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Subject: Irritation Potential of ChloraPrep® and FDA’s Non-Allowance of ChloraPrep as a 
Catheter Site Maintenance Preparation 

 
The following pages are excerpts from FDA’s Medical Review of Medi-Flex, Inc.’s New Drug Application 
for ChloraPrep (NDA# 20-832) and address studies reviewed by the FDA consistent with those 
reported in the PowerPoint presentations available for download at http://www.aplicare.com/NP_ExCel-
AP1.htm showing Aplicare’s ExCelAP

® formulation being significantly less irritating than ChloraPrep. 
 
 
The entire Medical Review document can be downloaded from the FDA web site at 
http://www.fda.gov/cder/foi/nda/2000/20-832_CHLORAPREP%20ONE-
STEP%20ANTISEPTIC_medr.pdf.  All documents published by FDA associated with this application 
can be found at http://www.fda.gov/cder/foi/nda/2000/20-832_CHLORAPREP.htm 
 
On page 2, paragraph 3 (below), the reviewer states: 
 

 “When this NDA was originally submitted in 1997, it was indicated for use as [redacted].  In the 
resubmission, the requested indication is patient preoperative skin preparation.”   

 
As explained below, the redacted indication sought but not allowed was for catheter site maintenance.  
As indicated in FDA’s statements below, in spite of Medi-Flex’s statements in their literature and oral 
presentations to the contrary, ChloraPrep is only approved by the FDA for use as a single use, Patient 
Preoperative Skin Preparation and not as a repeated use product. 
 
Under item #3 in the Background section, the reviewer goes on to say: 
 

“3. The combination product appears to be too irritating to be used under occlusive dressings.  In 
any resubmission of this application, information/data must be presented which establish the 
safety of such use, given that the irritancy and sensitisation testing suggest that the product 
would be unacceptable to the patient when used under occlusion.” 
 

At the bottom of page 14 under Section II (Safety Summary) of this Medical Review, the reviewer 
states: 
 

“The safety data presented in support of this NDA establish that ChloraPrep is acceptably safe for 
its intended use.” 

 
It’s important to note that from the reviewer’s perspective, the intended use is as a single use Patient 
Preoperative Skin Preparation and not as a repeated use product – see below. 
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In that same section, the reviewer goes on to say: 
 

“The following comments are pertinent: 
1. In the Clinical Review of this NDA dated December 23, 1997, the Safety Summary 

noted that ChloraPrep demonstrated a relatively high potential to cause irritation and 
sensitization reactions in predictive skin testing.  It scored much higher in irritancy 
testing than Hibiclens [redacted].  Concern was also voiced that repeated use could 
exacerbate the irritation/sensitization possibilities.” 

 
At the top of the following page (15), the reviewer goes on to say: 
 

“These concerns have been satisfied by the decision to indicate the product for use as a patient 
preoperative skin preparation.  This is a one time use [redacted].  Thus, while the product is 
irritating, its intended indication does not prohibit its use.  The margin of safety available to the 
patient under these conditions is acceptable.” 

 
Conclusions: 
 

1. As evidenced by Aplicare’s ExCelAP
® formulation passing the FDA-prescribed 21-Day 

Cumulative Skin Irritation Test for repeated use products (see pages 3 and 4 of the ExCelAP 
Technical Bulletin available at www.aplicare.com/library and data presented in the PowerPoint 
presentations available at www.aplicare.com/NP_ExCel-AP1.htm) and the fact that ChloraPrep 
was not able to pass similar tests submitted to the FDA (see above), it can be concluded that 
ExCelAP is significantly less irritating than ChloraPrep. 

 
2. ChloraPrep is only approved by the FDA for use as a single use, Patient Preoperative Skin 

Preparation and not as a repeated use product. 












