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Introduction. Randomized trials of oral ivermectin have not demonstrated
benefit against COVID-19. The explanation most frequently advanced is
pharmacokinetic: concentrations attainable at the respiratory epithelium after oral
dosing remain well below those at which antiviral activity is observed in cell culture.
If so, local application to the site of initial viral replication is a hypothesis that oral
trials cannot test. Since mucociliary clearance removes conventional nasal
preparations with a half-life of about fifteen minutes, a mucoadhesive semisolid is the
dosage form of interest.

Aim of the work. To characterize the registered evidence base for ivermectin by
indication, route and prophylactic intent, and thereby determine whether the local-
delivery hypothesis has been evaluated.

Materials and methods. In a cross-sectional, registry-based meta-research
design, all 253 ClinicalTrials.gov records retrieved for the intervention term
“ivermectin” (31 August 2026) were analyzed, and the analysis was repeated against
the WHO ICTRP (3 September 2026). Indication, purpose and prophylactic intent
were derived from registry fields; because automated route inference misattributes a
nasal route where the nasally applied agent is a different substance, the route was
adjudicated at record level.

Results. Viral indications accounted for 97 of 253 ClinicalTrials.gov records
(38.3%), of which 93 concerned COVID-19, and 84 of the 97 carried completion
dates in 2020-2022, so registered antiviral investigation is largely a pandemic-era
phenomenon. The successive narrowing of the corpus is given in Table 1. Fourteen
ClinicalTrials.gov records (5.5%) were adjudicated as primary prophylaxis of
infection acquisition, as distinct from prevention of progression, none delivering
Ivermectin to the respiratory mucosa. Five studies administered ivermectin nasally or
by inhalation (planned n = 467); all carried the status unknown, none posted results,
and every one was therapeutic in intent. Summary results had been posted for 16 of
97 viral-indication studies (16.5%), against 30 of 129 (23.3%) for parasitic
indications.
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Table. Successive narrowing of the registered ivermectin corpus across two registries

Successive criterion ClinicalTrials.gov, O_the_r Combined
registries

Records analyzed, unique to each 953 184 437
source
Viral indication 97 76 173
Primary prophylaxis of infection 14 14 28
Ivermectin given nasally or by
: . 5 0 5
inhalation, any purpose
Nasal or inhaled route with

. 0 0 0
prophylactic intent
Semisolid nasal dosage form 0 0 0

Conclusions. These data do not establish that ivermectin prevents viral
infection: the adequately powered oral trials have been null and the mechanistic basis
has been credibly challenged. They do establish, across two registries, that the local-
delivery hypothesis remains untested. A nasally applied semisolid is therefore a
legitimate object of early-phase investigation, provided that activity in a
physiologically relevant nasal epithelial model and adequate target-site exposure are
shown first. Mucosal tolerability over a prolonged course warrants particular
attention, since irritation rather than lack of efficacy defeated the last intranasal
prophylactic to reach this stage.
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