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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

AZARGA 10 mg/ml + 5 mg/ml eye drops, suspension

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One ml of suspension contains 10 mg brinzolamide and 5 mg timolol (as timolol maleate).
Excipients:

One ml of suspension contains 0.10 mg benzalkonium chloride.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Eye drops, suspension (eye drops)

White to off-white uniform suspension, pH 7.2 (approximately).
4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Decrease of intraocular pressure (IOP) in adult patients with open-angle glaucoma or ocular
hypertension for whom monotherapy provides insufficient IOP reduction. (see section 5.1).

4.2 Posology and method of administration

Use in adults, including the elderly
The dose is one drop of AZARGA in the conjunctival sac of the affected eye(s) twice daily.

When using nasolacrimal occlusion or closing the eyelids for 2 minutes, the systemic absorption is
reduced. This may result in a decrease in systemic side effects and an increase in local activity.

If more than one topical ophthalmic medicinal product is being used, the medicines must be
administered at least 5 minutes apart.

If a dose is missed, treatment should be continued with the next dose as planned. The dose should not
exceed one drop in the affected eye (s) twice daily.

When substituting another ophthalmic antiglaucoma agent with AZARGA, the other agent should be
discontinued and AZARGA should be started the following day.

Paediatric patients
AZARGA is not recommended for use in children below 18 years due to a lack of data on safety and
efficacy.

Use in hepatic and renal impairment

No studies have been conducted with AZARGA or with timolol 5 mg/ml eye drops in patients with
hepatic or renal impairment. No dosage adjustment is necessary in patients with hepatic impairment or
in patients with mild to moderate renal impairment.




AZARGA has not been studied in patients with severe renal impairment (creatinine

clearance <30 ml/min) or in patients with hyperchloraemic acidosis. Since brinzolamide and its main
metabolite are excreted predominantly by the kidney, AZARGA is therefore contraindicated in
patients with severe renal impairment (see section 4.3).

Method of administration
For ocular use.

Instruct patients to shake the bottle well before use.

To prevent contamination of the dropper tip and solution, care must be taken not to touch the eyelids,
surrounding areas or other surfaces with the dropper tip of the bottle. Instruct patients to keep the
bottle tightly closed when not in use.

4.3 Contraindications

Hypersensitivity to the active substances, or to any of the excipients.

Hypersensitivity to other beta-blockers.

Hypersensitivity to sulphonamides (see section 4.4).

Reactive airway disease including bronchial asthma or a history of bronchial asthma, severe

chronic obstructive pulmonary disease.

e Sinus bradycardia, sick sinus syndrome, sino-atrial block, second or third degree
atrioventricular block not controlled with pace-maker. Overt cardiac failure, cardiogenic
shock.

e Severe allergic rhinitis

e Hyperchloraemic acidosis (see section 4.2).

e Severe renal impairment.

4.4 Special warnings and precautions for use

Systemic effects

Like other topically applied ophthalmic agents, brinzolamide and timolol are absorbed systemically.
Due to the beta-adrenergic component, timolol, the same types of cardiovascular, pulmonary and other
adverse reactions seen with systemic beta-adrenergic blocking agents may occur. The incidence of
systemic ADRs after topical ophthalmic administration is lower than for systemic administration. To
reduce the systemic absorption, see section 4.2.

Cardiac disorders

In patients with cardiovascular diseases (e.g. coronary heart disease, Prinzmetal's angina and cardiac
failure) and hypotension, therapy with beta-blockers should be critically assessed and the therapy with
other active substances should be considered. Patients with cardiovascular diseases should be watched
for signs of deterioration of these diseases and of adverse reactions.

Due to its negative effect on conduction time, beta-blockers should only be given with caution to
patients with first degree heart block.

Vascular disorders
Patients with severe peripheral circulatory disturbance/disorders (i.e. severe forms of Raynaud’s
disease or Raynaud’s syndrome) should be treated with caution.

Beta-blockers may also mask the signs of hyperthyroidism.
Respiratory disorders

Respiratory reactions, including death due to bronchospasm in patients with asthma have been
reported following administration of some ophthalmic beta-blockers.



AZARGA should be used with caution, in patients with mild/moderate chronic obstructive pulmonary
disease (COPD) and only if the potential benefit outweighs the potential risk.

Hypoglycaemia/diabetes

Beta-blockers should be administered with caution in patients subject to spontaneous hypoglycaemia
or to patients with labile diabetes, as beta-blockers may mask the signs and symptoms of acute
hypoglycaemia.

Acid/base disturbances

AZARGA contains brinzolamide, a sulphonamide. The same types of undesirable effects that are
attributable to sulphonamides may occur with topical administration. Acid-base disturbances have
been reported with oral carbonic anhydrase inhibitors. If signs of serious reactions or hypersensitivity
occur, discontinue the use of this medicinal product.

Mental alertness

Oral carbonic anhydrase inhibitors may impair the ability to perform tasks requiring mental alertness
and/or physical coordination in elderly patients. AZARGA is absorbed systemically and therefore this
may occur with topical administration.

Anaphylactic reactions

While taking beta-blockers, patients with a history of atopy or a history of severe anaphylactic
reaction to a variety of allergens may be more reactive to repeated challenge with such allergens and
unresponsive to the usual doses of adrenaline used to treat anaphylactic reactions.

Choroidal detachment
Choroidal detachment has been reported with administration of aqueous suppressant therapy (e.g.
timolol, acetazolamide) after filtration procedures.

Surgical anaesthesia
Beta-blocking ophthalmological preparations may block systemic beta-agonist effects e.g. of
adrenaline. The anaesthesiologist should be informed when the patient is receiving timolol.

Concomitant therapy

The effect on intra-ocular pressure or the known effects of systemic beta-blockade may be potentiated
when timolol is given to the patients already receiving a systemic beta-blocking agent. The response of
these patients should be closely observed. The use of two topical beta-adrenergic blocking agents or
two local carbonic anhydrase inhibitors is not recommended (see section 4.5).

There is potential for an additive effect on the known systemic effects of carbonic anhydrase inhibition
in patients receiving an oral carbonic anhydrase inhibitor and AZARGA. The concomitant
administration of AZARGA and oral carbonic anhydrase inhibitors has not been studied and is not
recommended (see section 4.5).

Ocular effects

There is limited experience with AZARGA in the treatment of patients with pseudoexfoliative
glaucoma or pigmentary glaucoma. Caution should be utilised in treating these patients and close
monitoring of IOP is recommended.

AZARGA has not been studied in patients with narrow-angle glaucoma and its use is not
recommended in these patients.

Ophthalmic B-blockers may induce dryness of eyes. Patients with corneal diseases should be treated
with caution.



The possible role of brinzolamide on corneal endothelial function has not been investigated in patients
with compromised corneas (particularly in patients with low endothelial cell count). Specifically,
patients wearing contact lenses have not been studied and careful monitoring of these patients when
using brinzolamide is recommended, since carbonic anhydrase inhibitors may affect corneal hydration
and wearing contact lenses might increase the risk for the cornea. Careful monitoring of patients with
compromised corneas, such as patients with diabetes mellitus or corneal dystrophies, is recommended.

Benzalkonium chloride, which is commonly used as a preservative in ophthalmic products, has been
reported to cause punctate keratopathy and/or toxic ulcerative keratopathy. Since AZARGA contains
benzalkonium chloride, close monitoring is required with frequent or prolonged use

AZARGA contains benzalkonium chloride which may cause eye irritation and is known to discolour
soft contact lenses. Contact with soft contact lenses is to be avoided. Patients must be instructed to
remove contact lenses prior to the application of AZARGA and wait 15 minutes after instillation of the
dose before reinsertion.

4.5 Interaction with other medicinal products and other forms of interaction
No specific drug interaction studies have been performed with AZARGA.

AZARGA contains brinzolamide, a carbonic anhydrase inhibitor and, although administered topically,
is absorbed systemically. Acid-base disturbances have been reported with oral carbonic anhydrase
inhibitors. The potential for interactions must be considered in patients receiving AZARGA.

The cytochrome P-450 isozymes responsible for metabolism of brinzolamide include CYP3A4 (main),
CYP2A6, CYP2B6, CYP2CS8 and CYP2CO9. It is expected that inhibitors of CYP3A4 such as
ketoconazole, itraconazole, clotrimazole, ritonavir and troleandomycin will inhibit the metabolism of
brinzolamide by CYP3A4. Caution is advised if CYP3A4 inhibitors are given concomitantly.
However, accumulation of brinzolamide is unlikely as renal elimination is the major route.
Brinzolamide is not an inhibitor of cytochrome P-450 isozymes.

There is a potential for additive effects resulting in hypotension and/or marked bradycardia when
ophthalmic beta-blockers solution is administered concomitantly with oral calcium channel blockers,
beta-adrenergic blocking agents, antiarrhythmics (including amiodarone), digitalis glycosides,
parasympathomimetics, guanethidine.

The hypertensive reaction to sudden withdrawal of clonidine can be potentiated when taking
beta-blockers.

Potentiated systemic beta-blockade (e.g. decreased heart rate, depression) has been reported during
combined treatment with CYP2D6 inhibitors (e.g. quinidine, fluoxetine, paroxetine) and timolol.

Beta-blockers may increase the hypoglycaemic effect of antidiabetic agents. Beta-blockers can mask
the signs and symptoms of hypoglycaemia (see section 4.4).

Mydriasis resulting from concomitant use of ophthalmic beta-blockers and adrenaline (epinephrine)
has been reported occasionally.

4.6 Fertility, Pregnancy and lactation

Pregnancy
Pregnancy

There are no adequate data for the use of brinzolamide or timolol in pregnant women. AZARGA
should not be used during pregnancy unless clearly necessary. To reduce the systemic absorption, see
section 4.2.



Epidemiological studies have not revealed malformative effects but show a risk for intra uterine
growth retardation when beta-blockers are administered by the oral route. In addition, signs and
symptoms of beta-blockade (e.g. bradycardia, hypotension, respiratory distress and hypoglycaemia)
have been observed in the neonate when beta-blockers have been administered until delivery. If
AZARGA is administered until delivery, the neonate should be carefully monitored during the first
days of life.

Lactation
It is not known whether brinzolamide is excreted in human breast milk. Animal studies have shown
excretion of brinzolamide in breast milk.

Beta-blockers are excreted in breast milk. However, at therapeutic doses of timolol in eye drops it is
not likely that sufficient amounts would be present in breast milk to produce clinical symptoms of
beta-blockade in the infant. To reduce the systemic absorption, see section 4.2.

Fertility
Non clinical data do not show any effects of either brinzolamide or timolol on male or female fertility.
No effects on male or female fertility are anticipated from the use of AZARGA.

4.7 Effects on ability to drive and use machines

As with any eye drops, temporary blurred vision or other visual disturbances may affect the ability to
drive or use machines. If blurred vision occurs at instillation, the patient must wait until the vision
clears before driving or using machines.

Oral carbonic anhydrase inhibitors may impair the ability of elderly patients to perform tasks requiring
mental alertness and/or physical coordination (see section 4.4).

4.8 Undesirable effects

Summary of the safety profile

In two clinical trials of 6 and 12 months duration involving 394 patients treated with AZARGA, the
most frequently reported adverse reaction was transient blurred vision upon instillation (3.6%), lasting
from a few seconds to a few minutes.

Tabulated summary of adverse reactions

The following adverse reactions are classified according to the following convention: very common
(>1/10), common>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (=1/10,000 to <1/1000),
very rare (<1/10,000), or not known (cannot be estimated from the available data). Within each
frequency grouping, undesirable effects are presented in order of decreasing seriousness.

System Organ Classification | MedDRA Preferred Term

Psychiatric disorders Uncommon: insomnia
Not known: depression

Nervous system disorders Common: dysgeusia

Eye disorders Common: blurred vision, eye pain, eye irritation, foreign body sensation
in eyes

Uncommon: corneal erosion, punctate keratitis, dry eye, eye discharge,
eye pruritus, ocular hyperaemia, blepharitis, allergic conjunctivitis,
corneal disorder, anterior chamber flare, conjunctival hyperaemia, eyelid
margin crusting, astenopia, abnormal sensation in eye, eyelids pruritus,
allergic blepharitis, erythema of eyelid

Vascular disorders Uncommon: decreased blood pressure

Respiratory, thoracic and Uncommon: chronic obstructive pulmonary disease, pharyngolaryngeal
mediastinal disorders pain, rhinorrhoea, cough

Skin and subcutaneous tissue | Uncommon: hair disorder, lichen planus

disorders




Description of selected adverse reactions

Dysgeusia (bitter or unusual taste in the mouth following instillation) was a frequently reported
systemic adverse reaction associated with the use of AZARGA during clinical trials. It is likely to be
caused by passage of the eye drops in the nasopharynx via the nasolacrimal canal and is attributable to
brinzolamide. Nasolacrimal occlusion or gently closing the eyelid after instillation may help reduce
the occurrence of this effect (see section 4.2).

AZARGA contains brinzolamide which is a sulphonamide inhibitor of carbonic anhydrase with
systemic absorption. Gastrointestinal, nervous system, haematological, renal and metabolic effects are
generally associated with systemic carbonic anhydrase inhibitors. The same type of adverse reactions
attributable to oral carbonic anhydrase inhibitors may occur with topical administration.

AZARGA contains brinzolamide and timolol (as timolol maleate). Like other topically applied
ophthalmic drugs, timolol is absorbed into the systemic circulation. This may cause similar
undesirable effects as seen with systemic beta-blocking agents. Listed adverse reactions include
reactions seen within the class of ophthalmic beta-blockers. Additional adverse reactions associated
with the use of the individual components that may potentially occur with AZARGA include those
detailed below. The incidence of systemic ADRs after topical ophthalmic administration is lower than
for systemic administration. To reduce the systemic absorption, see 4.2.



Brinzolamide 10 mg/ml

Timolol 5 mg/ml

System Organ Classification

MedDRA Preferred Term

Infections and infestations

nasopharyngitis, pharyngitis,
sinusitis, rhinitis

Blood and lymphatic system disorders

decreased red blood cell count,
increased blood chloride

Immune system disorders:

Systemic allergic
reactions including
angioedema, urticaria,
localized and generalized
rash, pruritus,
anaphylaxis

Metabolism and nutrition disorders

hypoglycaemia

Psychiatric disorders

apathy, depression, depressed mood,
decreased libido, nightmare,
nervousness

Nightmares, memory
loss

Nervous system disorders

somnolence, motor dysfunction,
amnesia, memory impairment,
paraesthesia, tremor, hypoaesthesia,
ageusia

cerebral ischaemia,
cerebrovascular accident,
syncope, increases in the
signs and symptoms of
myasthenia gravis,
paresthesia, headache,
dizziness

Eye disorders

keratitis, keratopathy, increased optic
nerve cup/disc ratio, corneal
epithelium defect, corneal epithelium
disorder, increased intraocular
pressure, eye deposit, corneal
staining, corneal oedema,
conjunctivitis, meibomianitis,
diplopia, glare, photophobia,
photopsia, reduced visual acuity,
pterygium, ocular discomfort,
keratoconjunctivitis sicca,
hypoaesthesia of the eye, scleral
pigmentation, subconjunctival cyst,
increased lacrimation, visual
disturbance, eye swelling, eye
allergy, madarosis, eyelid disorder,
eyelid oedema

Signs and symptoms of
ocular irritation (e.g.
burning, stinging,
itching, tearing, redness),
keratitis, choroidal
detachment following
filtration surgery (see
section 4.4 Special
warnings and
precautions for use),
decreased corneal
sensitivity, ptosis,
diplopia

Ear and labyrinth disorders

tinnitus, vertigo

Cardiac disorders

cardio-respiratory distress, angina
pectoris, bradycardia, irregular heart
rate, arrhythmia, palpitations,
tachycardia, increased heart rate

Bradycardia, chest pain,
palpitations, oedema,
arrhythmia, congestive
heart failure,
atrioventricular block,
cardiac arrest, cardiac
failure

Vascular disorders

hypertension

Hypotension ,
Raynaud’s phenomenon,
cold hands and feet

Respiratory, thoracic and mediastinal
disorders

dyspnoea, asthma, bronchial
hyperactivity, epistaxis, throat
irritation, nasal congestion, upper
respiratory tract congestion,
postnasal drip, sneezing, nasal
dryness

Bronchospasm
(predominantly in
patients with pre-existing
bronchospastic disease),
dyspnoea




Gastrointestinal disorders

dry mouth, oesophagitis, vomiting,
dyspepsia, abdominal discomfort,
stomach discomfort, frequent bowel
movements, gastrointestinal disorder,
oral hypoaesthesia, oral paraesthesia,
flatulence

Nausea, dyspepsia,
diarrhoea, dry mouth,
abdominal pain vomiting

Hepato-biliary disorders

abnormal liver function test

Skin and subcutaneous tissue
disorders

urticaria, maculo-papular rash,
generalised pruritus, alopecia, skin
tightness, dermatitis, erythema

Alopecia, psoriasiform
rash or exacerbation of
psoriasis, skin rash

Musculoskeletal and connective tissue
disorders

back pain, muscle spasms, myalgia,
arthralgia, pain in extremity

Myalgia

Renal and urinary disorders

renal pain, pollakiuria

Reproductive system and breast
disorders

erectile dysfunction

Sexual dysfunction,
decreased libido

General disorders and administrative
site conditions

pain, asthenia, chest discomfort,
fatigue, feeling abnormal, feeling
jittery, irritability, chest pain,
peripheral oedema, malaise,
medication residue

Asthenia/fatigue,

Injury, poisoning and procedural
complications

foreign body in eye

Paediatric population

AZARGA is not recommended for use in children below 18 years due to a lack of data on safety and

efficacy.

4.9 Overdose

No case of overdose has been reported.

If overdose with AZARGA eye drops occurs, treatment should be symptomatic and supportive.
Electrolyte imbalance, development of an acidotic state, and possibly central nervous system effects

may occur. Serum electrolyte levels (particularly potassium) and blood pH levels should be monitored.

Studies have shown that timolol does not dialyse readily.

5. PHARMACOLOGICAL PROPERTIES

5.1

Pharmacodynamic properties

Pharmacotherapeutic group: Antiglaucoma preparation and miotics

ATC code: SOIEDSI1

Mechanism of action

AZARGA contains two active substances: brinzolamide and timolol maleate. These two components

decrease elevated IOP primarily by reducing aqueous humour secretion, but do so by different

mechanisms of action. The combined effect of these two active substances results in additional IOP

reduction compared to either compound alone.

Brinzolamide is a potent inhibitor of human carbonic anhydrase II (CA-II), the predominant

iso-enzyme in the eye. Inhibition of carbonic anhydrase in the ciliary processes of the eye decreases
aqueous humour secretion, presumably by slowing the formation of bicarbonate ions with subsequent
reduction in sodium and fluid transport.



Timolol is a non-selective adrenergic-blocking agent that has no intrinsic sympathomimetic, direct
myocardial depressant or membrane-stabilising activity. Tonography and fluorophotometry studies in
man suggest that its predominant action is related to reduced aqueous humour formation and a slight
increase in outflow facility.

Pharmacodynamic effects

Clinical effects:

In a twelve-month, controlled clinical trial in patients with open-angle glaucoma or ocular
hypertension who, in the investigator’s opinion could benefit from a combination therapy, and who
had baseline mean IOP of 25 to 27 mmHg, the mean IOP-lowering effect of AZARGA dosed twice
daily was 7 to 9 mmHg. The non-inferiority of AZARGA as compared to dorzolamide

20 mg/ml + timolol 5 mg/ml in the mean IOP reduction was demonstrated across all time-points at all
visits.

In a six-month, controlled clinical study in patients with open-angle glaucoma or ocular hypertension
and baseline mean IOP of 25 to 27 mmHg, the mean IOP-lowering effect of AZARGA dosed twice
daily was 7 to 9 mmHg, and was up to 3 mmHg greater than that of brinzolamide 10 mg/ml dosed
twice daily and up to 2 mmHg greater than that of timolol 5 mg/ml dosed twice daily. A statistically
superior reduction in mean IOP was observed compared to both brinzolamide and timolol at all
time-points and visits throughout the study.

In three controlled clinical trials, the ocular discomfort upon instillation of AZARGA was significantly
lower than that of dorzolamide 20 mg/ml + timolol 5 mg/ml.

5.2 Pharmacokinetic properties

Absorption
Following topical ocular administration, brinzolamide and timolol are absorbed through the cornea

and into the systemic circulation. In a pharmacokinetic study, healthy subjects received oral
brinzolamide (1 mg) twice daily for 2 weeks to shorten the time to reach steady-state prior to starting
AZARGA administration. Following twice daily dosing of AZARGA for 13 weeks, red blood cell
(RBC) concentrations of brinzolamide averaged 18.8 £ 3.29 uM, 18.1 £2.68 uM and 18.4 + 3.01 uM
at weeks 4, 10 and 15, respectively, indicating that steady-state RBC concentrations of brinzolamide
were maintained

At steady state, following administration of AZARGA, the mean plasma C,,,, and AUC_j», of timolol
were 27% and 28% lower (Cpax: 0.824 + 0.453 ng/ml; AUCy 54: 4.71 £ 4.29 ng-h/ml), respectively, in
comparison to the administration of timolol 5 mg/ml (Cp.x: 1.13 + 0.494 ng/ml;

AUC.on: 6.58 &+ 3.18 ng-h/ml). The lower systemic exposure to timolol following AZARGA
administration is not clinically relevant. Following administration of AZARGA, mean C,,,, of timolol
was reached at 0.79 + 0.45 hours.

Distribution

Plasma protein binding of brinzolamide is moderate (about 60%). Brinzolamide is sequestered in
RBCs due to its high affinity binding to CA-II and to a lesser extent to CA-I. Its active N-desethyl
metabolite also accumulates in RBCs where it binds primarily to CA-I. The affinity of brinzolamide
and metabolite to RBC and tissue CA results in low plasma concentrations.

Ocular tissue distribution data in rabbits showed that timolol can be measured in aqueous humour up

to 48 hours after administration of AZARGA. At steady-state, timolol is detected in human plasma for
up to 12 hours after administration of AZARGA.
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Metabolism

The metabolic pathways for the metabolism of brinzolamide involve N-dealkylation, O-dealkylation
and oxidation of its N-propyl side chain. N-desethyl brinzolamide is a major metabolite of
brinzolamide formed in humans, which also binds to CA-I in the presence of brinzolamide and
accumulates in RBCs. In vitro studies show that the metabolism of brinzolamide mainly involves
CYP3A4 as well as at least four other isozymes (CYP2A6, CYP2B6, CYP2CS8 and CYP2C9).

Timolol is metabolised by two pathways. One route yields an ethanolamine side chain on the
thiadiazole ring and the other giving an ethanolic side chain on the morpholine nitrogen and a second
similar side chain with a carbonyl group adjacent to the nitrogen. Timolol metabolism is mediated
primarily by CYP2D6.

Excretion

Brinzolamide is eliminated primarily by renal excretion (approximately 60%). About 20% of the dose
has been accounted for in urine as metabolite. Brinzolamide and N-desethyl-brinzolamide are the
predominant components found in the urine along with trace levels (<1%) of the N-desmethoxypropyl
and O-desmethyl metabolites.

Timolol and its metabolites are primarily excreted by the kidneys. Approximately 20% of a timolol
dose is excreted in the urine unchanged and the remainder excreted in urine as metabolites. The
plasma t;, of timolol is 4.8 hours after administration of AZARGA.

5.3  Preclinical safety data
Brinzolamide

Non-clinical data reveal no special hazard for humans with brinzolamide based on conventional
studies of safety pharmacology, repeated dose toxicity, genotoxicity, and carcinogenic potential.

Developmental toxicity studies in rabbits with oral doses of brinzolamide of up to 6 mg/kg/day

(214 times the recommended daily clinical dose of 28 pg/kg/day) revealed no effect on foetal
development despite significant maternal toxicity. Similar studies in rats resulted in slightly reduced
ossification of skull and sternebrae of foetuses of dams receiving brinzolamide at doses

of 18 mg/kg/day (642 times the recommended daily clinical dose), but not 6 mg/kg/day. These
findings occurred at doses that caused metabolic acidosis with decreased body weight gain in dams
and decreased foetal weights. Dose-related decreases in foetal weights were observed in pups of dams
receiving brinzolamide orally ranging from a slight decrease (about 5-6%) at 2 mg/kg/day to

nearly 14% at 18 mg/kg/day. During lactation, the no adverse effect level in the offspring was

5 mg/kg/day.

Timolol

Non-clinical data reveal no special hazard for humans with timolol based on conventional studies of
safety pharmacology, repeated dose toxicity, genotoxicity, and carcinogenic potential. Reproduction
toxicity studies with timolol showed delayed foetal ossification in rats with no adverse effects on
postnatal development (at 50 mg/kg/day or 3500 times the daily clinical dose of 14 pg/kg/day) and
increased foetal resorptions in rabbits (at 90 mg/kg/day or 6400 times the daily clinical dose).

11



6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Benzalkonium chloride

Mannitol (E421)

Carbopol 974P

Tyloxapol

Disodium edetate

Sodium chloride

Hydrochloric acid and/or sodium hydroxide (for pH adjustment)
Purified water

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years

4 weeks after first opening

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

5 ml round opaque low density polyethylene bottles with a dispensing plug and white polypropylene
screw cap (DROP-TAINER) containing 5 ml suspension.

Cartons containing 1 or 3 bottles. Not all pack sizes may be marketed.
6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Alcon Laboratories (UK) Ltd.
Pentagon Park

Boundary Way

Hemel Hempstead

Herts HP2 7UD

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/482/001-002
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first Authorisation: 25™ November 2008

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicine is available on the European Medicines Agency website:
http://www.ema.europa.eu
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PEIZHENL L TR, 7Y Y 5 2 RTIE, #8sE
BRCBBREZERT DI ENRESNL TS, -,
FEru—~ LA UBE T BEREY O >
12 500 mg/kg/ H 2 O # 5 L2581 bE BT, <
7 A2 1,000 mg/kg/ H X% 7 12 200 mg/kg/ H %
RO LIZGA IR R IO EMAFED b
TW5,]

Q) BAFTOWMANHEET L L 2MT, RUEET
BT rEAICIIRLEPIEIES 2 L, [FALF
OFHITBT 2 2T L TN, 7Y
72 R T B ER TLAPICBITT 5 Z & 083
EXRTWE, FEa—IL<wlL A UBETIE. B b
BAF~BITTEHIENH D, ]

7. NREADESE
HAEER, AR, R, SIS hRicsd 5
LEAVEIIRESL LTV (BERRBRA 720)),

8. HALDIE

(1) #HRE
RIBAlCORERTHZ L,
(2) &5k

BEFICK LRORICEETHLH>FET L L,

D R, $v v 72T E LSBT LSX
Yoy 7 ERITCEIETS 2L,

2) RIRD & & BEOSEid B B T2 n g
WHEETLZ L,

3) MIRICEE LTIk, FAIE UTIEMLZ & 0 BIR
ZBRIR U CHEEENIC IR L, 1~5 2y L C
RS2 EASER%, HERtsZ L,

4 o SRFEZFHT 25 A12IE, < Ed 10
SULEMEEZ ST T ERTHZ L,

5) AFNCEENTWBERUP L o= AT,
VI har B hL U RIIRESNDZERND D
OT, HIRE a2 7 FL X BT L, 15 4
I Qo v SISy e R BN

-
-

(EWENRE

1. BRTEESAEERSR (BHEEER)
AARNBEIZTET—/L0.5% AR % 1 B 2 [\ 48
IR L72%%. AREIXITFEr— 0.5% 508K % 1 [ 1
W, 1B 20 §ERMAIRLZE &, JSIR 8 B O
SRR T r — VREIARAIRE (14 1) THRARAT 0.317
ng/mL, SHR 45 531% 1.23 ng/mL, FE 17—/ 0.5% 505
WRRE (15 f51]) TAURAT 0.212 ng/mL, AR 45 434 1.03
ng/mL TH o7 9,

2. BERNTEESIL-EBEREAR (RUSREHR)
HARNSBEE B34 A% 1H 1, 1 H2[H 52
BEEAIR U7z & & aliR 52 % oRMERp 7Y o
72 REE GSIRAT) 132233 pmol/lL TH-otz,
F7-, AR 52 BRICEREMTHD N-T AT L
7Y VT 2R GERRAT) A3 33 B 32 Bl S,
ZFOFFMERTHEFEIL 3.20 pmol/L ThH 7= Y,

3. B TERESAERHER (FMEEHER)
MAEFFET—I1

SE B BR T ICARF X F T —b 0.5%A R IK
Z1E1H, 12013 EMGIBLEZ X, SR 13
HZ D Coy (FAFIEE (23 1) T 0.824 ng/mL, FE
2 —/L 0.5%5BREAE (26 f5) T 1.13 ng/mL TH- 7=
6)

F72, AR 13 BB D Ty IAFIEE 23 #1) T0.79
e, 7 —v 0.5% A IREHEE (26 ) T 1.11 K§fH
Thot 9,
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| M¥FhFEO—LREOHS

—— W
- FTo—A 0%

AT o — AR (ngml)

RIMERF TV >/ FIF:

HENEFEEREICTY YT F 1 mg % 2 BRER
A5 L%, AFUTTY Y T2 F1%ERIES
1B 135, 1828 138MARLEE &, &R 1380
BTV YT I FRE (GIRAD AR (23 #)
T184 pmolL, 7V Y T3 F1%HMRIEEE (26 )
T 172 pmol/L THoTz,

F7-, RMERFN-FTAZFNLTY VT3 FBRE (&
ARAN) 1ZAFIEE Q36]) T1.57 pmolL, 7V VT
3 F 1 %ANRIEEE (26 #]) T 1.63 pmolL Th-7=9,

2 FmERh T U5 3 FREDHER

5=

=

g 10

&

g s

’ N ’ B (E:; ) -
(473572 )|
1. ENTERSA-ERRR (ERksg)

RN (REBAMEA RN, BEENE) dm
HRJESE B4 301 fil 2 %f8 & L7- I — Bl bR
BlobB T, BEMIcFEr—105%50RKE 1A 2
[B] 4 EEAIR L=, aRMIcAA (1A 2E) ik
XHRE (FEr—/05%A0RK 1 B 2E]) % 8 HEMA
[RLzL &, FEIHMBEE CTH5 8@ 11 BF (RIR 2
R %) OARIFHOIREZ(CEIIMBERLIVLAE
WCREL (RAZEEHOHMZE : -1.7 mmHg,
p<0.0001, XEDRV t BE) . RAIOFEr— /L
0.5% R IZ %13 2 HRE T R 20 5 o0 BB B4 A3 R RiE &
Nz (=274 ViIREEEZHXLER L LRENES
SEmH)  (FD .

&1 REFTEFS (RERE 8 @M) (2H1T 5 RER 2 B
BROBEERUAR—RF4 Mo DREECENTT :

301 1)
FREME (mmHg)
A BE FEo— /LB
(n=150) (n=151)
NR—Z 5 A DIREME 20.7£2.5 20.7+2.7
B A STAM B oD BRE i ® 17.5+3.3 19.2+3.3
REZ(CEOR/N_FFHD 32 15
[95%{S#EX ] [-3.6.-2.8] [-1.9,-1.1]
HEZE RHE-FEO—L
) © _ 17
[95%{E X 4] [22.-12]
a) FHIEAT HERE

b) N—R T A VIREEEZ LR L L REREL S BT

2. BRTEBEh-ERRR EHsg) ©
HARE (REBKBARANE, BEREAE, Ak
BE) ULEIREAE B 300 filZxf% L Lo BIE
HERLEBRRABRICENT, BEHMICFErI—L 05%
MR 1 B 2 [ 4 @8H AR U=%, REICAA (1
H2E) IBE (FV Y73 F1%4A0RIK1 A 2
BlEFEr—/V0.5%ARIE 1 B 2 BOHARKE) %8
BEAIR L &, FEFMERTHS 8@ 11 B (R
iR 2 B¥fIf%) (B AIREELEOBREHME (KA
B — X HRER) © 975%AMEEEMO ERIT 04
mmHg C, ELHEDORAETH 5+1.1 mmHg % FEIY |
AAIOPEFAFEE T B IRE T MR OIEL N BREE
SNz (R—2AF7A VIREEZHERL LIERKERE
H5WmH)  (F2) .

&2 REFTEEF (RERER 8 8M) (2H 175 RER 2 B
BROBREBRUR—R 54 oo DIREZELE (PP :

309 1)
HRMEE (mmHg)
AHIBE BF AR EERE
(n=155) (n=154)
_R— 2 A OIREME 20.8+£2.6 20.8+2.6
B e AT R oD BRE i ® 17.5+3.0 17.6:3.2
IREZ(LE D F/) —FFH 34 33
[95%({5 #EX[H]] [-3.8.-3.1] | [3.7.-29]
HMZE (FFIRE-OHRRER) o1
b) —_ -
[95%{E T I

a) FHEHATHERZE
b) N—R T A VIREME LR L Ul REREHRS BT

3. BRTERIN-BERR (EHE5HER)

N (RSB ARARE, EFNIRERARE, %
JEBRENEE) UImIREERE 125 fl 28 & Li-FI
A=V TV EBRIZBWT, AAEEOKREDE,
A#FlZ1H2E2EMARLEZEE, 48H»6 5238
ECORBERRIIBT HREL(LEIT-5.7 mmHg~
“41mmHg THY, 125 ARZBELTRN—RT A4 )
5ORETHZT LR (p<0.0001, ®IEDH 5 t BRIE)
(RERED WY (E3) .
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~NH
H;C = H
3 IREEDHRE ’ 5 o
\ [0
’0 B REn RS o | 8
i (EEBIES BT u C/ \/\/N\S g NH,
2 3 0
é 20 (=] O O
E L 8 % 3 3 5 3 3 3% ¥v—3 %%K 1 C1oHpN3058S;
sy 18 383.51
1 -.7(7 71.1 u "n ) 1 o u n n {1 9 ] u ﬁ$ ‘If_fll : -f/j 1310(:
AT 48 88 138 198 28 328 08 458 28 . W
=T R e T R R T T R R T PR E@“ﬁﬁﬁé@fuaaﬂbi%\ﬂ%'@ AR ) —

[FE3hEE])
1.TYrI35=2F
(1) IRETRAEM O
— W — AT RN 1 & - T REE 2 76 %%

SN RIEDOH =T A FIZBNT, 7TV )T
IR 1%EERE 1 H2EBIRIBLZE A B 51,
3. 6 KON 12 R DRRIEIE 24.7%. 35.8%. 26.5%
KR 23.5% FBeLT=,

() R KEEREER
AHNE TR R Bl KBES (CA-TD) ([ZBIFPED @ < |
T B R AR I S8 1 L~ 95 fE D ArRE & R LT,

(3) 1EfkgER 21
IREERKIEESR (CA) 132 < ORFHMBICIFE L.
CO, DANAK B B OV EE DRt &\ 5 RO
JE T 5, v N OIRICITEE O REEDLKEESRE T
A VYA LBFET DN TV YT 2 NIk biE
OB CA-TT @RI ET 5, 7V T3
RIZIE D EREE T O CA-T PR L, HCOy DR
AKX S, ZAUTHEV, Na R OKO%E~
O¥IEEIMZ 2 Z LIZ L VEKROZWEMHI L, %
OFRERIREEZ TITF2EEXZHNTND

2. FEOQ—LR LA VEEE
(1) IRETRAEM O
THFICEITD a-FE M T UERERERD
AKAMRICEHRE FARBRICBW T . FErR— L~
LA RO RIRITA BICIRE EH 206325 2
ERBOLNTND
B - A AIETE m
Ty M AX XITBNWTA Y TaTF L ) —L (A
VT TV )T K B O RRIE ) R OV
HEOBINTF o —~ LA VEEOE B
BeGic k0 FEHICHE S, 20 RIT T 7T )
7—/L 80 3fEEON10 fFR,
(3) TEMKEAF 8
PICBITAF T 0 —/L~ LA VEEDIRE T
ERIZEICEKELADIHNC X2 Z E PR
TW5,

Q@

~

(B3I ET%)EEH:.%E’J%DE]
—We4 : 7V 7 I R (Brinzolamide)
{54 @ (R)-4-(ethylamino)-3,4-dihydro-2-
(3-methoxypropyl)-2H-thieno[3,2,e]-1,2-thiazine
-6-sulfonamide 1,1-dioxide

g

IZROREITITL <, =& /7 —1 (99.5) I
1z< <, 7J<L:@&>T?§m:< VY,

— %4 . FEu—/L~ LA EEY (Timolol Maleate)
b4 : (25)-1-[(1,1-Dimethylethyl)amino]-3-

(4-morpholin-4-yl-1, 2, 5-thiadiazol-3-yloxy)
propan-2-ol monomaleate

&N
H OH
N. O A _N_ _Ch COH
< 8
\N/ N/\ H:C CH: coH
(o]
53 F3 1 Ci3HuN4O5S -+ C4H,O,
Gy 1 432.49
K 197°C (fiR)
PR AE~EE A AOEMIEOR R T B, B
(100) IZ@WITFRF <, RKF=& 7 —
(99.5) 12U T TV, 0.1 mol/L SRR
HRIZET 5,
(B%]
SmLX 10 A&
EX:3°E9
) HRNEE: 7YY I RORBHCEST 55 F
7 71— P-450 5y 1 FROD A E
2)  Volotinen M et al.: Am. Soc. Pharmacol. Exp. Ther.., 35 (7)
1135-1141, 2007
3)  Christensen MT, et al.:CLAO J., 24(4), 227-231,
1998
4)  FNER: BARANBEZGGR L LRI E)
eREr (F'Er—L)
5) ANER: ARANBEZEZXR L LEREDE)
R (ZV Y Z73IR)
6) AENERE : SEARRRERE x5 L UK
ThpghieiRER (7)Y 7 REOFEr—/L)
7y FENEE I ARERMERRR (EW)
8) AEWNEEL : & I FFEL MR (EW)
9) FEWNEEL: F NIAHEHKERER (BN)
10) tENEEL : ®IREY BT HIRE FREAEH
1) fHNEER: b b TR OB AR R K B 55 1t
ﬁ—éﬂd:l:l Hb
12) TBIEZ : 7= b LWIREL 10(6), 959-964, 1993
13) Millar C, et al. : In Tasman W, et al.eds. Duane’s
Foundations of Clinical Ophthalmology, Vol.2,
Chap.6, 1-51, Lippincott-Raven, New York, 1995
14) Maren TH : J. Exp. Zool., 279(5), 490-497, 1997
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15) ZERRE = c NERRHZIE, 54(7), 1513-1520, 1991

16) Vareilles P, et al. : Invest. Ophthalmol. Vis. Sci., 16
(11), 987-996, 1977

17) Hall RA, et al. : Arch. Int. Pharmacodyn., 213,
251-263,1975

18) Miichi H, et al. : Invest. Ophthalmol. Vis. Sci., 24 (9),
1269-1275, 1983

[(X#EERE - RafFRSEVEHE K]
EFCHIC MO RN S & £ LT H Fiaic 3
RF &,

HART Vo kit

AT A FVKREE T S

T107-0052 HURHTHE K ARIK 2-17-7

TEah  0120-825-266

FAX 03-3588-3229

AR 9:00~17:30 (&=, B, #LH. #4KE 2k <)

8LEARSET (ATT)

Alcon BAa7)LaV#Rait

JAPAN | ERERERERIR2-17-7
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1.8 FEAHID ek - 1R THZ - AE] FALOZEE] E0ZREIENR
1.8.1 TEhEE - IR B, RUERTERM
(1) %hEe - R
WOFRERT, MOFENBEIRFRENRA 07256 - BN, EIREE
<ZhBE « DhRICEE T A EorE >
HHITORBEEEETHZ &,

(2) EREIRH

TV VTR 1%FER—/V0.5%E G RIRIE (BUT, A 1%, REBHRKEEREERCH D
TUVUVTIR1%E BEMEETHLFET—IL 0.5% 2 A%ESE LTEATHRAHITH D,
TV YT RIREMESIRE 1% (LT, 7Y Y 72 R 1%AIRIKR) . FEr—/L~ LA VIR
IR#E 0.5% (LLF, FEr—/L 0.5%A0R1K) 1%, ZENAFRITIBNT 2002 4 10 A, 1981 4 6
AR I TWD, BERTOARIRIZE T H%08E « IRIFLLTO &Y TH S,

7V YT 3 FEREYERIRIR 1%
WOIRIE T, MOFKAEIRIRE DN RA A U TE RWGEE - RN, SIREAE

FExo—L~ LA U SIRIR 0.5%
FEPBE, IR E

A SEAT B B 3 R e & b 1 K 2 I [ O 1 CRERE RR
B . Ol ) OfREEEE AL pERTEE (FE R — 0.5%ARIE) THRA
oy ik, SIREAEEF 2 X5 L L, AAOTF T —/b 0.5% MRS 9 2 fEE R

(CJ-001 #BR), 7V >V T X R 1%RIRE R OF € 7 —/b 0.5%RIRIEO G BEC S 2 64
MEER (CJR-027 3R . N RMB G (CJ-025 #B) & ENTIM LT,

1) AFOFEO—)L 0.5%RR&ICHT 2IRETRHROEMMEA R SN 1= (CYJ-001 HER).,

CJ-001 B TIE, FEm—/L 0.5%xRIEA 1 B 200, 4 BRELLEAREOIRE (=274
>) 7% 18mmHg LL_EOfkN R XL @ iR EE B E [CAKI N 5 Sz, EEFHMEEE TH D 8 11
KD BRUTIM BEDOIREZ L EIL. TIMBE L U b A EICKRE < (/b R ORI Z5:-1.7 mmHg,
p<0.0001, XfIED7RN tHRIE) . AFNIDOFE 1 —/1 0.5% ARk 32 HRE TR0 o E B A3 1
AES e (254, 2.73), F£7o. TOMOBIERRIZE W THARANLITF T2 —/L 0.5%RHIRHK L0
HRERIRE TREZRO T U/ R ORERIZE © -1.1~-1.6 mmHg, P<0.0001, XH&HD720 t-
FRIE)

2) XFDITY YT F1%ABRRKREFEO—ILO05%EERDHRAKEICHNT 2BETHRHE
DFEHELRIE SN (CJJ-027 HED) .

CJ-027 BB TIE, FER—/L 0.5%xRIKAE 1 A 28, 4 EELEAIREOIRE (R—274
>) 2% 18mmHg LA EORNRE T @ IR EE BF ICAKI AR Stz FERFHMEEE TH 5 8 il
11 FRZBIT 2 X—RA 7 A b OIREZE(LEOFEO R 5HE/M 7 (BRUTIM £ —BRI+TIM #)
D 97.5% A MEEHIXE O EFRIX, 0.4 mmHg & IEHHEDO~—2 0 ThHH+1.1 mmHg % FEI->THEY |
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AFNOPEAEIEIC KT DIRE TR OIELMERHEIES N (2.54, 2.7.3), £7-. T DO %
A ICBWTH G (BRUTIM B —BRIFTIM £ @ 97.5% 4 AEHEX M 0 _EIRIZIELHED
~—Y U ThDH +1.1mmHg & FEIo72, b, PFRRIE L L T, Filc 2L et EoOREILA 5
N o T,

3) AHFNE N B2EDRETI12H»AMEZELTCRELIZIBRETEMREET S LEMNRINT,
(CJ-025 =5 .
CJ-025 HBRTIE, LLF D IEHER 72 LIz OFRNBRIRIRIE CIRE = > b — L3R4 7k
N T S IR EAE R E &t BRI, AAIOF I Z B LT,
- BRICEEOIRE TR BLEMEEte) ICEVIFRSNTWD
- L OFENEIREE L 5 F CIRIEA 18 mmHg DL ED H O
“NTG HFDOEAITIE, [R—=ZXF 4 VIREDIEFE— A7V —= U TREDIRE,/ ~— 25 A
VIREOIRE < 30%) AT Ho
FEFHMBEE Th 5 N—R T A b OIREZE & (RAERE S BT C O R 5 EH) 1%,
4 AN 52 B £ TORBIERFST-57~4.ImmHg THY, 1 H 2 EOMIRT 12 » A %@
LTLRELEIREaY hr— &R LT (p<0.0001, XS0 H 5 tRE) (2.54, 2.7.3),

(3) F&&H
® FE—/L0.5%mIRIKIT. B BIREKD—2 L LT, T _XTOFENE X ILEIREREDEE
WEA I TVWD,

& T ULYTIFI1%RIRKIE, 5 RGO —2 L LT, ORI IED D RA+4r X
TEEEA T & 2 WRRNBE XU R IREEBF I H ST g,

® BIEWE (FEw—/L0.5%AIRIK) THRA+SREZICHBNT, FE 7 —/L 0.5%AIRK
(2t 2 ASH DB DSRGIE S A7z,

® BIEWEK (FE1—/L 0.5%RIRK) CTHRA+LRBEIZENT, 7V Y73 R 1%RR
K& T —1 0.5%RIRIROOF LIS KT T 5 ARANOIELENGES v, £, PEFHEE
LT el et EORBEIZA LR T2,

® BEHORNEIEEIE CIRE I N T\ o, XITHE—ORNBEIREE CHRAR TR BE IR
W, ARFNE, 12 » AR OB 258 U T B 72 IRE TR DHER Sz,

2, O~RIREEGED (BE AR &) 1Kk X3 a=0 A O RIHE A
R CTX DIEN 251 IR LK TH D R T 2 R 1%/F 12 —/b 0.5%FE A A BRIE O [E N
IREEFERE N D . ZAIDFH B T D FMEME R E (PGHB BB 3E+CAL @ 3 FIDFH 2> & PGHAA
~OEPEE) 0, PG BIEIE T B3 COIRA 00 BE N O ARANCEI Y B2 5D TRtk S
Exbhb,

PIEZEEL, £72 MLV T 2 R 1%/FEF 0 —/L 0.5%E A8 IRIEO#EINE B EI12, Ry T3
R 1%/FE 12—/ 0.5%BL G A IRIE & RAE DB (O FEIERIE THIRA 00 e kkNiE, &R
JERERRFE) ZXRETHIENZY EERT,

72¥5, ARNBE ST m ARESE O VAR TIEHANER MBI SN D Z L ZAMIZT 5720, [50HE - 2
RICE#EST A EoEE)] 2% E LT,
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1.8.2 TRi% - A8l R, RURERA

(1) Hix-HB=
1ETfE, 1 H2ESIETS,

(2) ERERH

1) EWNFEmExER (CJJ-o01. CJj-027. CJJ-025) THW:-FAEAEDHREIRL

BB ORI TOAZEHE (BE) X, FEr—T05% KL 025%, 7V T3 Rik
1% ThH b, FETo—)LEREOARBAE 025%& T 0.5%D 5 b, @mHABEOFETT—/L 0.5%50R
HIETF T v —L 0.25% SR LEARRIE FRBIES RN 2 &3 STl 2558 D kB
TOFEAITEHEDOTER —/L 0.5%8IREN 9 FILL EZ2 5D 5 (£ 1.82-1), £/, FEr—/L
SR Z O IRIE TR &L EHT 2856, —RICEHEDOT T —/L 0.5% 8 IRESHEH STk
D, 7V VT3 N 1%EIEE OBFHE b ST 525 DI,

AIDOFET—)L 0.5% SRR OAZRHET 1B, 1 B 2B Ths, 7V YT
R 1% IRIEOERAET T@EFE, 101, 1 B 2EBSERT S, 2B, FORENMELARN
LAWIX 1B LH, 1 H3ERIRTAZENTES, ] THhD0, 7V Y73 F1%RIRKOH
WRIZ T SN oA R TIE, 1FEALEDRBRE (98%) 21 H2ERIRTH-72 (2.5.1.34),

Fo, TIVE TITHA T S N ARF OERRHER (C-05-24 : 53.5.1-4) 2BV T, &A1
H2EMAR) o1 B 2ELERIZ, APEOER TIEF T —/L 0.5%80R% (1 B 2 [BEIR) ROT
Ur Y73 R 1%ARE (18 2 BLEIR) (259 2 @S RGEE S v, 2t ERE L 72 2@ mE
RO oT,

PlbEXo, RAIOHE - HEZFE2—105%, 7V 7 K1%, 1E1TH, 1 B2 BSR
ERREL T, ENORGERBRICE W CHE - HEOZYME 2RI 528 L L,

#* 1.82-1 FEO—I/ILRRAE (0.25%. 0.5%) DRFTEHER VIRFELE
(2011 £5 A~2012 % 4 A)

WredE | Btk
— A (K) (%)
FEHm—/L 0.25% 261,620 4.9%
0.5% 5,039,795 95.1%

(©2012IMS ¥ ¥ /%) IPM F—4# : 201246 5 H MAT Z b & ISERL  SEWrSEZE L)

2) BARBRRURHBRSHRICETSENERVREM

ErsmiaRE (Cf-o01. Cjf-027. Cf-025) DFE, AFOTE T —L 0.5% ARk
T2t (Co01 3B, 7V YT IR 1%mRIRIKE FF 7 — /L 0.5%AIRHE O O TR k)
T 251 (CJJ027 3B BHAESh, BRMEIZOWTHT Y Y 7 I R 1%AIRKE FEr—
IV 0.5% MR O DR & ARE Tl o7z, £iz, BEHkGHER (CJJo2s &5 cknT, 12
» AR OFGHIH 2l L CRE LIZIRIE TR Sh, Latk EORBE L0 bhvaei-
7o

PIEXY, AROEFEHET [TV YT IR 1%EPFEr—/L 05%] THYH., HEZE N
Bl 1, 1 H2EAET S, ) BZRETHD EHWT LT,
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1.8.3 MEALEDEE] £, RURERL
FRLDOIE (F) X EARSL
[(EZ(ROBHRIZEFESE LGN L)) TIVYIIR FERL

(1) RAELME, LT OBEERO H 2% B, K& R, EE /B
FEMEIRB OB 2 BE (B AW L 2 58 3O i IE E L
X0, mERIEOHER - BWERLLNLIBENRH D, )

2) 2 b — A ARtk Ae, ARk, BE7 ey 27 (10, 1O1E),
DMWY 3 v 7 Db D EE (B2 AEEWIZ X DEMEER - £ 1EH
LD, INOOEREFBEEIELIBENEH D, )

(3) ARAIDEAT K LiBBUE OBEERED & % BE

4) EEREEEOD L BEMEHRRN 20, 7V VI REBZED
REIT., TICBEL RSN A 720, PJEEEIC LV EWER LS 5
bnasBENN"H 5, |

(FRLDEE]

1. BEHRE (ROBEICIXEEICHRET Z L)

(1) Ffi@fEZ X D4 LDAREDH 5 BE[P-Z RN XL DML -
BENERCLY | EREHEEISELIBZNANH D, ]

2) 2 o MMHELARED S % BEB-Z AW K D EEMAER - £ EH
XY, IEREBEEIELIBZNLRH D, |

3) BERWEMES R T R—=Y AR OMGIET &~ R—=2 2D d 5 B [T
K= A2 L 2 DARIHE ) OIS 2 R T 28 F N1 H 5, ]

4) =22 Fr— VAR ERIR O B 5 BEURMPEREZ~ X735 2
ERHLOTIHEEICEETHZ L, ]

(5) HkEEDH D BE RN D72 BRI LTy, ]

(6) AMEREE (ABENEMIEOBDSE) Ob 5 EE [LaMEiEMT L T
72\, AN B OB K0 AR IE O S BB IN$ 25 rTRENE
N 5D, ]

2. EELREKRNTE

(D) AFNZ 1 mL HFIZ7YV IR 10 mg &ETER—/L~ LA R
6.8mg (FER—/LE LT S5mg) ZH0RARIBKTHY, 7V
FIRETER— I~ LA VBREN T ORIERBZEET2E8E N
b DO, WYNIAF OB ZHRFT 52 &,

2) AANTHRZ, EHPICRIN SN D7D, AR T I RREHRI T
B-E W A 2 By P B R & RIBEOBRIER N H Db sBENNRH D5 DT
EETDHZ &, EERRBIEMASCEBEUEDIREN S Db -5E 12X,
BhHEFRIETHZ L,

(3) MEMEAI D FE v —/b~ LA VERIERANCY) 0 R 2 75 E Ml e
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