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Glaucoma is an optic neuropathy with progressive retinal cell loss, the course of which is 
modified by reducing intraocular pressures. There have been various intraocular pressure-
lowering agents in historic use, many of which have been replaced by more effective modern 
pharmacotherapies, laser eye treatments and ophthalmic surgeries.

1876
Cholinergic agonists:
• 1876: Physostigmine noted to break acute angle closure by Ludwig Laqueur, a student of 

von Graefe, who had been using the drug to achieve miosis during his eponymous 
iridectomies

• 1877: Pilocarpine
• 1946: Di-isopropyl fluorophosphate
• 1957: Echothiophate iodide

Now largely superseded by more efficacious agents with fewer ocular side effects.

1897
Crystalline alkaloids including strychnine.

Now defunct due to toxic effects.

1904
Hyperosmotic agents:
• 1904 – normal saline
• 1917 – glucose
• 1959 – urea
• 1962 – mannitol
• 1963 – glycerol

Now limited to acute use, as long-term efficacy is poor with multiple systemic side effects.

1948
Adrenergic antagonists, such as dibenamine.

Now avoided due to systemic hypotension and attendant increased mortality.

1954
Carbonic anhydrase inhibitors (systemic), such as oral acetazolamide.

Now less often used in systemic formulations due to the introduction of better-tolerated topical 
carbonic anhydrase inhibitors in the 1990s.

1955
Adrenergic agonists, such as topical epinephrine, and the pro-drug dipivefrin.

Now less-preferred despite some efficacy due to ocular and, in non-selective agents, systemic 
side effects.

1978
Beta-adrenergic antagonists, such as timolol.

Now widely-used for their efficacy and relative tolerability, with appropriate caution in those 
with e.g. cardiac or pulmonary disease.

More modern additions to the armamentarium, such as alpha agonists, topical 
carbonic anhydrase inhibitors, prostaglandin analogues and Rho-kinase inhibitors, 
have only been in clinical use more recently.
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