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Although the antimicrobial triclosan is incorporated in a variety of product types, the 
development of tricl.osan-containing oral care products with significant antiplaque and 
antigingivitis effectiveness has been especially challenging. Dentifrice formulations, in 
particular, are extremely complex and must be exquisitely optimized in order to assure, for 
example, that the triclosan is not bonnd to other components, such as surbactants, and that 
the triclosan will be substantive in the mouth following product use and thereby continue to 
exert an effec?+. This being the case, there have been only a few effective 
antiplaque/antigingivitis triclosan-containing products marketed worldwide, and these tend 
to be based on proprietary, patented formulations. 

Oral care products companies have taken two approaches to developing effective triclosan- 
containing dentifrices. The first, used by Colgate-Pahnolive Co. for its Total? products, is to 
incorporate ingredients (i.e., a copolymer such as GantrezoD) that will enhance the delivery 
and retention of triclosan to oral surfaces. This formulation has been granted a US patent’ 
and is supported by numerous long-term plaque/gingivitis clinical trial~~~‘. In addition, this 
formulation was approved by the FDA for marketing in the -U.S. via the New Drug 
Application (NDA) process’ and was granted the American Dental Association’s Seal of 
Acceptance. 

The second approach, used by Unilever, is to incorporate a second antimicrobial agent, zinc 
citrate, to increase overall product effectiveness. The Unilever products, too, are based on 
patented formulations’ and supported by clinical trial data”“‘“. However, these are 
combination products containing two antimicrobial agents, triclosan and zinc citrate, and are 
not marketed in the U.S. 

A third approach was taken by Procter and Gamble in the development of 
triclosan/pyrophosphate’ dentifice formulations. However, these products lack sufficient 
antigingivitis effectivenesst7”* and are not marketed in the U.S. 

The experience with formulating triclosan into effective antiplaquelantigingivitis products 
suggests that while the individual Colgate and Uniltever dentifrices might be generally 
accepted as effective, difficulties in achieving optimized formulations and the very different 
approaches taken by the two companies to achieve product effectiveness preclude 
classifying the ingredient triclosan by itself as generahy effective at this time. The activity of 
this agent is clearly dependent upon the way in which it, is formulated and the Colgate 
triclosan dentifrice, whose NDA is based on the overall formulation rather than the active 
ingredient per se, is the only effective triclosan-containing ant@ngivitis dentifrice marketed 
today in the U.S. Unlike an OTC monograph ingredient review, the NDA does not require a 
final formulation test (“performance test”) for comparing new formulations to the clinically 
tested standard, nor should it. It is unlikely that any clinical test short of the B-month clinical 
trials required for evaluation of antiplaque and antigingivitis effectiveness would be able to 
accurately evaluate any new triclosan-containing products. However, the requirement of 
such extensive studies prior to marketing, while the standard for an NDA and the initial 
OTC ingredient review, is clearly inconsistent with the intent of an OTC monograph. Until 
such time as evidence is presented to demonstrate that triclosan can be nmiiZy formulated in 
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effective antiplaquektntigingivitis products as a single, active ingredient and a clinically 
relevant, validated final formulation test procedure specific for triclosan is established, it is 
my opinion that it would not be appropriate to consider triclosan for inclusion in the OTC 
monograph being developed for such productsI as there would otherwise be no reasonable 
assurance that any newly and differently formulated products would be clinically effective. 
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