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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“

Division of Over-The-Counter Drug Products (HFD-560)
Center for Drug Evaluation and Research @ Food and Drug Administration

REVIEW DATE: November 5, 2004

FDA DOCKET NO.: 75N-0183H

SUBMISSION: CP7 and C80

PHARMACOLOGIC CATEGORY: Healthcare Antiseptic Drug Products
INDICATION: Patient Preoperative Skin Preparation
REVIEWER: Xin Zhou, 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 abstracts and articles from the medical literature to
support their recommendations. This review focuses on patient preoperative skin preparations.
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 patient preoperative skin preparations and the log reductions proposed in
the HCCM (see table). The HCCM and the TFM agree on the criteria for evaluation of injection
sites. However, the Industry Coalition feels that only the worst case scenario, i.e., moist sites,
should be evaluated (thereby eliminating the dry site requirement), and that a persistent effect
should not be required. Furthermore, the HCCM recommends that only subjects with a bacterial
baseline level of 4-log;, or greater be included in the tests.

Dry site Moist site Injection
(Abdomen) (Groin)
TFM criteria 2 loglo/cm2 3 loglo/cm2 1 loglo/cm2
HCCM proposal NA 2 logo/cm’ 1 log;o/cm”
Summary:

The following table presents an overview of the quality of the data that was submitted by
SDA/CTFA regarding the performance criteria of patient preoperative skin preparations.
Thirteen studies were evaluated. Regrettably, it has been impossible to compare the data across
studies due to differences in methodology and other deficiencies. Ten of the studies (77%)
employed methods that were significantly different than the TFM methods or did not provide an
adequate description of the methods used. Not only were the testing methods very different from
the TFM, they were also significantly different from each other. Consequently, we could not
even make generalizations about the performance of any of the active ingredients.

Additional deficiencies were noted and are summarized here. None of the studies evaluated the
number of subjects recommended in the TFM. Furthermore, the number of sites tested per
subject was often unclear. Nearly half of the studies (6) did not mention whether or not
neutralizers were included. The initial baseline values were too low in four studies (31%),
baseline values were not provided in four studies, and a no treatment control was used instead of
baseline in one study. Although the Industry Coalition recommends testing only moist sites,
these were not sampled in six of the studies (46%) and one study did not sample a dry site.
Three of the studies sampled patients soon after treatment (0.5-2 min), but did not test longer
time points. Eight of the studies (62%) did not sample at 6 hours after treatment. One of the
studies did not provide sampling time point data at all. 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 patient preoperative skin preparations.
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