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To whom it may concern,

We appreciate the opportunity to provide comment to “Guidance for Industry -
Gingivitis: development and evaluation of Drugs for treatment or prevention” , U. S.
Department of Health and Human Services Food and Drug Administration, Center for
Drug Evaluation and Research (CDER), June 2005, Clinical Medical.

Our concerns about the draft document center on the outcome measures used for anti-
gingivitis products and clinical significance. We propose that standardized bleeding on
probing be included as one of the possible primary outcome variables for use by clinical
scientists in evaluating drugs for the prevention and treatment of gingivitis. We feel that
it is sufficient as a primary outcome variable because:
1. it is an objective measure of gingival inflammation
2. it is areliable and verifiable outcome measure (Marks,RG 1993; McClanahan,SF
2001)
3. itis highly correlated with histological changes of gingivitis (Caton,J 1988,
Caton,J 1992; Caton,J 1988; Caton,JG 1985)
4. it is readily interpretable in terms of clinical significance (Van Dyke, TE 2005)
5. it is highly correlated with gingival indices such as the GI (McClanahan,SF 2001)

Clinical trials evaluating anti-gingivitis products have historically run into the thorny
issue of how to measure gingivitis. Clinical trials evaluating anti-gingivitis products have
used either a gingival index and/or a bleeding index. Gingival indexes (Gingival index
(LOE H 1963), Modified gingival index (Lobene,RR 1986)) are a subjective categorical
ordinal evaluation of the color and the shape of the marginal gingival tissue. The draft
recommendations are based, in part, on Imrey et al. 1994; (Imrey,PB 1994); however, in
that paper, considerable controversy was expressed about use of the gingival index and its
clinical significance, because “judgments of appearance have less claim to objectivity
than gingival bleeding assessments, and the clinical significance of improved appearance
without reductions in bleeding seems unclear” (Imrey,PB 1994, page 303).
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In conclusion, as clinical scientists, we would like the ability to use bleeding on probing
as a primary outcome variable for studies evaluating drugs for the prevention or treatment
of gingivitis. Bleeding on probing is objective, reliable, and verifiable by histology as a
direct measure of gingivitis. Furthermore, bleeding on probing is meaningfully
interpretable when assessing clinical significance. On all of these criteria, bleeding on
probing meets or exceeds the gingival indices as a primary outcome variable. We also
note that the guidance document should allow for the possibility or option of selecting
future, improved measures of gingivitis for assessing new drugs.

We thank you for considering this request.

Sincerely,

Dpid (

Robert J. Genco, DDS, PhD ohn C. Gunsolley, DDS, PhD  Thomas E. Dyke, DDS, PhD
Distinguished Professor, Professor, Periodontology Professor, Periodontology
Oral Biology and Microbiology and Oral Biology
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