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laboratory tests are available. Patients are enrolled in anti-infective trials when pre-
senting with appropriate symptoms, and it might take too long to get a culture result 
back before treating them. Later, the culture might show they did not have the type 
of infection the drug was intended to treat, and they may be excluded from the pri-
mary efficacy analysis (70). This is in contrast to the situation in oncology clinical trials, 
where analysis of a tumor biopsy is required for enrollment. Moreover, it should be 
pointed out that bacterial infections sometimes take the form of a medical emergency, 
in contrast to the situation with cancer.

In a study of pneumonia treated with either monotherapy (levofloxacin) or com-
bination therapy (cefotaxine plus ofloxin), Leroy et al. (71) conducted a modified ITT 
analysis and PP analysis. The ITT group contained 398 randomized patients. The mod-
ified ITT group (308 patients) excluded patients where the infection had been misdi-
agnosed. In all, 62 patients had been misdiagnosed. The PP group (271 patients), which 
excluded patients with major protocol violations, required that a causative pathogen 
for pneumonia was isolated on study inclusion. A number of misdiagnosed subjects, 
excluded from the modified ITT group, had been admitted to an intensive care unit 
on an emergency basis, where misdiagnosis was due to pulmonary embolism or heart 
failure, which can mimic the symptoms of pneumonia (72).

g. � Exclusion of study subjects because of failure to satisfy the inclusion 
criteria, and for withdrawing consent – the Dupont study

In a study of antibiotic treatment against peritonitis, Dupont et al. (73) conducted an 
ITT analysis, modified ITT analysis, and PP analysis. ITT analysis was conducted on 
227 subjects.

For modified ITT analysis, subjects in which infection was not proven were later 
excluded. Twenty-three subjects were excluded. Also, 14 patients of the subjects in 
the randomized group were excluded from the ITT group, after they withdrew their 
consent.

Per protocol analysis excluded subjects who had major deviations from the clinical 
study protocol. For the PP analysis, 45 more subjects were excluded.
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