TAB 11

FDA Reviewer’s Evaluation of CTFA/SDA Submission
Regarding Log Reduction Performance Criteria (CP7 &
C80):

* Healthcare Personnel Handwashes — Colleen Rogers, Ph.D.

e Surgical Hand Scrubs - Xin Zhou, Ph.D.

e Patient Preoperative Skin Preparations -Xin Zhou, Ph.D.
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REVIEWER: Colleen Kane Rogers, Ph.D.
Purpose:

The purpose of this review is to determine if data submitted by the Soap and Detergent
Association (SDA) and Cosmetic, Toiletry, and Fragrance Association (CTFA) in both a citizen
petition and comment to the healthcare antiseptic rulemaking support their request to revise the
performance and effectiveness criteria in the Healthcare Antiseptic Drug Products Monograph.
The SDA/CTFA Industry Coalition submitted technical reports and articles from the medical
literature to support their recommendations. This review focuses on healthcare personnel
handwashes. Tabular summaries of the same studies are provided following this abstract.

Background:

Industry believes that the performance criteria specified in the 1994 Tentative Final Monograph
(TFM) for over-the-counter healthcare antiseptic drug products are overly stringent. They argue
that two category I ingredients (iodine and alcohol) and an NDA-approved ingredient
(chlorhexidine gluconate) do not meet the current TFM performance requirements. Therefore,
the SDA/CTFA Industry Coalition has proposed the Healthcare Continuum Model (HCCM).

The HCCM recommends that FDA lower the bacterial log reduction criteria for in vivo testing of
healthcare antiseptic drug products. This recommendation is based in part on data submitted to
FDA, which is reviewed here. Listed below are the current TFM bacterial log reduction criteria
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for in vivo testing of healthcare personnel handwashes and the log reductions proposed in the
HCCM (see table). Finally, the Industry Coalition feels that demonstration of a persistent effect
should not be required for all active ingredients. Consequently, the HCCM also recommends
that healthcare personnel handwashes should be shown to be effective after only a single use.

Reduction after 1% wash Reduction after 107 wash
TFM criteria 2 logio 3 logio
HCCM proposal 1.5 logo 2 logio

Summary:

The following table presents an overview of the quality of the data that was submitted by
SDA/CTFA regarding the performance criteria of healthcare personnel handwashes. Fifty-six
studies from forty references were evaluated. Regrettably, it has been impossible to compare the
data across studies due to differences in methodology and other deficiencies. Despite these
flaws, in general, products containing chlorhexidine gluconate were able to meet the current
TFM standards. In contrast, alcohol-containing products consistently failed to meet the
persistence requirement (i.e., 3-logo reduction at the tenth wash). This is not surprising since it
1s well known that alcohol alone does not provide persistence. In fact, the TFM acknowledges
that a preservative agent must be added to provide a persistent effect for alcohol-based products.
The data from other ingredients (e.g., PCMX, triclosan) were too variable to make any
generalizations.

Here we provide a summary of some of the deficiencies of the submitted data. Forty-seven
studies (84%) did not provide an adequate description of the methods used or merely cited the
American Society for Testing and Materials (ASTM) method. Even those studies that referenced
TFM or ASTM methods incorporated some changes to the standard methods without explanation
or validation. For example, nine studies claiming to follow the TFM did not have subjects rinse
their hands after application of the product. This modification is not described in the TFM and
has not been validated. None of the studies evaluated enough subjects and only 18 used at least
12 subjects per arm as required by ASTM. Nearly 60% of the studies (32) did not mention
whether or not neutralizers were included. Twenty-two studies did not include an active control
and only three studies included a vehicle control, however negative controls are not required by
the TFM. Subjects’ hands were not sampled after the first wash in 10 of the studies and another
10 studies did not sample hands after the tenth wash (or only sampled one wash). Due to the
numerous deficiencies of the submitted studies, FDA has determined that the data are not
sufficient to justify lowering the TFM performance criteria for healthcare personnel handwashes.
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