CORE SAFETY PROFILE

Dorzolamide hydrochloride
Ophthalmic solution

Please note that the CSP remains minimum information and should not replace existing
wordings in national SPCs.

4.3 Contraindications

Dorzolamide is contraindicated in patients who are hypersensitive to the active substance or to any of
the excipients.

Dorzolamide has not been studied in patients with severe renal impairment (CrCl < 30 ml/min) or with
hyperchloremic acidosis. Because dorzolamide and its metabolites are excreted predominantly by the
kidney, dorzolamide is therefore contraindicated in such patients.

Special warnings and precautions for use

Dorzolamide has not been studied in patients with hepatic impairment and should therefore be used
with caution in such patients.

The management of patients with acute angle-closure glaucoma requires therapeutic interventions in
addition to ocular hypotensive agents. Dorzolamide has not been studied in patients with acute angle
closure glaucoma.

Dorzolamide contains a sulfonamido group, which also occurs in sulfonamides, and although
administered topically, is absorbed systemically. Therefore the same types of adverse reactions that
are attributable to sulfonamides may occur with topical administration, including severe reactions such
as Stevens-Johnson syndrome and toxic epidermal necrolysis. If signs of serious reactions or
hypersensitivity occur, discontinue the use of this preparation.

Therapy with oral carbonic anhydrase inhibitors has been associated with urolithiasis as a result of
acid-base disturbances, especially in patients with a prior history of renal calculi. Although no
acidbase disturbances have been observed with dorzolamide, urolithiasis has been reported
infrequently. Because dorzolamide is a topical carbonic anhydrase inhibitor that is absorbed
systemically, patients with a prior history of renal calculi may be at increased risk of urolithiasis while
using dorzolamide.

If allergic reactions (e.g. conjunctivitis and eye lid reactions) are observed, discontinuation of
treatment should be considered.

There is a potential for an additive effect on the known systemic effects of carbonic anhydrase
inhibition in patients receiving an oral carbonic anhydrase inhibitor and dorzolamide. The concomitant
administration of dorzolamide and oral carbonic anhydrase inhibitors is not recommended.

Corneal oedemas and irreversible corneal decompensations have been reported in patients with
preexisting chronic corneal defects and/or a history of intraocular surgery while using dorzolamide.
Topical dorzolamide should be used with caution in such patients.

Choroidal detachment concomitant with ocular hypotony have been reported after filtration
procedures with administration of aqueous suppressant therapies.

Dorzolamide, ophthalmic solution> contains the preservative benzalkonium chloride, which may
cause eye irritation. Contact lenses should be removed prior to application and patient wait at least 15
minutes before reinsertion. Benzalkonium chloride is known to discolour soft contact lenses.



Or <Preservative-free Dorzolamide hydrochloride, ophthalmic solution> has not been studied in
patients wearing contact lenses.

Paediatric Patients:

Dorzolamide has not been studied in patients less than 36 weeks gestational age and less than 1
week of age. Patients with significant renal tubular immaturity should only receive dorzolamide after
careful consideration of the risk benefit balance because of the possible risk of metabolic acidosis.

Interaction with other medicinal products and other forms of interaction
Specific drug interaction studies have not been performed with dorzolamide.

In clinical studies, dorzolamide was used concomitantly with the following medications without
evidence of adverse interactions: timolol ophthalmic solution, betaxolol ophthalmic solution and
systemic medications, including ACE-inhibitors, calcium channel blockers, diuretics, non-steroidal
anti-inflammatory drugs including aspirin, and hormones (e.g. estrogen, insulin, thyroxine).

Association between dorzolamide and miotics and adrenergic agonists has not been fully evaluated
during glaucoma therapy.

Pregnancy and lactation

Use During Pregnancy

Dorzolamide should not be used during pregnancy. No adequate clinical data in exposed pregnancies
are available. In rabbits, dorzolamide produced teratogenic effects at maternotoxic doses (see
Section 5.3).

Use During Lactation
It is not known whether dorzolamide is excreted in human milk. In lactating rats, decreases in the
body weight gain of offspring were observed. If treatment with dorzolamide is required, then lactation
is not recommended.

Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed. Possible side
effects such as dizziness and visual disturbances may affect the ability to drive and use machines.

Undesirable effects

Dorzolamide was evaluated in more than 1400 individuals in controlled and uncontrolled clinical
studies. In long term studies of 1108 patients treated with dorzolamide as monotherapy or as
adjunctive therapy with an ophthalmic beta-blocker, the most frequent cause of discontinuation
(approximately 3%) from treatment was drug-related ocular adverse reactions, primarily conjunctivitis
and lid reactions.

The following adverse reactions have been reported either during clinical trials or during
postmarketing experience:

Very common: 21/10,

Common: 21/100 to <1/10,
Uncommon: 21/1,000 to <1/100,
Rare: 21/10,000 to <1/1,000

Nervous system disorders:
Common: headache
Rare: dizziness, paresthesia

Eye disorders:
Very common: burning and stinging,



Common: superficial punctate keratitis, tearing, conjunctivitis, eyelid inflammation, eye itching, eyelid
irritation, blurred vision

Uncommon: iridocyclitis

Rare: irritation including redness, pain, eyelid crusting, transient myopia (which resolved upon
discontinuation of therapy), corneal oedema, ocular hypotony, choroidal detachment following
filtration surgery

Respiratory, thoracic, and mediastinal disorders:
Rare: epistaxis

Gastrointestinal disorders:
Common: nausea, bitter taste
Rare: throat irritation, dry mouth

Skin and subcutaneous tissue disorders:
Rare: contact dermatitis, Stevens-Johnson syndrome, toxic epidermal necrolysis

Renal and urinary disorders:
Rare: urolithiasis

General disorders and administration site conditions:
Common: asthenia/fatigue

Immune system disorders

Rare: Hypersensitivity: signs and symptoms of local reactions (palpebral reactions) and systemic
allergic reactions including angioedema, urticaria and pruritus, rash, shortness of breath, rarely
bronchospasm

Laboratory Findings: dorzolamide was not associated with clinically meaningful electrolyte
disturbances.

Paediatric patients:
See 5.1

Overdose

Only limited information is available with regard to human overdose by accidental or deliberate
ingestion of dorzolamide hydrochloride.

Symptoms

The following have been reported with oral ingestion: somnolence; topical application: nausea,
dizziness, headache, fatigue, abnormal dreams, and dysphagia.

Treatment

Treatment should be symptomatic and supportive. Electrolyte imbalance, development of an acidotic
state, and possible central nervous system effects may occur. Serum electrolyte levels (particularly
potassium) and blood pH levels should be monitored



