CENTER FOR DRUG EVALUATION AND
RESEARCH

75-412

APPLICATION NUMBER:

APPROVED DRAFT LLABELING



PROOF #: 1

CLIENT: NGVEX PHARMA

ITEM #: 122624

M.S.F. #: 304775

SIZE: 0.9837" X 2.599" (24.986mm X 66.014mm)

COLOURS: PMS Blue 300c (LP), Black (LP), pattern varnish
PROOF FOR COLOUR SEPARATION / FILM FOR TYPE CLARITY

2509 APPROVELD
(66.014mm) {gep _ o 2(100

— =

0.0781*C.R.

USUAL ABULT DORARE:
1.0r0p  the tye once of
towvca gasy.

0.9837" S
( '24.986mm ) Excn mL contuas Smciol

ietts sqnient 10 5 0 g
molal.

Shore hatwnes 9° - WPC
-
Protest trom rosslng.
q w Proted rom Nght.

. space
unvarnished non printing around - 0.151*
area- 12mm dieline




PROOF #: 1

CLIENT: Novex Pharma
ITEM #: 122628

M.S.F. # 304776
SIZE: 0.9837" X 2.599" (24.986mm
COLOURS:

X 66.014mm)

PROOF FOR COL'OUR SEPARATION / FILM FOR TYPE CLARITY

»

2.599"

~PROVED

(66.014mm) SEP -8 20@

~

T B o
" THE EYE Noves Parme
auAL A0WLT DesAE: Pleamend 1. Griarg
:: 1 The Sye ONCH OF
0.9837" ot sy
(24.986mm) e oot 620
' ed l.n- »-wt
e e weasoy.
L w [ 122628 |
N
unvarnished non printing
area- 12mm dieline

PMS Blue 300c (LP). Black (LP), pattern varnish

0.0781"C.A.

space
around - 0.151"



Client Novex-Pharm Program: llustrator 6.0

Project: Apotex Ophthalmic 10 m} .5% Scale:  100%
Date: Feb. 23,2000 Colours: PMS 300C, Pantone Yellow 012C, Black C
Docket 1922 Fonts:  Helvetica

Dielines and UPC are for position only. * No trapping has been applied to this document.
BE LLSHIRE : All colou?s are regarfesentaposm of four'ycolour pfocazs‘;mg P

100 Camforth Road, — e

North York, Ontario Bellshire has made every effort to ensure that this digital art file has been accurately completed.
M4A 2K7 . You are advised to proof this material carefully before signing disk release below.
Phone:(416) 752-1210 . "

Fax:(416) 752-9677 Client Approval: Date:

/. © ol b= S E
B o g; <3 < i
B P RS R I
IR E
' & > B g 3 f ! ——“8
e ] O e 225
i oy | :
FITEERE L [
Uil R e

\EE g 1 £8% 3358 | '

Unvarnish Area
Lot #and Expi
ry
UPC Placement
Unwind Position L.
Code # Verification 2 ’ 2
Coloars (PMS) Verificati &Qﬂd&lﬁb\
‘ ’
Text Reviewed By % ey,
Text Approved B S




/'

5

Client  Novex-Pharm Program: lllustrator 6.0

Project: Apotex Ophthalmic 15 ml .5% Scale:  100% .

Date: Feb. 23, 2000 Colours: PMS 300C, Pantone Yellow 012C, Black C
Docket: 1822 Fonts:  Helvetica

BELLSHIRE

100 Camforth Road,
North York, Omtario
M4A K7

Phone:(416) 752-1210
Fax:(416) 752-9677

* Dielines and UPC are for position only. « No trapping has been applied to this document,
o All colours are representative of four colour process

Bellshire has made every effort to ensure that this digital art file has been accurately completed.
You are advised to proof this material carefully before signing disk release below.

Client Approval: Date:

T T
N
' g

. g3 1§
. 2§ ¢
. §3 g
IR ERL
| 333 3 i
:52%..-'::&5
Fi)
::3533353
) 885532 33

P e e e c a s r cr mr e, r e e r e e e B e E - —-—m————-— .-

Unvarnish

| v‘v[Lq—loo C
Lot # and Expiry D lacement\ ") oxlxq leas

— e, - ——————- - -

]
=% _ g2 | NDC 80505-0551-4
2T 2 =282
L
$5 EFags |
28 o338
25 ZyRe2 '
28 s=x3° '
LS =
§1 f3zy »n—
g2 és%é | 05% Timolol Equvalent 1 == O
SE Eeof | (imobiMieansmomy | =,
BE 2235 | STERLEOPHTHALMIC | S
53 E‘.%é? DOSOLUTION | e
£8 £ ; -
£ 33t | ROny
H PR 1 )
il | wem |
25 g§§>-§ ' i
. :
F£8 S282E APOTEX CORP. '

I

Timelel Maleate
Ophthaimic Solution USP
0.5%

0.5% Thmolo! Equivalent
(Timotol Maleate 6.8 mg/mL)

UPC Placement S\ e 1yl
Unwind Position £/ 02 ¢y o
Code # Verification i
Colours (PMS) Verification

Text Reviewed By yA=C]

Text Approved By o)




approximately 4 weeks of treatment with timolol.
i the intraocular pressure is maintained at satistactory
levels, the dosage schedule may bodnnoodloom&op

€0l with olher agent(; lowering
inraocular can be instiluted. The concomilant use
of wo topical bela-adrenergic agents is not
recommended. (Ses PRECAUTIONS, Interactions,

-adrenergic blocking agents.)

HOW SUPPLIED

Timolol Maleale Ophthalmic Solution USP is a clew,
coloriess 1o slight ysliow solution.

Timolol Maleale Ophthaimic Soluion USF, 0.25% timolol
equivaleni, is supplied in a white, opaque, plaslic
dispenser bottls, closed with a white, opaque,

z?

- 30°C (59° - 86°F). Protect from
freezing. Protect from light.

R Only

Timolol Maleate Ophthalmic Solution USP

0.25% and 0.5%
STERILE OPHTHALMIC SOLUTION

DESCRIPTION

Timolol maleate ophthalmic solution is a nonselective beta-
adrenergic receptor blocking agent. its chemical name is (-}
1-{lert-butylamino)-3-{{4-morpholino-1,2,5-thiadiazol-3-
ylloxy]-2-propanol maleals (1:1) (sak). Timolol maleate
possesses an asymmelric carbon atom in its structure and is
provided as the levo-isomer. The nominal optical rotation of
timolol maleate is:

. ”. >
[a) n 0.1N HCI (C=5%)=-12.2*. o)
405 nm )

ks molecular formula is C“HaNp’SOC HO and n%

structural formula is:

H Hy

Timolol maleate has a molecular weight of 432.50. It is a I

white, odorless, crystalmopowdervmehusdubknmm.

sterile, isolonic, buffered, aqueous solution of timol
maleate in two dosage strengths: Each mL of the 0.25%
solution contains 2.5 mg of timolol (3.4 mg of timolol
maleate). Each ml of the 0.5% solution contains 5 mg of
limolol (6.8 mg of timolol maleale). Inactive ingredients:
benzalkonium chioride 0.01% sdded as preservalive, sodium
hydroxide to adjust pH, sodium phosphate dibasic
heplahydrate, sodium phosphale monobasic monchydrate
and walter for injection.

CLINICAL PHARMACOLOGY

Mechanism of Action
Timolol maleate is a beta, and bela , (non-selective) adre-
nergic wwmwmmwmm«m
intrinsic sympathomimetic, direct myocardial depressant, or
local anesthetic ( izing) activity.
Beta-adrenergic receplor blockade reduces cardiac output in
both healthy subjects and patients with heart disease. In
patients wilh severe impairment ol myocardial function,
beta-adrenergic recepilor blockade may inhibit the
effect of the sympathetic nervous system necessary to
maintain adequalte cardiac function.
Beta-adrenergic receptor blockade in the bronchi and
bronchioles results in increased sirway resistance from
unopposed parasympathetic activity. Such an eflect in
pamummwmrhu\dwmsucmu

entially dangerous.
Tmolol maleate oph"\dmk: solution, when applied topically
on the eys, has the action of reducing elevated as well as
normal infraccular pressure, whether or not accompanied by
glaucoma. Elevaled intraocular pressure is a major risk
factor in the pathogenesis ol glaucomatous visual field loss.
The higher the level of intraocular pressure, the grealer the
hmhoodolﬂmotnmusmudludlossmdopucmm

damage.
The onset of reduction in intraocular pressure following
adminisiration of limoloi maleale ophthaimic solution can
usually be detected within one-halt hour after a single dose.
The maximum effect usually occurs in one lo two hours and
significant lowering of intraocular pressure can be

0030. HOPeAaleG ODAEIVALONS OVEr & period of one year
indicate that the intraocular pressure-lowering etfect of timolol
is woll mainiained.

The preciss mechanism of the ocular hypolensive action of
timolol is not clearly established at this time. Tonography
and fluorophotometry studies in man sugges! that ils
predominant action may be related to reduced aquecus
formation. However, in some studies a slight increase in
outflow facility was also observed.

Pharmacoidnetics

In a study of plasma drug conceniration in six subjects, the
sysiemic exposure to timolol was determined following
twice daily administration of tlimolol maleate ophthalmic
solution 0.5%. The mean peak plasma conceniration
following moming dosing was 0.46 ng/mL and following
aftemoon dosing was 0.35 ng/ml.

Clinical Studies

In controlied mullicinic studies in palients with untreated
intraocular pressures of 22 mmHg or greater, timolol maleate
ophthaimic solution 0.25 percent or 0.5 percent
adminisiered twice a day produced a grealer toducuon n
intraocular prassure than 1, 2, 3, or 4 percent

solution administered four imes a day or 05, 1, or 2
percent epinephrine hydrochloride solution administered
twice a day.

In these studies, timolol was generally well tolerated and
produced fewer and less severe side effects than either
pilocarpine or epinepiwine. A slight reduction of resting heart
rale in some patienis receiving timolol (mean reduction 2.9
beals/minute standard deviation 10.2) was observed.

INDICATIONS AND USAGE
Timolol maleate ophthalmic solution is indicaled in the
treatment of elevated intraocular pressure in patients with
ocular hypertension of open-angle glaucoma.

CONTRAINDICATIONS

Timolo! maleate is conlraindicated in patients with (1)
bronchial asthma; (2) a history of bronchial asthma; (3) severe
chronic obstructive pulmonary disease (see WARNINGS); (4)
sinus bradycardia; (5) second of third degree atriovenlricular
block; (6) overl cardiac failure (see WARNINGS), (7)
cardiogenic shock or  (8)  hypersensitivity
to any component of this product.

WARNINGS
As with many topically applied ophthalmic drugs, this drug
is absorbed sy:
The same ndvom ‘reactions found with systemic
administration of beta-adrenergic blocking agents may occwr
with topical administration. For example, severe respirstory
reactions and cardisc reactions, Includi .J desth due l0
branchospasm In pstients with asthma, rarely death in
association with cardiac fallure, have been reporied
following systemic or ophthalmic administration of timolol
malsate (see CONTRAINDICATIONS).
Cardiac Fallure
Sympathelic stimulation may be essential for support of the
circulation in individuals with diminished myocardial
contractility, and its inhibition ol beta-adrenergic receplor
blockade may precipitate more severe (nilure.
in Patients Without a History of Cardiac Failure continued
dapression of the myocardium with bula-blocking agents over
a period of lime can, in some cases, lead o cardiac
failure. Al the first sign or symptom of cardiac fallure,
timoiol should be discontinued.
Obstructive Pulmonary Disesse
Patients with chronic obstructive pulmonary disease (e.g.,
chronic bronchitis, emphysema) of mild or moderale seventy,
bronchospaslic disease, or a history ol bronchospastic
disease (omorvunbmdidaslmoumlorydbrondud
asthma, in which timolol is contraindicated [see
CONTRAINDICADONS]) should, in general, not receive bela-
blockers, including timolot.
Major Surgery
The nccosuty or desirability of withdrawal of bela- ldrmrd&

A



adrenergic receplor blockade impasirs the ability of he heart
fo respond lo beta-adrenergically medialed reflex stimuli,
This may augment the risk of general anesthesia in surgical
procedures. Some patienis receiving beta-adrenergic
reooplov blodthg agents have experienced protracted severe
during anesthesia. Difficulty in restarting and
w\&l\ohuﬂboalhndwbunnpomd For these
reasons, in palients undergoing elective surgery, some
authorilies recommend gndunl withdrawa! of bela-
adrenergic receptor blocking agent:
il necessary during surgery, the oﬂods ol beta-adrenergic
blocking agenis may be reversed by sufficient doses of
adrenergic agonists.
Disbetes MeNitus
Beta-adrenergic blocking agenis should be administered with
caution in patients subject fo spontaneous hypoglycemia or
1o disbetic patients (especially those with labile diabetes)
insulin or oral . Beta-

Ctmoiddddmm!ﬂ'elﬁ_lmionpvocodmshubun

Mﬂl Timolol has been reporied rarely to
Wmmhmpammnmsma
or myasthenic symploms.
for Patients

Patients should be instrucied o avoid allowing the tip of the
dispensing container fo conlact the eye of sumounding
structures,

physician's advice concerning the continued use of the
presant mullidose container.

Patients with bronchial asthma, a history of bronchial asthma,
severe chronic obsiructive pulmonary disease, sinus
bradycardia, second or third degree alrioveniricular block, or
cardiac failure should be advised not to lake this product.
(See CONTRAINDICATIONS )

Patienis should be advised that timolol maleate ophthaimic
solution contains benzalkonium chioride which may be
absorbed by soft contact lenses. Conlact lenses should be
removed prior 1o adminisiration of the solution. Lenses may
be reinserted 15 minutes Iouowmg timolol maleate
ophthakmic solution administration,

Drug interactions

Although

[ epinephrine has been
Bota-adrenergic blocking agents: Patients who are receiving a
beta- blocking agent orally and timolol should be

of two (opical bo(l-ldmmgic blodung lgonu Is nol
tecommended.
Calcium mhgomsb Caution should be used in the
coadministration of blocking agents, such as
tmololmdonlovmm calcium antagonists because

ing calecholamine-depleting drugs
reserpine, because of possible additive effects and the
production of hypotension and/or marked bradycardia, which
may result in verligo, syncope, or postural hypotension.
Digrtalis and calcium ists: The concomitant use ol
bela-adrenergic blocking agents with digitalis and calcium
anlagonists may have addilive eflects in prolonging
atrioventricular conduction time.
Quinidine:  Potentiated systemic bela-blockade (oq.
decreased heart rale) has been reporied during combined
treatment with quinidine and timolol, possibly because
qQuinidine inhibits the metabolism of timolol via the P-450
enzyme, CYP206.
Injeciable ﬁplnophmo (See PRECAUTIONS, General,

correlation belween serum prolactin levels and mammary
tumors has been established in humans. Furthermore, in
adull human female subjects who received oral dosages of
up lo 60 mg of timolol maleate (the maximum recommended
human oral dosage), thers were no clinically meaningful
changes in serum prolactin.

Timolol maleate was devoid ol mulagenic polential when
tesied in vivo (mouse) in the micronucieus lesl and

cﬂogunlkassly(dommlosoom)whvﬂmha

5,000 or 10,000 mcg/plate, were associaled with

statistically elevations ol revertants observed
with lester sirain TA100 (in seven replicale assays), bul nol
in the three sirains. In the assays wilh tester
sirain TA100, no consistent dose response relationship was
observed, and the ratio of test to control revertants did not
reach 2. A ratio of 2 is usually considered the crilerion for
lMNmtod

Reproduction and lorﬁﬂymduhtusdummlutodm
adverse eflect on male or female fertiity sl doses up to
21,000 ¥mes the systemic exposure following the maximum
wrmmm. Ca
Pregnancy: Teratogenic Effects, Pregnancy Category C.
Teratogenicity studies with timolol in mice, rats, and rabbits

depression, confusion, hallucinations. anxiety, disorientation,
g:(fl\ﬁusmts and memory loss.

Alopecia and psoriasitorm rash or exacerbation of psoriasis.
HYPERSENSITIVITY

Signs and symploms of systemic allergic reactions, including
angioedema, urticaria, and localized and mulzed rash,
RESPIRATORY "
Bronchospasm (predominantly in patients with pre-existing
bronchospastic disease), respiratory failure, dyspnes, nasal
congestion, cough and upper respiratory infections.
ENDOCRINE
m.mmumyemindmmu(m

SPECIAL SENSES
Signs and symptoms of ocular iritation including
conjunctivitis, blepharitis, keratitis, ocular pain, discharge
(eg ctuslhg) foreign body sensation, itching and tearing,
dry syes; plosis; decreassd comeal sensitivity; cysioid
maouhr sdema; visual disturbances inciuding retractive
changes and W pseudopemphigoid; choroldal
dolaehm-m lolmlg ration surgery (see PRECAUTIONS,

UROGENITAL

Relroperitoneal fibrosis, decreased libido, impolence, and
Peyronie’s disease.

The following additional adverss effects have been reported
in clinical with ORAL timolol maleals or other
ORAL beta-blocking agenis and may be considered potential
efiacts of ophthalmic timolol maleate: Alergic: Erythematous
rash, fever comblmd with aching and sore (hroat,
laryngospasm with respiratory disiress; Body as 8 Whale:
Extremity pain, decressed exercise lolerance, weight loss;
Cardiovascular: Worsening of arierial insufficiency,
vasodilatalion;  Digestive:  Gastrointestinal  pain,
hepalomogaly vomiling, mesenteric arierial thrombosis,

There are no adequate and well-conirolled ‘studies in
pregnant women. Timolol should be used duri
on!ydmepoimmmwﬁumopotonl

Nunlnguo(hcn
Timolol maleat hubmdolod.dhhmnilkloﬂowng
oral and ophthalmic drug administration. Because of the

pregnancy
risk 10 the

- ADVERSE REACTIONS
The most frequently reported adverse experiences have been
burning and stinging upon instilation (approximately one in
oight patients).
The following additional adverse experiences have been
reporied less frequentlly with ocular adminisiration of this or
other timolol maleate formulations
BODY AS AWHOLE
, asthenia/fatigue, and chest pain

CARDIOVASCULAR

, arthythmia, , hyperiension, syncope,

heart bioek cerebral vascular accident, cerebral
ischemia, cardiac tailure, worsening of angina pectoris,
paipilation, cardiac arest, pulmonary edema, edema,
claudication, Raynaud's phenomenon, and cold hands and

DIGESTIVE
Nauses, diarthea, dyspepsia, ancrexia, and dry mouth.
IMMUNOLOGIC

ysiemic lupus erythematosus.

NERVOUS SYSTEM/PSYCHIATRIC

Dizziness, increase in signs and symploms of myasthenia
gravis, paresthesia, somnolence, insomnia, nighimares,

g

(%]

colitis; Hemalologic: Nonlmombofﬂopov:uc
purpura; lhrombocy!o nic purpura, agranulocytosis;
Endocrine: a, typoglycemia; Skin: Pruritus, skin
irritation, increased plgrmnlahon swealing, Musculoskelelal:
Arthralgia; Nervous Syslem/Psychiatric: Vertigo, local
weakness, diminished concentration, reversible mental
depression progressing to cataionia, an acule reversible
syndrome characlerized by disorientalion for lime and place,
emotional fability, slightly clouded sensorium, and decreased
performance on neuropsychomelrics; Rm Rales,
bronchial obstruction; Urogenital; Urination

OVERDOSAGE
There have been reports of inadverient overdossge with
timolol maleate ophthaimic solution resulting in sysiemic

Mdaamhsbunupoﬂod%thwiolmh\olm:
A 30 your old female ad 650 mg of timolol maleate

(maximum oral daily dose is 80 mg) and
experienced second and third degree heart biock. She
recovered without treatment but approximately two months

later developed irregular heartbeat, hyperiension, dizziness,
tinnitus, faintness, increased puise rale, and borderkine first
degree heart block. .

An in vilro hemodialysis study, using '‘C timolol added fo
human plasma or whole blood, showed that limolol was
readily dialyzed from these fluids; however, a study of
patients with renal failure showed thal timolol did not dialyze
readily.

DOSAGE AND ADMINISTRATION
Timolol Maleale Ophthaimic Solution USP is available in
concentrations of 0.25 and 0.5 percent. The usual starling
dose is one drop of 0.25 percent solution in the affected
eye(s) twice a day. i the clinical responss is not adequale,
the dosage may be changed to one drop of 0.5 percent
solution in the affected eye(s) twice a day.



