “dry mouth” has been added to the ADVERSE REACTIONS section.
The address information has been changed to reflect a new logo.

NDAs 18-240
18-760

Under the HOW SUPPLIED section, the following sentence has been changed from:

fo:

Store at controlled room temperature, 20°-25° C (68°-77°F) [see USP].



NDA 18-240/S-026

NDA 18-760/S-023

NDA 19-058/S-013
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NDA 19-058

Under the HOW SUPPLIED section, the following sentence has been changed from:

to:

Store at controlled room temperature, 20%-25°C (68°-77°F) [see USP].

Your submission stated that these changes will be implementated during the first week of July
1999. :

We have completed the review of these supplemental applications and have concluded that
adequate information has been presented to demonstrate that the drug products are safe and
effective for use as recommended in the final printed labeling included in your June 2, 1999

submission. Accordingly, these 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,

: lsr"V/zI/h
Raymond J. Lipicky, M.D.
Director
Division of Cardio-Renal Drug Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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PROFESSIONAL INFORMATION BROCHURE

Tenorefic:
(atenolol and chiorthalidone)

IR

JUL

DESCRIPTION

TENORETICG (atenciol and is for the of
activity of two agents: a
m.-nm {cardiossiective) Mmﬁnﬁc biocking apent (stenoiol,
TENORMING) and 2 Amnolol is

Benreneacetamide, 4-(2' -hydrmy-a‘-(n-ﬂmm amino) propoxy}-.

OH
|
OCH2CHCH2NHCH (CHa)2

C14H22N203

CH2CONH,

Atenoiol (free base) is a relatively polar hydrophiiic compound with a
water solubility of 26.5 mg/mL at 37° C. 1t is freely soluble in 1N HCI
{300 mg/mi at 25°C) and less sotuble in ctioratorm (3 mo/mi at 25°C).

Chiarthalidone is 2-Chioro-5-(1-hydroxy-3-oxo-1-isoindoliny!)

benzene sulfonamide:
NH

C14H11CINZOLS OH SOzNH,

Chiorthakdone 12 2 waker solubllty of 12 mg/100 mL o 20°C.
Each TENORETIC 100 Tablet containg:
Atenolol

[o}

..................... 100 mg
C m
Each TENORETIC SO Tabiet contains: -
(TENORMING.......c.cooeem. 50mg
N Z5mg

povidone, sodium starch glycolate.

CLIBHCAL PHARMACOLOGY

TENORETIC
mummmmmuw

for the ot The effects of these

agents are additive. and studies have shown thal ther is nO interference
mmmmwmwmmm”
: provides 3 convenient
i tonu 0 of thest two entities. in
mmmmm TENORETIC muy be administersd
with other
Alsnsiel
Aenolol is a betay-salactive (Cardiossiective) beta-acrenengic receptor
blocking agent without membrane stabilizing or intrinsic sympath-
omimatic (partial agonist) activitles. This preferential sffect is not absoiuse,
however, and at higher doses. stenciol inhibits beta,-adrenoraceptors,
chiefly located in the bronchial and vasculsr musculsturs.

Pharmacedynamics: In standard animal o human pharmacological

tests. beta-adrenoraceptor blocking activity of aienolol has been demon-

strated by: (1) reduction in resting and exercise heart ras and cardiaC
m(zymummmmm-mm
on sxercise, (3) inhil of induced and
(4) reduction in refiex orthostatic tachycardia.

A significant beta-blockung effect of atenolol. 25 measured by reducbion
of exsrcise tachycardia. is apparent withn one hour following oral sdmun-
istrabon of a single dose. This effect is maomal at about 2 10 4 hours and
persists for at ezst 24 hours. The eftect at 24 hours 15 dose related and
2is0 bears a linear relationship to the logarthm ot plasma atenolol
concentration. However, as has been shown for 3li beta blocking agerts.
the antihyperiensive eftect does not appear 10 be related (o plasma level.

in normal subjects, the deta, -Selectivity of atanoiol has been shown by
its reduced ability to reverse the beta,-mediated vasodilating effect of
i1soproterenol as P to beta. doses of
propranoiol. In asthmatic patierits, 3 dose of atenolot producing a greater
effact on resting heart rate than propranciol resulted i MUCH less increase
0 urway in a placebo ot
equipotent oral doses of several beta blockers, atenolol produced 4 signifi-
cantly smatler decrease of FEV, than nonseiective beta blockers. such as
propranciol and unlike those agents did not inhidit bronchodilation m
response 10 soproterenol

mmsmmmmmwmmm
the SA node. atenoiol increases sinus Cycle length and sinus node
recovery time. Conduction in the AV node is also prolonged. Alenciol i
devoid of membrane stabilizing activity, and increasing the dosa weil
Wmmmwmmmmm
contractility. Several studies have demonsirated a moderaty (3pproxi-
matsly 10%) inCrsase in stroke volume 2! fest and exerciss.
mmmmmm-amﬁmmm
effective agent g 24-hour ion of biood
pressure. nmmmmmwmmmmw
diuretics and the blood pressure etfects of the combination are approx-
mately additive. Atenolol s aiso with
and prazosin, the combination resulting in 2 farger fall in blood pressure
than with the smgie agents. The dose range of atenoiol is narrow, and
Mmmmxmmmwuswwm
etiect. The of the
etfects of beta-blocking aooms have not been established. Severat
mmmmmmmmw
cardiac)

of
sites, mmmmm mammmu
reduced outfiow to the periphery anG (3) Suppression of renin
activity. Tha results trom long-term studies have not shown any
prolonged use.

diminution of the efficacy of atenolol with

f wd in man, ot an oral dose
is rapid and but 50% of an oral
dose is from the g tract, the besng

emmmmmmm-m“mm
zmnmmwmmwmmh
nadolol, intie or no ksm by the
mmmmw-smmum by renal excration.
Atenoio) also differs trom proprangtol in that only a small amount
(6~ 16%)5M|ommmﬂuphswa!hshﬁmoﬁmﬂsm
mmmmmmmaw

Concomitant Use of Calcium Channet Blockers: Hiradycarcsa and heart
block can occur and the left vemtncular end diastoiic pressure can nse
when beta-biockers are administersd with verapamit or diftiazem. Patients

3 with pre-existing or left
ars particutarly susceptitie. (See PRECAUTIONS )

Sronchespastic Diseases: PATIENTS WITH BRONCKOSPASTIC
DISEASE SHOULD, IN GENERAL. NOT RECEIVE BETA BLOCKERS.

the tswest dose ot
TENORETIC sheuld de used and 2 detay-slimulaling sgamt
(hronshedilater) she mads ava a. it desage must be
incrassed, dividing the dees shouid be considersd in srver te schisve
fower poak bioed leveis.

Anssthosio and Majer Surgary: It is not advisable 10 withdraw beta-
adrenoreceptor Hlocking Srugs prior 1o surgery in the majority of patients.
However, cars should be taken when using anesthetc agents such as
1h0se which may depress the myocardiom. Vagal doménance, if i occurs.
may be correctad with stropine (1-2 mg IV).

Beta blockers ars compatitive inhibiors of beta-receptor agonists and
their sffects on the heart can be reversed by adminisiration of such
agurs; 0g, dobutamine or isoproterenol with caution (see section on
Overdosage).

betay y is ast

Metabelic and Endacrine Effects: TENORETIC may be used with

caullon in diabetic palhnts Beta nIocievs may mask tachycardia

with but other such as dzpness

aftectsd. At doses

in-induced hypoglycemaa and, uniike

nonssisctive beta biockers, does NOt delay recovery of blood giucass 10

normal levels.

Insuiin requirsments in diabetic patients may be increased. decreasad

or unchanged; latent diabetes mellitus may become manitest duning
Chiorthalidons administration.

Ma-ldmmwc biockade may mask cartain clmucal scum {eg.

mmnmmﬂn tharefore, mmum
0ping thyroloxiCosis from mmwsmnmm
MNWM
Because calcium excretion is decreased by thiazides, TENORETIC
Mummmmmmmﬁm
Pathologic changes in the gands, with

vanation. There is no 2s 10 the eftect of
atenolol on chiorthalidone.

The etimination half-ite of atenolol &5 approamately 6 to 7 hours and
There i no alteration of the kinetic profile of the drug by Chronic admints-
\ration. Foliowing doses of 50 mg or 100 mg. both beta-blocking and
antihypertensive etfects persist for at least 24 hours. ‘When renal function
1S mpaired, slimination ol atenolol is closely related to the g

MMMMahmmW
thazide therapy. however, the common comphcations of fyperparsthy-
roidism such as renal ithiasss, bone resorption, and peplic uiceration have
not besn sean.

Hyperuricemia may ocCur, Of acuts Qoul May e precapitated in Certain
patients receiving thiazide therapy.

Pyo,nny and Fetsl injury: Atenolol can cause letal harm when

fittration rate; but significant accumuiation doss not occur until the
creafinine clearance falls below 35 mUmin/1.73m2 (see circular for
aenolol [TENORAMING]).
Chiarthalidene

Chiarthalidone is 2 monosuitonamyl diuretic which differs chemically
from thiande diuretics in that 3 double ring System is incorporated i A3
structure. H i 30 oral drretic with prolonged action and low toxicity. The
diuretic effect of the drug occurs within 2 hours of an oral dosa. It

mmmm mﬁmdmmm
At madmal is equl in
1ts Gruretic effact to mmm:l ic doses ot

anne diuretics. The site of action appears to be the cortical diluting
mummmmmxmmmm
MDICATIONS AND USAGE

TENORETIC i indicaied in the treatment 0f hypectension. This fowd

10 2 pregrant woman. Alenolol crosses the placental barries
and appears in cofd blood. Admenistration of atenolol, starting in the
sacond trimester of pragnancy, has been associated with the birth of
infants that are small for gestationat age. No studies have been performed
on the use of aenolol in the first trimesser and the possibiity of fetal injury
cannot be excluded. 1f this drag i used dunng pregnancy, or if the patient
becomes pragriant while taking this drug, the patient shouid be apprsed
of the potential hazard 10 the fetus.

TENORETIC was studied for teratogenic potential in the rat and rabbit.
Doses of atenoloVchiorthakidone of 8/2. 8020, and 240/60 mg/kg/day
mmmmmmMMmm«mym

toxicity observed. Two studies were conducted in rabbits. In the tirst
study, pregnant rabbits were dnsld with 872, 80/20. and
160040 of No ffects were
noted, but embryonic resorplions were observed at all dose levels
{ranging trom approximately 5 times to 100 times the maximum

dose combination drug iS nol indicated for initist therapy of
if the fixed dose the dose 0 the
individual patient's needs, # may be more convenient than the separate
components.
CONTRAINDICATIONS

TENORETIC is contraindicated in patients with: sinus bradycardia: hesrt
block than first degree; cardiogenic Shock: Overt cardiac talure
(see WARNINGS): anuria; hypersensitivity to this product or to
sutionamide-derived drugs.

WARNIIGS
Cartiae Fatlure: Sy yin
circulatory function nmmmmmmm

mmmﬂmmonummmmmmowammm
precipitating more severe taiure. in patients who have congestive heart
failure controlled by digitalis and/or diuretics, TENORETIC should be
administerad cautiously. Both digitaiis and atenclol siow AV conduchion.
N PATIENTS WITHOUT A HISTORY OF CARDIAC FAILURE, continued
Wmmmmmmnamu
time can, in some cases, lead 10 casdiac faiture. At the first sign or
mmmm-mmmummm patients receiving TENORETIC
should be digkalized andior be given 3dditionsl diuretic therapy. Observe
the patient closaly. 1 cardiac tallure continues despite adequale digital-
ization and diuretic therapy, TENORETIC therapy should be withdrawn.
Renat and Hepatic Dissase aad Eleciralyle Disterbasces: Since
atenclol is excreted via the kidneys, TENORETIC should be used with
caution in patients with impaired renal function.
mmmwmmmmmm

discontinued.

In patients with impaired hepatic function or progressive ver disesss.
minor akerations in fuid and slectroiyie balanca may precipitan hepatic
coma. TENORETIC shouid be usad with Caution in these patients.

Iochemic Heart Diseass: Following abrupt cessation of therapy with
cartain beta-DIOCKING 2Qents in patients with coronary ariery dissase.
exacerhations of 3ngiNa PECIONS Snd, i SOMe 2068, intarction
have been reporied. Thersiors, such patients: should be cautionsd against
mdwmnm:mhhum
of overt angina pectoris, when discontinuation of TENORETIC is pianned,
mmmummumumnn
physical actrvity to 3 minimum. TENORETIC shouid be reinstated if
withdrawal symploms occur. Because coronary anery 6isesse is cormmon
and may be unrecognized, it may be prudcnl not to discontinue
TENORETIC therapy abruptly even in patients treatsd only for tryper-
tesion.

human dose*). In the second rabbit study, doses of
enoiolichiorthalidone wers 4/1, 872, and 205 mg/g/day. No teratogenic
o efiects wery
_ Atanoiol — Atenolol has been shown 10 produce a dose-related
ncrease in embrya/ietal resorptions i rats At JOSES equal 10 Or greater
than 50 mg/kg/day or 25 of more times the maximum recommended
human antihypertensive dose. Although Similar effects were not seen in
rabbits. the compound was not evaiualed in rabbits at doses above
25 moAa/day or 12.5 times the maximum recommended human antiy-
pertensive dose.*

*Based on the maximum dosa of 100 mg/day in 2 50 kg patient.

Chiornthalidong — Thiazides cross the placental barrier and appear in
cord biood. The use of chiorthalidone and related drugs in pregnant
wmmmmmmmamum
20dn3t possidle hazards to the fetus. These hazards inciuds fetal or
neonital jsundice, thrombacytopenia and possibly other adverse reactions
which have occurred in the adull.

PRECAUTIONS
Gemeral: TENORETIC may 209! i anedial Y
Elosirolyte and Fluid Betonce Statwe: Periodic detormination of serum
olectrolyies %o dewct possibie should de
o e
Patients shouid be obssrved for clinical signs of fluid of shectrolyte
. [N ‘mumuu-mh
Serum and urine L

mnuummumwmm
Warming $igns er symptoms of fluid and electrotyts imbalance include
dryness of the mouth, thirst, lethargy,

eStOSSNeSS, MUSCHe DAINS OF CIAMPS, Muscuiar fatigue, hypotension,

(CONTINUED ON REVERSE SIDE)



TENORETIC® (atenolol and chiorthalidone) Tablets
oliguria. achycardia, and gastrointastingl disharbences Such as nsusea
and vormiing.

of lovels i3 ly in elderly
Datierts, thoss receiving digitalis preparations for casdiac fallure, patients
whoss dietary intaks of potassium is abnormally low, or Thoes suflsring
from gastrointesting complaints.
Hypokalemia may develop sspecially with brisk diuresis, when seven
cirrhosis is present. of during concomitant use of corticoswroids or
ACTH.

WMW“WM"MWN

Drup interactions: TENORETIC may potentiate the action of other

agents used Patients traated with
TENORETIC plus a catecholaming depietor (00, resarping) should e
Clossly observed for svidence of hypotension and/or marked bradycandia

Caicium channel biockars may aiso have an agditve effect when given
with TENORETIC. (See WARNINGS.}

Thiazides may decreass arerial responsivensss 10 norspinephring. This
diminution is not sufficient 10 praciude the therapautic sflactiveness of
norepinephring. Thiazides may increass the responsivensss %0 tuboci-
ranine.

Lithium generally should not be given with diuretics becauss they
reduce its renal clearance and add a high rigk of ithium taxicity. Read
circuldrs for ihium preparations before use of such preparations with
TENORETIC

Beta blockers may exacerbate the rebound hypertension which can

mnonmmmmmummmmm
clonidine administration has stopped.

While 1aking beta biockers, patients with a history of anaphyiactic
vmwawummmammnmm
repested sither Such
mmmyuwmmwnmmdmmm
treat the alerpic reaction.

Other Precautiens: in patients raceiving thiazides. sensitivity mactions
may ocCur with or without a2 history of allergy or bronchial asthma. The
possible exacerbation or activation of systemic lupus erythematosus has
been reported. The antihypevtensive effects of thiazides may be snhanced
in the postsympathectomy patient.

o

of Fertility: Two long-
term (maximum dosing duration of 18 or 24 months) rat studies and
one iong-term (manmum dosing duration of 18 months) mouss Study.
£ach empioying dose levels as hgh as 300 mo/Ag/dey of 150 times the
human anti ive dose.* did not
ndicale a carcinogenic polential of stenoiol. A third (24 month) rat
study, empioying doses of 500 and 1,500 mg/kg/day (250 and
750 times the human dose°)}
resulted in increased mcidences of benign adrenat meduliary tumors in
males and femaies, mmrywmnmmm
pituitary and thyroid il in males.
No evidence of 2 pmumummwmm-\m
dominant iethal test {mouse}, in vive Cytogenslics test (Chiness
hamster) or Ames test (S typhimunium).
Fertility of maie o female rats (evaiuated ai doss levels 23 high as
200 mg/kg/day or 100 times the maamum recommended humen dose )
was unattectad by atenciol administration.
Animal T Six manth oral inistration siudies were
conducted in rats and dogs using TENORETIC doses up to
m

125 -

mately five times the
dose*). nmmmmmuumwmm
from dosing either compound alone of together olher 1hen MIRCT changes
in heart rats, blood prassune and rine chemistry which wers altribuied 10
the known pharmacologic properties of stenalol andvor chiorthalidons.
Chronic studies of atanolol performed in animals have revesied the
occurrence of vacuoiation of epithelis colis of Brunner’s glands i the
duodenum of both male and female dogs at all tested dose levels (sterting
at 15 mo/kgiday or 7.5 times the maximum recommended humen antihy-
pertensive dose*) and increasad incidence of atrial degensrasion of hamrts
otmmnmmmﬂﬂmm (150 and 75 times the.
dose’*,

human
E&oonmcmmummonoowmsowm

Use in P ] y pory 0: See WARNINGS -
Preowmmlwy

Nurzing Mothers: Atenolol is excreted in human treast milk at a ralio of
1510 6.8 when compared to the concentration in plasma. Caution shoukd
be exercised when atenolol is administered 1o 2 nursing woman. Clinically
Significant bradycardia kas been reporisd in breast fed infants. Premature
infants, of infants with impaired renal function, may be more Hkely to
develop adverse effects.

be;nmw:s:wammmmmmmmrmnm

ADVERSE REACTIONS

20verss e11ecis have DESA Mug and lransienL |ne a0verss etiecis
obesrved for TENORETIC 3re seaantially the same a5 1hoSe 30en with he
individuai components.

Monsiet: The frequency sstimetes in e lollowing table wers derived
from controlied studies in which adverse reactions were sither
volunisered by the patient (US studies) or siicied, #g. by checiist
(toreign studies). The reported fraquency of elicited a0verss sfiects was
highat foF both atenoiol and placebo-trested patients than when thess

were d. Where of adverse effects for
amenoiol and placebo is similar, Causal retabionship 1o 20enoiol is uncertain.
Total-Voluntesred

Voluntesrsd and Elicitad
(US Studies) (Foreign + US Studies)
Atenciot  Placebo  Atencoioi  Placebo
(n = 164) (n= 206) {n = 399){n = 407)
% % % %

CARDIOVASCULAR
3 0 3 ]
Coid Extramities 0 05 12 5
Postural Hypotension 2 1 5
0 05 3 1
CENTRAL NERVOUS SYSTEW/
NEUROMUSCULAR
Dizziness 4 1 13 8
Vartigo 2 05 2 02
-Headedness 1 0 3 0.7
Tiredness 0.6 05 26 K]
Fatigus 3 1 [ 5
Lathargy 1 0 3 07
Drowsiness 06 1] 2 05
Degression 06 05 12 9
Dreaming 0 0 3 1
GASTROINTESTINAL
Oarrhaa 2 [ 3 2
Nausaa 1 1
RESPIRATORY (see Warnings)
‘Wheeziness 0 0 3 3
Dyspnea 06 1 6 4

Duning postmarkating experience. the folowing have bes reported in
mmwmmummmmmm

bilirubin, Peyronie’s disease,
postural hypotension which may be associated with syncope.
run or ot purpura,
ig, visuat di and dry
mouth. monsm liks other M biockers. has been associated with the
(ANA) and hms
{ .oar Yy
i gastric irritation, 9. ing.
locytosis.

M.mmmm(“)ms
vasculitis), Lyslf's {toxic api

ICOMIa, Muscie SPISM, WeaKness,
restiossness. Cincal trals of TENORETIC conducted in the United States
(89 patients treated with TENORETIC) revesied na new o unexpected
adverss eflects.

POTENTIAL ADVERSE EFFECTS: in addition, 2 variety of adverse
fiacts not observed in Clinical trials with 30en0iol but reporied with other
beta-adrenergic bocking agents should be consiiersd potantial adverse
stfects of atenolol. Nervous System: Reversible mental depression
progressing 1o Catatonia; an acite reversibie syndrome characierized by
disorientation for time and place, short-lerm memory joss, emoticnal
mem decraased PRIGITINCE ON NOUII0SY-
NAVM(MGG"RMI‘DI-
CATIONS); i i ic aneriat
colitis; ¥ p Allergic: rash, fever
combined with aching and sore throat, laryngospasm and respwatory
distress; Othe" Raynaud’s phenomenon.

Mistoltaneour: There have been reports of skun rashes and/or dry ayes
associated wiih ths uss of beta-adrenergic biocking drugs. The raponed
ncidence is smad, Mnmmmmmmm

was of the drug shouid be
considered 1 any such resction is not otherwise explicable. Patients
shouid be ciusely monitored following cessation of therapy. {See DOSAGE
AND ADMINISTRATION.)

The ocul istod with the bata diockes
practolol has not besn reported with atenciol (TENORMIN). Furthermors,
a numbsr of patients who had previously demonstrated established

cmmmrmrwcxmmwmmmin
s were rzrely with the
mdmmm':wmm
not progressive and usually ware not associated with clinical
mansestations. The Most COMMON changes wers MNCreases in uric acid
and decreases in serum potassium.
OVERDOSAGE
NOM|wmummnvmmmm
TENORETIC in humans. shoukd be
mmmmmummmmwmm
©f agministration of 3Ctvated charcoa. Aterolol can be removed from the
Qeneral Gircuiabion by hemodialysis. Further consideration should be given
to and by
procedures.
SUMVIVING aCuts 00303 23 high 25 5 ¢. One death was reporiad in a man
who may have takan as much as 10 g acutely.
The predominant symptoms reported fosiowing atenciol owerdoss are
lethargy, disorder of respiratory drive, wheezing, sinus pauss, and
Additionally, common sffects associated with overdosage of
any beta (] agent are gestive heart failure,
and/o Other
shouid be atthe s di ion and may

BRADYCARDIA: Atropine 1-2 m intravenously. If there is no response
10 vagal Jlockade, give i in Yy cases. a
transvenus Cardiac pacemsker may be ndicated. Glucagon i a 10 mg
intraven us bolus has been reported to be usetul. If required, this may be

repeated or followed by an intravenous intusion of giucagon 1-10 mg/h -

dapendir g on response.

HEARY BLOCK (SECOND OR THIRD DEGREE): Isoproterenol of trans-
VENOUS DACRMaker

CONGESTIVE HEART FAILURE: Digrtanze the patient and administer a
diuretic. Glucagon has been reported 1o be usehul.

»

HYPOTENSION: such = ine Of
mmmm DIESSUNe CONINUOUSYY.

BRONCHOSPASM: A betay-stimuiant such as isoprotersnal of terbu-
ﬁ-mm

HYPOGLYCEMIA® intravenous Qlucose.

ELECTROLYTE DISTURBANCE: Mmummmww
function. instie 0 maintain
hdmmmdmmm-lmmmmm
SuppOrt cars and taciities 10r ApHiYING CAOIAC and rESIFIONY SUPPOVL.

of Overdoss include nasel,
dizziness and de of baiance.

DOSAGE AND ADMNSSTRATION

DOSAGE MUST BE INDIVIDUALIZED {See INDICATIONS ANO USAGE)
Chiorthalidons i3 ususlly gven at 2 0038 of 25 mg daily; the usual initial
dose of atenolol & 50 mg daily. Therefore, the initial doss shouid be one
TENORETIC 50 tablet gven once a day. If an optimal response i3 not
achioved, tha dosage should be increased 1o one TENORETIC 100 tablet
given once a day.

Wwhaen y. another

gradually beginning with 50 percent of the usual
0059 t0 2void an excessive tall in blood pressure. ) _
Since enoiol is excrviad via the kidneys. dosage should ba adjusted in
canes of severs impairment of renal function. No signéficant accumulation
of atenolol occurs until creatinine clearance mls below
ummwm#(wwmoo-mmm

agent may be added
'“‘H"M ﬂﬂ' ‘

the followng dosages are mmm
impairment.
Creatinine C e
(mi/minvt.73m?) Hall-tife {hs) Maximum Dosage
15-35 1627 50 mg daily
<15 »27 50 mg every other day

HOW SUPPLIED

TEMORETIC 50 Tablets (atenoiol S0 my and chiorthalidone 25 mg).
NDC 0310-0115, {white. round, biconvex, uncoated tabdlets with
. TENORETIC on one side and 115 on the other side, bisectad) ar supplied
n botties of 100 tabiets.

TENORETIC 100 Tablets (aiznoiol 100 mg and chiorthalidons 25 mg),
NDC 0310-0117, (white, round, biconvex. uncoaled tablets with
TENORETIC on one side and 117 on the other side) are supplied in botties
of 100 tablets.

Stors s controed room temperature, 20-25°C (68-77°F) [ses USP].
Dispense m wol-closed, light-resistart contamers.

ZENECA

Manufactured for:
Zonecs i

A Businwss Unit of Zeneca inc.
Wilmington, Delaware 19850-5437
By: IPR Pharmaceuticals, Inc.
Carolina, Puerto Rico 00984-1967

64112-0 Rev D 01/99
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ENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:NDA 18240/S526

CHEMISTRY REVIEW(S)



AUG 28 199

CHEMIST'S REVIEW 1. ORGANIZATION 2. NDA Number
~ HFD-110 18-760
3. Name and Address of Applicant (City & State) 4. Supplement(s)
Zeneca Pharmaceuticals Group Number (s) Date(s)
1800 Concord Pike 5-023 6-2-99
Wilmington,..DE 19850-5437
5. Drug Name 6. Nonproprietary Name 8. Amendments &
Tenoretic 1.) atenolol Other (reports,
2.) chlorothalidone etc) - Dates

7. Supplement Provides Por: Special Supplement
Changes being Effected, final printed labeling.

9. Pharmacological Category 10. How Dispensed 11. Related IND(s)/
Antihypertensive NDA (s) /DMF (8)
Bex Hore
12. Dosage Form(s) 13. Potency(ies)
(1.) (2.)
Tablet a.100 and 25mg/tab
b. 50 and 25mg/tab
14. Chemical Name and Structure - 15. Records/Reports
Current i
[:]Yes DNO
Reviewed

DYes ElNo

16. Comments:

Labeling supplement S-19 submitted march 8, 1996, was withdrawn 8-18-97.

On 4-9-99 Zeneca submitted supplement 022, which contained some of the
changes addressed in S-19. The firm received an approvable letter from FDA
on 5-11-99 with a request for final printed labeling.

This supplement does nbt contain the labeling revisions which were the
subject of S-22. It does contain a change to the ADVERSE REACTIONS section
which was proposed in the S-19 submission. The necessary supporting
documentation is provided. In addition the address information is updated
to reflect the new logo.

This new labeling widl be put into production the first week in July 1999.

Chemistry portion of labeling is unchanged.

17. Conclusions and Recommendations:

Chemistry portion of labeling is satisfactory.

18. REVIEWER
Name Sisnature l S [ V) Date Completed
Charlotte Brunner June 25, 1999

Distribution:
‘ D Original Jacket D Reviaer-- D Division File D Ccso ||

ISI,(—N 99



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: NDA 18240/526

ADMINISTRATIVE DOCUMENTS



RHPM Review of Final Printed Labeling

NDAs JUL 21 1999
18-240/S-026; 18-760/S-023: 19-058/S-013

Date of Submissions:  June 21999

Date of Review: June 30, 1999
Applicant Name: Zeneca Pharmaceuticals
Product Names: _ Tenormin (atenolol) 25, 50 and 100 mg Tablets (18-240/S-026)

Tenoretic (atenolol and chlorthalidone) 50/25 and 100/25 mg Tablets (18-760/S-023)
Tenormin (atenolol) Smg/10mL L.V. Injection Ampules (19-058/S-013)

Evaluation:

These submissions provides for “Special Supplements: Changes Being Effected” with final printed
labeling revised as follows:

NDAs 18-240
18-760
19-058
1. The phrase, “dry mouth™ has been added to the Adverse Reactions section.
2. The address information has been changed to reflect a new logo
NDAs: 18-240 -
18-760 -

Under the How Supplied section, the following sentence has been changed from:

to:
Store at controlled room temperature, 20°-25° C (68°-77%) [see USP].

NDA: 19-058

Under the How Supplied section, the following sentence has been changed from:

to:
Store at controlled roor_n. temperature, 20%25° C (68°-77°%) [see USP].
There are no other changes from the last approved package inserts.

Recommendation:

An approval letter should issue for these supplements as set forth under 21 CFR 314.70 (c) (i) [To add or
strengthen a contraindication, warning, precaution, or adverse reactlon

cc: orig. NDAs “Zelda McDoI §LHPM

HFD-110
HFD-110/McDonald
HFD-110/Benton
HF-2



