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At a general level, we observe that the Citizen Petition lacked specificity and 
clarity in defining the scope of the recommended label changes.  For 
example, it was unclear exactly what products would be expected to carry the 
proposed labeling (e.g., which non-prescription drugs/ingredients).  Although 
the Petitioners sometimes referred to antihistamine ingredients, the term 
“ingredient with anticholinergic or histamine H1 inverse agonist effects” was 
frequently used, and may be associated with other drug classes.  
 
Similarly, it was not clear whether the Petitioners’ proposed warning should 
relate to use in the general population, or to use in specific subpopulations.  
For example, the Petitioners described that certain populations (e.g., older 
adults) may be at a heightened risk.  Results were cited from studies in 
potentially vulnerable individuals (e.g., elderly adults, patients with 
dementia, Alzheimer’s, Parkinson’s Disease, or patients taking certain other 
drug products, etc.).  Additionally, it was unclear which prescription or non-
prescription products/ingredients containing anticholinergic or histamine H1 
inverse agonist active ingredients may be contraindicated.   
 
The Petitioners described certain agents as causing a confusional state, 
including impaired attention, disorientation, and decreased power of 
concentration.  In an OTC environment, these terms are potentially 
ambiguous and may represent symptoms that are of non-specific origin from 
a consumer point-of-view.  Consumers may interchangeably use these terms 
to describe either the effectiveness or the side effects of some OTC products.  
For example, symptoms such as these may be attributed to the known and 
adequately labeled side effect of marked drowsiness, associated with some 
OTC first-generation antihistamine products.  Alternatively, they may be 
associated with the sedative, sleep-inducing benefits of the same ingredients 
in sleep-aid products.  Finally, the nature of these adverse effects were not 
well characterized: for example, what level and duration of exposure leads to 
increased incidence of adverse events; what is the prevalence and severity of 
the effects; are there pre-conditions or exacerbating conditions; and how does 
this relate to OTC labeled uses? 
 
As a means of assessing the relevance of the cited support to the Petitioners 
request for a label change, CHPA requested Dr. Druce to provide an 
overview of the documents noted in the petition.  As described more 
specifically in his report (attached to this letter), the evidence provided by the 
Petitioners is not supportive of their request to add a Warning.  Both 
prospective controlled trials presented as support (Sunderland et al., 1987; 
Pomara et al., 2008) encompassed small patient populations (n=20-24), 
involved drug/dosing regimens with limited or no applicability to 
nonprescription regimens (intravenous administration; prescription drug) and 
included either subjects with dementia or with an underlying comorbidity 
imparting an increased risk for dementia (carriers of the APOƐ4 gene).  We 
view neither of these studies as substantiating the proposed label change.   
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