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How to Recognize a Clinical How to Recognize a Clinical 
TrialTrial

Prospective, planned study designProspective, planned study design
Louis, 1834Louis, 1834

Control/placeboControl/placebo
Lind, 6 arm, 1753Lind, 6 arm, 1753
Sutton, 1865Sutton, 1865

RandomizationRandomization
Greenwood & Yule, 1915Greenwood & Yule, 1915

Masking (Masking (““blindingblinding””: single, double, triple): single, double, triple)
Ferguson, Ferguson, DaveyDavey & & TopleyTopley, 1927, 1927

The first multiThe first multi--center, randomized, placebocenter, randomized, placebo--controlled, controlled, 
double blind study:  1948double blind study:  1948
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Trans Ophthalmol Soc UK 1964 v84

Earliest Medline-indexed clinical trial in ophthalmology:
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An even earlier study:
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Early Trial Reports:Early Trial Reports:

Synthetic Synthetic mydriaticmydriatic (Riddell, (Riddell, Br J OphthalmolBr J Ophthalmol
1946 v30)1946 v30)

Erythromycin in trachomaErythromycin in trachoma ((AgarwalAgarwal, , Br J Br J 
OphthalmolOphthalmol 1954 v38)1954 v38)

PyrimethaminePyrimethamine for for uveitisuveitis (Perkins, (Perkins, Br J Br J 
Ophthalmol Ophthalmol 1956 v401956 v40))

SulfamethoxypyridaxineSulfamethoxypyridaxine for trachoma for trachoma 
((BiettiBietti, , Rev Rev IntInt TrachomeTrachome 1957 v34)1957 v34)
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First meta-analysis?

Systematic review?

Call to adopt guideline?

Trans Am Ophthalmol Soc
1897 v8
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RetrolentalRetrolental FibroplasiaFibroplasia: : 
An Early SuccessAn Early Success

1952:  Patz, Hoeck & 1952:  Patz, Hoeck & 
de la Cruzde la Cruz
Am J Ophthalmol Am J Ophthalmol v35v35

1952:  1952:  
First multiFirst multi--center center 
RCTRCT

US Cases:US Cases:
1950: 2781950: 278
1951: 3631951: 363
1952: 4541952: 454
1953: 4421953: 442
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RetrolentalRetrolental FibroplasiaFibroplasia: : 
An Early SuccessAn Early Success

1952:  Patz, Hoeck & 1952:  Patz, Hoeck & 
de la Cruzde la Cruz
Am J Ophthalmol Am J Ophthalmol v35v35

1952:  1952:  
First multiFirst multi--center center 
RCTRCT

US Cases:US Cases:
1950: 2781950: 278
1951: 3631951: 363
1952: 4541952: 454
1953: 4421953: 442
1954: 1701954: 170
1955:  621955:  62
1956:  351956:  35
1957:  101957:  10
1958:   71958:   7
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Success Noted:Success Noted:
““An epitaph for RFAn epitaph for RF””
((Am J Ophthalmol Am J Ophthalmol 1955 v40)1955 v40)

““The possibility of total elimination of The possibility of total elimination of 
RF by oxygen restrictionRF by oxygen restriction””
((PediatricsPediatrics 1956 v17)1956 v17)

““The most outstanding discovery in The most outstanding discovery in 
ophthalmology during the past 10 yearsophthalmology during the past 10 years””
(NINDB anniversary)(NINDB anniversary)
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The Floodgates OpenThe Floodgates Open
Trachoma vaccine and Trachoma vaccine and 
therapytherapy
BacteriostaticBacteriostatic contact contact 
lenseslenses
Oral glycerol in Oral glycerol in 
glaucomaglaucoma
Pituitary ablation for DRPituitary ablation for DR
Anesthetic agents to Anesthetic agents to 
control blood loss in control blood loss in 
strabismus surgerystrabismus surgery
Tobacco Tobacco amblyopiaamblyopia
Radiological Radiological 
exophthalmolmetryexophthalmolmetry

Estrogens for traumatic Estrogens for traumatic 
hyphemahyphema
Antiviral drugs for Antiviral drugs for 
keratitiskeratitis
Inclusion conjunctivitisInclusion conjunctivitis
Optic neuritisOptic neuritis
EpiscleritisEpiscleritis--scleritisscleritis
AnticholinesteraseAnticholinesterase
drugs for cataractdrugs for cataract
SuccinylcholineSuccinylcholine for IOPfor IOP
Fructose for diabetic Fructose for diabetic 
retinopathyretinopathy
LipotriadLipotriad for AMDfor AMD
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Published inPublished in……

Quarterly Journal of MedicineQuarterly Journal of Medicine
The LancetThe Lancet
The American Journal of the Medical SciencesThe American Journal of the Medical Sciences
Antimicrobial Agents & ChemotherapyAntimicrobial Agents & Chemotherapy
Annals of the NY Academy of SciencesAnnals of the NY Academy of Sciences
American Journal of EpidemiologyAmerican Journal of Epidemiology
Der Der AnaesthesistAnaesthesist
Clinical RadiologyClinical Radiology
Deutsche Deutsche MedizinischeMedizinische WochenschriftWochenschrift
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ItIt’’s in the Airs in the Air……
Confounding factors (sanitation, working Confounding factors (sanitation, working 
conditions) identified conditions) identified (Cameron, (Cameron, Br J OphthalmolBr J Ophthalmol 1949 1949 
v33)v33)
Documentation of serial changes in retinal Documentation of serial changes in retinal 
pathology in over 50 patients is pathology in over 50 patients is ““a formidable a formidable 
and exacting taskand exacting task”” (Joplin, (Joplin, Q J MedQ J Med 1965 v34ns)1965 v34ns)

Loss to followLoss to follow--up notedup noted (Watson, (Watson, Br J OphthalmolBr J Ophthalmol
1966 v50)1966 v50)
Patients should be stratified for risk factors Patients should be stratified for risk factors 
before before randomisationrandomisation ((GregorGregor, , Br J OphthalmolBr J Ophthalmol 1977 1977 
v61)v61)
Grant support acknowledgedGrant support acknowledged (NB 3576(NB 3576…….1967).1967)
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Wonderful little, when all is said,
Wonderful little our fathers knew:
Half their remedies cured you dead,
Most of their teaching was quite untrue.     

--Rudyard Kipling
(quoted in Duke-Elder System of Ophthalmology v7)



Thank You!Thank You!

PamSieving@nih.govPamSieving@nih.gov


