


CardinalHealth

1500 Waukegan road
McGaw Park, IL 60085
847-473-1500

11/18/04

Mr. Gary Buehier

Food and Drug Administration
Office of Generic Drugs
Document Mail Center (HFD-800)
7500 Standlsh Place

Rockville, MD 20855 .

Dear Mr. Buehler:

Cardinal Health is submitting this Suitability Petition to the: FDA requesting permission to file
an ANDA for a preoperative prep coritaining a chiorhexidine giuconate (CHG) / isopropol
alcohol (IPA) solution with fint. More specifically, the intent of this petaﬁon is to address the
change in applicator volume from 10.5 mi to 26 ml.

A._Action Requested:
As indicated above, Cardinal Health proposes to file an ANDA based upon the reference listed drug

(RLD) ChioraPrep® One-Step chlorhexidine gluconate 2% (w/v) and zscpropyl alcohol 70% (v/v)
antiseptic patient preoperative skin preparation (10.5 mL) (hereinafter referred to as ChloraPrep)
manufactured by Medi-Flex, Inc., (NDA 20-832) and the recent ANDA submission by Cardinal
Health for a similar product (ANDA 77-271).. The marketmg exclusmty of the reference listed drug
expired July 14, 2003. The specific intent of this petition is to request approval for a change in
applicator volume from 10.5 m! to 26 ml.

B. Statement of Gmg_x;ds‘ ‘
The active ingredients in the proposed Cardmaf Health drug product, CHG and IPA, are the same as

those of the reference listed drug approved in NDA No. 20-832, The dosage form and strength of the
proposed product are also the same as those of the reference: hsted drug approved in NDA No. 20-832.
The inactive mgredlents in Cardinal Health’s Prevaxl-CHG and ChloraPrep are presented in the
following table.

 Inactive Ingredients in Prévail-CHG and ChloraPrep

Prevail-CHG ‘ ChloraPrep’

Purified Water, USP Burified Water, USP- ‘
FD&C RedNo.40 . v , ;

“Inactive ingredients listed on ChloraPrep labeling are provided

There is considerable commercial experience with one-step preoperative prep products containing
alcohol. As summarized in the following table, the widespread use of Povidone Iodine-plus-alcohol
based products, such as 3M’s Dura-Prep (26 ml) and Cardinal Health’s Prevail (59 ml) and Prevail-
FX (40 ml) represent an éstimated 70% of the entire preoperative prepping market.
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Currently Marketed Patient Preoperative Prepping
Solutions Containing Aleohol -

DuraPrep®, 26 ml Yodophor and IPA (0.7% Available | 6,000,000 units est. sold
‘ Todine and 74% IPA wiw) : - | annually.
Cardinal Large Aplicators 'Povidone Jodine USP and Alcohol | 1,000,000 units est. sold
(Prevail®, 59 mi; Prevail- | (Prevail: 0.5% Available Iodine and 62% | annually.
FX, 40 ml) . v/v Ethanol) (Prevail-Fx: .83% Available L
‘ Yodine and 72.5% IPA wiw)
ChloraPrep®, 105 mi Chlorhexidine Gluconate and IPA 2% | 1,500,000 units est. sold
CHG wiv and 70% IPA v/v) | annually,

It is speculated that the reason for the relatively high use of products containing more than 0.5 ml of
solution is that a majority of surgical procedures require larger volumes of solution to prep the area
of concern. The surface area of a typical human body is approximately 2800 square inches,
(referencmg Cornell Umversxty webs:te MQ,LL,_,___

1L, alc/bsacalc. ht). The 10.5 ml applicator covers an area of about
8.4 Square mches Itis evxdem that preparmg a patient for typical procedures such as laparoscopies-
would normally require more than a single applicator. Through clinical observation and discussion
with practitioners, it has been determined that a full-body- prep commionly uses 80 ml of
antimicrobial solution in the preparation of skin for surgery. Eight (8) separate containers of the
10.5 ml RLD would have to be opened in this case, significantly i increasing the time for prepping as
well as negatively impacting the cost of the procedure. Using Cardinal Health: products as a case
study, the packaging and sterilization costs are approximately half of the total product cost. In
addition, it would take practitioners extra time and effort to obtain and open the units without
improving patient or clinician safety. Thc proposed Cardinal Health product has been developed in
consideration of cost and convenience. v

Cardinal is aware that there is concern with OR fires associated with prepping. solunons containing a
high percentage of alcohol. This concern, as well as customer safety, wastaken into consideration
during the design of the Cardinal applicator. With many products on the market, notably DuraPrep
and ChloraPrep, the container holding the fluid is a glass ampoule, which is broken during applicator
activation. Once broken, there is no means of controlling fluid flow through the sponge of the
applicator and onto the surgical site, With the Cardinal Health' applmatar system, the container for
the fluid is an HDPE bottle. Once the foil seal on the neck of the bottle is punctured, fluid can be
expelled through the neck of the bottle by squeezing or, conversely, fluid flow will be slowed
significantly by merely holding the bottle without squeezing. This applicator is the same as that of
Cardinal’s currently soid prep products, i.e., Prevail and Prevaii-Fx.

The proposed prep contains 70% isopropyl alcohol, which provides fast and broad-spectrum
antimicrobial kill. Addmonally, this alcoho! allows for quick dry time (2*3 minutes). Combined
with CHG, this system yields an extnemely fast-acting, persistent preoperative skin preparation.

Based on investigations, pubhshe;! figures, and searches of the U. S. Food and Dmg Administration’s
(FDA) medical device reportmg databases, ECRL estimates that 100 sntglcal fires per year occur in
the Unites States each year (Risk Management Reporter, Oct 2003) In conversations with Mark E.
Bruley (ECRI Vice President, Accident and Forensic Investigation), roughly 5-15% of these surgical
fires are attributed to alcohol«bascd preps.




It has been well established.that for a fire to occur, an ignition source, fuel and oxidizer must be
present, Alcohol and alcohel-based preps are flammable until all liquid hasevaporated {Health
Devices, November 2003) ‘Onge dry; the solution is no- iouger flammable. It is important to note
that the OR fires are easily prevented through education and training of proper apphcatmn methods
and dry times.

In conjunction with the.concern of excess fluid being applied to the area being prepped, there is also
a concern that hospltal linens or drapes will become saturated and will not be removed or replaced
prior to coming in contact with an ignition source. The pmpose:d product label clearly warns of the
concerns with use ofa ﬂammable solution. It also provides instructions on removal of soaked
materials and advises users to allow for sufficient drying of solutions prior to surgery. Please refer
to correspondence between the 3M Corporation and the FDA, dockets Management Branch (HFA-
305), dated June 15, 1995 Docket No. 75N-183H, where a detailed review of cause and corrective
action, notably awareness and trammg of the professional OR staff, -

In conclusion, Cardinal Health’s proposed prep product has been ¢ lcveloped to address cost,
convenience and the safety concerns of: the OR staff. It is.our opinion that the proposed Cardinal
product with a change in packaging size to 26 ml as compared to the 10.5-ml packaging size of the
RLD is suitable to be filed as an ANDA.

By provxdmga smgle apphcator contammg 26 mis of solution, the end user is. cutting in half the
amount of waste generated during patient preoperative prepping w1th use of the RLD.

D. Economic Impact Statement: -
Not required at this time.
E. Certification:

The undersigned bertiﬁeid that, to the best knowledge and belief of the undersigned, this petition
includes all information and views on which the petition relies, and that it includes repreasentative
data and information known to the petitioner that are unfavorable to the petition..

Michael L. Groesbeck

Vice President, Quality Operations, Infection
Infection Prevention, Cardinal Health

1500 Waukegan Rd., Bldg. WM
McGaw Park, IL 60085 -
(847) 785-3267

Attachments:.

Label copy for Prevail-CHG2: Bottle, Pouch, Case Label
Label copy for ChloraPrep® Bottle, Pouch, Dispenser
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Cat AVAIL-CHG2 N63517-01525
Prevad-CHEG

Ong Step 1o

Pregperaty

Suiution wnd

Warning: Solution is flammable

untll dry.

Contains 26 mt,
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Cat. AVAIL-CHG2 | ¥57.01526 Oty 20

Prw Ha.ﬁ
One Step Tonical Preoperative Prep

¥ Solution and Applicator

Contains Ghtaﬂwxidfne Gluconate 2% (wfv) and
!snpmpyi A!cohot 70% (v/v)

Stente

Lot No.
Exp.
Warning: Solution is “ -
tlammable until dry.

Store at 20-25°C {68-77°F). Avoid lmezmn and -
excessive heat ahove 40°C (above 104°F),

Each Bottle. Contains 26 mi

U.S. companants assembled in Mexico i i,
Candlnal Hoalth !
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Medivac-Prep-Thermal B.U.. Proofed by: Date:
McGaw Park, IL -

M. Kraemer ‘ Dimensions checked: ...  Copy-checked:
9/30/04 :
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' 10.5-mi Agplicator
2% (wiv) Chidrhexidine Gluconate
and 70% (v/v} Isopropyl Alcohol

" Lot No. 405060 - Exp. Bate 0408
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Part No: 6-824248
Rev. Date: 2/17/03

Coat. No. 260700 ND
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Chiorhexidine Glug
Antiseptic Patient

ChioraPrep” One-Step ,,
10.5-mL Applicators - 25 gty. ChioraPrep® onf
persistent anti

number of mici

ik AD;‘;‘?
Applicator is sterile]

s:;é ntents: 1 Each Spo
Ouantity: 1 Box, 25 E




Fart No: 6-824248
Rev. Date: 2/17/03

rep’® oOne-step
\bplicators « 25 gty.

tempe

Lout. NO. 260700 NDC #054365-400-0

ChioraPreg
Chiorhexidine Cluconate 2% (w/v
dntiseptic Patient Precperative !

ChioraPrepn” One-step is o fo
persistent antiseptic that s
number of MICroorgtnisms |

10.5-mi Applicator

Applicator i

Content
Cuantity: 1 Box, 2

Avoid free
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/¥) and isopropyl dilcohol 70% (v/v)
ve SKin Preparation

i Fast-acting, broad spectrum,

Nt significantly reduces the
S on intact skin.
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