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perform any safety testing.
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Figure 1: Testing Timelines Bayer provides a good example of due diligence for consumer safety by testing newly flavored monographed OTC products that are not
Timelines of available methods that can be used to test the oral toxicity and irritation of new OTC oral medicine  jmmediately swallowed to ensure no synergistic effects are observed. In collaboration with 11VS, Bayer conducted safety testing using an in

formulations. The times displayed represent relative averages based on available public records.

vitro platform based on the EpiOral™ reconstructed tissue model and on tissue viability and cytokine expression endpoints. Not only does
this approach protect consumers, but it also supports alternatives to animal testing and provides valuable internal analysis.
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endpoints pertaining to positive control-treated tissues and showing expected Figure 3a: Tissue Viability — Tablets Figure 3b: Tissue Viability — Syrups The tissue V|ab|I|ty.and IL-1at expression results .mdlcate that the flavor change in a base formulation for
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example of a good practice for ensuring consumer safety by testing that flavors

COﬂCl USiOnS toxicity induction potential are not irritating as they are held in the mouth. REfe rences

* Minor adjustments of formulations such as flavor changes are needed to adapt to an ever-changing, marketing-driven child and adult market for monographed OTC cough/cold medicines that are not immediately swallowed. The challenge lies in the fact that the full
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flavor formulas are not typically disclosed to the OTC manufacturer due to proprietary nature. In order to protect the consumers, testing upon each flavor change to products not immediately shallowed is important to maintain good safety practices. As shown in Figure . Department of Health and Human Services. Federal Register, Vol. 67, No. 246. Food and Drug Administration. Docket No. 76N-052G, RIN 0910-
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* Flavor diversity is typical to various forms of cough and cold monographed OTC medications, including tablets and syrups. Our results showed that the tested tablet and syrup formulations containing a variety of flavors induced a range of irritation as assessed by the . Eccles R. What is the role of over 100 excipients in over the counter (OTC) cough medicines? Lung. 2020, 198, 727-734.
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* Our results (Figure 4) showed that a simple flavor change in a base formulation for Syrup 1 did not change the safety profile of the monographed OTC cough/cold syrup based on the tissue viability and IL-1o expression. This testing strategy demonstrates the use of good 04/11/2023.

scientific practices that confirm that a flavor change does not affect the safety profile of the formulation that is not immediately swallowed.



