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PROCEEDI NGS
Call to Order

DR. WOOD: Good norning. | would like to
call the neeting of the Nonprescription Drugs

Advi sory Conmittee to order.
Li eutenant Darrell Lyons will read the
Conflict of Interest Statenent.

Conflict of Interest Statenent
LT LYONS: The followi ng announcenent

addresses the issue of conflict of interest with
respect to this neeting and is made a part of the
record to preclude even the appearance of such at

thi s neeting.
Based on the submitted agenda and all

financial interests reported by the committee
participants, it has been determ ned that all
interests in firms regulated by the Center for Drug

Eval uati on and Research present no potential for a
conflict of interest at this meeting with the

fol | owi ng excepti ons.
In accordance with 18 U. S.C. Section

208(b)(3), full waivers have been granted to the
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foll owi ng participants because they have interests
in firms that could potentially be affected by the

committee's di scussions.
Dr. Ruth Parker has been granted a wai ver

for serving as one of the co-editors of a special
i ssue of the Journal of General Internal Medicine
on health literacy. Dr. Parker will receive |ess

than $5,000 fromone of the affected firns for
serving as co-editor.

Dr. Sonia Patten has been granted a wai ver
because she is an unpaid vol unteer nenber of the
Sumsai | Foundation Board of Directors and the

Foundati on owns stock in one of the affected firns,
worth between $25,001 to $50, 000.

We woul d also like to disclose that Dr.
Stuart Levy has received a limted wai ver because
he is the Vice Chairman of the Board of Directors,

Chief Scientific Oficer, and co-founder of a firm
that could be affected by the committee's

di scussions. Under the terns of this limted
wai ver, Dr. Levy will be pernmitted to give a

presentation on the antimnicrobial use and the
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potential for the devel opnent of resistance and
answer questions directly related to his

presentation. Dr. Levy is excluded from
participating in any of the conmttee's

di scussi ons, deliberations, or voting.
A copy of the waiver statements may be
obt ai ned by submitting a witten request to the

Agency's Freedom of Information Oficer, Room
12A-30 of the Parkl awn Buil di ng.

We woul d also like to disclose that Dr.
James Omel and Dr. Terrence Bl aschke own stock in
firns that could be affected by the commttee's

di scussi ons. Because these stock interests do not
exceed $25,000 in any one affected entity or

$50,000 in all affected entities, 5 CFR Part
2640. 202(b) de mnims exenption applies and a
regul atory waiver under 18 U. S.C. Section 208(b)(2)

covers those interests.
In the event that the discussions involve

any other products or firns not already on the
agenda for which an FDA participant has a financial

interest, the participants are aware of the need to
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excl ude thensel ves from such invol venent and their
exclusion will be noted for the record.

Wth respect to all participants, we ask
in the interest of fairness that they address any

current or previous financial involvenents with any
firmwhose product they nmay wi sh to comrent upon
The I ndustry Representative for the NDAC

Conmittee recently resigned. That position being
currently vacant, the Center contacted and invited

an I ndustry Representative who is currently a
menber of a different CDER Advisory Conmittee to
participate in today's neeting. This

representative had agreed to attend, however, an
unexpected and | ast-m nute energency has prevented

attendance at this neeting. Thus, for today's
meeting, we do not have an Industry Representative
Thank you.

DR. WOOD: kay. Susan, do you want to
begi n? Thanks.

Wel cone and | ntroductory Conments
DR. JOHNSON: Thank you, Dr. Wod. Good

morning to our Chairperson, Comittee nenbers,
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invited speakers, and guests.
My nane is Susan Johnson. | amthe

Associ ate Director of the O fice of Nonprescription
Products and acting as the Division Director in the

Nonprescri ption Regul ati on Devel opnent Divi sion
As we have heard in the press already,
think in particular Matt Lauer has an interest in

these products. Certainly, the consunmer antiseptics
that we are going to be discussing today have

wi despread use and wi despread interest, so we are
| ooking forward to an interesting di scussion.
[Slide.]

We thought it would be hel pful for the
conmittee to revisit very briefly the March 2005

meeting in which we di scussed heal t hcare
antiseptics. The topics of this neeting are
different, but we thought it would be helpful to

give a brief review.
The products discussed in March were

surgi cal handscrubs, healthcare personne
handwashes, patient preoperative skin preparations,

all designed to be used within the healthcare
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setting and the popul ati on therein.
That is a general definition and we wll

be clarifying that nore as the day goes on
We di scussed at length at the March

nmeeting the benefits of the healthcare antiseptic
product, and we were assum ng an infection risk
that was fairly |large associated with the

heal t hcare setting
We al so di scussed the reduction of risk by

reduci ng the presence of bacteria, and worked
extensively at that nmeeting to define what
appropriate effectiveness criteria should be. |

think it is going to be arelief to the comittee
to know that we are not going to go into the

ef fectiveness criteria with such depth this tinmne.
We did not spend a long tinme at the March
meeting di scussing safety, and that will becone a

nmore prom nent issue for the consumer antiseptics.
[Slide.]

So, the consunmer antiseptic products are
currently marked in a variety of categories, a

variety of formul ations, and a variety of active
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ingredients. They exist as antibacterial soaps,
anti bacterial w pes, antibacterial bodywashes, and

hand saniti zers.
[Slide.]

The popul ation intended for use of the
consuner antiseptics has not been clearly defined,
and that is sonething that we are going to be

asking the commttee to refine for us. Qur working
definition are individuals outside of the

heal t hcare setting
NDAC i s al so being asked to consi der today
the healthcare status of those individuals varying

wi dely fromhealthy adults, healthy children, to
heal t hy people taking care of people with illnesses

in the home, to people who are actually ill, living
nostly outside of the healthcare setting, such as a
chenot herapy patient.

We are going to be focusing on the
di fference between the healthcare antiseptic

product popul ation and the expected infection risk,
and the difference between that risk and the

infection risk for people outside of the healthcare
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setting.
We are also going to be talking a little

bit about where the heal thcare popul ati on overl aps
wi th the consumer popul ati on.

[Slide.]
Specifically, we are going to be asking
the commttee to consider benefits of consuner

antiseptics, what is the purpose of them is it to
reduce the risk of infection? Do individuals

outside of the healthcare systemrequire routine
use of these products? How does the use of these
products conpare to other hygi ene nmet hods, such as

washi ng hands with plain soap and water?
[Slide.]

As | said earlier, the hazards are going
to becone nore prom nent for the consuner
anti septic discussion. W are going to be focusing

on risks to the individual, such as |ocal,
short-termrisks, and nore | ong-term systenic

ri sks, which you will hear about in nore detai
| at er.

We will also be talking about a category
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of risk that is not normally considered or not
usual Iy considered, is not part of a discussion at

an advisory conmttee, but we are going to touching
on potential societal risks associated with the

consuner antiseptics.
DR WOCOD: Thanks a | ot.
Bef ore we nove on to the next speaker,

let's just cover a couple of housekeeping things.
First of all, can | ask everybody to turn off their

cell phones, so that we don't have them goi ng off
during the neeting, if we can.
Secondly, | had hoped that, in fact,

sonebody just has arrived, that the blanks in the
conmittee would be filled in before we got to this

poi nt, so perhaps we could go around and introduce
everybody who is around the table.
W will start with you, Charl ey.

DR. GANLEY: | am Charley Ganley. | am
the Director of the Ofice of Nonprescription

Pr oduct s.
DR JOHNSON: Susan Johnson, Associ ate
Director, ONP

MS. LUWPKINS: Debbie Lunpkins. | ama
team | eader in ONP

DR. ROGERS: Colleen Rogers. | ama
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m crobi ol ogi st in ONP.
DR. OSBORNE: Steve Oshorne. | ama

medi cal officer in ONP.
DR OMVEL: Jim Orel. | ama Patient

Represent ati ve.
DR ARDUI NO Matt Arduino. | ama Lead
M crobi ol ogi st in the Environnmental and Applied

M crobi ol ogy Laboratory at the Division of
Heal thcare Quality Pronotion at CDC.

LT LYONS: Darrell Lyons. | amthe

Executive Secretary for the comittee.

DR WOOD: | am Al astair Wod from
Vanderbi |l t.

DR. BLASCHKE: Terry Bl aschke from
St anf or d.

DR FINCHAM Jack Fincham the University
of Georgia.

DR. SNODGRASS: Wayne Snodgrass,
Uni versity of Texas.

DR TINETTI: Mary Tinetti, Yale
Uni versity.
DR. CLYBURN: Ben d yburn, Medical

Uni versity of South Carolina.
DR TAYLOR. Robert Tayl or, Howard

Uni versity.
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15
DR PATTEN. Sonia Patten. | amthe
Consuner Representative. | amfrom Macal ester

College in St. Paul, M nnesot a.
MR. HARTMAN: | am Mark Hartman, Branch

Chief at the Ofice of Pesticide Prograns in EPA
DR WOOD: Let's move on then to the next
speaker who is Coll een Rogers.

Regul atory History and Attributes of
Consuner Antiseptic Drug Products

DR. ROGERS: Good norning. As you have
just heard, | am Coll een Rogers, a microbiol ogi st
in the Ofice of Nonprescription Products. Today,

I will be giving you a brief overview of the
regul atory history of consunmer antiseptics.

[Slide.]

For ny talk today, first, | will give a
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brief overview of the nonograph process. Then,
wi || describe how consunmer antiseptics have been

defined both by FDA and industry over the years to
gi ve you a sense of how this process has evol ved.

Next, | will describe sone of the
attributes that these products may have, and | wll
al so nention sone of the concerns that have been

rai sed during the evaluation of these products.
[Slide.]

The nonograph systemis a three-phase
public rul emaki ng process. This results in the
establ i shnent of standards or nonographs for every

over-the-counter therapeutic drug category.
Beginning in 1972, an initial drug review

was undertaken by an Advi sory Revi ew Panel conposed
of scientific experts fromoutside of FDA. This
revi ew panel evaluated the safety and effectiveness

of a list of active ingredients for each OIC drug

cl ass.

They then put each ingredient into one of
three categories. Category | is Cenerally
Recogni zed As Safe and Effective. Category Il is
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Not Cenerally Recognized As Safe and Effective
For Category Ill, there was not enough information

to determ ne whether the ingredient was safe,
effective, or both.

[Slide.]
FDA then uses the recomendati ons of the
panel to draft a proposed rule. The proposal is

published in the Federal Register as an Advance
Noti ce of Proposed Rul emaki ng or ANPR

[Slide.]
After the ANPR i s published, we consider
public coments as we develop a tentative fina

monogr aph or TFM The TFMis FDA s proposed
nmonogr aph.

[Slide.]
The | ast step in the nonograph process is
to agai n seek public coment and additional data

regarding the safety and effectiveness of
ingredients. This information is used to formul ate

the final rule or final nobnograph, shown here as
FM | would just like to point out that

manuf acturers are not required to conply with the
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regulations until the final rule is published.
[Slide.]

Here, | have listed a summary of the steps
in the devel opment of the antiseptic nonograph.

The recomendati ons of the review panel were used
to draft the Advance Notice of Proposed Rul enaking
in 1974.

Then, in addition to comments fromthe
public, the proposed rule was drafted and published

in 1978, and this is the first TFM but | woul d
also like to point out that the TFM was amended in
1994, and when | refer to the TFMlater in ny talk,

| amreferring to this 1994 TFM
[Slide.]

I would like to start with just a basic
definition of an antiseptic. An antiseptic is a
product that contains an antinicrobial ingredient

that is nontoxic enough to be used on the skin.
These are consi dered drugs and therefore regul ated

by FDA.
A di sinfectant al so contains antim crobia

i ngredients, but these are used on inanimate
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obj ects and surfaces. Even if these products
contain the sane active ingredients as an

antiseptic, they are regul ated by the Environnmenta
Protection Agency. You will hear nore about EPA's

regul atory process for antimcrobials later this
nor ni ng.
[Slide.]

Currently, there are a wide variety of
consuner products available. As Sue Johnson

mentioned earlier, these are currently narketed as
liquid, solid, or foam antibacterial soaps,
anti bacterial wi pes and towel ettes, antibacteria

bodywashes, and a variety of waterless or |eave-on
products, such as al cohol and al cohol -free hand

sanitizers.
[Slide.]
We have broadly divided the antiseptics

into three categories based on their target users.
As you know, we have di scussed the healthcare

anti septics back in March, and food handl er
antiseptics will be handled at a | ater date, so

today, we are focusing just on products used by the
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general popul ati on outside of the healthcare
setting.

Hi storically, FDA defined consuner
antiseptic as "antimcrobial soap." The Advisory

Revi ew Panel defined this as a product that reduces
the mcrobial flora of the skin. They also
recogni zed that these products may reduce both

resi dent and transi ent organisns.
The proposed use of antimcrobial soap was

not limted to the hands, and the target users were
not identified.
Then, in the 1978 TFM FDA further defined

antinicrobial soap, and they were distinguished
from heal t hcare personnel handwashes. FDA felt

that these products should be intended for the
general public in only non-hospital settings.
Then, in 1994, the term "antim crobi al

soap" was replaced with "antiseptic handwash.” An
antiseptic handwash is defined as a product used by

consuners on a frequent, even daily basis, and
i ncludes products for personal use in the honeg,

such as when caring for invalids or during famly
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illness.
This category of products includes both

rinse-of f products and waterless or |eave-on
products, and it does not enconpass products used

for areas of the body other than the hands.
[Slide.]
The proposed | abeling clainms also have

changed over the years. Initially, consuner
products could be called antimcrobial or

anti bacterial soaps, but npbst often they were
mar ket ed as deodorant soap with a claimof reduces
odor .

When the consumer category was further
defined in 1978, FDA felt that the different uses

required different |abeling for consumers and
heal t hcare personnel. Furthernore, there was
insufficient data about the ability of these

products to prevent infections to allow clains for
prevention of infection.

[Slide.]
Then, in 1994, the |abeling clains were

changed to either antiseptic or antiseptic handwash
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with an indication of for handwashing to decrease
bacteria on the skin. Mnufacturers were al so

all oned to add phrases, such as "after changing
di apers" or "after assisting ill persons,” and they

al so could label it as "recommended for repeated
use. "
In 2003, FDA received a Citizen Petition

fromthe Soap and Detergent Association and
Cosnetic, Toiletries, and Fragrance Associ ation

i ndustry coalition. They requested antivira
clains for all categories of antiseptic products.
This request is currently under

evaluation. Since this topic is broad in scope and
applies to nore than just the consuner products, we

are not going to address it today, but we are just
going to focus on antibacterial clains.
[Slide.]

Only one category was proposed in the 1994
TFM for consuners, and this is the antiseptic

handwash. The regul ated industry felt that the
anti septic handwash category did not enconpass al
of the rel evant products.

So, in 1995, they subnmitted a proposal to
FDA call ed the Heal thcare Conti nuum Model. Init,

they proposed 6 categories of antiseptics including
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2 for consuners, an antiseptic handwash and an
anti septic bodywash.

[Slide.]
The active ingredients used to formul ate

consuner antiseptics overlap quite a bit with those
used in the healthcare antiseptics. These include
et hanol, which can be found, for instance, in puro

hand sanitizer; triclosan, which is a very conmmon
ingredient in liquid antibacterial soaps, such as

Dial; triclocarban, which is found in bar soaps,
such as Saf eguard; and quaternary anmoni um
conmpounds, benzal koni um and benzet honi um chl ori de.

These conmpounds are often found in antibacteria
Wi pes.

[Slide.]
As | nentioned, the consuner products are
covered under the antiseptic handwash category in

the TFM and, as such, FDA has considered the
attributes of consuner products to be the same as
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for heal thcare products.
For the purpose of ny talk, antiseptic

handwashes, wi pes, and sanitizers will be
considered collectively as antiseptic handwash.

According to the TFM proposal, antiseptic
handwashes shoul d be broad spectrum fast-acting,
and, if possible, persistent.

Fast-acting refers to a product's ability
to reduce bacteria on the hands within the anmobunt

of time in the testing requirenents, which is 10
m nut es.
Persistent refers to the ability of an

antiseptic to remain on the skin after a single
appl i cation.

The TFM does not di stingui sh between
consuner products and heal thcare products when it
conmes to efficacy testing. Antiseptic handwashes

shoul d achi eve a specific bacterial |og reduction
after 1 and 10 consecutive washes, and this

denpnstrates the cunul ative or additive effect.
[Slide.]

The industry coalition provided proposed
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attributes and efficacy testing in their Healthcare
Conti nuum Model . Similar to FDA's proposal,

i ndustry suggests that consuner antiseptics should
be broad spectrum and persistent, however, they

suggest fact-acting is not an essential attribute.
The coalition proposed a single wash to
demonstrate efficacy rather than multiple washes,

and nore recently, they have proposed that there
shoul d be no requirenment for a cunul ative effect.

[Slide.]
The Heal t hcare Conti nuum Mbdel al so
provi des proposed efficacy testing and attri butes

for antiseptic bodywashes. These products may be
either limted or broad spectrum they should be

persistent, and again, fast-acting is not an
essential attribute.
I ndustry's proposed efficacy testing

allows for testing either resident or transient
flora using standardi zed test methods. In

contrast, the TFM does not have any proposed
attributes or efficacy testing for bodywashes since

this category has not been identified in any
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previ ous rul emaki ngs.
[Slide.]

Li ke all drugs, the use of antiseptics may
pose sone risk to the user. The individual user

may experience irritation or allergic reaction
After nore extensive use, antiseptic or antibiotic
resi stant organi snms could develop in the

i ndi vi dual
Anot her theoretical hazard to the

i ndividual is inconplete i mmune system education or
devel opnment in the absence of stimnulation by
m crobial antigens. It is thought that this |eads

to an increased incidence of allergies and asthna,
and is known as the "hygi ene hypothesis." However,

this is still a controversial hypothesis.
In addition to risk to the individua
user, several potential hazards may occur in the

community due to chronic exposure of the
environment to antiseptics. This may include

wi despread devel opnent of antibiotic resistance, a
negative i npact on ecosystens, and secondary

exposure to humans. You will hear nore about these
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| at er today.
[Slide.]

The data eval uated by the Advisory Review
Panel in 1972 caused it to voice a hypothetica

concern that routine use of antimcrobial soaps may
have a long-term harnful effect by reducing the
protective effect of the normal flora.

If this were true, certain bacteri al
i nfections from gram negative organi sns m ght be

i ncreased. The panel went on to say that if the
hypot hesi s was true, the deodorant benefit would be
out wei ghed by the potential hazard.

The panel al so expressed concern that the
wi despread use of anti-gram positive antibiotics,

antiseptics, and hard-surface disinfectants, which
are often effective against grampositive
organi snms, may produce an increase in gramnegative

infections in hospitals and other closed
envi ronments.

Finally, the panel also expressed a
concern that since these chem cals are absorbed

through the bl oodstream it mght not be prudent to
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expose the entire body to them when ot her nethods
of odor control are avail abl e.

[Slide.]
In the 1978 TFM FDA stated its concern

about the proliferation of triclosan-containing
products. They concluded that if the nunmber of
sources of these ingredients appeared dangerously

hi gh, the availability of these products should be
curtailed. This was especially true for bar soaps.

But in 1994, based on new infornmation, FDA
concl uded that proliferation of
tricl osan-contai ning products was not a concern

FDA has been concerned about the
devel opnment of antibiotic resistance as a result of

antiseptic use. W brought this issue to NDAC in
1997. At that time, NDAC felt that decreased
susceptibility to antiseptics and the devel opnent

of antibiotic resistance was not a concern.
However, they stated that ongoing surveillance for

the possi bl e devel opnent of resistance to these
agents was prudent.
[Slide.]

FDA continues to be concerned about the
devel opment of antibiotic resistance as a result of

antiseptic use. It has been nearly nine years
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29
since we brought this topic to NDAC s attenti on,
and in that tine, there has been a | ot of

literature published on the subject.
So, based on this new information, we

would Iike to know if this nay present a concern
for us today. Furthernore, based on the w despread
use of these consuner products, we are re-examning

the risks to the consuner.
Thi s includes environnmental concerns, such

as secondary exposure to human and negative i npact
on ecosyst ens.
Finally, as a followup to the March NDAC

meeting on professional use products, we would |ike
to define the attributes of the consuner products.

[Slide.]
As | already nentioned, we are in the
process of finalizing the monograph, and to do this

we will need to devel op sone policies, and we need
your input today to help us to do that.

The main questions that we need answers
for today are: What popul ation woul d benefit from
the use of consuner antiseptics? How do we neasure

the benefit of these products? What potenti al
hazards, if any, should we take into consideration

during our decisions about product regulation?
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Now, | would like to introduce Dr. Steven

GCsborne, who will be tal king about the clinica

benefit of consumer antiseptics.

Cinical Benefit of Consuner Antiseptics

DR OSBORNE: | am Steve Gsborne. Thank

you, Dr. Rogers, Dr. Wod, nenbers of the

Conmittee, industry representatives, and interested

public. | amgoing to speak today about the
clinical benefit of consumer antiseptics.

[Slide.]

First, looking at the question, does the

clinical evidence link use of consuner antiseptics

with clinical benefit meaning a reduction in
i nfection risk.

[Slide.]

W will examne data fromthe Ctizen's
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Petition 16, FDA's own literature search, and try
to determine if there is a clinical benefit froma

specific antiseptic or froma hygi ene nethod, such
handwashi ng al one, handwashing with or w thout

training, handwashing with training with or without
disinfectants, all different varieties.
[Slide.]

First, fromthe Citizen's Petition, there
were 31 articles and abstracts, npbst of which

related to professional use, which has been
previ ously discussed at the March ' 05 Heal t hcare
Anti septic Advisory Committee Meeting.

Twenty-five of these articles had a wei ght
of evidence that was not persuasive for clinica

benefit of consumer antiseptics. Two |ooked at a
m crobial risk assessnment nodel, two descri bed
other nodels, these weren't pertinent. Two | ooked

at hand sanitizer use in schools, and we wll
di scuss these a little bit. Guinan et al. and Dyer

et al.
Overall, though, there was no |ink between

use of any particular antiseptic and a reduction in
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i nfection rates.
[Slide.]

Sunmary of the study limtations that
m ght have applied to these references, not every

reference had every limtation, but all of them had
at | east one.
They were not designed to assess a

contribution of an active ingredient to the
i nfectiveness of the product, the product being the

whol e programthat was being used
Not designed to assess a single ingredient
ef fectiveness versus sinply hand hygi ene al one,

meani ng washi ng basically with soap and water
Lack of standardization of product use.

You night not have expl ai ned how often people were
to wash, or if you did, how long they were to wash.
There is a difference between washing for 10

seconds and washing for 5 or 10 minutes in terns of
renovi ng at | east transient bacteria.

There m ght have been a | ack of
st andardi zati on of product use, as | nentioned, and

bacterial transfer studies were not correlated with
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a clinical outcone.
So, these references mght be applicable

to a healthcare setting and not to a consuner use
setting.

[Slide.]
Looking first at two handwash studi es, and
then later at four hand sanitizer studies, the FDA

did a literature search and found two handwash
studies | would like to review with you

Larson et al. 2004 | ooked at antibacteria
ingredients in the home versus infection synptons.
Luby et al. 2005 | ooked at handwashi ng

pl us bat hing versus respiratory infection,
di arrhea, and inpetigo.

[Slide.]
First, Larson et al. 2004. For each of
the 6 studies that | amgoing to look at, | will

| ook at the design, conpare the test and the
control group, |ook at the primary endpoint or

endpoints of the study, the results, and a study
interpretation.

Larson's was a 48-week, random zed,
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doubl e-bl i nd, pl acebo-controlled study of 224
househol ds in inner city New York with at [east 3

peopl e in the household, 1 of whomwas in
pr eschool

I nvestigators nmade weekly calls, nonthly
and quarterly visits. They used a 31-page
validated formfor hone hygi ene practices and

illness data. This particular design allowed them
to publish a hal f-dozen articles involving this

study, of which | amsinply going to go over what |
think is the main article tal king about infection
rates. You may hear |ater about sone other aspects

of this study.
Ni nety-three of the first 100

self-reported illnesses by the consunmers in their
honme were verified by a visiting physician. This
all owed the investigators the assurance that

self-reporting seenmed to be a valid neasure and
they no | onger needed to have physician visits.

The primary endpoint was at | east one
i nfectious disease synptomwi thin the household for
each 1-nmonth period

[Slide.]
Conparing the test and the control group,

the difference is this antinicrobial products right
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here. O herwi se, they were simlar. The
antinicrobial products were liquid triclosan soap,

which is an antiseptic, a quaternary amoni um hard
surface cleaner, and an oxygenated bl each

detergent, which are disinfectants, and then there
was a liquid kitchen spray. It is not clear what
was in that.

Bot h groups received a non-antim crobi al
dish liquid and bar soap to use by whatever their

normal practice nmight be
[Slide.]
The results looking at the rate of at

| east one infectious disease synptom for each
househol d. Now, if you | ook along the |eft here,

you have the synptons. These are not disease
di agnoses, but sinply vomiting, diarrhea, fever,
sore throat, runny nose, cough, et cetera.

Looking at the rate, you have the
anti bacterial group and the non-antibacteri al
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group. Both the confidence interval for the
unadj usted relative risk for that symptomin either

group, antibacterial or non-antibacterial, and the
adjusted rel ative risk, those confidence intervals

include 1.0 for every nunber in the table. The
p-values are all greater than 0.11.
[Slide.]

What this says to us is that the adjusted
and unadjusted relative risks for each synptom show

no advantage of antibacterial product use in
reduci ng i nfections.
The aut hors concl uded that the synptons

likely reflected viral illnesses, which makes
sense. You have a cough, you have a runny nose,

and typically, colds and flu are a | ot nore common
than, for exanple strep throat, which could
enconpass sone of those synptons, but just not as

commonly as viral illnesses mght be.
Then, if you look at the fact that

multiple antimcrobials were used, the antiseptic
triclosan was conbined with the disinfectants, the

di sinfectant hard surface cl eaner, et cetera, this

file:///Z|/Storage/1020NONP.TXT (36 of 386) [11/3/2005 12:25:28 PM]



file///Z)/Storage/ 1T020NONP.TXT

woul d have confounded the assessnent of the val ue
of any single antiseptic. So, we cannot assess

whet her use of the antiseptics would reduce
transm ssion of bacterial infections per the

aut hors, because we | ooked nostly at synptons
relating to viral illnesses, and this does nake
sense.

[Slide.]
Luby et al. did the Karachi Soap Health

Study. The design was a random zed, doubl e-blind,
pl acebo-controlled trial in 36 nei ghborhoods,
enconpassi ng 906 househol ds, of which 300 were in

the test group, 300 in the placebo group, and they
had 306 in a plain control group, which helped to

make this study nore robust. This was done in
Karachi, Paki stan.
Handwashi ng pronotion was given to the

soap nei ghborhoods, both the test and the placebo
soap nei ghborhoods. School supplies were given to

the control nei ghborhood, so that they would have
sonething to make theminterested, but nothing to
af fect their hygi ene practice.

The soap was random zed in the
i ntervention households to a 1.2 percent

tricl ocarban soap, which we have heard is |ike
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Saf equard, or a non-nedicated soap. The soap was
supplied free and it appeared the sanme for both

groups.
The field workers assessed the ill ness and

physi ci ans corroborated any di agnosis of inpetigo.
The endpoi nt was the incidence of acute
respiratory infection, inpetigo, and diarrhea.

[Slide.]
Conparing the groups, you see the

di fference between the three groups. Field workers
visited those control and intervention groups
weekly and encouraged children over 2 1/2 years old

in both the test and the placebo groups, but again
not the control group, to wet, lather their hands

for 45 seconds, rinse them and then dry them on
their clothing, which was their practice.
They were to do this after defecating,

before food prep and eating, before feeding
infants, and they were also to bathe once daily
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wi th soap.
[Slide.]

The results of this show that the nean
i nci dence epi sodes per 100 person-weeks, you | ook

at coryza, diarrhea, and inpetigo, the
anti bacterial and plain soap group both had a
significantly | ower incidence of illness for each

of these three di sease categories versus the
control group.

The 95 percent confidence interval of the
di fference conpared with the control excluded zero.
However, the antibacterial soap group and the plain

soap group were not different fromeach other for
any of these values. These are indistinguishable

statistically.
[Slide.]
So, the interpretation is that handwashing

pl us bathing with soap reduces respiratory
infection, diarrhea, and inpetigo, but the

reduction in the disease is sinply due to
handwashi ng plus that daily bath with soap versus

simply promotion. There was no added benefit from
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adding the triclocarban to the soap
The aut hors concl uded that the

anti bacterial soap did not provide a health
advant age over plain soap for any of the health

outcones in their study.
[Slide.]
Limtations mght be that the study

personnel and participants were not nasked to the
soap intervention. Everybody knew who had soap even

t hough you didn't know which kind of soap you had,
but that could have had the participants
underreport their synptons to please the

i nvestigators perhaps.
Bat hi ng and overal | pronotion confounds

the attenpt to attribute the effect to handwashi ng
al one because of that one daily bath that they
advocat ed.

[Slide.]
Now, turning to sone hand sanitizer

exanples fromboth the Citizen's Petition and the
FDA literature search, | amgoing to | ook at four
articl es.

Now, with hand sanitizers, generally,
these are either gels or wipes. Wth the gel, you

rub it into your hands and then just have your
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hands air dry, and that's it. Wth the w pe, you
woul d wi pe your hands with the w pe, toss the wi pe,

| et your hands air dry. That is how you use the
hand sanitizers.

Dyer et al. 2000 | ooked at a reduction in
school absenteeism as did Quinan et al. in 2002
Sandora in 2005 | ooked at a hand sanitizer at the

honme versus respiratory and G illness. Lee et al
in 2005 | ooked at al cohol gels at hone and ill ness

transm ssi on.
[Slide.]
Dyer's study was a 10-week, open-| abel,

crossover study in one school. There were 420
students ages 5 to 12, grouped by class, about 30

in a class, 7 classes in both groups. There was no
randomni zation, and this was unblinded.
Every person in the class was either in

the test group or in the control group. Wthin the
class, there was no randonization. Everybody was
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in one group or the other
The illnesses were G or respiratory, and

the parents decided why their student was absent
that day.

The test sanitizer was called an SAB,
which is a surfactant plus benzal koni um chl ori de.
The endpoint, the incidence of illness

absent eei sm
[Slide.]

Al'l students had a 30-m nute talk on gerns
and handwashi ng, and they were shown a video. They
were told to wash with non-nedi cated soap before

eating and after using the bathroom
The other difference between the test

group was sinply that the test group would sanitize
upon entering the class, after sneezing or
coughing, and they were to rub a quarter m of this

SAB into their hands, and specifically their
fingertips and nails were to be touched until they

were dry.
They were nonitored. The control group
was not nonitored

[Slide.]
The student absence data, there was a

2-week washout in between the first 4 weeks and the
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second 4 weeks, showed that in the control group,
there were 105 days of illness and only 70 in the

sanitizer. That was significantly different.
Simlarly, in the second 4-week period,

there were 63 days of illness in the control group,
28 in the sanitizer group. That was significantly
different, as well.

[Slide.]
Now, a limtation of this study or set of

limtations mght be that it was clustered. In
other words, all 30 had one intervention, and so
you get one infection in that classroom it can

spread like fire and perhaps bias the results.
There was no placebo. The control group

did not have a bland punmp spray. The study was
unblinded. There was no specified length of tine
for the wash, and | think we all know that how | ong

you wash can affect how nmany bacteria you knock of f
your hands or kill on your hands.

The test group was nonitored, but not the
control, and the test group was advised to wash
more often. They were told to sanitize upon

entering the classroomand the other tinmes that
wer e shown.

It was a single site.
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The question that arises, are these
illness rate differences due to nonitoring and the

nunber of tines washing, and not sinply due to the
hand sanitizer.

[Slide.]
Quinan et al. was a 3-nonth, open-I|abel,
private school study. There were 290 students,

grades K to 3, grouped by class, 9 classes in the
test and the control group. There was no

random zation, it was unblinded.
The teachers coll ected the data on the
illness, which were cold, flu, and G, and either

the parents or the child told the teacher why they
wer e absent from school, which of these ill nesses,

if any of them m ght have been the reason

The test sanitizer was an al cohol - based
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instant sanitizer with al oe.
The endpoint was the incidence of illness

absent eei sm defi ned as the nunber of episodes of
illness per child per nonth.

[Slide.]
Al'l students had the 10-minute talk on
handwashi ng, a video, and a panphlet, but no

denonstrati on on how to wash.
The test group had the sanitizer. They

al so got a handwashi ng deno, and then the students
were tested to make sure that they understood how
to wash. Neither group was nonitored.

[Slide.]
There were 277 episodes of absenteeismin

the control group, 140 in the test group. The
| ower absenteeism in 23 of the 27 nonths in the
test group was significant.

There were 50.6 percent fewer episodes of
absenteeismin the test group. That was

significant.
[Slide.]

The aut hors concl uded a successf ul
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handwash programincluded: administrative support,
you have got to have the teachers and the schoo

behind it; a 1-hour hand hygi ene in-service, and
the use of hand sanitizers in the classroons and in

t he bat hroons.
[Slide.]
Limtations. There were no conparisons to

plain soap. It was not random zed, it was
unblinded. There was a honbgeneous popul ati on,

upper-mddl e class. Hone vari abl es were not
assessed. You know, these students would go hone,
and you don't know what their sibling at hone n ght

have had in terms of illness, and was there snoking
at hone, for exanple, what healthcare visits were

made at hone.
The student's actual handwashi ng and
sanitizing was not observed, tallied, or assessed.

The test group received handwashing training. Now,
the authors note that a simlar study showed that

when you give the control group handwash training,
there was only a 19.8 percent | ower absenteeismin

the control group given the handwashi ng training.
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There was 50.6 percent in this study. That mi ght
suggest that the training itself has a significant

ef fect.
[Slide.]

Sandora et al. in 2005. There is a
5-mont h, random zed, open-1label, controlled trial,
292 famlies, 1 child age 0.5 to 5 years old in day

care. Twenty-six child care centers were
random zed, and if you were using the hand

sanitizer all the time, you couldn't be in the
st udy.
The al cohol -based i nstant hand saniti zer

was used and it had aloe. Primary outconme was the
rate of secondary respiratory and G ill nesses

Now, secondary illnesses are when sone
si ck person goes hone, how nmany other people get
sick. That is a secondary transmtted ill ness.

That is what they mean by that.
[Slide.]

The test and the control groups had the
sanitizer versus usual practice, and everything

el se was the sane.

[Slide.]
Looking at these results, total illnesses.
Now, this is primary and secondary. 1In the contro
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group, it was 117 and the intervention, 135, and

that is for A ill nesses.

Respiratory ill nesses, being nore conmon,
had 828 in the control and 974 in the intervention

The incidence rate for total illnesses, not

secondary and prinmary different, but just total,

wer e indistingui shable between the control and the

i ntervention group.
When you | ook at the secondary

transm ssion of the illness, though, you have an

incidence rate for A illnesses in the contro

group of 0.35, and in the intervention group, 0.17

Now, this is not significant, 0.08, until you
adj ust for seven variables. After that

seven-variable adjustrment, the pis 0.03. W will

get to that in a mnute.

For the respiratory illnesses, there was

no difference in the incidence rate.
[Slide.]

So, the limtations of this study are that

it is not blinded, the hand sanitizer use was not

moni tored. The hand sanitizer was conbined with

education. There was no placebo sanitizer for the

control group.

There was a low initial participation,
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eligible famlies, only had 292 that were actually
randoni zed

Now, it is unclear whether this adjustnent
for the seven vari abl es was pre-planned or

post-hoc. The authors intended to | ook at the
secondary transmi ssion of illness rate, but whether
this statistical thing is valid or not is not

cl ear.
There is a clinical significance of

secondary G illness reduction of 10 versus 18, and
that is al so not clear whether that absolute
difference of 8 illnesses out of, as we saw, there

were about 1,500, whether that difference is
significant or not clinically is not clear.

[Slide.]

Lee et al. 2005 was an observational --that
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means no intervention--uncontrolled, prospective
cohort study in families in the Boston area over 18

months. At | east one child less than 5 years old
had to be present and there had to be a child in

daycare for 10 hours a week.
Recruitment was fromb5 pediatric
practices, 250 famlies in each practice. They

anal yzed the predictors of secondary transm ssion
of illness. There is another study that is | ooking

at the secondary transm ssion.
The endpoint is the rate of secondary
respiratory and G illness per susceptible

per son- nont h.
The concept night be that you nay not

al ways be able to prevent the first illness, but
once you start using sone hand sanitizer technique,
you may be able to prevent the secondary

transm ssion of ill ness.
[Slide.]

The results are that 208 of the 1250
famlies were available for analysis; 1545

respiratory illnesses, 1099 primary, 446 secondary,
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and the @ illnesses are | ower nunbers
The secondary transm ssion rates were 0.63

for respiratory and 0.35 for Q.
The incidence rate ratio for the secondary

transm ssion of the respiratory illnesses was 0.6,
and the pis 0.01. This is not adjusted, though,
for multiple conmparisons for use of the al coho

gel s.
The authors al so | ooked at other factors,

such as whet her you had sone high school or not,
and that caused a significantly | ower incidence of
the secondary transm ssion of G illnesses

They al so | ooked at what insurance you
had, if you had Medicaid insurance, that increased

your risk for the secondary transm ssion of G
illnesses.
[Slide.]

So, the limtations of this study m ght be
that it's observational, that is, no intervention

It is uncontrolled. It is not designed to assess
al cohol efficacy or any other antiseptic as a
pri mary endpoi nt.

They | ooked at many different variables
related to why people got sick, including their

i nsurance status and their education.
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The p value, less than 0.05, that we saw,
may not be significant. It is not clear that it's

adjusted for these nultiple conparisons that were
made.

[Slide.]
Sunmary. The data fromthe Citizen's
Petition 16 and the literature review shows: A

clinical benefit from handwashi ng; No added benefit
fromtriclocarban soap. W saw that in the Luby

st udy.
No definitive proof of a benefit from use
of hand sanitizers for handwashi ng conpared to

pl ai n soap
[Slide.]

I return to the question asked at the
begi nning: Does the clinical evidence |ink use of
consumer antiseptics with clinical benefit meaning

a reduction in infection rates?
| would like to introduce the next
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speaker, Dr. Allison Aiello, who will speak to us
al so about consumer antiseptics.

Conmuni t y- based Studi es of Consumer Antiseptics
DR. AIELLO Good norning. Today, | am

going to be tal king about a | ot of the things that
St even brought up, discussing comunity-based
studi es of consumer antiseptics.

[Slide.]
What | will do is go over a literature

review that we conducted. | wll talk about sone
of the methodol ogi cal issues for each of the
studies that we retrieved through that literature

review, and then | will give a summary of the
research at this point and the future research

needs.
[Slide.]
The overall goal is to estimate the

reduction in risk attributed to specific hand
hygi ene products. The way that we set this up was

we | ooked at the research by specific products that
are avail abl e over the consunmer market.

We | ooked at plain soap handwash, so we
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54
can get an idea of what is the reduction in
infections related to plain soap handwash,

anti septic soap handwash including triclosan and
tricl ocarban, hand sanitizers including

al cohol - based hand sanitizers, and then non-al coho
based hand sanitizers includi ng benzal koni um
chl ori de

I amnot going to have a lot of tinme to
tal k about those studies, and you see in a second

there is only a few that have | ooked at those
i ngredi ents.
[Slide.]

So, what we did to retrieve articles, we
used earlier systematic review articles, one that |

conducted along with El aine Larson in 2002, that
| ooked at the evidence for a causal |ink between
hygi ene and infections, a study by Curtis and

Cairncross in 2003, and then a study by Meadows and
Le Saux.

We then searched the PubMed dat abase for
other articles from 1980 to 2005, and we used

various key word conbinations including things |ike
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hygi ene, infection, soap, and washi ng.
[Slide.]

So, for our inclusion criteria, the
studi es needed to have an outcone of either a

culture confirned infection, synptons of infection,
or absent eei sm associated with infectious
illnesses, or it could be a conbination of these,

so specific infections, as well as absenteei sm
So, the study designs that we were | ooking

at had to be community based, so they couldn't be
conducted in the clinical setting, so, for exanple,
they couldn't be conducted in a long-termcare

facility or hospital setting, and they had be an
i ntervention study, because of a |ot of the

confoundi ng and bias issues that Steven spoke
about, that at |east would control for sone of
t hat .

Then, we al so included cross-over
intervention studies, and we included both of those

with or without formal random zation, and when | am
speaki ng about fornmal random zation, | amtalking

about studies that use random nunber generators to
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actual ly random ze the intervention arm
So, the intervention armhad to provide

for the study to be included, either a plain soap,
and | say in parentheses here "not identified,"

because in sonme of these studies, they didn't
identify the ingredient in the soap, so we will
just say we gave soap, they don't say that it was

pl ain or non-medi cated, but we included all those
st udi es toget her.

W then | ooked at those that identified
antiseptic soap in conparison to either a placebo
or a no-soap control arm and then al cohol - based

hand sanitizers, as well as the non-al cohol hand
sanitizers.

[Slide.]
So, these are the nunbers of studies that
met our criteria. For the soap, it was either

plain or identified, there was 8. For antiseptic
soap, we found 5. For al cohol -based hand

sanitizers, there were 9 that net this criteria,
and then for non-al cohol -based hand sanitizers, we
found 2 studi es.

[Slide.]
So, these are the 8 studies that were

conducted in plain or unidentified soap versus a
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control group, and of those, only 3 were fornally
random zed. The soap formwas bars for all the

studi es, and the nunber of studies that reported
that they actually were using plain or

non- nedi cated soap were 4, and then 4 didn't
mention what type of soap they were using.
There was an educati onal conponent asking

to wash the hands at critical points in 7 of the
studies. A few used hygi ene pronotion semnars, 1

used washi ng of dishes, and another, the only 1
study asked the study participants in both arns to
foll ow regul ar routi ne.

[Slide.]
The outcones included diarrhea incidence,

al so di arrhea preval ence, healthcare visits, and
even one study | ooked at culture-confirnmed Shigella
species infection. Two studies |ooked at inpetigo.

One study | ooked at skin and eye di sease, and then
one study | ooked at runny nose, cough, and
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pneunoni a.
[Slide.]

The exposure neasurenents were
measur enents of soap or handwashing, and only 6

studies actually neasured this, and it was
extrenely variable in the way that they neasured
it, and as far as controlling for confounding, at

| east mentioning controlling for confounding, or
reporting bal ance on covariates at the baseli ne,

there were 7 studies, and this again was extremely
variable, but as it increased from 1980 to present,
nore and nore studies started to include

confoundi ng issues.
[Slide.]

So, this is the reduction in diarrhea
i nci dence for the studies that | ooked at diarrhea
i nci dences and outcone, and as you can see here,

the reduction, and the way that we cal cul ate the
reduction is basically you just, so say if the

i ncidence rate, for example, is 0.60, then, the
reduction in risk, because you are |ooking at the

intervention versus the control, would be 40
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percent, so that is how you cal cul ate the reduction
i n diarrhea incidence.

You can see here that there was a pretty
strong reduction in diarrhea incidence, so this is

conparing just the plain soap with a control group
that received nothing.
[Slide.]

O her significant findings for other
out cones, the Luby study in 2005, a recent study,

found significant reductions in all these other
out conmes, cough, runny nose, pneunonia, and
i mpetigo, but for the one study where there was no

pronpting of a change in hygiene, so they just
provi ded the soap, and that was it, they were

| ooki ng at an outcome of inpetigo, and there was no
significant difference when there was no education
conmponent i ncl uded.

[Slide.]
So, the reduction in incidence of diarrhea

ranged from about 30 percent to 89 percent. The
medi an reduction is 53, and there was a simlar

reduction in range for other outcomes in the one
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study by Luby.

[Slide.]

So, what about the study design issues?
Well, nost studies prior to 2004 | acked formnal
random zation. It wasn't possible to nmask

participants or interviewers, of course, because
one group has the soap product, the other is a

control group.
Only two studi es used techniques to

control for clustering, and Steven nentioned that.
That is a huge issue because it can bias the
estimates, it can actually provide an overesti mate

of the reduction that is truly achieved.
Li m ted neasurenent on hygi ene and soap

use information.
There was varying definitions of synptons
and reporting across studies.

Al of these studies were conducted
outside the U S. in very high-risk popul ations, so

the reduction in estimates that we see are probably
much stronger than what we might see here in the
u. S

Very difficult to tease apart the effect
of the soap use fromthat of the hygi ene education,

and the only one study that had baseline didn't ask
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anyone to change their habits, and had them do the
sane thing, did not find a significant difference

bet ween t he groups.
[Slide.]

So, in general, there were consistent
reducti ons observed regardl ess of these varying
met hods, potential biases, and study popul ation

variability.
Plain soap in conjunction with the proper

hygi ene educati on does appear to be effective in
reduci ng diarrheal illness in high-risk
popul ations, and it is not as clear with other

i nfection, because there is not as nuch data to
have exam ned that.

[Slide.]
Now, what about antiseptic soap versus
pl ain soap? W found five studies, and they started

in 2002 and up to the nost recent in 2005. Mst of
these were the studies by Luby, and one study was
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by Larson, and the studies by Luby took place in
Paki stan, and the Larson study was here in the US

[Slide.]
So, for the conparison groups, two studies

| ooked at the relationship between the antiseptic
soap versus plain soap, so they had a placebo, so
there was blinding there.

Then, there is what Steven had spoken
about, antiseptic soap versus the plain soap and

al so a control group arm so there was three arns
to the study.
Three of these studies used fornal

random zation, and the soap forns were bars for
four of the studies, and one was the |iquid soap

containing triclosan.
There was an educational conponent in
three of the studies, and follow ng regular routine

in tw of the studies including the Larson study.
[Slide.]

There was various outcomes | ooked at:
di arrhea incidence/risk, inpetigo, pneunonia, and
sympt ons of infection.

[Slide.]
Measured soap use or handwashi ng was done

in four of the studies, and four masked
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participants and interviewers only again anongst
t he pl acebo groups.

Control ling for confounding was reported
in five of the studi es and bal ance on covari at es,

so these studies were definitely nuch nore rigorous
than the studies that we found on the soap alone in
general as far as controlling for numerous

confoundi ng factors, such as hygi ene habits.
[Slide.]

So, now, this is the reduction in diarrhea
incidence. We just pulled this because there was
two studies that both | ooked at this as an outcone.

So, for the Larson study, they reported a
10 percent reduction, but it was not statistically

significant, and in the Luby study, it was actually
hi gher when you conpare the incidence rates in the
anti bacterial group conpared to the control group.

None of these were statistically
significant. The Luby study al so was not designed
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or powered to nmake the conparisons between the
plain and the antinicrobial group

[Slide.]
So, this is a reduction in incidence of

the other synptons, and again there is no
statistically significant differences in these
ot her synptons of infections, such as cough, runny

nose, and inpetigo or skin infections.
[Slide.]

Then, when we | ook again at the
rel ati onship between the antiseptic soap versus the
control group, so there is nothing in this contro

group, which is an extrenmely high-risk popul ation
As you woul d expect, you see reductions sinilar to

the soap reductions in inpetigo and diarrhea in
these children in Pakistan.
[Slide.]

So, there is no statistically significant
differences for all infectious synptonms in the

antiseptic groups versus the plain soaps for the
three studi es that conpared these groups.

The anti septic soap versus control group,
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again, we saw the reduction in incidence that was
rangi ng from 29 percent to 50 percent, and was very

simlar to the reducti ons associated with the use
of plain soap

[Slide.]
So, as far as the study design
limtations, Steven went over sonme of them already,

again, the possibility of viral or parasitic
etiology and the fact that the children were in

very high-risk groups as far as infection.
The study design strengths are that al
the studies used techniques to control for

clustering, so at |least these studies were
controlling for the clustering issue using a

statistical nethod to control for that.
Al'l the studi es neasured basel i ne hygiene
informati on. One | ooked at these practices over

the duration of the study, and two did product
moni toring, so, for exanple, the Larson study

actual | y wei ghed the soap use and asked the people
about how nuch they were using.

Three studi es nasked partici pants and
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interviewers by use of a placebo, and there was
extensive foll owup for synptons.

[Slide.]
Ri ght now, as far as the conclusion from

the research that we have available, there is a
| ack of evidence that antiseptic soaps provide a
benefit beyond plain soap in the comunity setting

in both U S. and Pakistan. This was two areas
where it has been tested. That includes for

di arrhea, inpetigo, as well as other infectious
synpt ons.
When conpared to a control group, if you

conpare the antibacterial soaps to the contro
group, where there is no soap or hygi ene education,

antiseptic soap with hygi ene education is an
effective intervention for reducing inpetigo and
diarrheal illness in high-risk groups.

[Slide.]
So, what about the al cohol -based hand

sanitizers? Now, there were nine studies that net
the criteria for our research.
[Slide.]

There were various conpari son groups used,
so the mpjority of the studies | ooked at al coho

pl us an education intervention versus a contro
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group that received not hing.
Two studi es of al cohol plus education

versus a control group that at |east had educati on,
so they were somewhat conparable at baseline, and

then one study | ooked at al cohol versus contro
group that had nothing, and no educati on conponent.
Four of these were formally random zed,

two were cross-over studies, and there was vari ous
al cohol forns used, so the earliest study coined

the term"al cohol hand rinse." It is not clear
exactly what they were using, but it had 60 percent
i sopropyl al cohol

There was disinfectant in two studies,
foam as well as predom nantly instant hand

sanitizer.

[Slide.]

Now, the outconmes were simlar. They
| ooked at G illness, upper respiratory illness

Sone were nore specific, they | ooked for vira
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respiratory illness, and then synptons of
infection, as well as absence rel ated infections.

So, the individual woul d be asked, you know, why
was the child absent, and they woul d have to say

the child had either a G synptomor respiratory
illness, and that was the reason for absence.
[Slide.]

So, three neasured the al cohol use by
either supplies, and then one actually asked about

frequency of use, one asked about total hand
hygi ene practices, but, in general, these studies
are not inquiring about handwashing in addition to

the use of the al cohol -based product, and none
masked participants or interviewers except for one

study where they collected illness data fromthe
parents who were nmasked to which intervention the
children were in, so they didn't know whether their

school was in the intervention or control group
So, at least the reporting of the synptoms may be a

little bit less bhiased in this study.
Then, four studies controlled for

confoundi ng or reported bal ance on covari ates at
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basel i ne.

[Slide.]

So, these are the estimates for the
reduction in diarrheal illnesses, and so there was

three studies that had this as a specific outcone,
and you can see that the range of reduction is
pretty strong, and they were all statistically

significant reductions.
[Slide.]

This is respiratory infections, and this
is a bit different. You can see that there was
only one study that was statistically significant,

and the other three studies did not show a
significant reduction in respiratory illnesses.

[Slide.]
We then | ook at synptons of infection, so
this is various infections. It could be @d and

upper respiratory illnesses |unped into one sort of
a mxture for absence-related infections, for

exanpl e, and you can see the range here is |arger
[Slide.]

The reduction in diarrheal illness ranged
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froma48 percent to 71 percent, and these are
simlar to reductions associated with the use of

pl ai n soap
Most reductions in respiratory illness

were not statistically significant, ranged from 3
to 20 percent.
I nfecti ous synptons/absences ranged from?9

percent to 43 percent, and this isn't surprising
that we see this variability because of the way

that they were neasured were very different between
st udi es.
[Slide.]

What about the study design limtations?
Again, there is the issue of unknown

etiology for the synptomdefinitions. There is
only one study that actually did culturing of
infections and for viral infections. There is a

lot of variability in the definition of synptons
and reporting nethods in these studies.

They are not, on average, bal anced on
education intervention. There is a |lack of

consi stent nmeasurement of al cohol use and ot her
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hand hygi ene practices, and we don't know nuch
about soap use.

Again, it is difficult to enploy masking,
so, for exanple, the Sandora article, the nost

recent article in 2005, nentioned that, you know,
t hey had consi dered using a placebo, but for one
thing, it is difficult to fornulate a placebo that

woul d snel |l |ike al cohol and act |ike al cohol, and
secondly, they didn't feel that it was ethical to

do such a thing because they were asking people to
use this product at critical points, and using
sonet hing that had no efficacy woul d be unethical

Only one study controlled for clustering,
so that is the npbst recent study, the Sandora study

actually used statistical nmeasures to deal with the
clustering issue.
[Slide.]

So, al cohol -based hand sanitizers, in
conjunction with a hygi ene education, sem nar or

informati on, can effectively reduce diarrhea and
general infectious synptons in the comunity
setting.

As far as the question of al cohol alone,
it is difficult to say because of the way that the

studi es have been inbal anced in terns of the
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educat i on.
There is | ess evidence of effectiveness

for reducing upper respiratory infections.
[Slide.]

So, for the future research needs, there
needs to be an assessment of the effect of
anti septic soaps and al cohol - based hand sanitizers

in culture confirmed viral and bacterial infection
studies. So, this is inportant.

If the argument is that these antiseptic
products are not effective against the way that we
are collecting the data on the infection outcones,

then, we need to know exactly what organi sns they
are effective against and actually | ook at the

types of organisns.
The other issue is to assess the benefit
of al cohol -based hand sanitizers in groups with

simlar baseline | evels of hygiene education
One of the things |I am al so working on,
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too, is looking at the effect of education al one,
so the effect of education independent of all of

these other products as an intervention
VWhat | amfinding so far in our

prelimnary results is that we see about an average
of about 25 percent reduction, so in these studies
we are seeing about a nmedian of a 50 percent, so

what we want to do is try to nake conparisons
bet ween these different types of reductions.

So, there may be sone added benefit, but,
you know, are we overestimating the benefit, and we
want to know that.

There needs to be better control of
confounding in these intervention studies. There

needs to be a much | arger discussion on the
basel i ne conparability of the two intervention arns
at the outset of the study, for exanple, and the

use of the products at the begi nning.
We need anal ytical techniques that

acconmodate the clustered data. | nean this is an
i ssue for power in sanple size, for exanple. You

know, if they are doing these cluster random zed
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studies, that does reduce the ability to detect
di fferences between the intervention and contro

groups, and we al so need further household | eve
st udi es.

A lot of the studies have been conducted
in daycare centers and schools, for exanple. W
need further studies within the household | evel, so

we know what is happening at the community | evel
That's it. Thank you.

DR. WOOD: The next speaker is Stuart
Levy.
The Potential for Antibiotic/Biocide

Cross-resi stance
DR. LEVY: Thank you very nuch. Thank you

to the organi zers
I want to say at the outset that the firm
that was nentioned early on is Paracheck [ph]

Phar maceuticals, and we are not in the business of
maki ng anti bacterial consumer products, but | am

president of the Alliance for Prudent Use of
Anti bi otics, whose nmission is to see that

antibiotics retain their efficacy in the treatnent
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of human, aninmal, and agricultural disease.
[Slide.]

Anot her point. | have an issue, and those
of you that know ne know | have an issue. M issue

is not with the non-residue antibacterials, so
separate out al cohol, bleaches, and peroxides.
They do their job, they are gone, they don't | eave

resi dues.
So, | have another issue, and that is with

what | heard earlier, that one of the goals for a
consumer product that it persist, and persistence
is, tone, contrary to what | want, because | see

persi stence as | eading to resistance.
So, at the outset, that is really, if I

didn't say anything nore today, this is the nmessage
I want to give
[Slide.]

Resi st ance can cone to bioci des and
antibiotics by a nunber of neans. First, it can be

a target nutation. | will show you an exanple.
Anot her is through an efflux system a punp that

punps out antibiotics, biocides, organic solvents,
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you nane it, and they exist in all bacteria. They
are a real problemin pseudonmonas and sone of these

gram negatives, but they are also a problemin
gram positives.

Finally, there is this co-resistance, the
di fference being cross-resistance is the sane
mechani sm the punp, the target that will give you

resistance to the biocide and to the antibiotic.
Co-resi stance neans that they nove together, they

are linked on a plasnid or on a transposon
[Slide.]
The exanple of a target nutation is

triclosan, and historically, | mean | didn't know
what triclosan was when | was called by a consuner

who said, you know, there is triclosan in all these
products, in toys, and so forth, is that a probl en?
You have been preachi ng about prudent use of

antibiotics. This is an antibacteri al
So, after a few of these calls, | turned

to ny associate, Laura McMiurray, and | said, Laura,
maybe we should |l ook into this. So, what she did

was to find whether or not resistance was easily
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gotten to triclosan, which had a long literature,
we are tal king about decades, but not anything

really dealing with nechani smof action or
mechani sm of resi stance.

[Slide.]
So, she did a classic genetic experiment.
She put E. coli on a plate with triclosan and

i solated nutants easily, overnight, spontaneous,
and those nutants all were in a single gene, the

fabl, the fatty acid biosynthesis gene |I. They had
different nutations, and the nmutations correl ated
with a different fold in the resistance, or shal

we say, insensitivity to the drug, |ow, nedium and
hi gh.

Because the enzynme had been crystallized,
one could | ook and see that, in fact, these
mut ations could well be within, and were wi thin,

the substrate binding site.
[Slide.]

The other interesting feature was that the
fabl gene was a honol og or ortholog of an inportant

gene, a target for isoniazid in tuberculosis, and
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whil e there has been a di scussion as to whet her
inhAis or is not the target, | think, at |east |

hope, it is now agreed that there are two targets,
a catal ase and inhA, and, in fact, this is the

classic or shall we say the real target if you are
going to look at inhibition by an antibacteria
antibiotic.

There is this diazaborine, which Sandoz
was developing it, its target was fabl. W used it

to denonstrate that our nutants were al so resistant
to diazaborine. | would like to also say that at
| east two conpani es had decided that the fabl gene

was a good new target for an antibacterial or
antibiotic, | should say, and it turns out that the

mutants that we had isolated to triclosan were
resistant to these newer or shall we say not yet
| aunched, and probably not going to be | aunched,

new anti bi oti cs.
[Slide.]

What about the cross-resistance? |s inhA
or triclosan or, shall we say, fabl gene going to
gi ve you resistance to isoniazid?

Well, here is an experinment we published,
whi ch shows that if a nutant MI1, for instance, is

sel ected by triclosan, we see where the nutation
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is, and then we | ook and we see that it's 6-fold
nore resistant to triclosan and 8-fold nore

resistant to isoniazid.
This is in Mycobacterium smegmati s.

If you then go to a nutant that Bill
Jacobs isolated, the MC2651 that was selected in
isoniazid, it has a nutation, and we see that it

has 6-fold resistance to triclosan. Never saw
triclosan before, and a 22-fold resistance to

isoniazid. So, this is what we cal
cross-resi stance.
[Slide.]

There is another nechani sm across
resi stance which doesn't deal with the target, and

doesn't really have anything special about it
except that they are protein punps, they cone in
single protein varieties or three protein, a

tripeptide, that is, there is there an inner
menbrane, there is a periplasmc, and an outer
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menbrane, and these punps are very good at punping
out antibiotics where they were first discovered,

and now, nore recently, with biocides and ot her

agents.

[Slide.]

This is a punp, an E. coli, Klebsiella,
Ent erobacter, the Enterobacteriaceae. It was
originally described many years ago. It was an

acrogene, resistance gene, only later now
denonstrated to be any flux punp, acrAB.

We have been studying a regul atory gene
called mar, which, in fact, upregul ates the acrAB

gene. Now, this efflux gene can be upregul ated by
mutation in its pronotor, in its represser, or by

upregul ating these other outside regulators |ike
the mar A protein or the soxS protein.
So, there is a lot of ways to get this

ef flux punp up in the enterobacteriaceae, but it's
not just acrAB, there is an EF, there are many of

these nmultidrug efflux punps.
Wiy is it inportant? Because | ook at what

they do. They punmp out antibiotics, organic
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solvents, pine oils, bile salts, triclosan,
chl oroxyl enol. They don't care what they see, they

are going to protect their host, and they have to
think about it then, so are we worried? Wat are

we worried about?
We are worried because that nmeans that an
antibiotic can select this kind of nutant and make

it resistant to biocides that we may want to use to
protect nmultiple patients, or we could be using a

bi oci de which selects a nmutant, which nowis
resistant to antibiotics, and we are not talking
about just one, we are tal king about tetracyclines,

penicillins, fluoroquinolones, chloranpheni col
[Slide.]

An exanpl e of these kinds of biocide
resi stance, antibiotic resistance, efflux punps is
here. There are many others, but | included this

because of the real impact on Pseudonobnas
aerugi nosa, which is the basis for its multidrug

resi stance, the principal basis for its resistance
to all drugs, making it one of the npst inportant

and difficult pathogens to treat in our hospita
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today, we have Pseudonobnas, we have Aci nobacter
and we have Stenotrophononas.

Al'l of these have these punps that punp
out antibiotics, and it turns out they pump out

bi ocides. They do it the sane way | showed you
with E. coli. Either the punp is already
upregul ated, or a regulator of a punp gets nutated,

or an outside regulator punps it up like the mar.
So, these exanples are out there, but they

are dealing with inportant pathogens, also
pat hogens that are opportunistic and pat hogens
which really would call comensals. | nean a

Pseudononas aerugi nosa for anyone else is usually
not a problem so if it's in the household or if

it's in the wake of a use of this, you can really
i magi ne and see how these kinds of resistant
mut ants can be sel ected.

[Slide.]
What about co-resistance? And there are

| ots of exanples of these. There are plasnids
whi ch are outside of the chronbsone, which are

uni que and they replicate by thensel ves, and they
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carry genes which are supplenental to the host.
In the early days, these plasnids

cont ai ned genes, sone of which we don't even know
about, sone have to do with toxin production, we

are not quite sure why they held on, but we now
know about them because they have resistance to
antibiotics, and they have been picked up actually

over the past four or five decades, probably five
or six decades of antibiotic use.

What is of interest is that one of the
ways that these plasm ds accunul ate resistance gene
is by an intricate and actually el egant genetic

mechani sm which we call an integron discovered by
Ruth Hall, and this is alnmost, and for ny mind

look at it like a venus fly trap, sonething goes
around, there is a gene for resistance, and it kind
of sucks it into the chronobsone or into the

pl asm d, and now you have two genes for resistance,
then three genes, and interestingly enough, one of

the fundamental early genes for resistance was
their resistance to quaternary anmoni um conpounds,

the so-called QAC efflux punps that are present in
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st aphyl ococcal pl asm ds.
[Slide.]

Here is an exanple from Dr. Sidhu where he
shows the bl aZ gene there, beta-|actamse genes

associ ated on the same transposon, on the sane
plasm d as resistance to quaternary ammoni um
compounds.

So, what do you use? |Is a Qac going to
select for the plasmd or is it going to be a

bet a-l actamase, or is going to be another
antibiotic, because these integrons can have five,
six, seven different antibiotics, and they are al

going to be selected at the sane tine.
We are tal ki ng about popul ati on dynanics.

We are tal king about selection. W are talking
about inability to use the antibiotic or the
biocide. | amnot saying that there is not a place

for biocides, but what | amgoing to say is that I
don't see that they are needed in the consuner

product .
[Slide.]

We al so have | earned, and are stil
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85
| earning, lessons fromantibiotics. W have
| earned how we have m sused them W have al so

| ear ned how bacteria cone back to tell us how we
m sused t hem

I remnd ny students that bacteria are not
going to be destroyed. They have been here, they
have seen di nosaurs conme and go, and they will be

happy to see us cone and go, they are not going to
| eave.

So, any attenpt to try to sterilize our
honme is fraught with failure, and so what we are
seeing is evolution in action, because we start out

with a bug which has decreased susceptibility to a
drug, and it still is susceptible, but it is not

quite as susceptible, but eventually becones
resistant to that drug.
In the clinical world, we have nany

i nstances, but sone of the nost rel evant recently
are penicillin-resistant Strep pneunp, which get

their resistances by picking up pieces of the
penicillin binding proteins fromother bacteria in

the oropharynx, the Strep midas, the Strep
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viridans, which are intrinsically resistant.
So, they accumulate them They start out

with twice the MC, but we can still treat them
until they get to high level, and what is the high

level? A totally nosaic penicillin binding
protein, which is not a target for penicillin.
Fl uor oqui nol one resi stance. Wen

fl uor oqui nol ones cane out, you can't get a nutant.
We put it in the |aboratory. Interesting

phenonmenon. You can't get it in the |aboratory,
but we certainly have it out in nature. W have it
inour clinics, and it is multiple nutations in the

target gene and in efflux punps. Gadually, over
time, like TB, but we never expected it in

something like an E. coli, and we see that in all
t he ent erobacteri aceae.
The | ast one, of course, is the

vanconyci n- resistant Staph aureus, which began by
becom ng chromosomal |y resistant, |ower |evel,

intermediate, still cause sonme failures in
treatnent until it acquired the vanconycin

resi stance transposon on a plasmd fromthe
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ent er ococcus.
[Slide.]

So, this early sign of decreased
susceptibility, to ne, is a worrisone sign. That

tells me that | amstarting these bacteria on the
road to full resistance. This is a study that we
did with Allison, Elaine Larson, and others,

| ooking at the effect with or without antibacteria
hand soaps on the m crobi ol ogy of the skin flora.

No statistical difference seen, so start
right out. W saw trends, but no statistica
significance, but what we did see was in the hone,

on the hands, a disconcerting finding that there
were Staph aureus, Staph capitis, and other staphs

that had eschewed their susceptibility profiles up
to the 2 and 4, and there have been reports from
Mol Iy Schmidt and others that show that staph is

there, it's nmoving, nore popul ations of staph are
becom ng | ess susceptible, do we know what it neans

by resistance? It may be that the biocide wouldn't
wor k agai nst these. These studies have not been
done.

[Slide.]
Look at Klebsiella, a problem a big

problemin our hospitals, and we would | ove to be
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able to say that we can keep control by using
sonmething like triclosan or other antiseptic or

anti bacterial of this type surface in the

hospitals, but |ook, we had a Klebsiella that was

growing in 32 mcrograns/m of triclosan
That, to ne is not tolerance, that is

resi stance, and we are seeing this eschewance,

|l ong as we see this happening, that's a sign that

full-fledged resistance is on the way.
[Slide.]

This is a paper presented by Fred

CGol dstein | ast year, unexplained, but | think it's

important. He |ooked at glycopeptides. This is

vanconycin internedi ate Staph aureus, so-called
G SA strains. That is that internediate strain
before it devel oped and actually acquired the

ent erococcal vancomnycin resistance transposon

Looked at 45 of these strains, 24 just
met hicillin-resistant staph, 28 MSSA. More than 84
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percent of the French @ SA stains had a triclosan
MC of 0.5 to 2 mcrograns, about 100-fold higher

t han nost MRSA or NMSSA. For 3 SA and ot her MRSA
but not MSA, a 2- to 4-fold MC increase has been

observed for benzal koniumchloride, 2 to 8 for
chl orhexi dine, and 6 to 4 for hexachl orophene.
I don't know what it neans. | amjust

saying that these are the kinds of bacterial
strains that they are facing in French hospitals.

How did that arrive at? Could be vanconycin, could
be the antibacterials, but we have either co- or
cross-resistance in these organisns, and it is

trying to tell us a lesson, that we should be
cautious and we shoul d be concerned, because if, in

fact, we are trying to control a GSAin a
hospital, we may well want to use triclosan or a

QAC.

[Slide.]
A study done in Japan a nunber of years

ago was sonewhat telling to ne, and | have
mentioned it, because they took an MRSA, and it

began with a susceptibility M C benzal koni um
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chloride of 5, and they just raised and picked
mutants at 10, and | ooked at the dramatic change in

the susceptibility to the penicillins.
The oxacillin goes from16 to 512, clox

from0.5 to 256. Unfortunately, the investigators
didn't ook at the mechanism but it does indicate
that you can get, in the selection process, and it

is in the | aboratory, cross- or co-resistance to
very val uabl e antibiotics along with a decreased

susceptibility to a biocide.
I will say if you can do that in
| aboratory, it can be done in nature. W had

troubl e getting fluoroquinol one resistance in the
| aboratory, we have no problem seeing it out there.

It is a question of volunme and tine.
[Slide.]
Here i s anot her benzal koni um chl ori de

story, and this is with E. coli, and the circles in
red are those in which the organi smhad been

adapted to growing in 150 mcrograns/m of
benzal koni um chl ori de, and you saw cross- or

co-resistance to penicillin, the fluoroquinol one,
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chl oranpheni col, tetracycline. They do exist.
[Slide.]

So, in our study, we asked the question
If you are using an antibacterial soap or a plain

soap, do you have nore resistance, |ess resistance,
the same amount? The answer is the same. You see
the dark bar is higher for antibacterial, but it is

not statistical.
So, soneone will say, "Well, there you go

After a year of use, there is not a problem"”
Well, the problemis that, one, the hones
had a | ot of antibiotic resistance, and where did

that come from so we are starting at a high | evel
and, two, we learned fromantibiotics it doesn't

happen in a year, it can take much |onger, but what
we are seeing in the |aboratory, what we are seeing
out there in the clinic, the co- and

cross-resi stance should tell us that we need to be
careful how we use these drugs.

[Slide.]
So, it conmes back to the sane story. |If
use penicillin and | use Staph aureus as an
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exanpl e, penicillin was used.

[Slide.]

There were penicillinases out there, they
were selected. Methicillin was invented, what
happened? Bugs cane up with methicillin

resi stance, which was, in fact, a transposable
el ement .

Then, MRSA, we began to treat with
vanconycin. W got the internediate, the G SA

strains, like |I showed you, the @ SA strains, and
with time, VRSA. Now, what is going to stop that
phenomenon occurring if one continues the volune of

use of biocides in the consuner market? Vol unes,
vol unes.

[Slide.]
So, anyone asks ne what is the problem
with antibiotic resistance today? Dr. Levy, does

it come frombiocides? | say no, it comes from
m suse of antibiotics, but I don't like this

mounting increase of co-selectors of antibiotic
resistance and the resistance to agents that we

have a place for in the healthcare market by the
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vol unmes of use in hones casually used by consuners,
and we | earned today it makes a big difference how

you use them and | can tell you, in our |ook, you
know, if it's a 3- or 4-second wash, that's fine,

and they are left there as a residue, because as
sai d before, | am concerned about the persisters.
[Slide.]

So, this is the today. | amhappy if we
can keep it this way. | don't want a tonorrow. By

that, | nean where biocides are equal or prom nent
contributors to the drug resistance problem and
fromny perspective, with the studies we have done

and what | have seen from other |aboratories, |
think this is a concern we shoul d consi der

Thank you.
DR. WOOD: Thanks to all the speakers. W
are right on time, so let's take a brief break and

be back ready to start at 9:45
[ Break. ]

DR. WOOD: Let's get started. Go ahead.
Secondary Routes of Exposure to Biocides

DR. HALDEN: Good norning. M nane is

file:///Z|/Storage/1020NONP.TXT (93 of 386) [11/3/2005 12:25:28 PM]



file///Z)/Storage/ 1T020NONP.TXT

Rol f Hal den.
[Slide.]

I amgoing to tal k about secondary routes
of exposure to biocides.

[Slide.]
Before | get started, | would like to give
you sone background information

[Slide.]
In ternms of environmental health, we study

contami nants that are potentially toxic, that are
produced in |l arge quantities, that are
environnmental |y persistent, and we know that hunans

actual ly get exposed to these chenical s.
Sonetimes these chemicals are al so

difficult to detect. Any of these characteristics
here makes for an environnental contam nant that
deserves our attention.

[Slide.]
If we | ook at the chemi cals that are under

revi ew today here, we can single out maybe two out
of the six that partly fit the picture here of

potentially being problematic. These are triclosan
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and triclocarban. Anything | say today here will
relate only to these chemicals. | don't want you

to extrapolate fromny talk to the other chemcals
that are under consideration here.

Triclosan and tricl ocarban were introduced
to the market in 1964 and 1957. They canme fromthe
hay days of making aromatic conmpounds, putting

chl orines on, and using them as pesti ci des.
W had DDT. W nmade PCBs in those tines.

A |l ot of these chenicals have been banned now.
However, we still use triclosan and tricl ocarban
Way are we potentially concerned about these

chemi cal s?
Well, to start off, they have aromatic

rings, which sonetinmes are difficult to degrade,
particularly if the hydrogens are replaced with
chl orine atons, which we have three incidences here

in both triclosan and tricl ocar ban
These chemi cals, they don't |ike water.

They don't like to swm Wenever they get an
opportunity to | eave the water, they will do so,

and they really like fat, and unfortunately, we are
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fat, so if they have a choice, they will |eave the
wat er and come to us, and then they stay with us.

So, if we have a glass of water containing
1 nol ecule of triclocarban, for exanple, we can

expect if there is a fat phase right next to it in
this free exchange, that we find 100, 000 nol ecul es
of triclocarban in that fat phase

[Slide.]
I got interested in triclocarban about

three years ago. | was doing a literature search
and found that both chem cals are used and produced
at the sane rate, and when | | ooked at the

literature, this is what | found.
Essentially, every three days | have to

read a paper on triclosan, but if | want to be
lazy, | can just study triclocarban and sit back
and, you know, watch the sun go down, because there

is no publications on triclocarban despite the fact
that it has been produced | onger than triclosan

[Slide.]
Let's take a look at triclosan first. W

know much nore about it, so | think it is fair to
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cover this first. The life kind of cycle of
triclosan, when we nake triclosan, we produce

dioxin, 2, 3, 7, 8-hydroxldi benzoparadoxins. It's
a human carcinogen. It is produced in very snal

quantities, but triclosan is a precursor of dioxin.
When triclosan is in water, present in
water, and illumnated with light, it can form

2-chl or odi benzoparadi oxin. Triclosan is persistent
because it is a chlorinated aromatic, it's a

bi nucl ear aromati ¢ conmpound. W have heard about
cross-resistance to antibiotics, so there is firm
data assuring us that this can happen. How

inportant it is, | leave this to the experts.
Chl ori nated aromati cs do bi oaccunul at e.

There is many exanples, and triclosan is not an
exception here, so there is no surprise this
cheni cal has been detected in fish, for example.

There is specul ation that triclosan m ght
function as an endocrine disruptor. There is

really no firmdata on this. There is one paper
that explored this in alittle nore detail, but |
don't think we have answered this sufficiently.

Soneti mes peopl e ask when they chlorinated
aromatics, are these carcinogenic, nutagenic,

t erat ogeni ¢ conpounds, and for triclosan, we have
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to say that the chenmical itself probably is not,
but possibly, you know, some of the inpurities, for

exanpl e, di oxin.
[Slide.]

Let's take a look at triclocarban. Mich
|l ess is known about this chemcal. It is
concei vabl e that when you make tricl ocarban, you

use as a precursor chemcals that | ook like the
chl oroanilines. There are known ani mal nutagens

and known ani nal carci nogens.
When tricl ocarban degrades, we know t hat
the major netabolites are al so nmonochl oral and

di chl oroani li nes. Again, these are known ani nal
mut agens and car ci nogens, and probabl e human

carcinogens. Triclocarban is persistent. This was
established fairly recently.
Tricl ocarban, can it cause

cross-resistance to antibiotics? | haven't seen
any studies; if you have any, please let nme know.
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Since it is structurally related to triclosan,
maybe it has sinilar effects.

Bi oaccumul ation, again, very little data,
the data is just being produced right now because

we start to | ook at the environnmental fate of the
triclocarban. Endocrine disruption, again, we have
no informati on on this.

Is there a |ink between carcinogens or
bet ween triclocarban and cancer and mnutations?

There is a conceivable |ink because of the
structural disintegration of triclocarban to the
known mut agens and car ci nogens.

[Slide.]
Again, since there is no information on

the environmental fate of these chemcals, we did
sonme quantitative structure, activity relationship
anal yses suggesting that the half-life of both

triclosan and triclocarban is very short in air,
somewhat | onger with two nonths in water, and

fairly long in soil and particularly sedinent.
Sedi nment is the nmuck underneath the water

columm and surface water, and your water resources,
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so we see that the half-life can be as |long as one

and a half years estimated from these nodels.

[Slide.]

I would Iike to nove on now to exposure
assessnent.

[Slide.]

Qovi ously, whenever a chemical is

introduced, we test it and we make sure that it is
safe, and we use our best estimate as to what the

route of exposure is and then study that in depth.
So, for exanple, for personal care
products that are | abel ed topical antiseptics, we

study whet her they absorb through the skin. W
don't study, you know, what happens if you eat

|l arge quantities of them for exanple, because
nobody is expected to eat the soap bar
But we can acknow edge that there are

ot her routes of exposure other than the one that we
intend. So, in my talk further on, I would like to

make the point that there is a potential route for
the migration of triclocarban in the secondary
route of exposure through the food chain.

This starts by when we are done with using
the soap, it is disposed of into wastewater. The

wastewater is treated in wastewater treatnent
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pl ants. W have nore than 18,000 in the country,
and they make a |l ot of sludge.

It turns out that triclocarban accunul at es
in sludge because it doesn't like to swm as |

mentioned. |If it doesn't find fat, it goes into
the sludge. The sludge is being applied on soi
partially, and on the soil we have either aninmals

grazing or we have crops eventually grown, so there
is a potential link to the food chain, and then

obviously, this would [ ead to ingestion.
[Slide.]
Are there any firmdata on this hypothesis

or speculation at this point?
[Slide.]

Let's take a | ook, biocides in aquatic
environnments. Again, due to the drought of papers,
we published a paper |ast year, and it turns out to

be the first paper exam ning the environmental fate
of triclocarban. | think this is unprecedented for
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a chem cal that has been used for 50 years as a
hi gh- producti on vol une cheni cal, nobody has ever

bot hered to | ook what happens to it in the
envi ronment .

[Slide.]
So, we put out this paper, and
essentially, we just showed, hey, if you are

interested, use this nmethod and you can find this
chemical. W used it and just took sone water

sanpl es along six urban streans in the Baltinore
area, and we found the chem cal in each stream we
exam ned, not in every sanple, but certainly in

every stream we | ooked at, and the concentrations
ranged fromthe high nanogram per liter range to

bel ow the detection limt.

[Slide.]

What you see here to the very right is raw

sewage as a conparison entering the wastewater
treatment plant locally, and these are

concentrations of triclocarban in Gwnns Run, a

hi ghly contam nated streamthat is inpacted by

| eaki ng sewer lines, so there is raw sewage fl ow ng
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into the stream (bviously, this is a worst case
scenario, and you shouldn't extrapolate fromthese

data to anbient levels you would see typically in
t he environnent.

[Slide.]
A fascinating observation that we nade
when we | ooked at both triclosan and tricl ocar ban

is that they are co-occurring, and | think if you
| ook at the structure | nmake that point, only you

have 2 benzene rings, you have got 3 chlorines,
they look very simlar, so maybe it is not as
surprising that they behave simlarly, too, and

since they are produced al nost at identica
quantities, you can cone up with this correlation,

and essentially, if you can measure one chenical,
which is triclosan, then, you can cal cul ate what
the approxi nate concentration of triclocarban is.

[Slide.]
We did this and published anot her paper

where we suggest that about 60 percent of U S.
wat er resources have detectable quantities of
tricl ocarban.

[Slide.]
We arrived at this prediction by using a

dataset fromthe United States Geol ogi cal Survey
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that had | ooked for 95 different chemicals in
streams, in 139 streans nationwi de. Unfortunately,

they did not consider triclocarban, but we used the
detections of triclosan and applied our nodel to

then predict what we think are likely
concentrations to have been present at that tine in
those strearns.

[Slide.]
Here is a map showi ng that essentially, we

have conpl ete coverage of the United States, and
there is a nunber of |ocations where concentrations
exceed 100 and 1,000 nanograns/liter, so we are

then in parts per billion range.
[Slide.]

Qoviously, this is just a prediction. W
are working right nowto either confirmor not the
hypot hesi s that the chemical occurs, and we have a

| arge sampling network across the United States,
and have sone initial data generated by one of ny
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graduat e students.
[Slide.]

The initial data were com ng from nine
states fromacross the United States. Again, we

predicted that triclocarban is present in 60
percent of the U S. water resources.
Experimental ly, we deternined so far that 56

percent of the stream sanpl es taken upstream of
wast ewat er treatnent plants have detectable |evels

of triclocarban.
If you | ook downstream where the water has
been di scharged, you find it in every sanple you

|l ook at so far. The concentrations are | ower than
the ones we predicted. This is not a surprise. The

USGS, when they went out first and | ooked for 95
chemicals, they had in mnd that, you know,
hopefully, they would find something, otherw se it

woul d be hard to justify expending all this noney.
So, they went to the | ocations where they expected

streans to be susceptible to contam nation
Therefore, what we see in the USGS data
are kind of worst-case scenari os.

[Slide.]
So, again, we find the chemcal in nost of

the sanmpl es, and concentrations are low. If you
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take a look at the units here, we are talking
nanograns per liter, parts per trillion. These are

really levels that a few years back, we didn't
thi nk about and we coul dn't mneasure.

[Slide.]
As opposed to the aquatic environnent,
let's take a | ook at the terrestrial environment,

and take a | ook at concentrations there. | think
you will be surprised to see what we have there

[Slide.]
This is an image here of a typical U S.
wast ewat er treatment plant.

This particular plant processes 180
mllion gallons of sewage a day. It does so day-in

day-out, and serves 1.3 mllion people. It is
| ocated on the East Coast. If you don't know how a
wast ewat er treatnent works, here is a crash course

in 15 seconds.
[Slide.]

The water goes through a screen. It hits
a primary clarifier. Sone of the solids are |ost,
and the water flows into kind of a whirl pool of

m croorgani sm where you blow in air. Sonme of the
contam nants are degraded, and then you settle out

the sludge, and the water is sonetinmes chlorinated,
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as in this plant, filtered, and then discharged
back into the stream

This is a good thing. W need to recycle
water, we don't get a new nol ecule, we have to use

what we have got. It's all re-used, so there is no
i ssue with that.
We al so produce quite a bit of sludge in

the process. The sludge fromthis plant here is
bei ng digested for an approxi mate period of three

weeks anaerobically, so we have an aerobic
treatment process and an anaerobic treatnent
process.

Then, we have what we call biosolids if we
dewater it. It can be Class B, so with quite a few

pat hogens, or Class A a little cleaner.
[Slide.]
We took an unusual approach of doing a

mass bal ance. If you look at the literature right
now for triclosan, you will find a |lot of papers

showi ng you this type of data. There is raw sewage
comng into the plant. You have concentrations |ess
than 10 parts per billion.

If you look at the effluent, it is |less
than 1 part per billion. The plant does a

wonderful job, it is great, and you often read that
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this is due to biodegradation, but it is due to the
absorption of the chemical to particles because it

doesn't like to swm
[Slide.]

If you |l ook at the concentrations of
sludge, and this is a sem-log plot, so what you
see is that the concentrations are 3 to 4 orders of

magni t ude hi gher in the biosolids.
So, here we have digested sludge, which is

muni ci pal sludge, and now we are talking
concentrations of mlligranms per kilogram This is
actually 6 orders of magnitude higher than the

nanograns per liter that | showed you previously.
[Slide.]

Let's take a | ook at what really happens
to these chemicals. If we track the nass coming in
and track the nass going out in liquid and going

out in the solids, assum ng that nothing
volatilizes, we can do a mass bal ance on this.

[Slide.]
The red piece of the pie is the fraction
that we believe is not degraded. | have to tel

you, unfortunately, that these data are very
conservative. These are estimtes we published

| ast year at the ACS neeting. In the nmeantime, we
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have submitted manuscripts showi ng that the
fraction of TCS and TCC, which is triclosan and

triclocarban, are really greater. So, less than a
hal f of the chem cal is being durated in the plant.

So, the life is not over when this
chem cal has entered the wastewater and went
through the wastewater treatnment plant.

Let's see what is next.
[Slide.]

In the United States, we can't dunp sewage
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into the ocean anynore. The decision was nade that
it's not a good practice, so we have to do

something else with it. Sone of it is incinerated,
some is landfilled. A lot of it goes back to

agriculture
This not new news, it has been done for
thousands of years. It is good practice, it has

lots of nutrients in there. There is also other
things in there, including triclosan and

tricl ocarban.
What is happening in the wastewater
treatnment process is astonishingly, that you have a

huge vol ume. Again, we are talking in nillions of
gallons of liter, very dilute concentration, and a

|l ot of interest.
It all gets conpartnentalized and
accunul ates to 6 orders of higher concentrations in

this biosolids or municipal sludge conpartnent.
Once we have conpacted it and brought it

into this conpartnent, then, we take this
conpartment and spread it out on agricultural |and.

It's land where the cows graze and it is where we
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rai se our crops.
| read in a reassessnent by the industry

that Cass B biosolids are not applied on soils or
that the crops produced are not consuned by humans.

This is incorrect, and | will be happy to provide
further information |l ater on
[Slide.]

So, what we observed here is that the
bi oci des have a quite long lifetine, and they

transfer fromthe water back into the sludge, and
then into the soils. The plants, they renove, but
they do not degrade the chemcal. These are

wast ewat er treatnment plants.
The biocides are transferred to the sludge

and concentrations are 5 to 6 orders of nagnitude
hi gher. W did another prediction. Again, we
predicted first that we have this chenical across

the United States. People said it's probably not
true. We have denpnstrated now that this is true.

Fromthe plant, we calcul ated the average
usage of mass per person, extrapolated to the

United States, and made a crude estimate, and this
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is just what it is, a crude estimte of where these
chemi cal s end up.

We estimate that 150, 000 pounds of
triclosan and 175, 000 pounds of triclocarban are

applied every year in sludge on agricultural fields
used for either grazing or crop production.
Nei t her of these pesticides is approved or

tested for agricultural use. They are both | abel ed
pesticides, they are EPA registered as pesticides,

but not for agricultural use. Nobody is |ooking
for these chem cals right nowin food
Let's take a | ook at what happens in food.

[Slide.]
We had the nethods. W began to study

whet her these chemicals are present in the food.
[Slide.]
First, | would like to nake a point here.

We can study a lot of things, and we can neasure a
lot of chemicals in the environnent. Otentimes it

means not hi ng, because if sonething is there, l|ike
a heavy netal or sonething, unless you take it in,

you get exposed, it's conpletely meaningless. The
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chem cal can be there, it doesn't nmake a

difference. Don't be scared by chenmistry. W are

made up of chem stry.
The point here is that if there is

sonething that is not good for you, and it gets to

you, that's not good, and that's the stuff that we

try to figure out in Public Health.

So, the question | am asking here, are
peopl e getting exposed unintentionally to these

types of chenical s.

[Slide.]

In the literature, there is a rare account

of two infant deaths. They were due to overdosi ng

of disinfectant in a laundry in a hospital. The
di si nfectant used was nade up primarily of

chl orophenol s, and these have agai n been renoved
fromthe market primarily.

[Slide.]

The chem cal al so contained or the m xture

al so contai ned 4 percent of triclocarban, so

whet her these deaths are linked to triclocarban or

not cannot be said for sure, however, we do know
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that triclocarban causes disease in humans. It
causes net henogl obi nem a, better known as the bl ue

baby syndrome, so it's an inability of carrying
oxygen.

So, there have been nultiple cases, not
only in the US., but also in Europe, and they
forced the Committee on Drugs, in 1971, to publish

the follow ng recommendati on, saying that clinica
j udgrment woul d dictate avoiding even the nost

i nnocent - appeari ng substances in the nursery unti
data on toxicity are avail able.
| do believe that we still don't have the

data that was asked for in 1971, and | encourage
the fundi ng agencies to make funds available to

i ndependent parties to conduct just this research
to find out what these chenicals do
[Slide.]

Human exposure to environmental |y
persi stent biocides. W conclude that triclosan is

detectable in drinking water resources.
Triclocarban was detected by us in fruit juice, we

have a study comi ng out. Triclosan has been
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detected in fish. There is nultiple reports by
ot her | aboratories.

There is one study of triclosan in breast
ml k. Again, this is the bioaccumnul ati on process of

once it's in fat, it doesn't leave it, and breast
m | k obvi ously has a high percentage of fat, about
4 percent, and we have made ot her detections of

triclosan in breast mlk.
Triclosan and triclocarban are detectable

in human bl ood. The World WIldlife Fund has done a
study, and we al so have sonme data on tricl ocarban
Finally, triclosan can be detected in

human urine. What does that nean? It nean that we
take it in constantly, and we al so excrete it

constantly. This is not the issue of
bi oaccunul ation. This is that there is so nuch
goi ng around that we actually excrete it again.

The CDC, the Centers for Disease Contro
and Prevention at Atlanta has now begun to

routinely screen urine and blood for the presence
of triclosan and also triclocarban, and they found

that 24 out of 30 people, representing the genera
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popul ati on, had detectabl e concentrations of
triclosan in their urine.

[Slide.]
In sunmary, | think fromthe data | have

presented today, it is evident that both triclosan
and triclocarban, but not all the other, you know,
bi oci des we di scussed today, persist in the

environment, that they are produced faster than
they degrade, so what we are facing here is an

unsust ai nabl e usage.
They cont am nate sludge, a potentially
val uabl e resource that has been used for many

centuries or millennia as a fertilizer.
It contam nates the food supply. It

bi oaccunmul ates in fish, biota, and al so in us,
because it's detectable in human bl ood, mlk, and
uri ne.

Since it contam nates soil and aquatic
sedinments, | think we should take a cl oser | ook at

the ecology of this. W heard before about
nm croorgani sms, the chances of devel opnent of

antimcrobial resistance. Sonebody said it's a
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matter of size, and, you know, you wait |ong enough
and you give it enough chances, eventually, it wll

happen.
VWhat we are doing right now with the

recycling of the sludge or the application of the
muni ci pal sludge is that we have a | ot of pathogens
in one place because we took themall out of the

water, and then we take all the disinfectants out
of the water, and we put themall in one plate and

| et themincubate.
We do this on a scale of 12.5 billion dry
pounds of sludge per year. This is happening right

now, and this is a big incubator that is being set
up right now. Nobody is |looking into whether this

has any effect.
I think I gave you sone evi dence of
potential or known risks that we need to consider

when we judge the benefits and potential risks of
t hese chemi cal s.

Thank you.
DR. WOOD: Thank you.
Let's nmove on to M ke Hartman

EPA Regul atory Process for Antimcrobials
MR, HARTMAN:. Good norning and thank you

for giving ne the opportunity to speak to you today
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about EPA' s regul atory processes around pesti ci des.
I amnot sure if | amthe only one that is

hearing the radio.
DR. WOOD: Sorry, | looked into that.

Apparently, according to the sound guy we are |ess
than a nile froma radio station, and for that
reason we are picking up the ads that are being

beaned to us right now.
MR HARTMAN: | amglad | wasn't the only

one.
Again, ny name is Mke Hartman. | am one
of the managers in the Antimcrobials Programin

the O fice of Pesticide Prograns in the
Envi ronnmental Protection Agency, and | amgoing to

talk to you today and give you a brief overview
about the regulatory framework for the regul ation
of biocides in terns of their pesticidal uses.

[Slide.]
Agai n, the goals of our programare to
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protect human health and the environnent from
potential pesticide risks, while at the sanme tine

ensuring that pesticide users have access to the
appropriate tools they need in order to do their

wor K.
[Slide.]
The main statutes that govern our program

start with the Federal |nsecticide, Fungicide and
Rodenti ci de Act, which was nost recently amended in

1988, FIFRA. This statute provides the nain
regul atory framework for all of the pesticide
prograns.

The Food Quality Protection Act of 1996,
whi ch radically inpacted several aspects of the

regul ation of pesticides in the United States. The
Federal Food, Drug and Cosnetic Act in terns of our
setting of tolerances, and nost recently, in 2004,

the Pesticide Registration |Inprovenent Act, or
PRI A, which generally has inpacts only in terms of

schedul i ng, and those sorts of things.
[Slide.]

In its broadest sense, our regulatory
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framework includes three nmain prograns: the
Regi stration Program the Reregistration Program

and what we are calling the Registration Review
Program | will briefly describe each of those and

how t hey work toget her.
[Slide.]
The Registration Programis the programin

EPA which is the gateway to the narketplace for
pesticides. Essentially, what we do in this program

is to grant |licenses which are necessary in order
to use a pesticide in the United States.
These |icenses can be granted under a

nunber of circunstances, prinmarily for new active
i ngredi ents that have been devel oped as pesti ci des,

for new uses of existing active ingredients, new
products, and also for changing the way a product
is used or anendi ng a product.

In this program our goal is to ensure
that all new pesticides and new use patterns for

exi sting pesticides do not pose a risk or concern
to human health or the environnent.
[Slide.]

The Pesticide Reregistration Programis a
program we have in place at EPA, which ensures that

ol der pesticides neet the current environmental and
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saf ety standards.
The scope of this programincludes al

active ingredient pesticides that were registered
prior to 1984. The goal in this case is to

mtigate risks of concern for existing pesticides
wi t hout di srupting unnecessarily agriculture,
public health, or other vital uses.

[Slide.]
Finally, Registration Review is a program

which is just comng out of its infancy. Wat it
will provide is a 15-year review cycle for al
pesticides, and the inplenentation for this new

programis projected to begin in 2007.
[Slide.]

The general process in ternms of how we
review pesticides is basically the sane for any of
these prograns. W go through a data collection

phase. Once we have coll ected and anal yzed the
data, we conduct a risk assessnent.

Once we have a risk assessment and
understand the nature of the risk, we go through a
ri sk managenent phase, and finally, ultimtely,

maki ng a regul atory deci sion whether that is
granting a new registration or changing the

exi sting registrations.
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[Slide.]
In ternms of data, EPA has pretty broad

authority under FIFRA to require data to support a
registration. These data can include things like

toxicity of the conpound, product and residue
chemi stry data, data on ecol ogical effects,
environnmental fate, exposure, and al so efficacy,

and this is efficacy in terns of whether or not the
pesticide is killing what it is claiming to kill.

Al so, it's standard practice in the
agency, in dealing with pesticide reviews, we al so
will do literature searches of peer-reviewed data

that is available, and take that into consideration
when we do our risk assessnents.

[Slide.]

In ternms of risk assessments, under the
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FI FRA framework, we have to consider a w de range
of risks including risks resulting fromresidues in

food, from occupational risks of actually handling
and using the pesticides themnsel ves.

I npacts on water resources, exposures in
the residential setting, inpacts on non-target
terrestrial and aquatic organi sms, and also, as a

subset of that, we also have to | ook at endangered
speci es.

The acceptable risk standard in nost cases
in the FIFRA framework is what is known as
"unreasonabl e adverse effects." Essentially, what

that neans is that it is a risk-benefit weighing
that is necessary under the FIFRA franework

[Slide.]
In 1996, as | nentioned earlier, FQPA was
passed and it did have sonme trenendous inpacts on

the way we regul ate pesticides. First and
forempst, it introduced a new safety standard, the

"reasonabl e certainty of no harnt standard.
Essentially, what that neans is that we no | onger

have the risk-benefit weighing for certain use
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patterns and certain exposure scenarios, prinmarily
those dealing with the exposure to food, drinking

water, or in residential settings.
Al so, when FQPA was passed, we had to

start doing sone new types of risk assessnments, as
well. Now, we are required to do an aggregate
exposure assessment. Essentially, what that neans

in our lexicon is that you have to look at all of
the potential routes of exposure fromparticul ar

pesticide primarily in ternms of residues in food,
residues in drinking water or in residential uses
if they have them fromthe pesticide use.

We al so have to | ook at cunul ative effects
of pesticides. Wat this neans is if we identify

several pesticides that have a common nechani sm of
toxicity, we have to consider the potential for
exposure to those various pesticides and do a

curmul ative risk assessnent for those.
The Act also required us to pay specia

attention in terns of the effects or potenti al
effects or susceptibility to infants and children,

and al so requires us to undergo an endocri ne
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effects program | note on this slide that that
programis still inits early stages of

devel opnment, however, all the other aspects of FQPA
have been actively part of our day-to-day business

Now.
[Slide.]
Anot her thing that cane about as a result

of FQPA is the agency undertook a big step in terns
of this public participation process especially

around reregistration actions.
This public participation process is put
in place to provide a framework for stakehol ders

and public involvenent in reregistration. It
offers a consistent, defined, predictable

opportunity for those that are interested in these
pesticides to have an opportunity to participate in
the process, as well as giving us the flexibility

to tailor the process to our particular needs in
terns of a particular pesticide, in terns of its

use and its risks. | amgoing to describe the
public participation process very briefly for you
[Slide.]

Again, | nmentioned that we have an
opportunity to tailor our approach. W have three

basi ¢ ways of going about dealing with the public
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process.
We have a si x-phase approach, which is

what we call our full process. W generally wll
only use this process in cases where we have very

conpl ex issues and risk concerns, and we expect
that significant mtigation is likely to be
required.

The four-phase process or nodified process
is the one that we will typically use or default

to. This is where we don't have those
circunstances that would require a six-phase
process, but we still have an open public process,

and al so we have a | owrisk option where we don't
expect either to have any risk or any nmitigation,

and therefore we would have an truncated process in
those cases.
[Slide.]

The public process itself, | amgoing to
descri be the four-phase process, which is the nost
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typical process. The first two phases invol ve an
opportunity for the registrants and data doers to

have an opportunity to | ook at the risk assessnent
and provide us with comrents in terns of the errors

that they may perceive in that docunent.
The intent here is just to nake sure that
we are not nmaking any cal culation errors or things

of that nature, not an opportunity to discuss
interpretation or endpoint discussions or things of

that nature.
Fol I owi ng that opportunity, we wll
consi der those error comments and nake any changes

we think are appropriate, and then rel ease those
risk assessnments to the public via an FR notice and

openi ng a docket for a public coment period.
[Slide.]
Phase 4 of the process begins the day that

the public coment period ends. This is when we
will review those public comrents, make any

revisions to the risk assessnents we feel are
necessary. |If appropriate, |ook at devel opi ng sone

prelimnary benefits characterization, and al so
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| ooking at risk reduction options if they are
necessary.

This is all done in conjunction with other
EPA offices including the Ofice of Water, O fice

of Solid Waste. W also consult other agenci es,
ot her stakeholders in the process of devel opi ng
these ri sk nanagement deci si ons.

[Slide.]
Those of you who nay be interested in

getting involved in these processes, we always
encourage folks to get involved early and to
utilize the schedules that are available online and

our website to plan your opportunities for
participation for those chemicals for which you

have specific interest.
Again at the end, | wll give our website,
so you will be able to see where those schedul es

ar e.
[Slide.]

I will just use triclosan as an exanpl e,
but | could tal k about any numnber of biocides that

are going through the reregistration program but I
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know triclosan was one of the major focuses of this
meet i ng.

As a pesticide itself when it was first
registered in 1969, and there are currently 22

regi stered products, our understanding is that
probably about | ess than 5 percent of the tota
triclosan use in the United States is associ ated

with the pesticide use.
There are several use patterns that have

been approved including hard surface disinfection
and sanitization, coatings, sw mm ng pool water
systens which for the life of ne, | couldn't

actually find a label that actually has it on
there, so | amnot sure if that's just a database

anomaly. Also, materials preservatives, which is
by far and large the biggest use of this chenica
in terms of being used in textiles, plastics, and

those sorts of things.
[Slide.]

In terns of the triclosan process
specifically, we have tentatively set a

reregistration decision date of late in the Fisca
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Year 2007. The data review and ri sk assessnent
devel opment woul d begin late in 2006 to conformto

thi s schedul e.
Again, if there are other pesticides or

bi oci des that people are interested in, there are a
variety of schedul es associated with these things.
Quat ernary conpounds are goi ng through

reregistration currently, and we expect to see risk
assessnents on those beconing publicly avail abl e

early next year with the decision on reregistration
happeni ng | ater next year.
[Slide.]

Again, this is just our website. This is
where you can get a lot of information on the

processes that | have just described, as well as
specific schedul es associated with the various
pesticides going through reregistration

Question and Answer Period
DR. WOOD: Thank you very nuch.

We have got a period assigned for
questions and answers, and we have obviously heard

a lot of material this norning, so it seemed to ne
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like it might be worth trying to organi ze the
conmittee's questions into three broad topics.

There may be others that you want to raise, but
under efficacy and benefits, and a second topic of

resi stance, and the third one of environnenta
cont ani nant s.
It woul d be helpful, | guess, if the

speakers were available to answer specific
questions that the commttee m ght have to address

to them

Questions. Robert.

DR, TAYLOR. On the efficacy and benefits
portion, | wanted sone clarification on were there

seasonal differences in the conduct of those
studies. Have there ever been any relationship to
results which seemto be quite variable and rel ate
to season?

DR. OSBORNE: An exanple would be the Luby
study from 2005, had a previous study a few years

before that, that Dr. Aiello actually referred to
in her presentation. That study did not show a

statistically significant difference for
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triclocarban soap versus placebo soap in reducing

i mpeti go.

However, that study ended up not being
powered sufficiently because Karachi, Pakistan, had

the driest sumrer on record in the previous 40
years, and a pilot had told them how nany
househol ds to put in the study, and it ended up

being dry in the sutmmer and not havi ng i npeti go.
So, seasonally, looking at inpetigo in the

sunmer is not a good tinme. You would have | ess of
it in the sumrer, perhaps nmore in the fall or the
spring where things would be wetter.

Anot her one of the studies nmentioned that
the March to May tine frame was used for one of the

school studies, and the authors indicated that that
time frame m ght not be indicative of the whole
illness category that they could have selected if

they had different nonths.
For exanple, the one study had two groups

that were anal yzed for four weeks with a two-week
washout, and if you | ooked at the total nunber of

illnesses in control and intervention, the second
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four-week period had about one-third fewer total
infections than the first four-week period, and

that woul d have been a time franme i ssue going from
March to May. March is still in the cold and flu

season, and May is nuch | ess.
So, there are differences dependi ng upon
what illness you want to study and what tine of the

year.
DR TAYLOR It seens to ne that there

ought to be sone correlation to the actual rate of
those di seases occurring historically to see if, in
fact, the rate occurs during the study, so that you

are not getting an artificial rate at the tinme you
are doi ng your study.

DR. AIELLO In general that we | ooked at,
there was very little control of seasonality, so as
you nentioned, they discussed the seasonality, but

they don't control for it specifically as a
vari abl e.

The other issue is that if you are talking
about differences, the differences are going to be

experienced by both the intervention and the
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control group, so, in general, you would see the
bi ases in both arns of the study arnms, so it

woul dn't really inmpact as far as differences when
you are conparing the intervention to the contro

group, it would be across the board and potenti al
bias the results towards the null, or could even
bias the results the opposite way, toward

significance if they are | ooking at a period of
time when there is higher rates of infection

DR TAYLOR But if you do the study at a
time when the rate is low, you may not see a
signal .

DR AIELLO Exactly, you nay not. That
is what | amsaying, it may bias it nore towards

the null, during tinmes when there is |ess
infection, so it would be nuch harder to detect a
di fference between the two groups, that is true.

DR WOCOD:  Rut h.
DR. PARKER: | had a question about soap,

and | wonder if you could tell nme about what works
about it, water versus an ingredient versus the

mechani cal, you know, water al one, water plus
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what ever is in soap
What do we really know about what works

and what doesn't work, and al so, specific to that,
whet her or not any of the soaps, some of which are

| abel ed as having any microbial or antibacteria
characteristics, are there any that have a residue
on the other end of it.

I amjust thinking sort of fromthe
consuner perspective of trying to understand what

t hese things do.
DR. WOOD: So, the questionis, is the
effect due to nechanical effect or a chem ca

ef fect.
DR. PARKER: Ri ght .

DR. WOOD: Does sonebody want to take
t hat ?
DR ROGERS: | will take that. Soap has

mechani cal effects, but it may al so have a
surfactant effect, so washing with plain water, if

you use sone friction, will get sone organisns off
t he skin.

| don't know that there is nmuch data on
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the di fferences between washing with plain water
versus washing with regular soap, and as far as

residues, | amnot sure, that m ght be
i ngredient-specific for the different soaps.

DR WOOD: But it would be fair to say
fromyour data fromyour presentation, that the
vast data in terns of efficacy were for soap al one,

is that right?
DR OSBORNE: The best data were for soap

al one conpared to not washing?
DR. WOOD: Right.
DR OSBORNE: | believe that that is

correct.
DR. SNODGRASS: One of the questions | had

was are there data about efficacy in different
soci oeconomi ¢ groups or different househol d types
of factors, for exanple, city water chlorinated

versus unchlorinated rural water, that type of
situation, as well as other maybe soci oeconomnic

factors in terns of efficacy.
DR AIELLO Well, npost of the studies as

far as when | nentioned controlling for confounding
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factors, nost of the studies did try to control for
soci oecononic status, so they tried to nmake sure

that either the groups were conparable in
soci oeconom ¢ status or they collected data on

soci oeconom ¢ st at us.
But as you can inmagine, it is often
difficult, the measurenents are very different, for

exanple, if they are collecting data in |ess
devel oped areas, it is not really clear whether the

information, for exanple, the ownership of a
refrigerator mght be a characteristic of
soci oecononmic status. It is very variable across

studi es, but nost of the studies have consi dered
soci oecononi ¢ status as a factor that may inpact

resul ts.
DR SNODGRASS: So, the short answer is
there is no difference?

DR AIELLO Is there differences with
soci oeconomi c? W don't know, because very few of

the studies have actually studi ed soci oeconom ¢
status as a factor, as a predictor of infections,
for exanple.

DR. SNODGRASS: | guess the reason | am
asking is one could reasonably expect nore or |ess,

take diarrhea. | ama pediatrician, so infants, in
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sonme circunstances, rather than in other
circunstances, therefore, you m ght have greater

efficacy in one group conpared to another group.
DR. AIELLO Right, and that is what we

expect to see, but, you know, there hasn't been a
| ot of studies that have neasured what the actual
i npact of socioecononmic status is. Al the studies

do is control for these factors and rarely report
what the effect estimates are for soci oeconomc

status on infection rates.
DR. SNODGRASS: So, we don't have that
dat a.

DR. AIELLO No, no, it's very inportant
data actually.

DR. WoOD: Well, we sort of do, though. |
mean the data from Karachi was presunably a | ow
soci oeconom c- -

DR. AIELLO  Yes, across the board.
DR WOOD: So, the absolute rates there
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and t he absol ute reduction there was obviously
different fromthe U S., which would be a different

soci oeconom ¢ class. What you are saying is there
has not been within study soci oeconom c

stratification.
DR AIELLO Exactly, yes
DR. WOOD: Any ot her questions? Yes.

DR PATTEN. | amwondering if there are
data to indicate how persistent, how long |asting

handwashi ng education is once the research project
is over. Do people continue to wash their hands in
an educated fashion, or is it back to--

DR. AIELLO This is an issue for
i ntervention studi es especially ones that take

pl ace in | esser devel oped countries, often, for
exanple, with a water well that is put in. There
is very little data on duration of interventions

over time after the study |eaves the area. So,
there is very few foll owup studies in general on

even public health infrastructure inprovenents.
So, you know, for hygiene, that is the

case where the studies go in, they do the research,
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and then often they | eave right afterwards and we
don't have follow up information. Whether people

keep up with these hygiene practices is really
unknown at this tine.

DR OSBORNE: On the Larson trial, the
i nvestigators contacted the househol ds weekly, so
that gives you an idea that they felt that they

need to keep a presence weekly in order to maintain
what they had set up in that study. They visited

mont hly and quarterly, as well.
DR. PATTEN: For how | ong a period of
tine?

DR. OSBORNE: That was a 48- to 52-week
st udy.

DR. AIELLO Right. 1It's only over the
study duration, though, they are doing the
followup. They didn't follow up after the study

peri od.
DR. WOOD: Getting back to Sonia's

question, that was really a reinforcenent
intervention rather than a followup to see whether
there was voluntary effect.

DR PATTEN: | think this is an
interesting question given what we are now told

about heal thcare professionals and their
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handwashi ng habits in their work settings, that
their educati on does not persist.

So, | wonder what we can expect froma
general popul ati on.

DR AIELLO | don't know how we are going
to have in-services in the community. It's a
little bit difficult to do.

DR WOCD: Terry.
DR BLASCHKE: G ven the |limtations of

the studies that you described with the
al cohol - based handwashes, | amjust wondering if
there is any information that really conpares the

al cohol - based handwashes versus the antibacteria
soaps and whether it is controlled or

observati onal
DR AIELLO W didn't come across any in
our literature search conparing between those

different arns.
DR WOCOD: Jack.

DR. FINCHAM | don't know if this fits in
the framework of the questions that you outlined,
but I had a question for Rolf about the biocides.

In the presentation, several of your
slides you noted a pregnant wonan with a child in

utero, and | just wonder, your inpression of
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exposure in the CSF or across the placental
barrier, or anything like that?

DR HALDEN: That is an excellent
question. | think we are always concerned about

the nobst susceptible population. Cbviously, the
devel oping fetus is probably the npbst susceptible
of a human being we can think of.

So, we have generated a repository of 300
core bl ood sanples with corresponding unbilica

cords, and we are analyzing themright now I,
unfortunately, can't give you any data yet, so
can't say yes or no, but I will be able to do that

in a few nonths, so the answer is we don't know
right now, we will find out soon

Fromthe chem stry, | think we can predict

that the chemical crosses the placental barrier
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and if it has any endocrine disrupting effects,
then, this would be the place to find it.

DR. WOCOD:  Mary.
DR. TINETTI: It is okay to ask a question

about resistance?
DR. WOCOD: Sure.
DR, TINETTI: It would seema pretty

easily testable hypothesis in a real world setting
to see what, if any, degree of resistant organi sns

devel op with the use of these things.
We have heard a | ot about theory, we have
heard a | ot about in a | aboratory environnent, but

I amjust sort of curious why Larson or Luby and
sonme of these others hadn't incorporated just

testing the cases and controls in their studies,
and is there any push towards actually | ooking for
real world evidence of resistance with the use of

t hese products.
DR. WoOD: Dr. Levy, do you want to

respond to that?
DR LEVY: We were part of the Larson

study with Allison Aiello, and we did | ook at the
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| aw of gram positive and gram negatives, and as
denonstrated, we saw what was a surprising |ot of

anti biotic-resistant bacteria already there, and
the question was where did it cone from

So, you are starting at a high level, and
so the question then conmes now you add on top of
that, the antibacterial and non-antibacterial, and

do you see a difference, and we didn't see a
statistical difference although we saw, in the

popul ation, these bacteria groups that were skewed
toward resistance to or |ess susceptibility to
triclosan, which raised the question why and will

it not get worse
I think that in ny experience with

antibiotics, a year is not enough, and | think it
has to be foll owed, and secondly, in the
| aboratory, you have got everything controlled and

beautiful, so it can happen, you know, in one-year
time.

DR. WOOD: Before you go away, | mean when
I look at that slide, your slide, it |ooks like

about 30 percent, 40 percent, | guess, of the
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background organi sns were already resistant. So,

guess based on that, would you expect to see a

change?
I nmean if the assunption is previous

exposure over years has produced that resistance,

woul d a short-termstudy |ike the Larson study
produce further resistance, so you would see?

DR LEVY: Gven the story with
anti biotic, where we have, for instance, E. col

now anong all of you, is probably going to be about

30 percent resistant to anpicillin and tetracycline
if | |ooked at your E. coli.
If | gave you a load of an anpicillin or

sonet hing and then tested you, fine, but over the

normal course of different people in the househol d

using it, no, you wouldn't see it.

So, that's one of the problens with that

ki nd of study, and a study that we are now putting

toget her where we just did a random sanmpling of

homes that did or did not use

anti bacterial -containing products, and the problem

we had was that there were virtually, out of 38
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hones, maybe 1 in which we could find that kitchen
and bat hroons did not have it.

O herwi se, we had to separate it, | ook at
the kitchens alone and t he bat hroons al one, because

by then, there had been such a plethora of these
products that we couldn't do it.
I made ny nessage. | think that a year is

too short. | think that one needs | onger studies
and then the question conmes up should we have to

wait for those studies.
DR. WOOD: Let ne return to the question.
Is it your conclusion or your thought that the

resistance that you saw i n the background setting
was at |east contributed to by exposure to these

compounds? |s that the take-home nmessage?
DR LEVY: No, we could not say that,
because if we |ook at the users and the non-users,

we saw the sane hi gh background.
DR. WOOD: But based on what we had from

the environnental contamn nation
DR LEVY: M study can only--our study

can only say that users and non-users, we saw
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resistance to antibiotics and the skewi ng of |ess
susceptibility to the biocides in all the hones.

We just didn't expect it, and so that was not
somet hing we coul d have predicted early on

This is, of course, a population which Dr.
Larson | ater showed has access to antibiotics, have
access to other products, so while it was a nice,

an absol utely marvel ous study, the question is was
it the right study for |ooking at what you are

asking, which is start with an antibacterial soap
and not, and you start at a |l ow | evel, what
happens.

DR. WOCOD:  John.
DR. PONERS: | am John Powers. | amthe

| ead nedical officer for antimcrobial resistance
initiatives at FDA
I just wanted to nmake a conment about the

often stated that this should be an easy hypot hesi s
to test, and frankly, it is not. It is not even

testable and | think for a |lot of the reasons that
Dr. Levy is bringing up, if we just ook at issues.

There is sonmething to do with particul ar drug
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organi sm conbi nations. Penicillin has been around
since 1941, wouldn't find a drug as w dely used as

that ever, and yet G oup A streptococci in people's
throats have yet to devel op resistance, drugs used

all the tinme.
It took 40 years for vancomycin resistance
to develop in enterococci, and yet we saw a rather

rapi d, over time, resistance with fluoroquinol ones
and E. coli even though you couldn't select for it

in the |ab.
So, the question is what experinent do you
do to actually try to find this, and there is a

great adage | always like that says, "Absence of
evidence is not evidence of absence," and that's

what we are with here.
If you don't find sonething, does that
mean it is not going to occur, and as Dr. Levy so

el oquently put, in this setting, all of the
hi stori cal evidence would argue that's not the

case, that it is going to occur over tine.
DR. SNODGRASS: | wanted to pursue this a

little bit nore. 1In looking at this slide, this 40
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percent resistance, are there indi genous
popul ati ons or other popul ati ons where there are

hi storical information, you know the resistance
shoul d be less than 1 percent as an exanpl e?

DR LEVY: As you probably can guess,
there have been very little studies |ooking at
susceptibility to these products. In the linmted

one that | think there is one that we | ooked at,
just honme, not with or without, there was not a

remark on resistance in some of the antibiotics we
t est ed.
So, as | said, we were surprised, just as

in 1979, when | tested the fecal flora of nedica
students at ny university and at Harvard, they

| ooked the same, and they were heavily with
resistant E. coli, and no one expected it, because
they were anbul atory popul ations, and it just had

happened over tine, whereas, the previous data cane
fromthe decade before in which all the resistance

was in hospital patients.
So, there is this tinme elenment and vol unme

which is going to make a difference, and if your
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bacteria doesn't know that you are using triclosan,
and not penicillin, | nean lets face it, | nean if

they are going to survive, they are going to
survive.

DR BLASCHKE: | have two questions for
Dr. Levy.
You tal ked nostly about the biocides, the

triclosan and triclocarban. Do you want to say
anyt hi ng about agai n al cohol - based bi oci des in

terns of resistance?
DR. LEVY: If you take E. coli, for
instance, and put it in a very, very small, 1

percent al cohol, and then gradually increase it,
you can get what is called kind of a tolerance to

it.
I nmean how you are ever going to test it,
I mean you can't an MC on a plate, but it is

hardly one, which it's in a growing situation, it
is not in a situation where the bacteria are

resistant to the drying activity, which is what is
the basis of the al cohol activity.

So, | have never seen anything in
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resistance. It's a sort of, you know, it is a
different way of dealing with the bacterium It is

not stopping a process, it is actually, in nmy mnd,
drying it up, removing water, and | think that in

this, rapidly, not in the case as we do when we
| yophili ze.
So, we don't concern ourselves with

al cohol resistance, peroxide resistance, bleach,
because of what | nmentioned, the residue. Bacteria

needs sone time to, you know, they have got to get
100 mllion there or even 10 mllion to be able to
sel ect out the one that is going to take over

DR. BLASCHKE: And on a different thing, a
followup. Are the resistant organisns, do they

revert to wild-type, is there a | oss of resistance
with tine? |s there any data to | ook at that in
bacteri a?

DR. LEVY: | can only speak fromthe
standpoi nt of antibiotic resistance, and there is

not loss, there is replacenent. Wen the Finnish
Medi cal Societies renoved nacrolides fromtheir

first choice or second choice for the treatnent of
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Strep pyogenes because they saw such a nounting
resi stance, the question was are they going to | ose

the resistance determ nant or not, and it turns out
the strains just got replaced.

It is sort of like the answer to the
contam nation is dilution, and | think that what
happens is that the resistant strains did not have

an advantage, and the suscepti bl e cane back, but
they weren't of the same type, so they could tel

they were not | osing the resistance.
The bottomline is when you create a
resistant bacterium often it is a genetic event

whi ch is nonreversible, so your best bet in getting
a susceptible is for a replacenent, and that is why

the novenent forward, if we | ook even at some our
i ntestinal studies where you gave the person
tetracycline for three or four days, you see a

rapid change in the fecal flora, and then you stop
the tetracycline.

You nmight have had the resistance
energence in two or three days, but to get back to

the I evel mght take two weeks, because there is
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nothing intrinsically growi ng, or shall we say
sel ecting against the resistant organism so it's a

rapid sel ection.
DR. CLYBURN: | have a toxicity question

for Dr. Hal den.
I was just curious, it did go against sone
of the things in our packet. | wanted you to

clarify for a second about the use of sludge and
agricul tural uses.

DR HALDEN: Municipal sludge, also called
bi osolids, can be classified as Cass A and d ass
B. This classification is done exclusively on the

pat hogen content. W are concerned about that
nmi croorgani sms are carried over onto agricultura

crops.
There is Cass A biosolids are the ones
that are nore clean and consi dered useful for a | ot

of applications. If you go to a store, to any
hardware store, and pick up sonme fertilizer, you

can pick up a bag, and it contains, it will say on
the label it was nmade up of rmunicipal sludge, but

it has been heat treated such that there is no
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organi sns in there.
The Class B biosolids are specifically

designed also for |land application, but since they
have a hi gher pathogen content, they have nuch

stronger, nore stringent rules, so you can't just,
for exanple, put sludge on a field and then grow
tomatoes. You can't grow a crop that is in touch

with the soil and potentially can pick up the
m cr oor gani sm

What you can do is you can go to the
super mar ket today and buy sweet corn that has been
grown on Class B land applied sludge. Wy is that?

Because the corn plant enmerges fromthe soil, grows
up 5, 6 feet tall, and then you have devel opnent of

your corn plant that you actually buy, so it is
assuned that there is no contact between the corn
and the sl udge.

It is adifficult issue to assess exactly
what you can grow. There is nmany regul ations

there, but it is wong to say that Cass B
bi osolids are not used in agriculture. They

certainly are. The whol e class was designed for
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the purpose of making sure that they are supplied

in agriculture, but in a safe way.

I guess that answers the question, | hope.
DR. PARKER: | had a question for you, as
wel |, about CDC s collection and anal ysis of the

triclosan in urine, and the date you noted was just
2005, sort of a recent.

You noted the increase in publications and
the plethora of publications about it, but | wonder

if you could give a little historical context to
that nmeasurenment, why they are doing it now, as
wel | as what they knew about those where it's

present versus those that don't have it in their
urine. Do we have any further information about

it?

DR HALDEN. There was a paper com ng out
in Analytical Chemistry. | have it with ne, so you
can take a look at it. It was a methods paper, so

it describes how these things can be measured using
an aut omat ed system
They used 30 individuals representing

non- occupational |y exposed persons fromthe genera
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popul ation, found it in 24 or 30 individuals. They
al so | ooked at ot her phenolic conpounds and found a

nunber of those at |ow | evels.
Way is the CDC | ooki ng at these chemi cal s

right now? | think because triclosan has certainly
made a | ot of waves recently with the formation of
chloroformwhen it is conbined with chlorinated

wat er .
Chloroformis a probabl e human carci nogen

Then, the formation of
2, 8-di chl or odi benzopar adi oxi n, and | think dioxins
are sonething that really scares the public, so

that is always an issue that then is followed up
on.

Wth respect to triclocarban, the CDC
really started after we introduced our paper in
2004, and we are collaborating with the core bl ood

repository with other investigators at the Johns
Hopki ns University including sone clinicians.

So, we have kind of spread the word that
this chemical was all that we were actually

presenting at the CDC, too, and so they included
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this chemcal into their suite of conpounds that
they are | ooking for now.

DR. WOOD: You have nentioned di oxi ns once
or tw ce. Is that a realistic hazard fromthis

are the concentrations really at |evels that people
shoul d be worried about, or is it just that people
are enotive about that?

DR HALDEN: | think there is two
different levels, we have to | ook at the two sides.

First, we have to | ook at environnental
concentrations. | think if the concentrations we
find are in the nanogramper liter, |ow nanogram

per liter range, these are very, very |ow
concentrations. They mght be an indicator that we

can follow a process. | personally don't believe
that there is a huge human health risk if your
drinking water, for exanple, contains very |ow

| evel s in the nanograms per liter.
Then, there is the issue of finding nmuch

hi gher concentrations in the soil. Now, we are
talking mlligrans per kilogranms, so that is 6

orders of magnitude nmore. That is certainly a

file:///Z|/Storage/1020NONP.TXT (157 of 386) [11/3/2005 12:25:28 PM]



file///Z)/Storage/ 1T020NONP.TXT

158
concentration that nmakes a difference.
If you | ook at the measurements of the

actual exposure of human beings, | think if we can
detect on a routine basis, compounds like triclosan

inurine, that tells us that there nmust be a steady
influx of these chemicals into the body, | don't
know what the usage rate is for the genera

popul ation in terns of antimcrobial products, but
I do know that a | ot of people who say they don't

use it, actually do use them because they all go
to restaurants, they all have their children in the
preschool, and they use the facilities, and so

forth, and a lot of these facilities contain these
chem cal s.

So, | think the exposure m ght be mnuch
broader than we know. | think a |ot of people
m ght get exposed to these chemi cals that don't

expect to be exposed, and the CDC is now produci ng
the data, providing evidence for this.

DR BLASCHKE: As a followup to that
question, have there been any tissue assays done,
fat biopsies or anything like that in humans?

DR HALDEN. | haven't done any, but if
anybody is willing to expend sone research doll ars,

you know, | will be happy to do these studies.
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DR TAYLOR. Could you sumarize the risk
assessnent studi es on these conpounds, have there

been the risk assessnent, for exanple, what is the
NOEL ?

DR HALDEN. Yes, the question is
regarding the levels that we find in the
environment, how do they relate to the actual risk

Typically, we are concerned about the health of
aquatic biota. A lot of people think that these

chemicals get into the water and then potentially
harm t he m croorgani sns or al gae, for exanple.
Al gae are the nobst susceptibl e organi sns

to these types of chem cals. The concentrations
that we find in nmany sanples are bel ow the |evel

The concentrations that we reported with
triclocarban were certainly nmuch higher than the
| evel s, and there was a dispute in the literature,

you can follow it in Science and Technol ogy,
whet her the levels that we found, whether they are
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i mportant or not.
An argunment was made that the industry has

hi gher confidence in what they predict to be
present in the environment. There is stances that

I have nore confidence in judging the concentration
that actually are present in the environnent.
VWhat we definitely need is nore data, so

to answer your question specifically, | think we
have exanpl es of concentrations that exceed the no

effect | evel, and we have exanpl es of
concentrations being bel ow there.
That is all we know right now.

DR WOOD: Mary.
DR. TINETTI: | have a question--this is

for probably sonmebody fromthe FDA--about the
persistence. W are sort of hearing, on the one
hand, persistence is a good thing, because if you

keep it on there, you are going to keep the
m crobial count down. On the other hand,

persistence is going to lead to a greater
I'i keli hood of resistance.

I guess | would like to hear--it makes

file:///Z|/Storage/1020NONP.TXT (160 of 386) [11/3/2005 12:25:28 PM]



file///Z)/Storage/ 1T020NONP.TXT

161
sense in a hospital healthcare setting that
persistence is an issue, but if what you want to do

is just get rid of what is there i medi ately, what
role does really theoretically persistence play in

a non-heal thcare setting, and why does that
standard exi st.
M5. LUWPKINS: Historically, there is a

couple of things that tend to get confused,
persi stence versus cunul ative. Wen we franed the

consumer products in the '94 TFM we were thinking
that they should be along the sane Iines as the
heal t hcare professional, and that was pretty nuch

as far as our thought process goes.
When the panel, there is another concept

called cumul ative effect, which a | ot of these
antimcrobials have, which the panel theorized it
woul d be a good thing to have carriage of these

antinmcrobials to keep in transient from becom ng
established as part of the residence.

So, | don't think at the tinme a |lot of
t hought was given to persistence for the consuners.

We were just |ooking around for an effectiveness
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criteria that we thought woul d be workabl e.
DR. WOOD: So, that is something we shoul d

come back to probably.
Any ot her questions?

DR. SNODGRASS: | just have a comment on
perspective of bioaccurmul ation of body fat in
humans. In the late '70s, there was a Nationa

Adi pose Tissue Study that was done on cadavers,
believe the NIH, on probably several hundred

cadavers
At that tinme, there was at | east of the
ki nds of conpounds they | ooked at, a | ot of

chl ori nated hydrocarbons nannmade, there was at
| east a dozen and a half that were | ow parts per

billion types of levels, and | don't think anybody
was saying that really was changing their risk for
cancer, for exanple, in the lifetine of exposure,

but everybody has it, newborns, what have you,
t hose are known.

DR HALDEN: | would like to coment on
this. | think a ot of these studies go back. |

think a lot of the chemcals that were detected
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back then have been renoved fromthe nmarket right
now. There is a real concern about persistence and

accunul ati on of hal ogenated aromatics still in the
envi ronment .

If you |l ook at the Safe Water Act, and
| ook down the list of chemicals that are regul ated
right now by the EPA, you will notice that about

two-thirds of themare chlorinated chem cal s.
think if you look for a troublemaker, this is a

good way you have to look first if you want to have
success.
DR WOOD: Robert.

DR. TAYLOR: Just out of curiosity, have
t hese conpounds been studied in the Nationa

Toxi col ogy Program N HS?
DR HALDEN. | can speak nostly for
tricl ocarban, because that is really where | spend

my attention. | have to say that nost of the data
that is available on triclocarban has been produced

by the industry and has been safeguarded, so to
speak, by the industry for several decades unti

they were forced by the EPA, through the high
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production volune and chem cal challenge programin
2002, to release the report.

When that report canme out, they had to
show all the data that they had in terns of

environnment al --and by readi ng through this report,
it was evident that this chenical is quite
wi despread, and so begi n our studies.

To ny know edge, there hasn't been any
studi es done by the NIHS specifically to exam ne

this. | think there is good concern, there is good
reason to do this especially with the link to
chl oroanilines, which are certainly inportant

because they are under review right nowin the
Eur opean Uni on cal |l ed 4-chloroaniline and

3,4-dichl oroaniline as known carci nogens, so there
is an issue that m ght be nuch broader than the
triclocarban itself.

DR. WOOD: Unl ess sonmeone has a very, very
pressing question, let's nove on to the next

speaker, who is Elizabeth Anderson
I ntroduction

M5. ANDERSON: Thank you for having us
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her e today.
My nane is Betsy Anderson and | amthe

Associ ate Ceneral Counsel at the Cosnetic,
Toiletry, and Fragrance Associ ation, CTFA.

Today, | am speaki ng on behal f of both ny
associ ation and the Soap and Detergent Association,
SDA. Toget her, we represent the manufacturers of

products that protect the health of people
t hroughout the world.

There are a nunber of issues that we will
get into during the next hour, and I will be brief
in my opening remarks, but | do think it is

important to tell you in very clear ternms that we
believe there is an inportant role for topical,

over-the-counter, antibacterial products in the
lives of consuners
As indicated in our subm ssion, research

demonstrates that consumer topical antimcrobial
products render higher |evels of bacteria

reduction on the skin than those wi thout an active
i ngredi ent.

Infection control increasingly takes place
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out si de of professional settings, in the hone,
school, child care, and community. Wen infection

control is needed, efficacious products should be
avai |l abl e to the consuner.

They hel p protect consunmers in high-risk
areas in the home including the bathroom and
kitchen. They can control the spread of gerns

associated with activities, such is diapering and
food preparation. They can make germrich

envi ronnments outside of the hone, such a daycare
centers, extended care facilities, or public
bat hroons safer, and they can provi de inportant

protection when caring for oneself or a sick famly
menber at hone.

The inportance of controlling bacteria in
the hone is no different than in the professiona
setting. Consunmers handl e food, change diapers,

deal with illness, send their kids to daycare,
visit public bathroons, and in so doing, face great

potential for the transnmi ssion of pathogens to
oneself or to others.

We bel i eve consuners should be assured
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that the products they are using are the nost
effective available. As our NDAC briefing docunent

states, manufacturers of topical OIC antibacteria
products support requiring consumer products to

meet the sane efficacy standard as professiona
products as |long as an appropriate standardi zed
met hod of testing is used by the FDA

Ef fective antibacterial products contro
the risks associated with exposure to potentially

pat hogeni ¢ organi sns, and are therefore appropriate
and beneficial in a wide variety of nonprofessiona
settings.

O course, effectiveness doesn't matter if
safety cannot first be assured. W take the

question of bacterial resistance seriously and are
comritted to continued research and active
monitoring in this area.

Resear chers have spent a great deal of
time focused on the i ssue of bacterial resistance.

A study published earlier this year by Dr. Larson
found no evidence of bacterial resistance rel ated

to the use of triclosan in household settings.
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This author is not alone in this conclusion. There
is sinply no clinical real-world evidence of

i ncreased resi stance under current use conditions
of topical antibacterial products.

We al so take seriously the environnental
i npact of common anti bacterial active ingredients,
such as triclosan and triclocarban. This issue has

been studi ed extensively, concluding that
environnmental inpacts are unlikely.

G ven the valuable role that topical OTC
antimcrobial products can play in a wide variety
of nonprofessional situations in and out of the

horme, and given the wealth of research supporting
the efficacy and safety of these products, we fee

strongly that consuners nust continue to have the
choice to use these products.
To shed nore light on the inportant role

of antimcrobial products in the lives of
consuners, we have invited a nunber of

di stingui shed professionals to speak today. They
will confirmin detail the safety of these

products, discuss the inportance of infection
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control in the hone, review the benefits of
antinicrobial products, and conclude with a

di scussi on of the support these products have
gener at ed.

In the interest of time, we ask that the
panel hold all questions until the end of our
presentation. Also, | wuld like to add one fi nal

request. As you are aware, this neeting is being
hel d wi thout an industry representative on the

panel as is customary.
G ven this unusual situation, we
respectfully ask that George Fischler, who is

Manager of M crobiology with the Dial Corporation
and sitting in the audience be allowed to serve as

a point person for questions related to the
i ndustry's presentation.
We | ook forward to an engagi ng and

i nformative di scussion. Thank you.
Prof essor Gl bert.

Laboratory Studi es: Resistance/ Cross-resistance
Devel opment in M crocosm Comunities

DR. G LBERT: Good nmorning. | am Peter
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Glbert. 1 hold a Chair in Mcrobial Physiology at
the University of Manchester in Engl and.

VWhat | would like to do today is to share
with you the results of sone | aboratory studies

that we have been conducting at Manchester over the
last five to six years.
What we have been | ooking at are the

i mpacts particularly of additives in consuner
products on conpl ex bacterial mcrocosns.

[Slide.]
Alittle bit of background. 1In the rea
worl d, bacteria do not grow as nonocultures. In

the real world, bacteria live in communities which
are very pol ymicrobial, on surfaces and in wet

environments, you will find several hundred
different types of bacteria and species grow ng
toget her in cooperation.

That is certainly the case on the skin, on
the gut, in the nouth, and in our genera

environment. Now, the bacteria within these
communities do actually cooperate with one another,

so if you inpact on one, you inpact on the whol e
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conmmuni ty.
Al so, within those biofilmcomunities, we

have bot h phenotypic and cl onal heterogeneity.
O'ten, the populations are extrenely |large, we have

billions of mcroorgani sns present within a very,
very dense popul ation, and the opportunity
therefore for selection of the occasional nmutant is

very, very high.
So, we cane at this problemvery nuch

interested in bacteria growing as communities.
[Slide.]
We wanted to go for a realistic challenge,

and ultimately, nost antibacterials that enter the
hone | eave down the sink, so we had the task of

setting up a simulation of a sink drain system
The picture to the left actually gives you
an indication as to the technol ogy associ ated here.

We have a constant depth filmfermenter. W have a
rotating pan, which is scraped by teflon scraper,

and biofilms are fornmed in this that are about a
half a centineter thick. So, we are generating
very, very thick biofilmcommunities.

We actually inoculated this nodel system
with biofilmthat was extracted fromny hone. It

was extracted froma kitchen drain. |t was taken
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froma household that did not use antibacteria
products since the actual plunbing had been put in

pl ace, so we started off with a very naive baseline
comruni ty.

It was established in the lab in kind of
rat her novel way. W fed the biofilns four tines a
day. W were estimating that was the nunber of

times that dishes might be washed in the house or a
sink m ght be used to wash hands, so it was fed

times a day with a synthetic dishwater, and the
rest of the time, the whole systemwas sinply kept
moist. | like to think of that as a sort of

dri ppi ng plant syndrone.
Initially, we established the comunity

for a six-nmonth period to get to a quasi-steady
state, but then we initiated a four-year study
where throughout that tine we were nonitoring the

various bacteria that were present within that
comruni ty.

We were | ooking not just for those bugs
that we could grow, but we were al so | ooking for
non-cul turabl e bacteria, and we were detecting them

by doi ng DNA profiles.
Thr oughout that four-year period, all

culturable isolates were collected, they were
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archived. They were subject to 16S ribosonal
sequencing in order to identify them and

particul ar isolates were actually tracked through
the study using ribotying to confirmthat they

actually had the sane origin.
The study included susceptibility testing
to a wide range of biocides and antibiotics.

The studies of inport related to dosing of
these fernmenters, which were able to be replicated,

dosi ng of these fermenters for various |engths of
time with triclosan-containing detergents and
QAC- based detergents.

The dosing period for each | evel of these
products was for six nonths, but | enphasize the

whol e study ran over a four-year period, so it is a
fairly sustai ned exposure.
[Slide.]

This m ght |ook very hazy to you, but
essentially, it's a fanmily tree. W are | ooking

here at the domi nance of different m croorgani sns
within the baseline community, and the family tree
essentially depicts the rel at edness between one

organi sm and anot her.
So, what we see here is a baseline, very

conmpl ex community. It consists of about log 11
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m croorgani sns per gram This is dom nated by
pseudononads and enterics and bacilli, but it also

contain things |ike sul phate-reduci ng bacteri a.
Let's | ook at one of these. Here, we are

exposi ng the Pal nolive washing out liquid, three
months at 4 MC level, 3 further nonths at 8 MC
| evel .

During that tinme, what we actually saw was
the community you have depicted here becane | ess

di verse. Essentially, organisnms were |lost fromthe
system This actually, in our feeling, corresponds
to clonal expansion of pre-existing strains. So,

the strains that now dom nate this | ess diverse
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community were there in the first instance. W
were able to track themright back to the naive

community we started wth.
Havi ng tracked them we were able then to

denonstrate that they had exactly the sane
antibiotic and biocide susceptibilities as they had
before we started. Al we have done was biased the

comunity, so that it becane clonally expanded with
pre-exi sting strains.

Now, as Stuart Levy has intimted, the
majority of the pre-existing strains that we see in
a drain community are coincidentally insusceptible

to many antibiotics and biocides. The ones that
respond tend to be those that we find associated

with disease. So, this sort of environment is
dom nated by organi sns that are insusceptible
anyway.

The little panel here shows two of the
organi sns that becane very nuch clonally expanded

inthis drain community, and together those
organi snms can actually produce a surfactant that

di ssolves triclosan, and the second organismin the
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pairing of this Alcaligenes xyl osoxydans can
actual | y degrade tricl osan.

So, we generated a tricl osan-degradi ng
community within our nobile system

For fun, we took some of the
| aboratory-trained triclosan-resistant E. coli's
and deliberately spiked these into our drain system

in the presence of triclosan to examine their
survival of persistence.

In those studies, we actually found those
triclosan-tolerant E. coli actually disappeared
within three to four days of having been spiked in.

So, it was really a very fierce conpetitive
envi ronment in which they couldn't survive.

[Slide.]
So, to enphasize, we are archiving the
strains fromthe study over four years. W have

done a retrospective analysis of susceptibility,
and the culturable isolates have renmai n unchanged

t hr oughout .
[Slide.]

We have gone through a different approach
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here. W have got a panel of 40 environnmental and
skin, environnmental and human isol ates of bacteri a.

Most of these are domi nated by skin m croorganismns,
but we al so included a range of gram negatives.

So, these 40 ex-situ, fresh isolates were
subj ected to exactly the sane sort of |aboratory
training that, with E. coli, leads to

triclosan-insensitive strains.
What we found surprised us, because of

those 40 strains, 35 of themremain totally
unchanged in terms of their triclosan
susceptibility or in ternms of antibody

susceptibility.
Only 4 strains could actually be selected

towards changes in triclosan susceptibility. Two
were E. coli, which we know responds, and the
others were a Klebsiella, an Aranicola, and a

St enot rophononas. Those latter 3 organisns are
al ready so insensitive to triclosan that the smal

change we saw woul dn't affect outcone anyway.
So, we actually believe that selection for

insensitivity to triclosan is not as w despread as
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we m ght believe, but probably is confined to a
narrow group of enteric mcroorgani sns.

[Slide.]
So, what we are showing is that we think

natural conmmunities are fiercely conpetitive. |If
one organismis elinmnated, its place is taken by
anot her, or another organi smcomes into dom nance

as it becones clonally expanded.
Exposure to anti bacterials in our

communities | eads to clonal expansion of
pre-existing insensitive strains. W see no
evi dence of energence of de novo resistance traits,

and | ab-sel ected nutants incur a fitness cost and
can't survive

[Slide.]
Wth Stuart Levy's talk earlier on, |
can't resist putting this slide up. Stuart

i ntroduced the concept of multi-drug efflux punps
conferring nultiple antibiotic resistance. | have

always referred to themby a slightly different
term

| like to think of these as an enetic
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response in bacteria. It's the mcrobial vomt
reflex in that when they are tickled with noxious

subst ances, which woul d include bioci des and
antibiotics, then, they upregul ate or express

efflux and get rid of the material
We did a study, which was published | ast
year, where | sent one of ny graduate students to a

supernmarket, and | got themto pick al nbst at
random of f the shel ves 53 househol d products.

Three of those turned out to be al cohol, which he
drank and didn't actually do the study on, but
essentially, we had a rather sinple assay system

her e.
W would cut a well in a petri dish. W

woul d place the product in the well. |If there was
an antibacterial there that induced efflux, then,
you might see a zone of inhibition, as you see on

the top left, a zone where growh is inhibited, but
where effl ux has been induced through mar, we end

up with this sort of blue ring, and that is brought
about by a reporter gene that has been incorporated
in that strain.

What surprises was nore than half of those
50 products were potential inducers of mar. Wat |

haven't told you is that we had deliberately told
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the student to avoid products containing
anti bacterials.

The products that induced mar operon
tended to be spicy foods, things with ginger,

garlic, because we forget sonetines that there are
many, many natural substances out there in the
world that formpart of our diet, that bacteria

have to contend with, as well as the actives that
we are devel opi ng.

So, we found that the majority of the
herbs and spices we use to preserve and spark up
our food also induce efflux. | would suggest if

you worry about efflux as a problem associated with
triclosan and simlar products, then, you also

thi nk about putting a nmoratoriumon spicy food. |
will end.
DR WoOD: We will go on to the next

speaker .
Envi ronmental Safety of Active

Phar maceuti cal |ngredients
DR REISS: H. | amR ck Reiss fromthe
consulting firm Sciences International in

Al exandria, Virginia. | specialize inrisk
assessnent, ecol ogical risk assessnent, and a

coupl e of years ago | published a study, An Aquatic
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Ri sk Assessment of Tricl osan.
[Slide.]

My talk is going to focus on triclosan and
triclocarban, TCS and TCC, and for each chem cal,

amgoing to review the general environnmental fate
characteristics of the chem cals, sone
representative environnental concentration data,

the toxicity levels for the nost sensitive
ecol ogi cal species, and a conparison of

concentrations and toxicity levels, sort of a
simple risk assessnent.
[Slide.]

The general environnental fate properties
of these chenicals, both have very simlar

properties. Both have very |ow vapor pressure, and

that should say |low solubility in water, but they
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are sol ubl e enough that you would see PBB | evel
concentrations in the environnent.

They are highly absorbent to organic
matter. Both of these conpounds will reach the

envi ronment through down-the-drain disposal, but in
the next slide, I will show that both show
significant degradation in water treatnent plants.

We actually have a good deal of
envi ronnment al degradation data on sonme of these

conmpounds. For exanple, for triclosan, there is 2
di e-away studies. These are basically studies
where you woul d | ook at the concentration com ng

out of a wastewater treatnent plant and then
followi ng that downstreamto see how it reduces as

it goes downstream and those studies have shown a
very rapid, 2 to 5 hour half-life.
There is also soil biodegradation

hal f-1ifes of about 17 to 35 days in 3 soils.
For TCC, we have a study that shows rapid

degradation in biosolids with about a 10-hour
hal f-1ife.
[Slide.]

This slide shows average renoval rates in
wast ewat er treatnent plants, and this is in the

wat er phase, so it is conparing the influent and
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the effluent. Activated sludge are the nbst common
plants in the U S., and you see 94, 95 percent

reduction in concentration
For trickling filters, they are |less

common. You see a little bit |ess degradation, 77
to 83 percent, and the predom nant pat hway has been
shown to be bi odegradation

[Slide.]
Let's | ook at sonme of the measured and

nodel ed concentrations that are out there for TCC
First, sonme neasurenents that were done in the '70s
and ' 80s, and conpiled by the TCC Consortium

showed a nmaxi mum concentration of 0.23 parts per
billion, and 90 percent of those concentrations

were below 0.05 parts per billion in that
collection of studies in nostly rivers in the U'S
Dr. Hal den has neasured a maxi mum

concentration, at least in his published work, of
6.8 parts per billion in sites with significant raw
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sewage. | would submt that while that is a
relatively high concentration, the problem of raw

sewage is | think rmuch broader than triclosan and
tricl ocar ban.

A lot of these studies, they go to | ook
for the nost vul nerable sites where you woul d see
the hi ghest concentrations, and that is inportant

obviously, but we also like to | ook at sonething
nore representative, and at the nmonent, with the

measur enent data we have out there, the best thing
to do is to |l ook at an EPA nodel called E-FAST, and
EPA uses this for regulating chem cals.

The nodel estinmates show a hi gh-end val ue
at an outfall, maybe a 95th percentile, sonething

like that, of about 0.017 parts per billion with
the E-FAST nodel, and then the nedian | evel at
about 13 parts per trillion, so nuch | ower nedian

concentration.
[Slide.]

For triclosan, what do we have out there?
The United States CGeol ogical Survey has done a

coupl e of studies, and they have published in the
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| ast several years that have received a | ot of
attention.

In the USGS study in 2002, they were
| ooking at |ocations that were consi dered again

susceptible to contam nation. They found a 95th
percentile of 0.2 parts per billion and a nedi an
concentration of 0.14 parts per billion

They didn't give a lot of information in
that study about the particular conditions of the

streans they were nmeasuring, so in 2004, there was
an additional study that divided the nmeasurements
into basically the flow conditions in the river,

and when | say "low flow, " this is typically what
the USGS defines as the 7-day average flowrate in

a river, the |l owest one over the period of 10
years.
So, this would be sort of if you had a

wast ewat er effluent during that |ow flow condition,
that woul d be kind of a worst case condition in 10

years that you would have at that particul ar
ef fluent | ocation

Tricl osan was non-detectable in all of the
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typical flow conditions, and it had a nmaxi mum
concentration of 0.14 in the low fl ow conditions.

[Slide.]
So, we want to eventually put those

nunbers in context, so we need to | ook at what are
the NCECs or the No (bserved Effect Concentrations
that are measured in the ecological toxicity

st udi es.
So, these are all chronic val ues, and we

are looking first at triclocarban in Ceriodaphni a.
W have a NCEC, no effect concentration of 1.5
parts per billion, and in al gae, we have a 6 part

per billion, and that is a mninum al gi static
concentrati on.

For triclosan, in blue-green al gae, we
have a NOEC of 0.5 parts per billion, and again
that is algistatic, not algicidal, so it's reducing

grow h rates, but it is not fatal, and you see a
recovery after the removal of the exposure of the

popul ation in about 3 to 6 days.
Waterfl ea, again, Ceriodaphnia for

triclosan, you have a NCEC of about 6 parts per
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billion.
[Slide.]

So, let's ook at for conparing those
NCECs to environmental concentrations for TCC. W

see the NOEC in green of 1.5 for Ceriodaphnia. The
maxi mum measur ed concentration in the TCC
Consortium nmeasurenments was 0.23, so it's pretty

far away fromthat NCEC | evel
The 90 percent |evel was even | ower, and

t he nodel ing values that we see were substantially
| ower than the NOEC concentration
[Slide.]

Again, for triclosan, | put tw of them up
here. W& have the NOEC for invertebrates of 6, and

a NCEC for algae of 0.5, and then the USGS
measurenents are sumari zed there, and you see they
are generally lower, significantly [ower than the

NCECs for invertebrates, and | ower than the NOEC
for algae, but there are nmeasurenents at the high

end where they woul d equal or exceed the NCEC for
al gae, and that was essentially what | concluded in

the risk assessnment paper | wote for triclosan
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that you woul d see under worst case conditions,

sone algistatic effects as a result of triclosan

exposure.
[Slide.]
Gven the tine constraint, | amonly going
to talk very briefly about terrestrial risk. It

has been said both triclosan and tricl ocarban can

be present in sewage sludge in snall
concentrations, | think ppmlevel concentrations.

The sludge may be used as soil anendnents
in agriculture, but there is a very |low potenti al
for ecol ogical species, a |low potential for

exposure, and | amactually witing a paper that
tries to quantify those exposures.

Al so, there is an extensive database for
these chem cals on mammalian toxicity, both acute,
chroni c, subchronic, and reproduction studies, and

it shows a | ow mammalian toxicity. Again, the
sl udge concentrations ppmlevel. There is really a

| ow potential for exposure to ecol ogical species
t hrough this pathway, so it has been concluded that

the risks to ecol ogical species would be mninal
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through terrestrial pathways.

[Slide.]
So, I will summarize the conclusions. The
large majority of TCC and TCS mass will degrade in

treatnment plants, but sone will be present in
ef fluent and sludge. Neither is expected to persist
in the environment given the die-away studies we

had, given the biodegradation levels in soil and
sl udge that we have

TCC shows low risk to aquatic species when
hi gh-end concentrati ons are conpared to the no
effect level for the nost sensitive species.

[Slide.]
For triclosan, we nay observe sone

transitory algistatic effects on sone al gal species
under worst case conditions. | should note that
there is other al gae speci es where we had NOECs

that are much hi gher, but these should occur only
in aquatic environnents close to the effluent pipe.

It degrades quite rapidly in die-away studies, so
we woul dn't expect significant downstream effects

Al so, triclosan is unlikely to have any
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significant effect on non-al gal species.
Thank you.

You are going to hear now from El i zabeth
Scott via audio.

DR WOOD: We are going to | understand
have the slides on the screen.
The Case for Infection Control Practices in

Hone and Community Settings
DR SCOIT: Good norning, everybody. This

is Elizabeth Scott at the Simons Center for
Hygi ene and Health in Home and Community Settings
at Simons Col | ege in Boston.

Thank you for allowing me to talk to you
by phone today. | am busy here preparing to host a

Conf erence on O eaning for Healthy Indoor
Environments for Children
In the short tine that is available, |

want to provide sone background information on the
types of infection issues that can arise and

descri be a comunity-based approach to co-targeted
hygi ene that can be applied to these issues.

In the interests of tinme, | would like to
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go directly to Slide 3 that is headed Genera
Hi storical Perspective.

[Slide.]
The history of advice on cleaning and

hygi ene and infection control dates back at |east
to the mid 19th century and the age of the sanitary
reformers, but today, there is a renewed interest

based upon energing infections, such as SARS and
i nfluenza, and other new viruses, a better

under st andi ng of the role of cross-contarm nation
and person-to-person transm ssion of infections,
concerns about antibiotic resistance, and the

growi ng nunber of imruno-conproni sed groups in the
conmmuni ty.

[Slide.]
This diagramillustrates the centra
position of the home in the comunity and the

constant nmovenment of mcrobes in and out of the
hone.

[Slide.]
In ternms of infectious agents and

infection control, the hone is a multifunctiona
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setting which lends itself to the transm ssion of
pat hogens within the hone.

[Slide.]
There are three main sources of pathogens

into the hone, nanely, humans, pets, and food,
especially raw nmeat and poultry, and fresh produce.
[Slide.]

In terns of food preparation and
consunption, CDC estimates that there are 76

mllion Americans who get a foodborne illness each
year, or 1 in 4 of the population
Many studi es have indicated that nore than

50 percent of Sal nbnella and Canpyl obact er
infection are actually hone based, and not acquired

out si de of the hone.
In the United States, 50 percent of raw
chicken is contam nated with either Sal nonella or

Canpyl obacter, and this means that all poultry
prepared at home nust be considered to be

contam nated and treated accordingly.
Contrary to popul ar opinion, even for

organi sms such as E. coli Ol57, it has been shown
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that the majority of suspect hanburgers are
prepared and eaten at hone.

[Slide.]
Pets in the home. More than 50 percent of

honmes in the English-speaking world contain a cat
or a dog, and cats and dogs and ot her pets can
serve as reservoirs for a host of pathogens, which

can be excreted into the hone environment and can
be picked up by hand contact.

[Slide.]
Wth regard to daycare in the United
States, there are 13 mllion children under the age

of 6 in daycare, and these children are at
increased risk for upper respiratory infections and

gastrointestinal infections at a much greater rate
than children not in daycare.
They al so are consuming antibiotics at a

much greater rate than children not in daycare
I n daycare settings, the nost common agent

of diarrheal illness is rotavirus.
[Slide.]

At-risk communities at home. There are
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many individuals at high risk for infection in the
hone, and, in fact, approximtely 25 percent of the

popul ation in the USA is considered to be
i mmunoconpr om sed

The majority of these are conposed of
el ders over the age of 65 years of age, and today,
there are 36 mllion or 12 percent of the

popul ation are over 65. This is estimated to grow
to 20 percent of the population, or 71.5 mllion

over 65 by 2030.
[Slide.]
Hone based heal thcare delivery in the USA

The USA seenms to be leading the way in shifting
heal thcare into the hone setting. Patients are

either not admitted to hospital, but are treated as
outpatients, and adm tted patients are discharged
into the home where they continue to be nursed.

Eight million patients are nursed at hone
in the USA, and 66 percent of these are over 65

years of age
[Slide.]

Even outside of the home, there are nmany
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situations in the community which | end thensel ves
to a high risk of infection transnm ssion especially

those contai ning young children and el ders.
Hand transm ssion of infectious agents can

occur in all community settings. Handwashing
facilities are not always available, and there is a
general |ack of awareness of the inportance of

handwashi ng in reduci ng the transm ssion of an
i nfection.

[Slide.]
There are a nunber of exanples in the
literature of hygiene failures and outbreaks of

i nfection, many of theminvol ving hand transmni ssion
i ncluding infant salnonellosis, E coli 0157, Staph

aureus and MRSA, rotavirus and snmall round
structured viruses.
[Slide.]

Shigell a sonnei, dysentery, G oup A
streptococcal infections, Costridiumdifficile,

and infections for patients with cystic fibrosis
especi ally Stenotrophononas.
[Slide.]

Targeted hygiene. It is accepted that the
ri sk assessnent approach, simlar to the HACCP

approach that is used in the food industry, is best
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applied to hone hygiene, and it is necessary to
devi se a hygi ene policy which has real health

benefits.
Thi s approach has cone to be known as

targeted hygiene. 1t involves hazard
characterization, or in other words, identifying
the sites and surfaces in the hone where pathogens

are nost likely to be found, as well as considering
whet her the pathogens will be present in nunbers

whi ch represent an infectious dose and the
probability of human exposure to the hazard.
[Slide.]

Here we have an exanple of this kind of
nmodeling. In this exanple, we are | ooking at three

sites, nanely, hands, food, and environmenta
surfaces, and the nodel considers the risk for
infection at any one of these or group of these

sites based on accunul ated knowl edge and then
specifies the required approach to hygi ene at the
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site.
If we ook at the row for hands, we see

that the risk for infection transmssion is
consi dered to be constant and therefore, the

hygi ene requirenent is frequent, targeted, and
ef fective practices.
[Slide.]

The nodel di scusses the use of the term
"hygienic cleaning," and this termrefers to the

removal of dirt, as well as the reduction in the
nunbers of pathogens, either by renmoval or by
killing themw th a disinfection process.

The choi ce of a specific procedure
i ncluding a hand hygi ene procedure is situationa

dependent .
[Slide.]
It is inportant that hygi ene standards are

mai nt ai ned t hroughout the conmunity, that is a
given, and that hygiene initiatives should be based

on risk assessnent and focus on reduci ng exposure
to harnful nunbers of pathogens.

It is considered that this targeted
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hygi ene approach is likely to be the nost effective
in preventing infection and, at the same tine, the

|l east likely to disturb exposure to harm ess and
even beneficial mcrobes.

[Slide.]
So, to begin to sumup, the hone is a
mul ti functional setting with scenarios of increased

risk.
An infectious disease continues to be a

significant threat in these settings.
It is well docunented that transm ssion of
i nfection occurs throughout a range of conmunity

settings, including the hone, and that throughout
the conmunity, hand hygiene is a primary defense

agai nst infectious disease.
It is clear that home and comunity
hygi ene practices offer benefits in terms of

reduci ng the | evel of cross-contam nation
[Slide.]

Hygi ene practice becones even nore
inportant with the current concerns about

antibiotic resistance, and it should not be
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forgotten that hygi ene pronotion raises standards
of hygi ene awareness and practice, both in the hone

and in the general comunity.
Finally, it is recognized that effective

honme and community hygi ene practice includes the
targeted use of antimcrobial agents.
Thank you. This brings ne to the end of

this brief presentation.
DR WOOD: Dr. Scott, are you going to be

avail abl e later or should we address questions to
you right now?
DR SCOIT: | can't be available later

DR WOOD: Let's see if there are
questions now.

Are there questions fromthe comittee?
[ No response. ]
DR. WoOD: If she can stay on the |ine,

let's leave it |ike that.
Let's nove ahead.

Rol e of Hand Hygi ene in Preventing Transm ssion
of Infectious Diseases

DR VEBER: Menbers of the Commttee, and
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guests, thank you for the opportunity to speak to
you today about the role of hand hygiene in

preventing transm ssion of infectious diseases.
I ama Professor of Medicine in Pediatrics

at the School of Medicine, University of North
Carol i na, and Epi demi ol ogy at the School of Public
Health. | serve as Medical Director of Hospita

Epi dem ol ogy and COccupational Health at the UNC
Heal thcare System and as epi dem ol ogi st of our

General dinical Research Center
[Slide.]
The topics | want to cover for you today

are: rationale for hand hygi ene; the |ink between
pr of essi onal and consumer hand hygi ene; indications

for hand hygi ene at home and comunity settings;
ef ficacy of hand hygi ene in reducing daycare
center-associ ated infections, and uses of hand

hygi ene products in home health.
[Slide.]

Now, of course, | amonly going to go
t hrough sone exanples. Many infectious agents are

acquired either via hand contact with contani nated
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surfaces, or this can occur through contact
transm ssion and heal thcare. O particular

i mportance are MRSA, VRE, and increasingly, C
difficile; in child care, MRSA, particularly

conmmuni ty-associ ated, a growing problent in the
home, MRSA, cold viruses, herpes sinplex.
Fecal -oral transm ssion occurs

particularly in child care, Shigella, E col
0157:H7. I n the hone, many of the agents that we

just heard about fromDr. Scott.
Hand hygiene is effective in reducing or
elimnating transient flora. Hand hygiene is

denonstrated to be effective in preventing illness,
especially fecal-oral diarrheal illnesses, in

healthcare facilities, child care centers and
homes, and househol ds.
[Slide.]

This is just a way, fromone of Dr.
Rutella's and our articles of looking at it. You

have a col oni zed host or environnental reservoir.
That person contani nates the inani mate surfaces,

principally hands or the environmental surfaces.
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They can lead to direct infection or they can
cont anmi nate other vehicles, such as food. You need

an infectious dose and a susceptible host, and you
can either get colonization or infection.

We can obviously break that cycle by
surface disinfection or hand hygi ene.
[Slide.]

Just one study again to show the efficacy
in hospitals. This is the D. Pittet's study

showi ng that as hand hygi ene increased, both
handwashi ng and al cohol - based products, the
i nci dence of MRSA decreased in his hospital

[Slide.]
Turning now to child care, we have al ready

heard from Dr. Scott, the | arge nunber of children
in child care. These include homes which are quite
smal |, famly daycare, which is slightly |arger

and centers with many children, which has 4 mllion
at least persons init.

[Slide.]
Now, infants and toddlers require

di apering or assistance in using a toilet,
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obviously leading to contam nati on both of the
hands often of the infant, as well as the daycare

provi der.
They explore the environment with their

nmout hs, so contani nated toys or other potentia
areas, they will touch their nmouths and becone
cont am nat ed

They have poor control over their
secretions and excretions.

| mmat ur e i mmune systens.
Require lots of hands-on contact with
heal t hcare provi ders.

Toddl ers al so have frequent contact with
other toddlers |leading to toddl er-to-toddler

transm ssi on.
[Slide.]
Just sone studies fromthe |literature.

Here, the baseline is the rates of disease that a
child would have in their own hone conpared to a

child care center, which are centers with many
children, child care homes generally with 3 to 6

children, and you can see several studies show ng a

file:///Z|/Storage/1020NONP.TXT (203 of 386) [11/3/2005 12:25:29 PM]



file///Z)/Storage/ 1T020NONP.TXT

204
hi gher risk of diarrheal diseases in child care
hones, small group settings, conpared to a single

child, and certainly, all the studies show an
increased risk in child care settings. The risk is

usual |y between about 2- and 4-fol d.
[Slide.]
Not surprising, a variety of syndromes and

speci fic pat hogens have been associated with child
care centers, and this is only a partial |ist.

O particular inportance are the diarrhea
di seases and hepatitis, hepatitis A of course,
fecal -oral transmitted, norovirus, rotavirus, E

coli 0157, Shigella, and Cryptosporidium Mny of
these have in comon being very | ow i nocul um

di seases easily transmitted person to person, and
environnmental |y stabl e agents.
Respiratory syndronmes have included otitis

medi a, sinusitis, pharyngitis, and pneunpnia, are
particularly inmportant besides viral. Respiratory

pat hogens are Haenophilus influenzae type B and
Strep pneunoni ae, although their inportance has
decreased with new conjugate vacci nes.

[Slide.]
If one | ooks at the cost in mllions, and

this is old data, 15 years old, you can see the
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| arge cost with nost of it being absent from work
for the honmenmakers, but, as well, just the

treatment costs for respiratory infections, otitis,
and long-termcare running into the hundreds of

mllions of dollars. Again, this is 15-year-old
dat a.
[Slide.]

Again, a sinple way of | ooking at
transm ssion within the daycare center environnent.

You have an index case that introduces the disease
to the center. They will transmt disease to both
personnel, they will contam nate fomites, they can

directly contam nate children. Those fonites can
contami nate the personnel and other children.

This is just a sinplified way. Again we
can break that cycle with both hand hygi ene and
with surface disinfection.

[Slide.]
Again, a variety of studies. Dr. Kotch
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and | have col | aborated. You can see two of our
studies listed there. Dr. Kotch is Vice Chair of

Maternal and Child Health at the School of Public
Heal t h.

These are very hard studies to do. W
tal ked about that, it was nentioned by the pane
earlier. First of all, the unit of analysis is the

daycare center, not the individual child, because
children's risks within the daycare center are not

i ndependent events, so you have to randoni ze
daycare centers, as did all of these studies.
So, that is very difficult to deal with

centers that don't generally don't want to do
research, they worry they will get |abeled as

research, obtaining inforned consent in this
circunstance, and dealing with centers scattered
over a very large nunmber of areas.

O course, funding is a problem so very
little etiologic work has been done. A variety of

i nterventions have been used, nost of which
i ncl uded hand hygi ene and education. | should say
education is critical and does have to be ongoi ng.

Qur hospital turns over its personne
about 20 percent a year. Most of our daycare

centers, because people are paid mni numwage and
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have | ower education, turnover of their staff 200
percent to 300 percent per year, so they are

turning over their staff two to three tinmes every
year.

But you can see, particularly in diarrhea
di seases, a variety of studies, all studies that
random zed, had a control group and an intervention

group showed a reduction of diarrhea. CQur |ast
study showed a 50 percent reduction of diarrhea

days in the children. W also showed a reduction
of diarrheal days in the daycare center providers.
[Slide.]

This is the nore conplicated schene of how
this works, again fromone of our articles.

Qoviously, it is community preval ence i s what | eads
to children becoming infected. Fecal-ora
contami nation of fomites and of hands, and of food

secondarily.
Otentinmes, these centers use the sane
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food, the sane surface for both diapering and food
preparation, exposure to enteric pathogens, the

agents have to survive, have adequate contact.
Agai n, handwashi ng and surface disinfection can

serve for decreasing these rates of ill ness.
[Slide.]
I ndi cations for hand hygi ene in the home.

Much of Dr. Scott's targeted approach woul d be
before and after preparing food, she nmentioned

greater than 75 million foodborne illnesses a year,
before and after using the bathroom before and
after diapering for the reasons we just covered.

After pet and animal contact, | will
remi nd you that there are nore than 300 zoonotic

di seases, many of which are contact to feca
transmtted, fecal-oral transmtted, and before and
after providing healthcare. Again, that is

i ncreasingly being done in the hone.
[Slide.]

We already tal ked about sone of these
studies. Dr. Larson's study, of course, did not

show a difference, the study by Dr. Sandora did
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show a 50 percent reduction in secondary diarrhea
rates, again, the initial case coning into the

hone, and the secondary transm ssion are being
decr eased.

Again, these are very hard studies to do,
and since your unit of analysis for many of these
studies is the daycare center or the home, they

have | ow power.
O her problens with the studies are the

l'imted nunber of studies, the small sanple size,
many desi gn obstacles working in this environment,
| ack of funding for these studies, multiple routes

of exposure, exposures outside the hone, and nost
of these studies don't use a true placebo group

Rather, there is a control group that uses soap and
wat er .
[Slide.]

So, in conclusion, infections acquired in
healthcare facilities and daycare centers result in

substantial norbidity and cost.
I nfections acquired in healthcare

facilities and daycare centers often result from
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person-to-person transm ssion via the hands of
heal t hcare or daycare providers.

Hand hygi ene may reduce the frequency of
nosocom al and daycare center infections.

Hand hygi ene |ikely provides a benefit
with selected targeted activities in the hone.
Thank you very much.

DR WOOD: W will nobve on to the next
speaker.

I nportance of Fonmites in the Transni ssion
of Infectious Diseases
DR CGERBA: Thank you for the opportunity

to speak to you today. M nane is Chuck CGerba and
I am a Professor of Environmental M crobiol ogy at

the University of Arizona, and | study how
m croorgani sns are transmtted through the
envi ronnment from one person to anot her

VWhat | want to talk to you about today is
exposure. \What we do is ook at what is the

exposure to nicroorganisnms in various types of
environment. That kind of information is useful to

target interventions and to assess the success of
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i nterventions.
I amal so going to sumup the other

present ati ons.
[Slide.]

I don't think many people often realize
it, but 80 percent of the conmon pathogens in your
hospital and hone environnments are actually spread

t hrough hand contact, particularly diarrhea and
respiratory illnesses.

[Slide.]
This is inportant because about every
three mnutes, a child brings his hand to his face,

nose, or nmouth, and we touch a lot of objects in
our normal working day. W have nonitored peopl e

in offices, and you woul d be amazed how many
different objects you are going to be touching
during a normal working day.

So, there is a lot of intimacy with your
envi ronment even as an adult, | don't think many

people realize
[Slide.]

We have done studi es on the occurrence of
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fecal bacteria, E. coli, Klebsiella, Citrobacter on
hands after different activities of adults and

children, and actually, interestingly enough,
preparing a neal is when you are going to get the

great est nunber of fecal bacteria on your hands,
and the least, people exiting a toilet, so if you
are going to kiss somebody's hand, nake sure they

didn't make a neal for you and canme out of the
toilet, |I guess you could say.

[Slide.]
But there is a lot of things we don't
realize. Children actually, when they go out

pl aying, get a lot of fecal organisms on their
hand, and doing the laundry is one of the higher

ri sk areas, too, because you are handling the wet
| aundry and transferring it to the dryer, and
wonder where all the brown streaks go, they go onto

the laundry.
These are activities in which you get

exposures you m ght not recogni ze, which mght be

good targets for interventions.

[Slide.]

Det ecti on of pathogens on fomites has been
done in nunerous studies. | just wanted to point
out hard surfaces, E. coli, influenza,
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par ai nfl uenza, norovirus, a cause of diarrhea,
clothing, laundry, towels, Salnonella, hepatitis,

norovirus, E. coli. Many of these will actually
survive washing and drying to end up on your dried

| aundry.
In the bathroom your sinks, taps, Gardia
and Cryptosporidiumare parasites that have been

i sol ated, shigella, of course, norovirus.
Kitchen, our studies and others around the

wor | d have shown Sal nonel | a, Canpyl obacter, E. col
in the kitchen area.
In schools, again, an array of

m croorgani sns that cause diarrhea and respiratory
i nfections.

[Slide.]
I just wanted to give you sone nunbers on
sonme of these to give you an idea of what are sone

areas where you are going to be finding these
m croorgani sns. W have | ooked at coliform
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bacteria, which are again like E. coli, Klebsiella,
where do you find themand in what kinds of

nunbers.
O course, the greatest numbers occur in

the kitchen area, not in the toilet area, which
often surprise many people, but they like to grow
in your sponges. In our study of 600 sponges

around the United States, we found Sal nonella in 10
percent. Actually, sone of the people who think

they are the cleanest, are dirty, when they wi ped
everything up, they spread the E. coli and
Sal nonella all over the kitchen

So, people aren't aware of what these
activities do a lot of the tines. The cl eanest

area, if you want a refuge for enteric organismns,
run to the toilet seat. It is really interesting,
and that is why these studies are useful, because

they are not always intuitive where you are goi ng
to find the m croorganisns.

[Slide.]
Anot her way of | ooking at an exposure is

to | ook at where nmpst contam nated bodily fluids
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are. This is urine, feces, saliva, nucus, bl ood.

Daycare centers, largely because of the sanitary

habits of children haven't been devel oped, of
course, is a hot spot. Again, playgrounds, bus

travel. | can't conpare it to air travel, so
can't tell you.
But down on the end, fortunately, are

physi cians' offices, which | would like to

congratul ate you on that, you are keeping contro

of your bodily fluids.
[Slide.]

What about your office and work

environments? This is the total nunber of gerns,
this is the total nunber of bacteria. Were night

we want to |l ook for, if we want to |look for a

pat hogen in this type of an environnent? |n phones

and desktops come out nunber one.

It turns out nobody ever cleans the

desktop until they start sticking to it, because
the janitor or crews won't touch it, it's persona

space, so you would be amazed how many things you

can find on a desktop over tinme.

O course, the cleanest place in your
office again is your toilet seat. There is

sonet hi ng about toilet seats.
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[Slide.]
What about your hone and your daycare

center, what about actual real pathogens? W have
been | ooking at this. | show exanple of influenza

virus. W |ooked at influenza virus in homes and
daycare centers at different parts of the year, and
you can actually see influenza begi nning to appear

on daycare center surfaces about | ate Septenber or
early Cctober, before you usually see the first

cases being docunented clinically, and it continues
to build up, peaking right before, the peak cases,
usually in March or April oftentines.

But, on average, these results are where
you will find the flu viruses basically, alnost

about 40 to 50 percent of the surfaces during the
peak of the flu season will have the flu virus.
W al so went into homes where a child was

ill for nmore than three days and | ooked at that
envi ronment, too. Again, you can see that with one
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childill with the flu, it really managed to nake
its way around the house.

Again, interestingly enough, the phone and
the renote control, TV rempte control, | guess

which is obvious. You call the daycare center, the
kid is not going to be there. You throwthemin
bed with the TV renote control, so those tend to

get the nobst contam nated, | guess.
Anot her point being is that surfaces do

get contam nated. People pick these up. On the
ri ghthand corner here is showing the flu viruses
and cold viruses can survive up to three days on

these surfaces and renmain infectious.
[Slide.]

Fomte cleaning, | want to point out is
not enough. W and others have recently done
studi es | ooking at cleaning. W studied an

outbreak at a university in Arizona, and we were
able to get in there right during the outbreak and

found 18 percent of the surfaces in the dormtories
were contaminated with noroviruses. They went in

and cleaned the facility, and that increased to 48
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percent. Basically, their cleaning spread them al
around the facility.

The sane thing in E. coli and public
restroons. W have been studying public restroons,

whi ch are cl eaned and not cl eaned, and cl eaned with
di sinfectants, and nornal cl eaning procedures with
soap and water actually spread the organi snms around

the restroom
So, | just use this to point out that

cl eaning sonetinmes isn't enough, particularly for
the average consumer nmay not be aware that you al so
need to use a disinfectant in there and take other

precautions when you are handling it, because you
can end up actually spreadi ng the organi sns around.

[Slide.]
Conclusions fromthis. Hand contact plays
a significant role in the transm ssion of comon

infections. Fomite contam nation by pathogens is a
conmon event in the hone and work environnents.

Washing fomites with soap and water is not
enough really to prevent the spread of pathogens.

You need nore barriers than that in controlling the

file:///Z|/Storage/1020NONP.TXT (218 of 386) [11/3/2005 12:25:29 PM]



file///Z)/Storage/ 1T020NONP.TXT

219
spread of pathogens in these types of environnent.
[Slide.]

Overall summary. | will try with the
tal ks that were given this norning. Targeted

hygi ene, and | enphasize the word "targeted,"” is
needed for hone infection control. The benefit is
prophylactic. O course, you don't see the results

necessarily are real to people right away.
Topi cal antiseptic wash products do not

contribute to decreased antim crobi al
susceptibility.
Ext ensi ve data indicate environmental risk

fromindividual active ingredients are unlikely.
The data clearly support the current

proposed | abeling indication to decrease bacteria
on the skin.
Finally, the 1994 TFM I og reductions after

a single wash, that is, about 2 |logs, are
appropriate as |l ong as standardi zed ASTM et hods

are enpl oyed.
Thank you.
Committee Discussion

DR WOOD: Thank you. W will have a
couple of minutes for questions, and then we will

break at 12:00 for |unch, because we have to be
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back for the public coment period at 1:00. So,
let's take questions for the presenters.

DR PATTEN: We have heard that these
bi oci des rapidly degrade. Could sonebody tell me

what they degrade to?
DR REISS: [lnaudible reply.]
DR. HALDEN. Can | conment on this? It is

actually quite interesting. | think we all have to
realize that the data we see is largely driven by

the way the studies are designed. That is true for
all the data we have seen today, so we have to keep
that in mnd as we evaluate them

There was a critical study that was done
in 1975 by a person naned dedhill fromthe Soap

and Detergent Association, and he studied the
breakdown of triclocarban using carbon di oxi de Cl4
evolution as a definitive tool of mineralization

The study, if you read the abstract, says
that triclocarban easily degrades to nore than 90
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percent and is readily biodegradable. If you read
the article closely, you will see that the chenica

was first put into raw sewage where it persisted
for 10 weeks without seeing any change in

concentration, and then it took an acclimation of
an activated sludge for several weeks before
degradati on was apparently Kkicking in.

So, | conpletely agree with the industry
that triclocarban is biodegradable. In fact, the

m cr obi ol ogi cal dogrma holds that there is not a
singl e conpound that cannot be degraded other than
el ements naybe, can only be reduced.

So, there is no doubt about it that this
chemical can be degraded. The question really is

what is happening in the real world right now, and
I amstill wondering why we use all these nobdels
and predict the concentrations if we can, if we

have the nmethods in the | ab, we just take a water
sampl e wherever we feel it is inportant and anal yze

what is in the water.
Now, we have done our best with the

limted neans that we have to do that, and the
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concentrations we find exceed by far the
concentrations reported by the industry.

There is no point | think in extrapolating
if you can actually nake a definitive neasurenent,

so the biodegradation there, it is critical to take
a | ook at how these studies were designed and al so
to take a | ook at what happened at the plant. |

showed you the data here. There is no controversy
over the fact that mlligrans per kil ogram

quantities of triclosan and triclocarban are
present in sludge.
This is after we provided excellent

opportunity for mcroorgani sns, both aerobic and
anaer obi ¢ microorgani sns, to degrade these

chemicals. This is an optim zed process. W have
spent hundreds of years to optimze it for
bi odegradation, yet, these chemicals conme out of

the process.
I think to claimthat they are easily

bi odegradable is in part true, but inreality, it
doesn't really matter. It counts what we see, it
doesn't count what is possible.

DR WOOD: | was lost by that, | nust say.
I would Iike the two of you to speak agai n about

this. | heard two conflicting presentations. One
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was that the material was found in sludge, and the
other one was that it was degraded in sludge with a

half-life of a few hours.
Four tines a few hours neans it should al

be gone in that time, so these are inconpatible
positions, so we need to explain that.
Were yours neasurenents, or were they

nodel ed?
DR REISS: | didn't say that it wasn't

present in sludge. It is present in sledge in ppm
levels in the data that | have seen
DR WOOD: What was the half-1ife?

DR REISS: The half-life in sludge?
DR WOCOD:  Yes.

DR. REISS: Well, it's not easy to
calculate a half-life froma wastewater treatnent
system but a significant anpbunt of the nass of

triclosan that goes into the systemis going to be
bi odegraded. Not all of it will be, some of it
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will be present in the sludge, and the neasurenents
we have are maybe 1 to 5 to 10 ppmfor triclosan

So, | think the next question after that
is would that pose a risk, and that is sonething

am personally looking at right nowin a | ot of
detail, but as far as the human exposure, it is
i nconcei vable to ne how you woul d see froma ppm

| evel in sludge, anything near the exposure you
woul d see fromthe normal use of these products.

It is my understanding they are present in
like 1 percent in these soaps, and whatever, so
froma sludge standpoint, | just don't think that

that is a plausible high human exposure pat hway.
DR HALDEN. May | comment on this?

DR. WOOD: Sure, of course
DR HALDEN. | think, you know, we can't
have it both ways. |If we claimthat these

chemicals are effective, and we have produced data
to support their use, then, they are effective, but

once we are done with them their effectiveness not
m racul ously di sappears.

Now, we have ppmlevels in sludge. In
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sl udge, we have all the microorgani sns we are
concerned about. |If you would test for your

pat hogens, you woul d have orders of nagnitude
hi gher levels than you find in these hones, the

data we just saw.
So, | think it is very inportant to
consi der that the pathogens are now exposed to very

hi gh | evels of these chemcals in the sludge, in
| arge quantities for long periods of tinme. |It's

happeni ng, there is no doubt about it.
DR. WOOD: O her questions? Mary.
DR TINETTI: | was sort of curious.

think we certainly got a nice presentation that |
think we are convinced there is a |ot of bacteria

around and certainly where there are children,
there is even nore bacteria around.
Al so, the presentation showing that hand

hygi ene in general is probably beneficial in
decreasi ng those bacteria and perhaps infections,

but what | didn't hear is any discussion of whether
the products we are discussing today have any

benefit at all over soap and water, and | was just
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sort of curious why the conplete | ack of discussion
of that inportant topic.

DR. WOOD: Does soneone want to address
that issue? | guess the FDA first. They |ooked at

this.
DR TINETTI: Well, | think the FDA
addressed it, but this was for the industry people.

DR FI SCHLER. George Fischler fromDi al
Cor por at i on.

I think that is essentially the crux of
the issue of why we are here today. W are
operating under a system of a proposed nonograph

that sets a level of efficacy for determ nation
based on data that FDA has accumul ated over the

years, and is currently using in the NDA process
approval for healthcare products used for this very
pur pose of infection control

So, | think what our positionis, is we
are not essentially saying that every product that

currently exists out there may provide a benefit.
We represent manufacturers' efficacious products.

We are saying that we believe that
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products, when they neet a standard as proposed by
the FDA, not only meet the |abel indication as

proposed in the nmonograph, which is the decreased
bacteria on the skin, but being that consumer

handwash products and heal t hcare handwash products
are designed essentially to do the sane thing, to
reduce cross-contam nation, and thereby to reduce

the risk of infection.
The only difference is the setting in

whi ch they are operating, but really the risks are
the sane, and therefore, the efficacy |levels are
tied together.

DR WOOD: | think what Dr. Tinetti is
asking is are there data that you want to offer

that show a difference between this and soap,
handwashi ng with soap
Was that the question, Mary?

DR TINETTI: Yes.
DR. WEBER: This is Dave Wber. There are

a couple of issues here, one, of course, soap and
water are effective in renmoving m crobes fromthe

hand physically, and the settings in which other

file:///Z|/Storage/1020NONP.TXT (227 of 386) [11/3/2005 12:25:29 PM]



file///Z)/Storage/ 1T020NONP.TXT

products are particularly useful is when you don't
have soap and wat er.

One of the problens we had in daycare,
when we tried to do everything in the hospital in

daycare, of course, they are in church basenents,
and if there isn't a bathroomor a sink in the
room you can't tell themto build one. So, in our

| ast study, which we actually did show a reducti on,
we actually gave them physically, we put units in

the intervention centers.
One was about the size of a refrigerator
one was the size of a stove, that had sink,

separ at e handwashi ng, separate food services,
stepcans, all the things that would help to correct

some of the structural barriers. So, there are
times that non-soap and water products are
beneficial, because there is no option to use soap

and wat er.
DR. WOOD: But we are tal king about the

hone, not the daycare.
DR WEBER: The second issue is that, or

course, soap and water is effective, and just with
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the drug that is very effective, say, 80 and 90
percent effective, to show that another product

woul d be 5 or 10 percent more effective is a huge
sampl e size, and, well, you can put hundreds or

t housands of patients into drugs and vacci ne
trials, it is a lack of funding to do a trial that
would truly be powered to | ook at the difference

bet ween a good product and a slightly better
product or better product, and again we need to

random ze hones or centers would be a truly
monunent al undert aki ng, conceptual ly easy,
|l ogistically and fundi ngwi se very difficult to

denpnstrate that
DR FISCHLER: If | could just briefly

respond | think to the basis of the question. In
the docunentation over the period of tine that
i ndustry has subnmitted to the docket, and sone of

whi ch was revi ewed today, some of which is in,
think, the printed packet, but wasn't verbally

reviewed, there is data show ng differences between
products contai ni ng- - handwash products contai ni ng

antim crobial ingredients and matched pl acebos
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showi ng that there is a significant difference in a
st andar di zed handwash test between the two

products.
DR. WOOD: It's just after 12 o' cl ock, so

let's break for |unch
[ Wher eupon, at 12:05 p.m, the proceedi ngs

were recessed, to be resunmed at 1: 00 p. m]
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AFTERNOON PROCEEDI NGS
[1: 05 p.m]

Open Public Hearing
DR. WOOD: We are ready to begin the open

public hearing, and | think the first speaker is on
the phone, is that right?
DR. GOLDVMAN: That is right.

DR. WOOD: The speakers have been given
their tinmes in advance, and we are going to ask you

to stick to these tinmes. Just to help to stick to
the tinmes, your m crophone will be switched off at
the end of the agreed tine. First of all, | wll

read the instructions.
Both the Food and Drug Administration and

the public believe in a transparent process for
i nformati on gathering and deci si onmaki ng. To
ensure such transparency at the open public hearing

session of the Advisory Committee neeting, the FDA
believes that it is inmportant to understand the

context of an individual's presentation
For this reason, FDA encourages you, the

open public hearing speaker, at the begi nning of
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your witten or oral statenent to advise the
conmittee of any known financial relationship that

you may have with any conpany or any group that is
likely to be inpacted by the topic of this meeting.

For exanple, the financial information may
i nclude a conpany's or group's paynent of your
travel, |odging, or other expenses in connection

with your attendance at the neeting.
Li kewi se, the FDA encourages you at the

begi nni ng of your statenent to advise the conmittee
if you do not have any such financial
relationships. |If you choose not to address this

i ssue of financial relationships at the beginning
of your statenent, it will not preclude you from

speaki ng.
Dr. Gol dnan.
DR GOLDVAN:. [By telephone] -- Pediatrics

for Harvard Medi cal School and Professor of
I mmunol ogy and Infectious D seases at the Harvard

School of Public Health. | have nore than 30 years
of experience in infection control and hospita

epi dem ol ogy, and have published nunerous papers

file:///Z|/Storage/1020NONP.TXT (232 of 386) [11/3/2005 12:25:29 PM]



file///Z)/Storage/ 1T020NONP.TXT

233
rel evant to infection control and hand hygi ene.
Pfizer requested that | submit a letter

and nmake a statenment discussing the benefits of
al cohol - based hand sanitizers. Although Pfizer

conpensated ne for ny tinme in preparing this
statenent and the supporting letter, the views and
conclusions are entirely ny own.

I am speaking in support of the w de use
of al cohol -based hand sanitizers in healthcare

institutions and comunity settings including the
hone. Al cohol - based hand sanitizers rapidly kil
both bacteria and viruses that cause infections in

t hese settings.
As is well known, they are effective

against virtually all nosocom al pathogens of
interest with the possible exception of
spore-form ng organi snms, such as C ostridi um

difficile.
They al so are extrenely effective agai nst

the specific viral, respiratory, and
gastrointestinal pathogens that cause the majority

of comunity infections in pediatrics, as well as a
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broad array of bacterial pathogens that are
inmportant in the community setting.

They are safe, convenient, portable, and
better tolerated than repeated handwashing with

soap and water.
First, | would like to address the use of
these agents in healthcare institutions. They are

the linchpin of efforts to curb transm ssion of
infections in the hospital and are reconmrended by

virtually all authorities and agencies for this
pur pose, and hygi ene with al cohol -based sanitizers
is central for the patient safety canpai gns of WHO

CDC, and the Joint Conmi ssion
I ndeed, WHO s | ocal patient safety

chal I enge, just |aunched on Cctober 13, heavily
enphasi zed the inportance of reliable use of
al cohol - based hand sanitizers. |Increasing use of

these agents is a major focus of infection contro
programs wor | dwi de.

Regardi ng use of viricidal and
bacterici dal hand hygi ene agents in the honme and

other comunity settings, proof of principle was
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establ i shed years ago by Omen Henl ey's group, which
denonstrated that coating fingertips with iodine

reduced the secondary attack rate of respiratory
i nfections anong nothers in the househol d.

My group recently published two
peer-revi ewed papers in the Journal of Pediatrics
on the use of al cohol -based hand sanitizers and the

rate of infectious diseases in the household. In
the first study, a prospective observational study,

we observed that the use of al cohol-based
sanitizers was associated with reduced respiratory
illness transm ssion in the hone.

In a second study, a cluster randonized
trial of nultifactorial interventions enphasizing

al cohol - based hand sanitizer use in the hone, we
denpnstrated reduced transm ssion of
gastrointestinal illness within famlies with

children in daycare
Al though a statistically significant

effect was not seen on the transm ssion of
respiratory infections, the study suggested a

better effect in famlies that used | arger
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quantities of hand sanitizer per week.
Bot h of these studies indicate that

al cohol - based hand sanitizers may play an inportant
role for the prevention of infectious diseases in

communities. The validity of this claimis
supported by at |least two studies show ng reduction
in school absenteeismin classroons where

al cohol - based hand sanitizers were used.
G ven ny previous coments about the

bactericidal and virucidal effects of al cohol -based
sanitizers, these results are hardly surprising
The characteristics of al cohol -based products are

especi al | y advant ageous in the hone where busy
fam |y nmenbers have frequent exposure to infectious

agents while caring for children with respiratory
and G di sease, such as diaper changing, w ping
snotty noses, and so forth.

The potential beneficial inpact, both
econom ¢ and social, of these agents is enornous.

I strongly believe and recommend that the use of
al cohol - based hand sanitizers should be encouraged

in the hone and community because of their

file:///Z|/Storage/1020NONP.TXT (236 of 386) [11/3/2005 12:25:29 PM]



file///Z)/Storage/ 1T020NONP.TXT

237
benefits, conveni ence, and m ni nmal risks.
Finally, it seems arbitrary and

counterintuitive for healthcare | eaders and public
heal th agenci es to chanpi on al cohol - based hand

sanitizers as a primary intervention to reduce
transm ssion of nethicillin-resistant Staph aureus
or MRSA, and other dangerous pathogens in the

hospital while failing to support the use of these
agents to protect fam |y nenbers in the hone.

This is an especially inportant issue in
an era of epidemc MRSA in the conmunity and the
threat of pandem c viral disease

Thank you and | can stay on a few ninutes
if you have questi ons.

DR. WOOD: Let's go on to the next
speaker, who is Sally Bloonfield fromPfizer. |
think she is here and going to use Power Point.

DR. BLOOWVFI ELD: Thank you very rmuch.
| again have been asked to tal k about the

topi c of al cohol -based hand sanitizers, and | have
to tell you that Pfizer have supported ne to

prepare this presentation and to attend this
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nmeeting, but the slides have been prepared by
nmysel f, and the concl usions and the opinions that |

will give you are entirely ny own.
The organization within which I work is

call ed The International Scientific Forumon Hone
Hygi ene, and | have to tell you Elizabeth Scott
also is a menber of the Scientific Advisory Board

of this organization
It was an organi zati on which was

establ i shed back in 1997 in response to the need
for an independent organization which could devel op
and pronote an understandi ng of good hygi ene

practice based on the energi ng amount of scientific
evi dence whi ch was becom ng avail able to us.

One of our very earliest activities was to
reviewthis literature in detail, and to produce
gui del i nes on hone hygi ene which are based on the

targeted approach which Elizabeth tal ked about this
morning. | amgoing to draw on this data for this

present ati on.
What El i zabeth showed you this norning,

hope, was that good hygi ene practice is still key
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to reducing infectious disease even in this 21st
century where we have access to clean water,

sanitation, and the necessary drugs.
She showed you, too, that good hygi ene

practice is inportant both in the hone
particularly, but also in those settings which form
a continuumw th the home - social, workplace, and

travel settings.
In formul ati ng an approach to home hygi ene

whi ch deals with these risks, what the | FH has done
is to adopt a risk assessnent approach. This
approach, which is known as HACCP in the food and

pharmaceutical industries, is one that has been
shown to be highly effective in controlling

infectious transm ssion risks, and it has now
becone apparent that it is inportant to apply this
approach both in the hospital and also in the hone.

Applied to the home, it has come to be
known as "targeted hygiene."

Targeted hygi ene starts fromthe
under standi ng that infectious disease agents are

continually brought into the home, and Elizabeth
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has al ready just denpbnstrated this. The nain ones
as far as hand hygi ene are concerned are peopl e,

food, and pets. But, of course, what we know is
that these organisms can al so establish thensel ves

in wet sites, such as basins, cloths, and so forth,
and becone a permanent source in those places, too.
The absol ute key thing about targeted

hygiene is that it is not about trying to eradicate
pat hogeni ¢ m crobes fromthe home and comunity

settings through daily intermttent cleaning.
It is about understandi ng where the
pat hogens cone from what are the sources, how are

they transmitted, and intervening at the key places
and at the key tines to prevent the transm ssion

and to avoid exposure by fam |y nenbers.
If you do the risk assessnment, a
sem -quantitative risk assessment, what you find is

that targeted hygi ene, because it focuses on
preventing germs, the major target sites are hands,

hand contact surfaces, such as door handl es, and so
on, food contact surfaces, cloths in the kitchen,

bathroom and toilets, but the indications are from
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all the data that the hands are absolutely central,
are absolutely key, the nost inportant agents for

di sease transm ssion.
The data to support this cones fromtwo

sources. First of all, the Handwashing | ntervention
Studies, and | amnot going to dwell on these,
because Dr. Aiello and others have dealt with these

very robustly this norning, but what | have done
here is to take the eight studies fromDr. Alello's

review, which | think are relevant to devel oped
country situations. They come from U.S., Canada,
and Australia.

For all of these, which were carried out
in community settings, and | ooked at the reduction

of diarrheal and respiratory infections, in all of
these, there was a significant reduction, which
ranged from sonet hing of the order of 21 percent up

to 77 percent.
The other data in support of the high

i mportance of hand hygiene is the m crobiol ogica
studi es, the whol e range of mcrobiol ogical data

whi ch has been generated, nmuch relating
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specifically to honme and community settings, which

shows that infectious di sease agents are

continually brought into these settings, they

di sperse to hands and ot her surfaces, they survive

for significant periods, and they can be

transferred via the hands to the nouth, the nose,

the eyes, and other surfaces in sufficient nunbers

to cause infections.

It is nmy firmbelief that in view of the

probl ems of performng clinical trials for

prophyl acti c measures such as home hygi ene, we nust
use these data in processes, such as quantitative

m crobial risk assessnment, for assessing infectious

ri sks and the inpact of hygiene practices.

An equal ly inmportant part of targeted

hygi ene is to understand that in situations where
there is significant risk of infection transfer,

then hygi ene procedures are needed to reduce the

risks by elimnating contam nation as far as

possi bl e and preventing further spread.

For hand hygi ene, in using soap and water,

the key aspects of this is, first of all, that the
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soap detaches the organi sns, releases themfromthe
skin, but very inportantly, if soap and water

washing is to be effective, it nmust be applied with
a thorough rinsing process. It is that rinsing

process which actually takes the organisnms off the
hands and nakes them germfree.
So, because we know that soap and water is

not always available or freely avail abl e,
especially in out-of-hone settings, there is a key

need for products that are portable, convenient,
wat erl ess, and effective.
"No rinse" al cohol -based hand sanitizers

meet this need for maintaining hand hygi ene when
soap and water are not avail abl e and when hones are

not visibly dirty.
Let me have a | ook at the data which
supports this statement. |If we are going to have a

no-rinse hand sanitizer, what are we | ooking for?
We are looking for three things. First of all,

activity against a broad spectrum of bacteria,
viruses, fungi representative of infectious agents

commonly found in home and out-of-home settings for
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which there is evidence of spread via the hands.
It must be fast acting and they must be equally or

preferably nore effective than soap and water.
It is my belief that the available data

i ndi cate good efficacy profile. This conmes from
in-vivo tests, reduction of bacteria and viruses on
artificially contam nated hands; in vitro,

time-kill studies and intervention studies.
Let's ook at thembriefly.

First of all, in vivo testing, |ooking at
reduction of mcrobes on contani nated homes, there
is a large body of evidence out there, and | fully

recogni ze that the efficacy of different products
depends on the fornulation, it depends on the

strain of the organism and it depends on the
nmet hod that is used.
What | amtried to do in this very brief

slide is to give a fair representati on of the nost
i mportant of those studies. So, against bacteria,

we can see that there is good activity, 2.6 to 3.7
| og reduction agai nst gram negatives and gram

positives, three test species, which is, for E
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coli, can be shown to be equivalent at least to
that provided by soap and water washi ng.

Agai nst viruses, there is an activity
whi ch ranges fromO0.8 to greater than 3 | ogarithmns,

and for two of these organi sns, the studies were
done in direct conparison with soap and water and
found to be equally effective.

There is a couple of key points to say
here. One is, of course, that traditionally, we

know t hat antim crobial agents are |ess effective
agai nst non-envel ope viruses, and you can see that
for the nost part, apart fromhepatitis A all of

t hese are non-envel ope viruses, but having said
that, they are the ones which are representative of

those which are comonly transmitted in hone and
conmunity settings - rotovirus, adenovirus,
r hi novi rus, and norovirus.

The in vitro tests show that the activity
extends to a broad range of organisns, for bacteria

and fungi, giving good | og reductions. The in
vitro tests also show that the activity is

equi val ent to that against bacteria and viruses,
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agai nst envel ope viruses, and inportantly, you can
see that that includes influenza A which is

obvi ously an organi sm of consi derabl e concern at
this present time with regards to threats posed by

avian flu.
The non-envel ope viruses, the in vitro
tests do suggest |lower activity, but activity of

the order of 1.2 to 2.7 log reduction.
Interesting, for exanple, for sone strains of

rhinovirus, that activity is much increased, a | og
reduction of 4.25
Intervention studies, again, | am not

going to describe themin detail, Dr. Aiello did
that very ably, but all | have done here is to

summari ze the eight intervention studies which were
carried out |ooking at the inpact of al cohol -based
sanitizers in home and comunity settings on

gastrointestinal, upper respiratory tract
i nfections, and absent eei sm

I again accept all the limtations which
Dr. Aiello put forward, nost particularly how do we

separate the inpact of health education, hygi ene
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education fromthe inpact of the product, and the
other being the lower activity against respiratory

tract infections, but if you take themtogether, 11
out of these 15 studies suggest a significant

reduction, which is of a simlar order
I know that you cannot conpare the two,
but they are of a simlar order to those which were

denonstrated in the handwashi ng i nterventi ons which
we di scussed earlier.

Turning finally to safety, it is nmy belief
that the evidence suggests that al cohol-based hand
sanitizers have a good safety profile. There is no

evi dence of al cohol or antibiotic resistance
associ ated with their use. They have a

non-sel ective action which precludes this probl em
of shared target sites of transm ssion of
resi stance el enents on pat hogens.

They evaporate to | eave no active residue,
and they retain activity against antibiotic

resistant strains, such as MRSA
EPA concl udes that aliphatic al cohols are

not intended for ingestion of low toxicity, and
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thirdly, if they are fornulated with the
appropriate enollients, they cause |ess skin

irritation than soap and water in frequent-use
situations.

My concl usions therefore are: that hone
hygi ene practice is key to reducing the burden of
i nfectious disease in the conmunity;

That hand hygiene is a key conponent of
good hygi ene practice;

That al cohol - based hand sanitizers provide
an effective alternative in situations where soap
and water are not avail able and may encourage

conpl i ance;
Finally, that based on their safety and

|l ack of antimcrobial resistance/cross-resistance,
they are appropriate for use in consuner settings.
What | amsaying is that the benefit-risk

profile is positive, and | believe that these
products shoul d continue to be recognized as safe

and effective for use in consuner products.
DR. WOOD: Thank you.
The next speaker will be Lawton Seal

DR SEAL: | ama full-tinme enpl oyee of
Heal thpoint Limted. It is a branded

phar maceuti cal conpany, and today | wanted to talk
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to you about antibacterial handwashes. These are
al cohol - based fornul ati ons that have persistence

added to them
I n general, consumer products for hand

antisepsis do not routinely have formnul ations
designed to provide either persistence or residua
effects. Now, in the eyes of sone, this allows for

relative rapid regrowth of the flora and therefore
perhaps requiring frequent product applications to

mai ntai n some degree of hand anti sepsis.
Al cohol - based formul ati ons can be produced
that provide prolonged antim crobial action, may be

used with or without water, and do not overtly
damage the skin.

G ven the inportance of this product
indication to the general public and to industry,
we elected to take a | ook at sonme of these in

compari son to others.
Now, our testing was all done at a
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third-party i ndependent | aboratory, none of it was
done in-house. Supporting data was obtai ned

enpl oying two different test methods, one of them
being the TFM test for heal thcare personne

handwash, that being the Tinwash [ph] study that is
done using Serratia marcescens as the indicator
organism This test is acconplished in a matter of

a few hours.
In addition to that, there was a 5-day in

Vi vOo persi stence assay, simlar in concept and
design to the surgical scrub test, allow ng for
7-day washout baseline assessnents as per the

surgi cal scrub assay.
Now, there were four product applications

applied daily within about the first hour of the
arrival of the subjects, and these were applied per
product instructions, various instructions,

therefore, the application tine specifically for
the wat er-ai ded products did vary follow ng

applications and drying of the products, subject's
gl ove, and then post-application sanples were taken

at 1 minute, 4 hours, and 8 hours on days 1, 3, and
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Now, both water-ai ded and waterl ess

products were tested and these results were
publ i shed.

Very quickly, to wal k through this data,
you can see that al cohol, that does have
persi stence factor in it, does give you indeed good

kill at wash 1, and sustains that follow ng the
10t h wash. Conpare that to 61 percent al coho

without a preservative, and one can see a
difference that is statistically significant.
When this study is carried out to 5 days,

you have an opportunity then to view perhaps a
different situation, and that again the al coho

that is preserved continues to provide good Kil
over the entire course of the 5-day test at
imediate time kill 4 hours and 8 hours, however,

unpreserved al cohol is a bit spotty, particularly
inits kill. | refer you to the publication as

sone of these differences are statistically
significant.

Finally, we took a | ook at water-aided
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products again using the TFMin vivo test. Note
that at wash 1, again the preserved al cohol does

wel |, as does 2 percent CHG 0.5 percent triclosan
The latter two had a 30-second application, the

preserved al cohol a 15-second application. Note,
however, at wash 10, only the al cohol and the
CHG based products are able to clear the 3-10g

hurdle. That is in the final nonograph of this
product indication. Triclosan did not, if you

will, make the cut.
When this is extended to a 5-day study, |
think the differences between the product,

specifically as it relates to triclosan, becones
even nore obvious. One can see the 2 percent CHG

and 61 percent al cohol, properly preserved, did
well. For this particular study, we al so added 4
percent CHG as a intra-study control as our test

organi zation was quite fanmiliar with this one.
To bring this to a rapid conclusion, these

data support our assertion that antim crobial
persistence is available to the consuner. TFMIike

testing in sone format shoul d be enpl oyed for these
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consuner products.
Thi s woul d provi de adequate infornation

about the level and duration of antim crobial
action. Perhaps they nmay serve best in sone

targeted indication that has been discussed in the
course of this discourse today.
Thank you very much.

DR. WOOD: Thank you.
Char | es Haas.

DR HAAS: Thank you. M nane is Chuck
Haas. | am Betz Chair Professor of Environmental
Engi neering at Drexel University. | want to show

you how to connect nicrobial reduction studies with
ri sk assessment to estinate potential benefits when

usi ng antim crobial hand products.
Sone qualifications and a disclainer. M
wor k has been supported by CTFA and SDA, but | have

been devel oping microbial risk assessnment in a
variety of contexts for over 20 years. | ama

Fel |l ow of American Acadeny of M crobiol ogy, Society
for Risk Analysis, as well as AAAS.

I will give you the concl usions upfront
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and then restate them at the end.
M crobial risk assessnent can be used to

quantify the benefits of use of
anti m crobi al - cont ai ni ng consuner hand products.

For the particular scenario that | have
presented here by way of exanple, the use of such
products resulted in a reduction in nedian risk

froma single exposure by a factor of 3 to a factor
of 16 depending on the active ingredient.

The underlyi ng met hods are studies that
were perforned using the Health Care Personnel Hand
Wash data that were conducted by various conpanies

on different organisns. The |og survival ratios
were anal yzed by nyself and ny student at Drexel to

get statistical distributions, and then we
performed Monte Carlo sinulations with that data
according to the procedures that we have outlined

in a paper that is in press, in Internationa
Journal of Hygi ene and Environmental Health, which

| believe is part of the subm ssion
The data was coll ected by SDA and CTFA

fromtheir nenber conpanies, conpiled by a
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contractor from conpany records. All the studies
were conducted by a single | aboratory according to

the ASTM net hod, and the sunmarized inactivation
ratios, as well as the study conditions, were

transmtted to us for analysis.
This is a 50, 000-foot overview of the
studi es. Each study may have had anywhere from4 to

15 or 20 individual data points, a nunber of
different test organisns, a nunber of different

active ingredients including 3 of the ones that |
have heard under discussion today - al cohols, TCC
and tricl osan.

The scenario that | have considered for
this denonstration of a risk assessnment nethodol ogy

is one in which a person preparing a ground beef
meal contacts ground beef that may contain E. col
with their hands.

The E. coli is transferred fromthe ground
beef to the hands. There may be an intervention by

either washing with plain soap and water or by
decontam nating the hands with an antim crobia
product .

There is transference after
decontam nation of the E. coli fromthe hand to the

mout h, and then we had dose-response rel ationships
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for E. coli that have previously been published by
us on results fromhuman feeding trials.
This is the bottomline for the
non-germcidal, as well as 3 active ingredients.
We show a reduction in nmedian risk of anywhere from
a factor of 3 for triclosan to a factor of 16 for
the alcohols with Chex in the nmddle
This is for a single-exposure risk, so the
risk nunbers are low, in the range of 10
-10 to 10-8,

but if you annualize that, and if you | ook at other
possi bl e scenarios, then, this can contribute to
the overall burden of risk by a particular

popul ati on.
Bottom|line conclusions. A factor of 3 to

a factor of 16 reduction. The individua
conponents associated with the pathway of the
organi smfromthe ground beef to the nouth to cause

infection are all available, they are all published
inthe literature, and they can be conbined in a
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fairly standard way that we have been using in a
QWRA approach for the past 20 sone-odd years.

There are additional slides in the packet
whi ch anplify and provide nunerical data on the

details of the sinulation for those of you who may
be interested.
Thank you.

DR WOOD: A 16-fold reduction in risk
shoul d give you a very small sanple size to have to

be able to do a study of benefit. Have you
recal cul ated what sort of sanple size you woul d
need to show a clinical benefit with that kind of

ri sk?
DR. HAAS: This is a 16-fold reduction in

risk for that particular route of exposure
DR WOCOD: | under st and.
DR. HAAS: | am not an epidem ol ogi st, but

you have to consider this risk reduction along with
a background of other risks that would lead to the

sane clinical outcone.
DR. WOOD: The next speaker is Tamy
Lundstr om

DR LUNDSTROM Good afternoon. | amDr.
Tammy Lundstrom | aman attorney, and | ama

practicing infectious disease clinician at the
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Detroit Medical Center, Assistant Professor of
Medicine in the Division of Infectious D sease at

Wayne State University.
By way of disclosure, | amrepresenting

the Association for Professionals in Infection
Control and Epidem ol ogy, which is a large
nonprofit organization conprised of infection

control professionals and infectious disease
physi ci ans throughout the United States. M trave

is being reinbursed by APIC, but | amreceiving no
ot her conpensation for today.
I would like to limt my comrents on

behal f of APIC to the al cohol -based waterless hand
hygi ene agents where, as Dr. Levy noted earlier

t oday, devel opnent of resistance has not been of a
concern
The API C does not reconmend t hat

al cohol - based hand hygi ene agents serve as a
repl acenent for traditional nethods of hand hygi ene
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with soap and water especially when hands are
visibly soiled or potentially contaninated with

bl ood or body fl uids.
Heal t hcare workers and the public at |arge

shoul d be encouraged to use soap and water, but
al cohol - based hand hygi ene agents serve as a
val uabl e suppl enment to traditional soap and water

hand hygi ene.
We recogni ze that there are often tines

when people's hands come into contact with surfaces
that may be potentially contam nated with
pat hogeni ¢ bacteria and viruses, but they do not

have access to soap and water either because of the
physi cal environment or because of nobility issues

especially in the elderly.
In these instances, portable products that
can effectively cleanse contam nated body surfaces

wi t hout the need for water greatly enhance
infection control activities. APIC therefore

encourages the NDAC to endorse the narketing and
consumer utilization of alcohol-based antiseptic
hand hygi ene products.

Al cohol - based products have been shown in
the healthcare setting to increase, in sone cases

very dramatically, conpliance with hand hygi ene
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practices, and has been shown earlier that is the
nunber one way to prevent healthcare-associated

infection in the healthcare setting.
Al cohol - based hand hygi ene agents are

widely and routinely used in the healthcare setting
as a supplenent to traditional handwashing wth
soap and water. It is inmportant to acknow edge,

t hough, that in 2005, mnmuch healthcare is provided
outside of the traditional hospital setting. Hone

IV therapy is nowa $5 billion industry with over
20, 000 provider agencies in the US
Fifty-two percent of all hospital-based

procedures are sane-day surgeries, which accounted
for about 2.8 million procedures in 1996. 1In this

day and age, about 80 to 90 percent of cancer care
is actually provided in the anbul atory setting.
These statistics highlight the need for

ef fective and safe hand hygi ene practices in order
to continue to reduce heal thcare-associ at ed
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infections to the irreducible m ni mum outsi de of
the four walls of the hospital environment.

Not ed benefits of good hand hygi ene
practices include reduction in transm ssion of, and

infection with, etiologic agents of upper
respiratory infections including influenza virus
and foodborne di sease, and potentially

conmmuni ty-acqui red MRSA
The CDC and APIC, the Society for

Heal t hcar e Epi demi ol ogy of Anerica, and others,
pronote the use of waterless al cohol -based hand
hygi ene agents as part of respiratory etiquette

prograns to attenpt to reduce the spread of
i nfluenza, SARS, and other respiratory viruses in

the anbul atory and community setting
The nmerits of al cohol -based hand
sanitizers in certain situations have al so been

noted by ot her governmental and accreditation
agenci es, such as the Centers for Medicare and

Medi cai d Services and the Joint Conmi ssion
The nessage t hat good hand hygi ene

practices, including the use of waterless
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al cohol - based hand hygi ene agents can reduce the
potential for spread of bacteria and viruses, and

this is becomng increasingly recognized by
consumners of heal thcare services.

In closing, | feel it is inportant to
reiterate APIC s position that alcohol-based
products play an inportant role in the overal

infection control and prevention including
community settings, such as those descri bed above.

Therefore, on behalf of APIC, | would
encourage the NDAC to endorse further devel opnent
and use of al cohol -based antiseptic hand hygi ene

products in the appropriate clinical circunstances.
Thank you.

DR. WOOD: Thank you.
The next speaker is Harold Bochnek
MR. BOCHNEK: Good afternoon. M nane is

Howard Bochnek, and | amthe Director of Technol ogy
and Regul atory Affairs for Veridien Corporation

We hold patents for and are distributors
of a family of hard surface disinfectant products

that are registered with the EPA, and antiseptic
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hand wash and hand w pe products that are narketed
under FDA's enforcenent policy for OTC drugs that

are not the subject of a final nonograph.
Qur hand antiseptics contain 70 percent

i sopropanol by weight and are represented on our
| abel s as containing 75 percent isopropyl alcoho
by volune. CQur hand antiseptics have successfully

been used in nedical and dental offices, hospitals,
and other clinical and nonclinical settings for the

past 10 years
I am here today to advocate for the
conti nued use of isopropyl-based antiseptics and

anti septic handwash products for both professiona
use and for use by the general public.

VWi le | recognize that the thrust of
today's neeting is nore geared towards the genera
popul ation, it is our position that whatever

position that the FDA takes with regard to what
popul ati ons should be using on a routine basis

anti septic handwash products, if you decide to
include the public in that, which we woul d endorse

all the other speakers have spoken on behal f of
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that position, we believe that isopropyl
al cohol - based products should be included in that

final nonograph, as well as for healthcare
pr of essi onal s.

The literature is filled with studies
supporting a variety of chem cal fornulations as
hand antiseptics. As you know, in Cctober of 2002,

the Centers for Disease Control and Prevention
published a report that cited nearly 400

peer-revi ewed published studies.
In particular, in their Quidelines for
Hand Hygi ene in Healthcare Settings, the CDC cited

numer ous studi es denonstrating the efficacy of
i sopropyl al cohol as an antiseptic handwash

including a reference to the adoption of
i sopropanol in Europe as the standard agai nst which
all other antiseptic agents are neasured, the

equati ng of ethanol and isopropanol, evidence of 60
percent isopropanol solution being nore effective

than either Povidone lodine or a 4 percent CHG
solution, the superiority of isopropanol as an

antiseptic agent conpared to Povi done |odine, 4
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percent CHG or triclosan, and a simlar finding in
relation to ethanol, Povidone lodine, or CHG In

my prepared remarks, which | asked to be
di stributed, which you should have, | have incl uded

the citations to all the published papers to back
all that up.
Part of the CDC report contains

recomendati ons for healthcare professionals. The
first recormendation is to wash hands with soap and

wat er when hands are visibly dirty or contani nated
The second recomendation states that if hands are
not visibly soiled, use an al cohol -based hand rub

for routinely decontam nating hands.
| also cite you to the first part of the

CDC report wherein they set out definitions. In
the definition section, they define that
al cohol - based hand rub as a preparation containing

60 to 95 percent ethanol or isopropanol. This
clearly represents the view of an expert

gover nnent al agency that isopropyl alcohol is a
safe and effective active ingredient when used in
an anti septic handwash.

I am al so sure that you are aware, as was
referred to by the first public speaker, Dr.

CGol dman, that one week ago today, on Cctober 13th,
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the World Health Organi zation i ssued an advance
draft of the WHO Cui delines on Hand Hygi ene in

Heal th Care.
That report echoes the concl usions of the

CDC report, including each of the references made
by the CDC and including all the findings as found
on the CDC report, particularly with regard to

those speaking to the efficacy of isopropyl alcoho
as an antiseptic handwash.

| strongly urge that this conmittee
support the conclusions of the CDC and the Wrl d
Heal th Organi zation by al so recogni zing the

effi cacy of isopropanol and by classifying
i sopropyl al cohol as a Category | active ingredient

for OIC antiseptic handwash or heal thcare personne
handwash drug products.
Li ke the CDC and the WHO, | ask that your

determ nati on be based on the nyriad of definitive
publi shed studies in the literature fromboth the
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United States and Europe.
I thank you for the opportunity to appear

t oday.
DR. WOOD: Thank you.

The next speaker is Dr. Cole, and he will
be the | ast speaker
DR. COLE: | am Gene Cole. | ama

Professor in the Departnent of Health Science at
Bri gham Young University, and | will be presenting

to you today the results of a recently conpleted,
mul ti-year study |ooking at antibiotic versus
anti bacterial resistance and cross-resistance of

skin bacteria frombodywash products, these
products being |iquid bodywashes, shower gels,

anti bacterial soaps.
Thi s study has been funded by the Soap and
Det ergent Association, therefore, ny tine and

i nvol venent in the study design, conduct, analyses,
interpretation, and so forth, has been conpensated

by SDA.
There were two i ndependent applied

research organi zati ons that coll aborated and
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cooperated to effect this study, both located in
North Carolina. Two target groups of organisns,

St aph aureus and then coagul ase-negative Staph
speci es.

Sanpl i ng was done on the forearns of the
subj ects. W basically had three groups of
participants, those that routinely, frequently

washed, but did not use any antibacterial wash
products, and then those who washed frequently and

used anti bacterial wash products contai ning
triclocarban, and a third group, wash products
containing triclosan.

Just to put sone sunmary results upfront,
these results further discount the specul ative

claimthat the use of antibacterial wash products
contribute to the selection and propagati on of
drug-resi stant bacteria on human skin.

Qut of a pool of several hundred qualified
partici pants, we randomy sel ected them and broke

them down into the three groups, as | previously
descri bed, those that regularly used

tricl osan-based products, those using triclocarban
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products, and those who were dedicated to using no
anti bacterial wash products, but still washed

frequently.
We had very stringent exclusion criteria.

Partici pants could not have been on antibiotic
therapy within the Iast 90 days, not have used any
skin medi cations, medi cated shampoos, anti-acne

products, could not be enployed in healthcare,
daycare, aninmal care, could not be frequent

swi mMmers or hot tub users, or routinely be exposed
to solvents, all of these which, of course, can
alter tenporarily or permanently, to sonme extent,

normal skin bacterial flora.
Qur project teamyvisited honmes and

qualified the participants based on an exam nation
of their products and survey questions. The
sanmpl ing was done as you see here. This was a

composite sanple with both arnms using a sterile
culturette swab, 64 square centineters on each arm

Forearm skin was used because it is |ess
subject to transient organisns that mnight be picked

up fromthe hands, wash |less frequently. Again the
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focus here was bodywash products.
The testing was done by a third-party

i ndependent | aboratory using the m croscan net hod,
and the antibacterial susceptibility in terns of

M C values for the active agents was done by a
standardi zed broth mcrodilution nmethod in the
published literature.

The panel of antibiotics are the 10 that
you see here. Those highlighted in green are ones

that we designate as preferred treatnent drugs or
first Iine choice of drugs.
Qut of the study there were a total of 317

Staph isolates. Only 16 were Staph aureus, 301
coagul ase-negati ve staph, and you can see the

distribution of those anongst the three groups.
In ternms of results, first and forenost,
no i solates showed full or internedi ate resistance

to vanconycin. Then, nmoving on to nethicillin
resi stance, there were only 2 of the 16 Staph

aureus isolates that were resistant, giving a rate
of 12.5 percent as conpared to sonme notabl e
citations in the public literature.

Fridkin et al. came up with a rate of 20.2
percent hospital and conmunity-acquired staph

i solates, this froma study involving 23 hospitals
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inthe US., the 50 percent rate from Europe where
over 50,000 staph isolates from across Europe were

accunul at ed.
Methicillin resistance with CNS, again,

our rate was 20.6 percent conpared to a conbi nation
of comunity-acquired and hospital -acquired
isolates. The 73.3 percent were from cumul ative

data from 2000 to 2004 from Duke University Medica
Center.

Here are the distributions and no
statistical significance anongst the groups. O
course, the Staph aureus, too few nunbers to even

attenpt that.
In ternms of antibiotic resistance, in

summary, all 10 drugs no significant differences
anong the groups for Staph aureus even when we
pool ed the antibacterial data, both the TCC and the

TCS groups. Simlarly with the 6 preferred
treat ment drugs.

Very simlar with CNS. Distribution
across all 10 drugs, no significant differences,
not hing statistically significant even when

anti bacterial data were pooled. There was one that
fell out that was significant. Geater

tetracycline resistance in non-user group isolates.

file:///Z|/Storage/1020NONP.TXT (271 of 386) [11/3/2005 12:25:29 PM]



file///Z)/Storage/ 1T020NONP.TXT

272
When we | ooked at antibiotic resistance to
more than 1 preferred drug, that is, 2 or nore of

the 6, for 69 isolates of CNS, you can see the
rates of resistance there and across the 3 groups,

not hing statistically significant, and, of course,
the 2 Staph aureus isolates, too few in nunber.
In ternms of antibacterial resistance, al

317 isolates were tested both agai nst TCC and TCS
and again, across all 3 groups for CNS, there were

conparable M C val ues, |ikew se for Staph aureus.
Just to give you a sense of what we are
dealing with here, these are ranges of M C val ues

agai nst the 2 actives. |If we ook certainly at the
upper MC levels, they are consistent with TCC and

TCS anongst all 3 groups.

For Staph aureus, again, all very
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and therefore statistically significant.

Cross-resistance testing. W did it two
ways. First, as you see here, a good exanple.

Coag- negative Staph, we took the 9 isolates that
were nost antibiotic resistant, that is, resistant
to 4 to 5 of the 6 preferred treatnent drugs.

These M Cs for triclocarban were
conparabl e across all 3 groups wi th none show ng

the hi ghest M Cs, however, there were higher MCs
in less antibiotic-resistant isol ates.
Simlarly, for TCS, we found the sane

results.
Then, actually, working back the other

way, there were 7 isolates that had the highest
anti bacterial MCs. First, for triclocarban that
you see here. Looking at their antibiotic

resistance profiles, the greatest resistance was to
2 preferred drugs conpared to resistance up to 5

drugs shown by |l ess triclocarban-resistant
i sol at es.

For triclosan, there were 60 CNS i sol ates
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that had the highest MC values. W took those, we
| ooked at their antibiotic resistance profiles and

again across the 3 groups, there was no significant
increase in resistance conpared with |ess

TCS-resi stant isol ates.
St aph aureus, again very few in nunber,
but conparabl e values simlarly.

To sumthings up, these study results
confirmsimlar findings fromrecent assessnents of

antibiotic and antibacterial resistance in hone
environments. The reference there is a study that
I also directed and was published two years ago in

the Journal of Applied M crobiology, and, of
course, the recent paper just published by Dr.

Aiell o.
Again, to summarize our study results, and
we will be witing this up and submitting this for

publication, further discount the claimthat the
use of antibacterial wash products do contribute to

the selection of propagation of drug-resistant
bacteria on human skin.
Thank you very much.

DR. WOOD: Thank you very nmuch. That was
the | ast schedul ed public speaker

So, let's turn now to the question and
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answer period for the commttee and | eadi ng
eventually to dealing with the questions which have

been circul at ed.
Questions? Mary.

Question and Answer Peri od
DR TINETTI: | just have a couple of
points of clarification for the |ast speaker.

Nunber one, when one uses these
bodywashes, is the forearma common place that you

woul d have nuch contact with these agents, and
nunber two, what power?
We keep hearing one of the reasons why we

can't do these studies is because the rate is so
| ow that we woul d have | arge nunbers, and | am just

wonderi ng what kind of difference you would have
been able to detect with only 70 in each of the
groups.

DR. COLE: To answer your first question,
these are individuals that bathed frequently, at
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| east one or nore tines a day, and again we felt it
was inperative to select an area of skin on the

body that uniformy would be washed and woul d be
| ess susceptible to transient bacteria from shaking

hands, touchi ng doorknobs, and that sort of thing.
The question of is 70 in each group strong
enough power, as you know, all studies are limted

by time and resources, and taking those two factors
into consideration, these were acceptabl e powers,

if you will, that we considered woul d be
appropriate for the study.
It is interesting, too, as we began to

anal yze and wite these results up, that again
going back into the literature to see what studies

of a simlar nature have been done relative to
human skin bacteria, change over tine due to
washi ng, and there is very little out there,

not hi ng much at all
Thi s should be a significant contribution

to the whole field of skin bacterial flora, as well
as effects of frequent washing and use of
anti bacterial products.

DR TINETTI: | ama little confused, and
maybe you can correct me on this, is that you

didn't use hands because you wanted to avoid the
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door knobs, et cetera, but isn't that why we use the

handwashes, to get rid of the bacteria that occur
in exactly these kind of situations? | am confused

about your nethodol ogy.
DR COLE: Well, renenmber this wasn't a
handwash study. The products were bodywashes, so

therein lies the overall objective. Yes, their
hands are going to be washed with these products,

as well, but what effect does it have long termon
skin flora that are not contam nated or in any
other way altered by transient flora that m ght be

pi cked up.
DR. WoOD: Did the industry representative

want to say sonething?
DR FISCHLER: | think Gene answered it at
the end. The answer was that that was the stable

community, and the question has come up of what
happens to the stable comrunity.

DR WOOD: Dr. Hal den.
DR. HALDEN:. Just a quick question. The
triclocarban-resistant strains or the m ni num

i nhibitory concentration that you nmeasured, can you
tell us about the range of those for triclocarban

specifically?
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DR COLE: About the antibacterial?

DR. HALDEN. Yes, the M C range, you said

there were sone hi gher ones, lower. Can you tel
us what the M C was for the nicroorgani snms?

DR COLE: Well, | gave you the ranges
there. You have themon the slides. Those are the
compl ete ranges for each of the participant groups

for all of the isolates fromthose groups
DR WOOD: Do you want to put that slide

back up whoever is controlling the slides?
VWhat are the units here?

DR COLE: These are the ranges of MC

val ues.
DR. WOOD: So, these are concentrations,

right?

DR COLE: Yes, those are the
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concentrations.
DR. WOOD: I n what units?

DR. COLE: Mcrograms. It's the standard
m crograms per liter. W started off with a

concentration that was based on the standard stock
solutions, as well as a serial dilution schene that
woul d ensure that we had an endpoi nt.

DR HALDEN. So, if this is mcrograns per
liter, there would be 23 parts per trillion, 23

nanograns per liter?
DR. COLE: That would be right for
tricl ocarban.

DR. HALDEN. It's a very |ow nunber.
DR. WOOD: How does that conpare with what

you see, which is obviously the question you are
rai sing?
DR HALDEN. Well, | think that these

val ues are very, very low, and | am concerned about
the values that we find. The values you find in

the environnent are nuch higher, and | need to get
a feel for what the MCis. Per mlliliter? GCkay.
Thank you.

DR PARKER. | had a question. There were
a couple of references to the al cohol -based hand

sanitizers being better tolerated than soap and
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water. | would |like to just hear a little bit nore
about what that means exactly.

DR WOCD: Who wants to take that? |
guess sonebody fromthe Pfizer group

DR CETTE: Dagmar Cette from Pfi zer
There are published studies in the
heal thcare setting that | ooked both at

effectiveness in terns of antimicrobial reduction
on the hands and tol erance in terns of |ooking at

skin dryness and cracking, and | think in sone
studi es, actually doing neasurenments of water | oss,
that in conparison to soap and water, that the

ef fecti veness of the al cohol -based products that
have enmollients are still antibacterial, and that

interms of water loss fromthe skin or changes in
skin texture, that they are actually |ess than what
you see with soap and water, which can dry the

hands even nore because they don't always contain
enol lients, the bland soaps.

Also, | can tell you that just fromthe
products that we have in conjunction with Gojo,
that we do standard cumul ative irritation studies

of the finished product to | ook at skin tol erance,
and haven't observed any major problens with that.

DR WOOD: But ny recollection was that
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these studi es conpared multiple repeated
handwashes, which is not what is being proposed in

t he consumer environnment.
DR COETTE: | think the current consumner

was actually recommended for repeated uses.
DR. WOOD: No, but the ones that conpared
the tolerability of the repeated handwashing wth

wat er and soap in the hospital setting was nultiple
times in the one day.

DR. OETTE: Correct, and | think a
consuner who went out of the honme woul d use a
product like this multiple tines in one day, and

the studies--mybe | could ask--
DR WOOD: Wit a mnute. There is data

that shows that people like you and nme, who wash

our hands with soap and water three or four tines a
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day, do better in ternms of tolerability with
al cohol w pes?

DR. LI: W have a study we subnmitted to

AAD- -

DR WOOD: | amsorry, could you introduce
yoursel f.

DR LI: | amQ@Qng Li fromPfizer Consuner
Heal t h.

We have a study, we submitted a poster to
Ameri can Acadeny of Dernmatol ogy neeting |ast year
compared to a different concentration of alcoho
washi ng in the consuner setting, washing the hands

at least 10 tines a day for 14 days, conpared the
skin irritation both by the investigator and by a

consunmer to see if there is any change at baseline
versus 14 days later. There is no significant
change at baseline versus 14 days | ater

DR. WOOD: So, the question I think that
Dr. Parker was putting to you was that there was a

claimto be better tolerability for these products
t han handwashing with soap and water. What is the
basis for that, she is asking.

DR LI: That is the studies published in
heal t hcare setting

DR. WOOD: So, your studies that you just
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described that were submtted | ast year don't
support that in the hone setting, is that right?

DR. LI: Compared to the soaps directly.
DR. WOOD: | see. kay.

O her questions? Do you want to nove on?
| amsorry, Dr. Levy. Go ahead
DR LEVY: | would just like to take Dr.

Cole to task here, because he says a long-term
study. To ne, 30 days is not very long. Two, |

don't renmenber whether the groups were randonized
or not randonized, they were asked how many tines
t hey used soap.

Finally, | amnot sure that any one study
di scounts what you call a speculation that is based

on science in the |l aboratory and our vast
experience with antibiotics. This is the second
time you said that.

So, you tell me what 30 days represents.
DR. COLE: This wasn't a study where
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i ndi vi dual s used the products for just 30 days.
This was not a prospective study, we did not give

these participants in these home environnents the
products to use.

As we surveyed these individuals, and we
confirnmed the products that they used in the hone
environment, we found that nost--and | haven't

cal cul ated the percentage--but close to 100 percent
have used these products routinely for years and

years and years
In fact, sone individuals have used a
particul ar product, such as Dial soap, for exanple,

because their parents used it, and they have al ways
used it. Again, we are |ooking at residence

m crobial communities on skin, free fromtransient
organisns, trying to look at is there a significant
rel ati onship between the regular, routine use-- we

are tal king years here for the mgjority of these
partici pants, not just 30 days--is there any

indication that it is leading to increased
anti biotic resistance.

I can say something simlar back to you
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and that is, we have just a few | aboratory studies
indicating that there is a relationship between

certain antibacterial agents and targeted
mechani sms of activity. | amnot going to dispute

that, but this is just one nore study that is
showi ng that what we have right nowin the hone
environment, the use of these products, we don't

see the threat or the risk that you, yourself,
sonet i mes expound upon.

DR LEVY: Well, let ne put it this way.
I hardly ever say that a single study discounts.
You have said it twice. | nean it is only a study.

We have shown, and other |abs, that, yes, it does
occur in the laboratory. W have al so shown that

out in the environnent, there are bacteria in the
st aphyl ococci, anpbng the enterobacteriaceae, which
have increasing levels of resistance to triclosan,

and we are now | ooking at some of the other.

VWhat | am saying is sonething is going on,

but a single study, such as yours, which is, as you
now say is relatively sort of single site |ook-at,

we have done simlar studies. W need to be able
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to design the right studies if we are going to be
able to fully put the questions out for the answer.

But, you know, to think that one
particul ar study nakes that kind of a difference is

stating it | think a |lot stronger than any of us
do.
DR. COLE: Well, as | pointed out, this is

the third study, one of which is yours.
DR LEVY: Yes, but you saw how we

concl uded our study, right? That nore studies
shoul d be seen because what we | ooked at was--you
have a certain limted anbunt and a linited anmount

of time. W looked at a year. You |looked at |
guess we don't know how nmany years, because you

| ooked at people that had been using it for a
certain anount of time, right?
DR. COLE: Right, and again nost in years.

DR WoOD: On the |limted ampbunt of tine,
let's nove on.

Are there any other questions fromthe
conmittee?

DR. TINETTI: | guess | would like to pose
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this question to see if anybody fromindustry can
address it.

I guess | would sort of sunmarize what we
have heard today. There is clearly benefit to hand

hygi ene, nobody can doubt that, that soap and water
is quite effective, it is not always avail abl e.
That al cohol - based wash sanitizer is a good

alternative when soap and water is not avail abl e.
We have al so heard that the triclosan,

although it nmay be as effective as soap and water
and/ or al cohol may not have sone adverse
consequences both to the individual and to the

envi ronnent .
I guess | just want to ask the industry,

given I think which is a reasonabl e, not
overstatenent of the evidence that we heard today,
what, if any, role there is in triclosan. | am

still trying to figure out where the
non- al cohol - based sanitizers, what role they m ght

have given the | ack of evidence of any added
benefit and potentially, sonme evidence of harm

sort of what their sort of take-home nessage woul d
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be to us today.

DR. WOOD: Does sonebody want to take that

question fromindustry? | think the question that

is on the table, just so we nake sure we get the

answer, is that no one is arguing about the

benefits of washing your hands with soap and water,
and what is the evidence of clinical benefit from

washi ng your hands with sonething other than soap

and wat er.
DR TINETTI: Well, it is not clinica

benefit, because there probably is clinica

benefit, but the question is with potential harm

and other products that are clearly beneficial,
what unique role mght it have

DR. WOOD: Right, okay.

DR FISCHLER. | guess | would dispute the

harm statement firstoff. | think, as we have heard

today, it is a very controversial issue, and as

with any scientific argunent, there are positions
on both sides, and scientists will be the |ast one
to tell you that this is the last word on anything.

So, | guess ny position is that, you know,
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I am convinced that | do not see the risk fromit.
But | guess again it comes down to if your question

is what role do antibacterial soaps other than,
let's say, alcohol can play given the fact that

plain soap and water in many situations provides a
| evel of benefit, what is the role for these other
types of soaps, is that essentially your question?

DR TINETTI: What unique role does it
have? Ganted that there nay not be any harm but

good scientists can also say the | ack, you know, no

| ack of --

DR FI SCHLER: Correct.

DR TINETTI: Well, ny standard might be a
little higher. | want to see that it is safe

rat her than your wanting to see that it is not
safe. So, given what we presently know today, can
you i nform us what added benefit--

DR. FISCHLER | think | would position it
as that there is no single product that provides an

overal |l benefit. W have heard the benefits of
al cohol products particularly in cases where soap

and water is not avail able, and al so we have heard
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that when hands are visibly soiled, that is a part
of the CDC recommendati on al so, because of the

nature of the effectiveness of alcohol, that you
have to pre-wash or pre-clean your hands.

So, | think an effective antibacterial
soap--and again | amgoing to stress--an effective
anti bacterial soap that neets the requirements as

set down by the FDA in the nonograph fills the gap
of providing both the cleaning and disinfection

pi ece, that al cohol provides only the disinfection
pi ece. Again, | want to stress efficacious
products.

DR WoOD: | amstill lost, | guess. So,
we don't--run it for ne again. W don't have

evi dence that it produces greater reduction in
bacteri a.
DR FISCHLER | would say that within the

packet that the group has received--
DR. WOOD: I n conparison to soap--

DR FISCHLER Yes, in conparison to soap
and water.

DR. WOOD: So, in conparison to soap and

file:///Z|/Storage/1020NONP.TXT (290 of 386) [11/3/2005 12:25:29 PM]



file///Z)/Storage/ 1T020NONP.TXT

wat er, for the handwashes now, not the al cohol --
DR FISCHLER. Right, correct.

DR. WOOD: So, your scenario is if you
have got contam nati on of your hands, you shoul d

wash them-well, gee, that is a revelation |
guess- -
DR. FI SCHLER To sone people, it night

be.
DR WoOD: Well, maybe. In addition to

that, though, having washed themw th soap and
wat er, you get some incremental benefit from
washing with an anti bacterial soap. Now, tell us

about that.
DR FISCHLER Essentially, antibacteria

hand soaps are designed for the renoval of
transient bacteria. Maybe | will take a mnute to
sort of--when Dr. Rogers was giving her part, and

she put up the industry position, tal ked about
persi stence and long lasting, it was actually

reversed fromwhat our position is.
We feel they should be broad spectrum

fast acting, and not persistent for handwashes,
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because the role of an antibacterial handwash is to
significantly renove the nunmber of transient

organi snms on your hand that may play a role in
transmtting disease or in cross-contam nation

So, given that there is a certain
percentage of organisns that are renoved by plain
soap and water, whether it is in a hone setting or

in the hospital setting, there is that intuitive
idea--and this is what we spent a lot of tinme on in

Mar ch--an additional |og reduction should provide a
benefit. The question then was exactly how do you
measure it and what is that |og reduction.

We are working under the framework of the
monograph. | won't spend any tinme on the surrogate

testing, but surrogate endpoint testing proposed by
FDA in the nonograph sets certain efficacy |og
reduction levels for antibacterial products, and we

are proposing that consumer products neet those
same efficacy | evels which are higher than for

pl ain soap and water for consuner products, as well
as for hospital products, because the risks--I

think what we tried to convey today is that the
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ri sks, whether they are in a hospital or in a hone,
are present. It is really just the setting that is

different, and under targeted conditions,
cross-cont am nati on does occur whether it is a

caregiver, a professional caregiver in a hospita
or a nonprofessional caregiver at hone.
So, again, what we are tal king about are

products that nmeet FDA' s standard of efficacy,
provi ding an additional |og reduction above that

whi ch can be achieved with plain soap and water
DR. WoOOD: Dr. dyburn.
DR CLYBURN. | just was going to

enphasi ze and just get you to comrent. | know we
are going over and over on this, but is there any

justifiable, even potential risk unless you can
show a denonstrabl e benefit for these products over
soap and water?

DR FISCHLER: | think the denonstrable
benefit, if we go back to the standards that FDA

has set, this is for both consuner and for
heal t hcare products, the |log reduction has set in

t he monograph assunmes a certain |evel of benefit in
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the high-risk situation or in a risk situation
What we are saying is for that sanme risk

situation, and we feel at |east fromthe evidence
that we have seen for risk being primarily

devel opment of resistance, which we do not believe
is present in the studies, and | certainly will be
the last to say that there should be no nore

studies onit, that this is the end of the story.
I amsure this is far fromthe end of the story.

I think that given the |ack of apparent
risk fromuse of these products, and the associ ated
benefit linked to the |og reduction benefit, as FDA

has found it over the past 30 years in determ ning
what a | og reduction or what derives to be a

benefit, that there is a benefit in the hone
especially in this era when healthcare is nore and
nmore, or risk situations take place nore and nore

out si de of the hone.
I think you could | ook at the same thing

with al cohol. Alcohol, other than certain other
attributes that it has, such as the fact that it

evaporates, you don't have to clean your hands, you
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don't need water, provides essentially the sane
| evel of efficacy, can provide the sane |evel of

ef fi cacy, AB hand soaps can provide the sane | eve
of efficacy as al cohol when properly fornul at ed.

So, that is all we are saying is that
properly formul ated products, whether they are
al cohol , non-al cohol, non-al coholic hand

sanitizers, whatever you have, hand soaps, as |ong
as they neet the standard of efficacy as proposed

by FDA, and neet the safety requirenents, should be
all owed to be available to consuners as set up by
t he nonograph way back in 1972

DR. WOOD: Wayne, | amgoing to take you
next, but | think Dr. Powers want to respond to

t hat.
DR. PONERS: Since | have heard the words
"FDA standards of efficacy" about 10 tinmes in that

sentence there, as you know, nost of it, | just
want to get it on the record for this advisory

comm ttee.
As we addressed back in March, we had sone

significant questions about this issue with
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surrogate endpoi nts of decreasing bacteria on the
skin. Wen we related that to a healthcare

setting, we had very little information to rel ate
that to clinical benefit.

One of the reasons why we addressed it
agai n here was because here we actually had sone
studi es which | eaves some uncertainty as to the

clinical benefit, which even nore nmakes the
surrogate in this setting rather questionable.

So, the other issue is that--and | also
want to reiterate--clearly, when we are talking
about systemc drugs, and it would apply here, as

well, there are vast differences in the efficacy of
products dependi ng upon the setting in which they

are used.
Therefore, the risk in a healthcare
setting would seemto be nuch greater in terns of

transm ssi on of organi sms and the susceptible hosts
in that setting. Therefore, applying what occurs in

a healthcare setting to the consunmer setting is one
of the reasons why we have separated these into
di fferent categorizations.

The last coment | wanted to make is the
issue of it is inpossible to prove safety. Al we

can do is rule out sone |level of risk. Wat we
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have here is we are not even sure how to rul e out
|l evels of risk for antim crobial resistance,

because we are tal king about we don't know how to
measure it, what to neasure, when to nmeasure it,

and when it mght occur.
So, | think the regul atory standard
actually is you have to prove your product is

effective, and if you can't do that, it inherently
tilts things towards the harm si de regardl ess of

whet her one can absolutely prove that there is harm
or not.
So, | just wanted to clarify those few

poi nt s.
DR. WOOD: | think before we bog down too

much in this, the first question that the FDA had
posed to the conmittee actually addresses nobst of
this discussion directly, so we will return to that

ina mnute or two.
Wayne, you have been very patient.

DR. SNODGRASS: M question relates to
ages and young infants as an exanple. |f we just
take the soap and water versus al cohol based, and

set aside the other antimicrobials for a nonent,
what woul d be from anyone's perspective, either

| abel i ng or how woul d you say what is the | ower
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limt of age for use, in other words, should a
1-nont h-ol d get an al cohol -based product?

The outer two | ayers of skin we know are
thinner, we know there is greater skin absorption

for a nunber of conpounds, how woul d you address
this, up to what age in years or nonths, or are
there any thoughts on this?

Are they going to tolerate it, yes, and
will just put as an aside | am aware of cases,

uncommon as it is, of 70 percent of rubbing
i sopropyl al cohol, as an exanple, if alittle is
good, nore nust be better, and a very young infant,

and they are hot and sonmebody puts that on them at
hone, and enough to where they can produce cona.

DR. WOOD: That question may be rhetorical
unl ess soneone wants to take it.
In the neantine, let's nove on to Terry.

DR BLASCHKE: | have alnpst a little
different kind of a question, and actually, it is

for Mark Hart man.
What fraction, when we talk about the
risks of the triclosan and tricl ocarban cones from

the actual handwash products versus the stuff we
use to wi pe off the counters, and so forth? | nean

is that found in those preparations, and is that a
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| arger source in the environnent, that cones to the
envi ronnent ?

MR HARTMAN:  Fromwhat | was able to
gather in preparation for this nmeeting, in terns of

triclosan specifically, we estimte that the
antinicrobial uses that are described, materi al
preservatives and disinfecting, hard surface

di sinfectants or sanitizers would represent about 5
percent or less of the total use of triclosan in

the U S
Does that answer your question?
DR BLASCHKE: So, that neans the other 95

percent comes fromthe handwash and bodywash
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products, is that what you are sayi ng?
MR HARTMAN: | wouldn't be in a position

to answer that, but | know that that would be a
maj or source, in toothpaste, and so on, wherever

else it is produced and used.
DR WOOD: Anyone el se? Any other
questions? Soni a.

DR PATTEN. | amwondering if there are
ot her governnents, other governnental agencies,

ot her bodies of scientists in the world who have
taken a |l ook at the benefit-to-risk rati o and nmade
the decision that it is too risky to incorporate

t hese biocides in hygienic products.
I don't know if anyone can answer that.

Is it banned anywhere for use in these kinds of
product s?
DR ROGERS: | have | ooked for information

fromother countries, and | haven't found a | ot,
but | have found sone information that sone

countries are having a voluntary ban on products
containing triclosan. | amnot sure if Dr. Hal den

has any nore information on the European countries
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or not about whether they have any bans on these
products.

DR. HALDEN: Yes, | think in general the
European Union is a little nmore concerned about

envi ronnental concentrations of certain chem cals,
and so it has been recognized in the European Union
that concentrations of triclosans are detectable in

vari ous nedi a.
I know in Denmark and | believe in Sweden,

there are initiatives to renbve these chem cal s
fromthe market.
| believe that they have been renpbved from

supernmarkets in Great Britain, at |least | have read
sone reports on triclosan-containing formulation

There is a risk assessnent docunent
avai l abl e i ssued by the U S. of the Denmark
Envi ronnmental Protection Agency that is

downl oadabl e fromthe Internet. Peculiarly, it is
based a lot on the data generated in the U. S

because Denmark hasn't done a | ot of studies.
So, you will see that they operate on the

same data that we | ook at here, and they apparently
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cone to the conclusion that there are certain risks
associated with it.

Since | amon here right now, | have three
nmore questions or conmmrents maybe regarding the

presentations fromthe industry. First, | think we
al ready tal ked about the concentrations of
triclosan and triclocarban in biosolids, and

think it was clear now, if you don't have this
information, | can provide it to you, the EPA al so

has detected triclosan in nilligram per kil ogram
concentrations in municipal biosolids, and there is
at least two other studies that | can give you.

Secondly, it was nentioned that the
chemi cal s degrade, biodegrade. | think we talked

about biosolids, and it was agreed upon that there
isn't rmuch degradation
Then, it was mentioned that the triclosan

is being degraded in the river very quickly and has
a half-life of only a few hours. This is not

bi odegradation. This is a process of
phot odegradati on. Triclosan has a hydrox|l group
that makes is susceptible to photodegradation

If you have soil, if you have triclosan
bound to a particle, it is not susceptible to

degradation, photodegradation. Biodegradation is
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actual ly very, very sl ow.
Also, | would Iike to put on the record

here that there is a paper published in the early
1990s, reporting for two New Jersey wastewater

treatment plants effluent concentrations of 6,000
parts per trillion, so 6 parts per billion of
triclocarban in treated effluent. This is not a

sewage spill, this is a nornmally operating plant
that was in the early 1990s.

This information is available for you if
you go and do a PubMed search. However, it didn't
enter the EPA robust sunmmary issued by the industry

to the U S. EPA for the risk assessnent that is
currently ongoing for triclocarban. So, it is an

interesting piece of information that should be
figured in.
I don't believe that there is any need for

us to specul ate what environnental concentrations
are. Let's just use the data that are out there
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and do the neasurenents that are needed. Thank
you.

DR. WoOD: Did you want to respond to
somet hi ng?

MR HOFMANN: Yes, | just wanted to
respond on the question whether there is any ban in
the world. | am Matthias Hof mann from C ba, and

bei ng the marketi ng manager, | can assure you that
there is no authority out there in the world known

to ne who has banned triclosan in the world.
DR. WOOD: | think sonebody said that
there was a voluntary--

MR. HOFMANN: There are sone
organi zations, let's say, wanting to, |ike trade

organi zations or so, trying to restrict the use of
triclosan in their shops, but there is no authority
out there in the world.

DR. WOOD: Sonebody said, | think the
quot e was that supermarkets in the UK were not

selling it or something. |Is that true?
MR. HOFMANN: That can be the supermarket
chains, but that is not authority itself.

DR WOOD: Charl ey.
DR GANLEY: Can he just stay there for a

m nut e?
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DR WOOD:  Yes.
DR. GANLEY: | have sonething fromthe

Internet here, and this is from October 26, 2000,
and it says four Dani sh Governnent agenci es have

taken the unusual step of issuing a joint statenent
advi si ng consuners agai nst the routine use of
anti bacterial househol d and personal hygiene

products. The agencies argue that antibacterials
are unnecessary for donestic use plus potentially

harnful to the environment.
Al so, from February 16th, 2001, 6 Finnish
public authorities today urged consuners not to use

certain antibacterial chenmicals. Oganic
anti bacterials are not needed i n househol ds, and

their growing use carries a long-termrisk of
spreading antibiotic resistance in m crobi al
popul ati ons.

That contradicts what you just said.
MR. HOFMANN:  No, | just said authorities
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have not banned the substance.
DR GANLEY: You inplied that there were

no voluntary requests by governnent agencies to not
use these products.

MR. HOFMANN: No, they are not banned in a
way that legislation is nade to ban it.
DR. WOOD: So, governnent agencies have

suggested in other countries that it not be used is
what Charley is saying. kay.

Any ot her comments, questions?
DR. REISS: Regarding biodegradation in
sl udge, we have a study by Federal that was

publi shed in 2002, which a radiol abel ed study found
that total renoval of triclosan ranged from98 to

99 percent in a |laboratory scale activated sl udge
system
DR WOOD: | couldn't get that when you

said that. How can he neasure it then if 98 percent
of it goes?

DR REISS: You can still, it is still at
a neasurabl e | evel.

DR, WOQOD: But his mass bal ance doesn't
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wor k t hen.
DR REISS: Wll, his data are unpublished

at this point. | mean | am/l ooking forward to
seeing it when it is out in the literature, and we

will take a look at it, but we have this study that
is published now, and it shows a 98 to 99 percent
renoval

DR HALDEN: Let me comment on this. This
is an excellent work done by Federal. These are

| aboratory studies that | ook at carbon di oxi de
evolution, so there is a Cl4 | abeled tricl ocarban,
and you can really track it pretty nmuch by the

mol ecul e what happens to the chemi cal
These are all excellent studies including

the one that was published in 1975 by Gedhill. M
point is not that these studies are not any good.
My point is that these studi es observe a phenonenon

that was seen in the | aboratory.
You know, in the circus, we can nake a

bear ride a tricycle. You are very hard-pressed to
find that bear ride a tricycle in the environnent.

So, | am nore concerned as an environnental health
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scientist to see what actually happens in the
envi ronnent .

We are not the only group that finds that
these nmicrobials accunulate in sludge. This is a

fact, and you have also the industry has produced a
| ot of data. They never bothered to do a nass
bal ance because the nass bal ance truly reveal s how

little really is being degraded.
So, | don't argue with the outcone of

these studies. These are excellent studies, but |
don't think they address the issue that we are
dealing with here today, that is, the environnenta

fate of these chem cals.
DR REISS. First of all, just a snall

correction. Federal study is triclosan, not
triclocarban. | think you said triclocarban
DR. HALDEN. Sorry, | amaddicted to the

chemni cal
DR. REISS: | thought you said that there

is no biodegradation of the sludge. | nmmy have
m sheard you, but this study | think clearly shows
that that is occurring at a significant rate.

DR. WOOD: Unless there is sonething
pressing, let's take a 10-m nute break and be back

here at 2:35, and then unless there are further
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questions, we will start working our way through

t he questi ons.

[ Break. ]
Comm ttee Di scussion

DR WOOD: Before we turn to the

questions, are there any further general issues the

commttee want to raise or discuss, and before we

nmove on to the specifics of the questions?

Hearing none, then, let's nove on to the

first question. | will read it to you
As drug products, should consumer
anti septics be expected--1 actually changed that

"be demanded, " because it was unclear to ne what

that "expected" meant there--be demanded to provide

or expected to provide clinical benefit by reducing

infection risk?

Charl ey, do you want to say anything about

that, or, Susan, do you want to say anything?

DR. JOHNSON: Is there any particul ar part
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that is unclear? | think the change to denmand is
consi stent with what we intended.

DR. WOOD: Right, | would change it to
demand because | was uncl ear as to whether that was

aski ng whether we saw that effect or whether we
shoul d expect that effect in the future.
Any di scussion on that? Yes, Terry.

DR BLASCHKE: | m ght ask the question
about whether or not--1 am concerned about what |

think is maybe too clear a distinction between the
heal t hcare provi der setting and the consumer
setting, and | think there is sone validity in this

conti nuum nodel that the industry has tal ked about
in the briefing docunent.

| wonder whet her when we tal k about
clinical evidence, whether we would denmand clinica
evi dence because it woul d be again an

over-the-counter product that would be denonstrated
overall in an entire random popul ati on of the

public, or whether we would be interested in seeing
data that cane from perhaps what woul d be
consi dered a hi gher risk popul ation

We have heard how nuch of the healthcare
that is being provided these days is actually, in

fact, being provided out of hospital. | think we
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are all famliar with that, and | think it is

reasonable to believe that there are subsets of the

consumner popul ation out of hospital, out of nursing

care settings, and so forth, that, in fact, are
hi gher ri sk.

DR WOOD: That is really Question 2,
whi ch specifically addresses that.

DR BLASCHKE: Al right. Then, that
ny coment.

Robert .

DR. TAYLOR: Actually, | had a simlar

question, and | guess what is our standard for

these over-the-counter products, simlar
over-the-counter products, and | ama little

concerned that if we apply the same stringency of

proof that we do to prescription drugs, it is a

little over the top, | guess. So, | would err on

the side of a nore liberal interpretation of this

t hi ng.

DR WOOD: So, if it was sonething other

than this, you would be happy if it hadn't shown

any efficacy for a drug to go over the counter?

DR, TAYLOR It has to show sone efficacy
in terms of in studies that have been denpnstrated

here, but what do you nean by clinical benefit,
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mean how do you define, do you nmean in the nost
rigid way or--

DR. WOOD: | defer to Susan or Charl ey.
DR. JOHNSON: It might be helpful to the

conmittee to go back to the healthcare antiseptics,
whi ch are OTC products. |In the discussion of that
popul ati on, there was an assunption about risk in

that popul ati on, and there was an assunption that
the product did need to show using one endpoi nt or

anot her, and the discussion evolved into using the
bacterial log reduction simnulations as the correct
endpoint, but the intent was to show that we had

enough data to assune that the antiseptic products
woul d have an inpact on the clinical outcone, that

they woul d actually reduce infection risk

The question here is should consuner
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antiseptics be expected to--we are not asking about
the actual standard, that is a later question, but

what shoul d consumer antiseptics be expected to do
in order to denonstrate that they have an effect as

drugs, is reduction of infection risk the
right--you can alnost think of it as it is not an
i ndication for the back of the bottle, but it is

the action that it is intended to have, is that
what a consuner antiseptic should be intended to

do.
DR TAYLOR  Versus renpval of bacteri a.
DR. JOHNSON: Versus any ot her endpoint.
DR. WOOD: Versus naking you snell sweet
first.
DR. TAYLOR® O a placebo effect.
DR. WOOD: That's not a placebo effect, |
know.

Rut h.
DR. PARKER: Can | just build on that to

ask you, so is it the benefit of reducing
infection, or reducing infection risk?

DR. JOHNSON: The historical evolution of

file:///Z|/Storage/1020NONP.TXT (313 of 386) [11/3/2005 12:25:29 PM]



file///Z)/Storage/ 1T020NONP.TXT

314
the antiseptics has been based on the prem se that
an antiseptic helps to kill bacteria, and that, in

turn, is intended--you wouldn't kill bacteria if
you weren't intending to decrease infection risk,

and we are asking you whether or not that |inkage
is in place in your mnds for consuner antiseptics
or, in fact, is another benefit an appropriate

benefit for the antiseptics.
Aside fromwhat it mght be, does the

t hought process that an antiseptic should be
expected to reduce bacteria, which is intended to
decrease infection risk, the right nodel for a

consumer antiseptic?
DR PONERS: Can | clarify the difference

between risk and endpoints in trials, because
think that is what you are getting at. Wen we
|l ook at things like cholesterol, having high

chol esterol is not a disease in and of itself. It
doesn't make you feel bad.

By decreasing your cholesterol with a
|'ipid-lowering agent, you decrease the risk of

going on to get cardi ovascul ar events and deat h.
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The endpoint in those trials is cardi ovascul ar
events and deat h.

So, decreasing the risk factor has to
translate into that actual event, nanely, infection

rates.
Does that answer the difference?
DR. TINETTI: So, can we change that to

reduci ng i nfections as opposed to reducing
infection risk, which | think would nake that point

cl earer?
DR. WOOD: So, you are saying the question
shoul d read: As drug products, shoul d consuner

anti septics be denanded to provide clinica
reduction in infection? Al right, got it.

Any ot her discussion on that? Jack
DR FINCHAM | guess that | am struggling
to nake a distinction between sonething that may or

may not be a prescription product, or nmay or may
not be a consumer product relative to safety and

efficacy. | think one of the real benefits to
soci ety that FDA provides is sonme assurance that
what is on the market is safe and effective.

So, to ne, to make the distinction that
per haps sone wash can be FDA |ight approved or a

di fferent designation just makes no sense to ne,
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and | think it is disingenuous to the genera
public that assunmes that we have sonebody that can

hel p us determ ne whet her sonething is safe and
ef fective, and whether or not sonething is approved

as a prescription and over-the-counter product in
my mnd relates to howit is initially applied for
It doesn't necessarily deal with how effective or

safe or anything else it is.
DR. WOOD: There is no suggestion | don't

think, Susan, that there is a different standard
for OIC efficacy from Rx efficacy, right?
DR JOHNSON: The healthcare antiseptics

are not prescription products, they are OTC
products, so there is not necessarily a difference

between those in terns of their OIC status.
The other thing that | just want to
clarify about this question, subsequent questions

are largely based on data that have been shown
about infection rates and endpoi nts regardi ng
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infection rates, and benefit-risk ratios, assum ng
that the benefit is somewhat related to infection

So, part of the presence of this question
is related to do you even support that nodel is a

fundanental question here.
DR. WOOD: \Wayne.
DR. SNODGRASS: Another way | amtrying to

get through this question and read it and interpret
it is are we tal king about a surrogate endpoint or

a direct endpoint, which | think has been alluded
to. We are not, okay.
In other words, there is no background,

and | don't think there is any |large set of
background data that says we have so nuch data

about an endpoint that we can now say there is a
surrogate | og order or whatever and use that
i nst ead.

DR. GANLEY: That is down to Question 3.
It isreally, if there is a use for these products,

what is their use, what do they intend to use,
regardl ess of what criteria, you know, whether you

accept a surrogate or whether you require clinica
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studi es that show reduction in infection rate, what
shoul d be the expectation for these products, is it

that they just decrease bacteria on the skin and do
nothing else, or--it really gets a little, | don't

want to get too conplicated here--but nost drugs we
have give you specific directions of howto use
them what population to use themin, and what the

expectation of benefit is going to be.
I think we are trying to apply that

standard here, is that this is an antiseptic
product, is the purpose to decrease the infections
or risk for infection, however you want to

characterize it, or is there sonething el se that we
are not seeing.

Even by the surrogate nodel that had been
proposed back in 1994, and prior to that, it is
really a surrogate saying that this is going to

sonmehow | ead to decreased i nfection rates.
John alluded to that earlier on, well,

since 1994, we now have sone clinical studies that
say, well, these products may be no better than
just washing your hands with soap and water.

So, what is the intent of the drug in this
product then?

DR WOOD: It seenms pretty clear to ne
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that the question that is on the table here, which
is what John was getting at, is there evidence that

these drugs reduce infection. | mean that is the
question, and, in fact, that is not quite the

questi on.
The question now says should we expect
evi dence to be forthcomi ng that these drugs reduce

infection before they get |abeled as
i nfection-reducing drugs. That's the nub of the

question, right? Okay.
Any ot her discussion?
DR FI NCHAM Just one nore thing.

think that all of us are struggling to make an
i nformed deci si on based upon the data and the

science that is presented, and | don't know if Dr.
Gerba is still here, but it was the |ast
presentation before we broke for |unch, and he went

through a series of nunmerous slides wthout any
ref erences, wi thout any substantiation of where the
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data came from and | guess | get really concerned
when figures are thrown out that 80 percent of

pat hogens in the hospital and home environment are
spread through hand contact.

I guess | would just encourage the
i ndustry or other presenters to nake sure that what
they do present is docunented, referenced, and

available for us to try to nake the best decision
that we can on the data provided.

DR WOOD: Well, of course, it is sort of
post-hoc, isn't it? | nean just because it is
spread through hand and through touchi ng does not

prove that an antiseptic handwash woul d reduce
that, and that is the nub of the question, | think

DR. FINCHAM | don't want to go through
each one of these, slide by slide, but | could.
DR. WOOD: Any further discussion?

If not, does everybody understand the
question?

DR FINCHAM Is it rate or risk, did you
finally decide?

DR, WOQOD: It's rate, it's not risk. Ri sk
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was del et ed.

So, it's by reduction in infection.

Ri sk was del et ed.

801

if you are voting yes here, you are

sayi ng you demand that there is a proof of

reduction in infection.

chem cal s,
reducti on

Ve will

DR.

T3 3 3 B3 DD DB DR

_|

he next question is:

start with Dr. Hal den.

HALDEN: G ven the | abel of these

woul d expect that they have to show a
in infection,

so ny vote is yes.
WOOD:  Soni a.

PATTEN. | vote yes.
WOOD:  Robert.

TAYLOR: | vote yes.
CLYBURN: Yes.

PARKER:  Yes.
TINETTI:  Yes.
SNODGRASS:  Yes.

FI NCHAM  Yes.
BLASCHKE:  Yes.

WOCD: Yes.
ARDUI NO Yes.
OVEL:

Yes, they shoul d.

WOCOD:  So, unaninously yes for that.

Based on the

information in the background nmaterials and today's
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presentations, are there any popul ati ons--which
gets to Terry's point--outside of the healthcare

setting in which consuner antiseptic use has been
demonstrated to be nore effective than the use of

plain old soap and water in reducing infection
rates?
I guess we should deal with that first,

because obviously, you know, they are greedy, and
if you say yes to that, they are going to want you

to enunerate which ones it is you see that, so be
careful .
Di scussion on that? Are there specific

popul ations in which you have seen data that
denonstrate these drugs to be nore effective than

pl ain soap and water?
Terry, do you want to go there or not?
DR. BLASCHKE: | think that we heard very

nicely the limtations of a lot of the studies that
have been done in different popul ations, whether it
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is in a |less devel oped popul ati on, underdevel oped
popul ation, healthcare, i.e., comunity care

setting, schools, and so forth.
So, | think, |ooking at those studies,

recognizing the limtations, there is certainly to
me a pretty reasonabl e suggestion that, for
exanple, in settings, as has already been

di scussed, where access to soap and water nmay be
difficult, that, for exanple, the al cohol -based

handwashes probably do have sone added val ue.
DR WOOD: Wit a minute. That is not
what we are bei ng asked.

DR BLASCHKE: Further down, huh?
DR WOOD: So, this is a straight

comparison with soap and water here. | nean |
think that is a different question which we will
get to.

So, the question is are there popul ations
in which the benefit has been denonstrat ed,

denonstrated, not conjecture, Terry.

DR BLASCHKE: Well, again, given the fact

that nost of the studies, as we heard, have various
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limtations and confounding, | think none of those
have probably been definitive.

DR. WOOD: Any ot her questions?
DR. TINETTI: Actually, as | sort of see,

there is two pieces to this question. Nunber 1, is
the sort of healthcare continuum nodel, is that
wel | supported, and, if so, in those different

popul ations, is there sonething better than soap
and wat er.

I kind of challenge that first part of it
is to sort of assune that--1 mean there is no
question that sicker people are out in the

community than there used to be, but they really
didn't provide us any real evidence.

The population | ammnost famliar with is
the elderly, and sort of to nake the assunption
that 25 percent of people are i Mmunoconprom sed

because of the aging of the population just doesn't
hold true. The vast majority of ol der people out

in the comunity are quite healthy.
Those that aren't healthy who are in the

community rather than in nursing hones don't
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necessarily have the sane cohort effect, and all of
the other things that are spreading infections that

occurs in the hospital
So, to begin with, | amgoing to start

with that part of the question, is that | take
issue with the idea that, at |east anobng the
el derly popul ation, that there is a large reservoir

of people in individual honmes that are going to be
spreading infections in the sane way it happens in

heal t hcare environnents.
DR. WOOD: Any ot her comments?
Let's take the vote and we will start at

this side and this tine with Dr. Orel.
DR QOMVEL: | thought the information on

al cohol - based hand sanitizers seenmed inpressive, so
in the population that uses that product, | think
that there has been sonme denonstration of

ef fectiveness, certainly over soap and water.
DR. WOOD: The question is--let's read the

question again. Has it been denpbnstrated to be
nmore effective than use of plain soap in reducing
infection rates. That's the question

DR QVEL: And that would include hand
sanitizers?

DR. WOOD: | suppose, yes, | don't see why
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not. So, has it been shown to be nore effective
than use of plain soap in reducing infection rates?

MR. OMVEL: So, are hand sanitizers nore
effective than soap and water?

DR. OSBORNE: Excuse ne, M.
Chai rman- - excuse nme, Doctor--it asks if there are
any popul ati ons outside of the healthcare setting

for which consurmer antiseptic use has been
denonstrated to be nore effective. It doesn't ask

whi ch product or type of product has been
denonstrated to be nore effective
So, aren't we referring to a popul ati on,

such as what we | ooked at in the studies, a daycare
center, a school classroom isn't that what we are

referring to rather than a particular type of
product ?
DR WOOD: | think what Ji mwas sayi ng,

whi ch obvi ously, he may want to stick with, is that
the peopl e who are using al cohol w pes mght be a
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popul ation. | nean defined as, | don't know, but
if you want ne to do it, defined as people who

couldn't get to soap and water, | suppose m ght be
a popul ati on.

DR OMVEL: That is what | neant.
DR WOCD: Ckay.
DR. OVEL: In that regard, | would say

yes.
DR SNODGRASS: | would like to suggest

that how you word this question is going to change
your answer very markedly. |If you want to separate
it out by products as part of populations, | think

that is going to make the question nore clear.
DR WOCOD: Wiy don't we do this. Wy

don't we stick to popul ations defined as we
normal ly would clinically, and then take people who
have no access to soap and water and do them

separately, because that is a product of--is that
fair, Susan?

DR JOHANSON: | think the intent of this
question is to identify the level of data that we

have seen, and have we established that in any
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popul ation, the use of any product is better than
plain soap and water, and we wll tal k about

subpopul ations in the next part of this, but do we
have any data that shows that these products work

better than plain soap and water.
DR WOOD: Ckay. So, that's it.
DR TINETTI: So, can we assunme for this

question that people have equal access to
everyt hi ng?

DR. WOOD: Yes, they have to have soap and
water to be able to do it, so, given two bow s of
di fferent soaps.

Dr. Onel, does that hel p?
DR QOVEL: | still would feel that an

al cohol - based sanitizer would be nore effective
than soap and water. | still vote yes.
DR. WoOD: Al right, so you vote yes.

am not sure | understand the question, but go
ahead.

DR. ARDUING |If we are actually | ooking
at popul ati ons- -

DR. WOOD: Right, we are |ooking at
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popul ati ons.

DR. ARDUI NG Then, | would really have to

say we don't have the data, or the data is
insufficient that we do have. So, the answer |

woul d have to say is no
DR. WoOD: | woul d say no.

DR. BLASCHKE: For the reason | said

before, that the studies aren't definitive, because

it doesn't--they are often confounded by the

training, and so forth, so | would still have to

vote no in terns of the definitiveness of the

st udi es.
FI NCHAM | vote no.
SNODGRASS:  No.
TINETTI: No.
PARKER:  No.

CLYBURN:  No.

TAYLOR:  No.

7% 3 3 3 33

In Dr. Aiello' s report, we did hear of a couple of

community studies where there did seemto be an

i mpact particularly on diarrheal diseases, but that
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seens to be very prelininary data.
DR HALDEN. M answer is no, too, but

wat er has to be avail abl e. It's a different
situation if there is no water, as we outlined

here.
DR WOOD: (Okay. The second part of this
question is: If yes, to which it was no, please

descri be the popul ation and the category of
consuner antiseptic that provided benefit, for

exanpl e, antiseptic handwash, antiseptic bodywash,
and hand saniti zer.
My sense is that the commttee probably

woul d want to address the antiseptic handwash
there. |If that fair, Dr. Orel?

DR. OVEL: M vote was basically, based on
the hand sanitizers using al cohol
DR WOOD: The hand sanitizers cones in

here.
DR. OVEL: The question cones down to

three choices: antiseptic handwash, antiseptic
bodywash, and hand sanitizers.

DR. WOOD: So, you don't want to address
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that here?
DR OMVEL: Well, | still feel that the

al cohol - based hand sanitizers have nore
ef fectiveness in the popul ations that would use

them nore than just soap and water.
DR. WOOD: That is why | was giving you
the chance to say that.

Anyone el se want to add to that? W don't
actually have to vote on that, | don't think.

DR. SNODGRASS: | would like to nmake a
coment .
In the second part of this, where it says,

"I'f no," and it gets into define a consumer

popul ation, it seens to ne that, | amtaking this,
the way that is worded, strictly worded, | would
interpret that to mean, well, | amgoing to have to

find a significantly immune-suppressed popul ation,

of which there are some perhaps out there, in order
to define that kind of a population. O herw se,

there woul d not be any of the population | could
thi nk of.

DR, WOQOD: Let's deal with this first one

file:///Z|/Storage/1020NONP.TXT (331 of 386) [11/3/2005 12:25:29 PM]



file///Z)/Storage/ 1T020NONP.TXT

first, if yes. So, the only person who voted yes

was Ji m here.

DR. OVEL: | represent an
i mmunoconprom sed person. | have been through a
stemcell transplant. |If | have to take care of ny

wi fe, who is bowel and bl adder incontinent, when

prepare our food, if | have a choice between soap

and water versus al cohol, | would prefer to use
alcohol. If | amthe popul ation that represents
i mmunoconprom sed people, then, | would suggest

that we certainly would gain benefit by an

al cohol - based wash product.

DR. WOOD: Any ot her coments on 2(a)?

Now, let's go to 2(b). If no, what

criteria should be used to define a consuner

popul ation for which washing with plain soap and

wat er, or other hygi ene neasures that do not

i nvol ve antiseptic drug products, are inadequate to

reduce infection risk?

DR TAYLOR. He just answered the

question. It would be a population in which there

was i ncreased risk of infection because of
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conorhidity.
DR WOOD: \Vayne?

DR. SNODGRASS: | really have very little
to add further to add. | think the way | am

reading this part of it is sinply that for plain
soap and water to be inadequate, then, that is as
hi gh-ri sk popul ation. So, whatever defines that,

it would be just that.
DR WOOD: | think it could be nore broad

than just inmune-suppressed people, though -
individuals with diarrheal illnesses, individuals
wi th upper respiratory tract illnesses, an enriched

popul ation that was already at risk and
demonstrating that there was a failure of househol d

transfer of the infection would be a pretty
conpel | i ng st udy.
Renenber, we are defining studies here.

DR. SNODGRASS: Right, but | would think
that nost of the age-related patients | see

diarrhea, that soap and water is going to have a
bi g benefit.
DR. WOOD: Right.

DR SNODGRASS: A large benefit.
DR. WOOD: As | understand this question,

they are asking here, asks to define the kind of
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consuner population in which studies will be done
to denonstrate a benefit.

So, | would see it as |ooking at enriched
popul ati ons of people who are at particul ar risk,

either their particular risk, or their caregivers,
or their famly nmenbers, or their post-contacts are
at particular risk, in which it wuld be relatively

easy to show a benefit.
Mary.

DR TINETTI: | guess | am confused,
because we didn't get any evidence today on any
speci al populations, so is this question saying are

t here popul ati ons in whomthese studies should be
done, or are we asking the question, are there data

out there to support that there are popul ations in
whom t hese are nore effective than soap and water.
So, we need to clarify that question

DR. WOOD: | read the question shoul d--
DR. TINETTI: W should reword the
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questi on.
DR WOOD: -- what criteria should be used

to define a consumer popul ation for which washing
with plain soap and water--so | was reading that as

defining a population in which a study would be
done.
DR. TINETTI: So, we are not supporting

that there is any evidence right now, even in
i munoconprom sed?

DR WOOD:  Right.

DR. JOHNSON: You said no, and this is the

no" part of the question

DR TINETTI: | amjust trying to clarify
are we saying that we should study popul ati ons, or

are we saying that there are groups in whom we
al ready shoul d recomend.
DR JOHNSON: Right. You are starting to

recogni ze the problens we had in witing these
questions, because we are trying to tease out sone

of the nuances here.
The first part of this question was, is

there data presented, do we know that there is
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data, and having said no to that, our question is,
now, in what popul ati ons woul d define the consuner

popul ati on, what sorts of criteria would you use,
are they are inmmune-suppressed, are they the sorts

of popul ations that were presented by industry
where there is a |l ot of bacteria, daycare
popul ati ons, what popul ati ons woul d you expect - -

DR. WOOD: No, Susan, | think the question
Mary is asking is are you asking us to define the

popul ations in which studies should be done, or are
you asking us to define populations in which we
think there is a titillation of data.

DR TINETTI: But | think Susan is saying
if we answered no to this question, then, we

already think there isn't data. So, maybe if we
just add a little point there about in whom studies
shoul d be done.

DR. GANLEY: O | think the other thing is
it may al so be a popul ation that doesn't have

access to water, so we are trying to define what
criteria there is already a suggestion that sonmeone

who i s immune-conprom sed and has to take care of
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soneone else who may be ill, that is defining a
popul ati on.

Soneone in a hurricane who does not have a
house is a popul ation, and have no access to water.

DR TINETTI: But | think those are two
di fferent situations, because when there is no
water, | think there is already conpelling evidence

that exi sts.
DR GANLEY: But you need to define that,

that is population that you are interested in al so.
DR. WOOD: You nean you want us to define
a population in a hurricane?

DR. GANLEY: No, but it's a popul ati on who
does not have access to potable water, so they

could not use soap and water, so what do you do to
reduce the risk for infection
DR. PONERS: One way to think about this

is put yourself in our position. Wat we are
supposed to do in ternms of |abeling for products is

to apply appropriate conditions of use that tells
the user how and in whomto use those.

So, if you think about it fromthat point
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of view, it's trying to outline what would you like
to see in labeling that tells you where and when to

use these things if it was proven to be effective
in a study

DR, WOOD: But what Mary is struggling
with, I think, and | don't want to speak for Mary,
but she is not clear on whether you are trying to

trap her into saying she sees efficacy in these
popul ations, or she would Iike you to go |ook, is

that fair?
DR. JOHNSON: Let ne just go through. It
is the populations, in the words that we are using

now, it's the populations in which you night need
to go look, but the question is define these

popul ati ons where washing with plain soap and water
or other hygi ene neasures are inadequate to do what
it is that you have said consuner antiseptics nust

do, which is reduce infection, so where would you
| ook.

DR WOOD: That lost ne conpletely.
DR JOHNSON: Maybe | am making it worse

I think we should stick with the idea that
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you answered no to the question that there are
exi sting data whi ch show that any consumer

antiseptics benefit any popul ati on nore than soap
and wat er.

Now, we are saying in what popul ations
woul d a benefit need to be defined where soap and
wat er or other hygi ene nmeasures don't adequately

reduce ri sk.
DR WOOD: W don't know. | am not sure

how you woul d know that right now That would be
Ii ke answering the first question, but backwards
again. Wt we could give you advice on is

popul ations in which it would be worth | ooking to
see if the handwash does reduce risk, but if we

know t hat soap and water does not reduce risk in
themright now with the exception of people who
can't get soap and water obviously, and then we

woul d have answered the other question in a
different way.

DR PARKER It seenms to nme fromsort of
the practical standpoint that the first thing you

do is you wash your hands with soap and water, and
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if it is not available, then, you | ook to the best
possible alternative, and so a very useful question

I think for me to be able to tell ny patients or
consunmers is, is there added benefit to ny using an

al cohol - based product or sonething else after
have used soap and wat er.
So, if using soap and water is good and

acceptable, then, what is the added benefit of
using a product after that? To nme, that would be a

very useful thing to know. | amnot sure | know
that based on the evidence that we currently have,
and then if soap and water is not avail able, and

amto use one of these alternative products, which
popul ati ons would that be, are there any

popul ati ons where that would be a first choice?
The answer to that is no, but is there an
added benefit seens to ne to be the useful consuner

quest i on.
DR. WOOD: Maybe one way to approach this

is to take the al cohol sanitizers head-on and say
is there evidence that in the absence of soap and

water, they would be potentially beneficial. |1
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think the answer to that is yes. So, rather than
dancing around this issue, why don't we address

t hat head- on.
If a consuner is unable to reach soap and

wat er, then, would an al cohol hand sanitizer be
beneficial in that setting?
DR. HALDEN:. Wat is a reasonabl e di stance

to travel to the next faucet?
DR WOOD: Well, it depends if there is

anot her faucet.
DR HALDEN. Yes.
DR. WOOD: We are not going to define

that, I will tell you that. But in the absence,
assunming there is no faucet within sight, then, is

there evidence? W saw evidence that they seened
to be equally effective to soap and water, so in
t he absence of soap and water, is it likely that

they woul d be beneficial ?
I nmean that seens to ne a useful question

for |abeling, so should we take that as a question?
Wul d you like a vote on that?
DR. HALDEN: Can | mmke a quick conmment ?

DR. WOCD: Yes.
DR HALDEN: | think it has two

conmponents. It's the human side and then the
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m crobi ol ogical side. | think by our vote, we
determined that we are not confident right now that

either product is better, just soap and water, or
the specialized antiseptic |otions.

But | can see a human conponent where, for
exanmpl e, people have a skin di sease or whatever,
they can't cone in touch with a high pH soap or

sonet hing, so they would be served by a product.
DR WOOD: | would be careful about that.

W have not seen data for that. | nmean | am
tal ki ng about the situation in which you cannot use
soap and water, and so we have seen data that said

these drugs were as effective as soap and water,
and in the absence of soap and water, do we want to

say that that is an indication for their use.
Woul d that be useful, Susan?
DR. JOHNSON: That would be very useful

and | don't necessarily think that we need to vote,
but if you just want to poll what people's
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responses are to that. It is built into the
question to perhaps separate these out if that's

the way the committee saw the data.
DR WOOD: Let's start with Dr. Hal den.

So, articulate what you see as the role
for an al cohol -based anti septic handwashes in the

absence of a faucet in sight.

DR HALDEN: | think that al cohol-based
products play a role there.

DR. WOOD:  Soni a.

DR. PATTEN: Yes, | agree.

DR WOOD: Robert.

DR TAYLOR  Yes.

DR. WOOD:  Ernest.

DR. CLYBURN: Yes, and | would go a step

further and say not necessarily if water wasn't
avail able. None of us are in an area where it is

not avail able, but even where it is not practical,
in a child care setting where you have got 20 ki ds,

and you have got to wash their hands, it nmakes a
whol e | ot nore sense probably to use al cohol
DR. WOOD: Good point.

Rut h.
DR PARKER: Yes, useful.

DR TINETTI: Yes, useful.
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DR SNODGRASS:  Yes.

DR FINCHAM Yes, useful
DR. BLASCHKE: Yes.

DR WOOD:  Yes.

DR ARDU NO  Yes.

DR OMEL: Yes.

DR. WOOD:  Ckay.

So, we have taken the al cohol, that bit
out now. Do we still need to return to 2(b)?

DR JOHNSON: We established that the
committee voted largely that there was no avail abl e
data that showed that the washes were better than

the use of plain soap
What ot her popul ati ons do you expect that

washing with plain soap and water or other hygiene
measur es are i nadequate?
DR WOOD: | don't see how we can answer

t hat .
DR. JOHNSON: | think you started on

file:///Z|/Storage/1020NONP.TXT (344 of 386) [11/3/2005 12:25:30 PM]

344



file///Z)/Storage/ 1T020NONP.TXT

345
| ooki ng at your patient populations in your
practices and said perhaps i nmune-suppressed.

DR. WOOD: No, you are m sunder st andi ng.
I think what we are saying to you clearly is we

don't see data in these patients, we would be
interested to see such data devel oped that woul d
convince us that there it was beneficial, but--

DR JOHNSON: W had anticipated that the
conmittee mght have particul ar popul ati ons of

interest that they treat or that they are finding
or have an opinion on the fact that soap and water
was not effective.

What | am hearing you say is that any
popul ati on woul d need data, because you have

answered no to the question.
DR WOOD: Right. | see sone nods. Yes?
DR ARDU NO Because we don't have the

baseline data that you are asking for. W don't
have data on just plain handwashing with the

speci al popul ati ons that even says that handwashi ng
al one increases their risk.

DR, WOQOD: Let's move on to No. 3, which
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says, "Earlier this year, NDAC net to discuss the
efficacy criteria for healthcare antiseptic drug

products and accepted clinical sinulation testing
as a surrogate for bacterial infection rate to

measure efficacy of healthcare antiseptics. Wat
types of studies/endpoints should be used to
establish efficacy in populations that require

consuner antiseptics?"
This does need a bit of discussion, |

t hi nk.
Who wants to start off with that?
DR CLYBURN:. It particularly needs

di scussion in the way that we answered No. 1, and
that if we say we are going to demand that we

decrease infection, using surrogates really isn't

adequate to do that.

DR. WOOD: So, devel op that a big, Ernest,

what would you like to see?
DR. CLYBURN: | nean | think we are

beginning to see data on actual infections, and
certainly we saw that for synptom conpl exes.

think direct studies to show decreased infection
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rates in given popul ations.
DR WOCOD: Okay. Any other coments?

DR. OVEL: | would like to see a rather
simple study in which they culture hands, use the

product. After the hands are dry, culture again.
I would think that reduction of bacteria should at
| east make one think that it is going to reduce

i nfection.
DR WOOD: That is what has been done.

DR. ARDUI NG There are two problens |
think with this way. One is our good, old
di sinfectant testing by looking at log reduction to

actual ly even say that your special ingredient,
what ever you are using, actually works or does

somet hi ng.
But then that has to be coupled with
clinical studies to say in real life settings, you

know, we have got our surrogate tests that say it
does this in the | aboratory, but does the product

actually work in use situations where you then say
it also reduces infection rates.

So, one is kind of a |l aboratory screening
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side of things, and one is |like real use of a
product .

DR. WOOD: | guess my comment woul d be
that it is not just the endpoint that is the issue

here, it is the patient popul ation should use, and
to make it reasonabl e and make the sanple size
reasonable to do, | would study popul ati ons at high

risk, and either famlies at high risk because of
an infectious nenber of the fanmly already present

within the hone, in a setting where diarrhea
illness was preval ent or whatever.
I don't think you could just go out and

study healthy, mddle-class individuals with 2.2
children, because the ability to denpbnstrate an

effect there would be extraordinarily small
DR ARDU NO | would also | ook at
popul ations |ike peritoneal dialysis patients or

pati ents who have catheters
DR. SNODGRASS: | think you coul d expand

that, any surgical device that breaks the skin
barrier, and then | ooking at those patients.
DR. WOOD: Terry, then Ruth.

DR BLASCHKE: | think a lot of what this
commttee deals with then, of course, is as John

was saying, it is really the |abel, how would the
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| abel be witten for such a product, and would you
then want to select a popul ation where it would

sort of fit those criteria that we have tal ked
about nultiple tines before for over-the-counter

products, could they identify the problem and
woul d the |l abel be witten, and that would be part
of such a study, as well.

DR. WOOD:  Rut h.
DR PARKER. | really think a very usefu

pi ece of information is what is the added benefit
because of the availability of soap and water for
nmost, not always, but | think that is an incredibly

important thing. That is what | want to know.
If | use that, and | do it correctly, what

added benefit is there to using one of these
products in household transm ssion of hepatitis A
you know, pick your popul ation, whatever it is, but

that would be very useful for me clinically, to be
able to say here is a clinical setting, here is a
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hi gh-ri sk, hepatitis is very common, not only
shoul d you be washi ng your hands, but there is

added benefit.
That woul d be very useful clinically, and

I don't know that right now.
DR WOOD: | think that would take a fair
anount of work, but it would be possible to define

popul ations in which a sanple size would not be
overwhel mng to denponstrate that.

Robert .
DR. TAYLOR: | think the nonograph
does--we have already said in No. 1 that we do

require clinical benefit in reducing risk, and the
nmonogr aph al ready requires surrogate testing.

I think the question that is being asked,
is there anything else that we need to add to the
requirenent. That is the way | see it. And if so,

what is it?
DR. WOOD: This should be a question, but

I could see you comng up with a study that showed
clear and increnental benefit in reduction of

infection in sone high-risk population, and then
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just an off-label use in prescription drugs, that
bei ng extrapol ated to ot her high-risk popul ations,

either in people's mnds or perhaps wth data.
That is kind of where | would see the

devel opment going, and that isn't actually a huge
task if you picked your popul ations carefully.
Terry.

DR BLASCHKE: It nay be that one of the
chal | enges that we heard about in the studies that

were described this norning, is that the handwash
popul ati on generally also got instructions in how
to wash their hands, and in designing again a rea

worl d, real use study as we think about in NDAC, we
ought to think or at |east allow the conpani es that

m ght do such a study, not to be required to
encour age handwashi ng anyt hi ng ot her than what they
woul d normal Iy do, and then truly conpare it to the

availability of a bacterial soap or to an al cohol
DR. WoOD: It might well be that bad

handwashes do better with antibacterial soap is

what you are saying. That's a good thought.

Mary.
DR TINETTI: | just have a question, and
this is for the FDA. | nean is this going to

i npact at all upon the |abeling and the marketi ng,
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because on the one hand, Al astair, you said that
they should really do it in high-risk popul ations

because it would be very hard to see an effect in
sort of a healthier mddle-class population that is

going to do better handwashing, et cetera
But on the other hand, ny guess is that
the major users of these are going to be the people

that you are saying they probably need to study.
So, | think that that probably has a

little bit of a discussion, because the nunbers of
t hese i munoconprom sed people that we are tal king
about are still, whether it is peritoneal dialysis

or inmmunoconpronised, it is still a pretty small
part of the market, so | think it probably is

wort hwhi | e tal ki ng about whether we want to see
this evidence in the |arger popul ation
DR WoOD: Well, it is certainly nore

profitable to sell antibacterial soap to people
with four bathroons than one.

DR OSBORNE: Dr. Wod, | just wanted to
mention fromwhat | have | ooked at, it |ooks |ike
it is difficult to get investigators to eval uate

pl ain soap and water agai nst any other product in a
hi gh-ri sk popul ation

They tend to bring up that it sounds
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unethical to them because they are leaving their

patients at nore risk than they consider

confortable.
The other thing | wanted to point out

that one of the studies that was presented this
morning, | think does get close to show ng the
benefit of plain soap and water in reducing

infection risk, and that was, if you renmenber
of the arns of the Luby study from Karachi,

Paki st an, had a pl acebo soap, and then there was a

control group that had just nothing, and the

pl acebo soap showed a | ower incidence of inpetigo,

diarrhea, and respiratory ill ness.

DR. WOOD: We know that. That is what

i nfl uenced No. 1.
W will nove on to No. 4.
DR JOHNSON: Could | just ask one

questi on before you nove on?
DR WOOD:  Yes.

DR JOHNSON: W did want you to comment,

if possible, on--the first part of that question is

that we nade the assunption with the healthcare

antiseptics, and | think John brought this up
earlier, that the surrogates for bacteria

infection and the efficacy criteria that we set
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were assuned to have sone effect on infection in a
heal t hcare setting, because of the high risk in the

heal t hcare setting.
The question here is a little bit are you

maki ng the same risk. | think soneone down here
said that the clinical sinulation studies nmay be
acceptable. Can we assune that same paradigmin

t he consumner real n?
DR WOOD: | think the point was actually

made just a second ago that the data we saw said
handwashi ng was pretty effective, plain
handwashi ng, and there was no data that | saw that

was very convincing that antiseptic handwashi ng was
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substantially nore effective.
In the March neeting, that data wasn't

there, at least if it was, | don't renenber it.
That is, there wasn't data that spoke to antiseptic

handwashi ng versus surgeons washing with regul ar
soap and water, and so that didn't seemlike a very
attractive thing to go do, so they were already

doing it, and it was reasonable to continue to do
that. At least that is the way | felt about it at

that tine.
DR. JOHNSON: The other question that I
woul d have just to finish fleshing this out is in

answer to Dr. Tinetti's question, you had posed a
question a few m nutes ago about woul d we

essentially generalize from popul ati on studies of
hi gh-ri sk popul ations to the general population. If
you want to comrent on that, | would just ask you

do so.
DR. TINETTI: My guess is that it may be

i nappropriate to extrapolate. M guess is the
industry will extrapolate. If | was in industry,

woul d extrapol ate, but the infection rates are
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going to be very, very different, and potentially,
the benefits of the different interventions may be

different, so | would be cautious about
general i zing from one popul ation to another.

I also wanted to comment on your question
about the healthcare. First of all, | think we got
compel ling evidence that it was difficult to

actually look at infection rates in healthcare
envi ronment, nunber one, and nunber two, as

Al astair just said, we really couldn't do the
compari sons of | ooking at these antiseptics, so
that was | think many of the conpelling reasons why

we bought the surrogate testing. That is not the
sane in the conmmunity where we already clearly have

studi es that have studi es that have | ooked at the
clinical outcone of interest.
So, | think it doesn't generalize fromthe

heal t hcare environnent to the consumer setting.
DR. WOOD: The other thing, Susan, was we

were asked then, now that | amthinking about it
nmore clearly, we were asked to consider reducing

the surrogate standards, and what the conmittee
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came down agai nst was reducing the surrogate
standards in March because of an absence of data to

reduce the surrogate standards.
That didn't nmean | think that anyone felt

particularly warm and fuzzy about the surrogate
standards. It was just they didn't see any reason
to reduce themgiving that there was no evi dence

they are right in the first place.
DR. SNODGRASS: The only ot her coment |

woul d nake is that there is an anal ogy of studies
about how high the tenperature is in dishwashers
and whet her you use a di shwasher or a handwash at

home, and the incidence of colds, and this is in
ot herwi se healthy fanilies.

Those ki nds of studies have been done, and
you could sonething simlar. You really need data
in the user, who is going to be the user here, and

I think those can be desi gned.
DR WOCD: Jack.

DR FINCHAM | just woul d encourage
simlar conparisons, and | really struggled with

trying to delineate the difference between clinica
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envi ronment versus consuner environment. In ny
mnd, they are all exactly the sane. Sonebody may

be nore at risk because of patient factors or
di sease norbidity, but neverthel ess, sonebody that

perhaps is, quote, unquote, "basically healthy,"
may be very much at risk even if it's not in a
quot e, unquote, "clinical setting."

Innmy mind, this is a setting, period,
that is enconpassing not only different types of

patients, but different environnments, and | think
that is the way | look at it.
DR BLASCHKE: | want to play just a

little devil's advocate for a nonent, and that is,
that | think there is evidence in a nunber of other

settings that the size of the inoculumis
inmportant, and | amsure that is what has led to
the idea of a 2 log versus a 1 log or a 0.5 or

what ever. That basic inoculumis inportant.
I think, Susan, you asked a question

earlier whether there is a link between this in
vitro/in vivo testing and risk. | think there

probably is a link, but it has really not been well
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docunented, but | think certainly in other
settings, inoculumis a very inportant factor in

whet her or not something is going to becone an
establ i shed infection.

DR, WOOD: Just going back to Susan's
question, | guess the comittee did agoni ze once
before over aspirin, and the data there actually

speak directly to this, and that the issue, as
recall, that they agoni zed over was whether a

| ow-dose aspirin in a lowrisk setting would have
the sane benefits and risks as it had in sone of
the clinical trials.

There was not a uniform endorsenent, |
guess, of that, and so | suppose extrapol ating from

hi gh-risk infections to lowrisk infection rates
woul d be the sane thing probably.
DR PARKER  The only other thought | had

rel ates back to a conment that Wayne nmade earlier
just about safety inmplications particularly with

per haps babi es or young children, and whether or
not there is such a thing as being too clean,

oversanitized, and can there be safety concerns on
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the far side of that, just to keep that in mnd
that is sort of a special population

DR. WoOD: Are we ready to go to 4 then?
kay.

No. 4 relates to risk. As with many
drugs, the use of consunmer antiseptics nmay be
associated with a nunber of adverse consequences.

The extent to which these consequences are
attributable to consunmer antiseptics, and the

i mportance of the consequences to public health are
varied. How should each of the foll owi ng be
factored into FDA's decisions about product

regul ati on?
They go through three. One is application

site dryness, local irritation
The second one system ¢ consequences to
the individual consuner, inconplete immune system

devel opment, devel opment of antibacteria
resistance in the individual, and then the third

one is the societal consequences with chronic
exposure, and so on, that we tal ked about earlier
Let's take each of these separately.

Yes? Sorry.
DR FINCHAM Could | just have sonething

clarified in my own nmind? M assunption when
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| ooking at this was that all of these are inportant
and that the agency wants sonme type of a ranking or

an assessnent of which is nore inportant than
another, and if that is wong, please tell ne.

DR JOHNSON: | don't think that they have
to be ranked conpared to each other necessarily.
Just an understanding conming into this neeting, we

didn't have an understandi ng of whether the
conmittee would concur or disagree that the kinds

of data that were being presented, particularly for
risks (b) and (c), should enter into the real m of
our consideration.

DR WOOD: | see. Okay. Then, | think we
shoul d definitely have di scussion around that.

Let's take (a) first, which is loca
irritation, dryness, and so on. Does anyone want
to discuss that?

Wayne.
DR. SNODGRASS: It is inportant, but it is

file:///Z|/Storage/1020NONP.TXT (361 of 386) [11/3/2005 12:25:30 PM]



file///Z)/Storage/ 1T020NONP.TXT

362
not life-threatening, so | would say yes, it is
sonet hing you woul d take into account, but it

woul dn't be the top of nmy list conpared to the
ot hers we have

DR WOCOD: | share that. | think it is
i nportant although, in fairness, | didn't see any
evidence that it was a major clinical issue with

t hese products.
DR PATTEN. It seens to nme this mght be

an issue for labeling as a possible adverse effect,
and then the recomrendation is use lotion. |[If this
is the worst of the worst, local irritation and

dryness, | think it can be easily renedied on the
| abel, deal with it on the |abel

DR. TAYLOR: | guess there is another
adnmonition, and it may be in the | abel anyway, is
where do you apply these things. | mean the

assunption is that people apply themto their
hands, but there are conpul sive people that may

want to apply it other places, as well.
DR WOOD: Do you want to develop that for
us?

[ Laughter.]
DR WOOD: So, Robert is worried about the

obsessi ve conpul si ve who washes all body parts many
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times a day.
DR TAYLOR. That would be all of us.

DR. WOOD: Any ot her coments? Okay,
let's nmove on to (b). | think (b) and (c) here are

trying to separate the consequences for the
i ndi vi dual versus the consequences for society as a
whol e t hrough general changi ng of the environnent.

So, let's deal with the individual one in (b)
first.

System ¢ consequences for the individua
user, inconplete i mune system devel opnent, which
is the asthma hypot hesis, devel opnent of

anti bacterial resistance in the individual
Concerns? Jack

DR. FINCHAM | think based upon what
Wayne nentioned earlier, about the case studi es of
young i nfants and application of alcohol to an

excessi ve degree, that certainly focuses ny
attention on it this is pretty inportant. Even if
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t hose nunbers are small, the nunbers, in and of
itself, are significant to ne.

DR. WOOD: So, what you are saying, Jack,
I guess is that it would be inportant to | abe

these products as to which popul ati on shoul d not
get them and the dosage, and so on
The ot her part perhaps, Susan, that you

are getting at here is would you consider it
essential that in devel opi ng one of these products

that you had to denonstrate that you didn't produce
an altered flora in the individual
DR. JOHNSON. | think John Powers said

this earlier. |If it wasn't you, John, | apol ogize
to whoever did say it. But the standard for drugs

is denmonstrated safety and efficacy.
DR WOCD: Right.
DR JOHNSON: Rather than waiting for a

problemto occur and then doing sonething about it.
DR. WOOD: That being the case, that woul d

be a tough study to do actually. | mean that needs
a lot of thought as to howto do that study. 1 am

not sure, sitting here, | can think right now about

file:///Z|/Storage/1020NONP.TXT (364 of 386) [11/3/2005 12:25:30 PM]



file///Z)/Storage/ 1T020NONP.TXT

365
how you coul d have to design that study, but that
is an inportant issue.

DR SNODGRASS: | would add to that, that,
for exanple, bacterial resistance, to get clinica

evidence in individuals, | think that is going to
take a long-termkind of study, so that is not
going to be necessarily sinple or |ess expensive.

Wth regard to inconplete i mune system
devel opnment, if the paradigmthere is, well, if you

have used this excessively, you don't get enough
exposure to bacterial antigens, therefore, you have
got a lowered i mmune functioning. | think that

woul d be a very difficult, incredible study to try
to do. | can't inmagine it being a requirenent

actual ly.
DR WOOD: Well, that is basing an
hypot hesis that right now is unproven anyway, Sso

think it is not reasonable to set that as a drug
approval standard.

DR PONERS: If we can clarify for a
second, though, we are not necessarily talking

about drug approval standards here, so these m ght
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be things that people would do as Phase |V
conmi tnents over tine.

Many times we approve a drug and then | ook
at postmarketing studies to see if a long-term

probl em occurs down the line. So, we didn't
necessarily nean this in terns of this is going to
bl ock anything from bei ng approved, but nore in are

these things you would be interested naybe in
seeing long term as well.

In other words, the inmune system
hypot hesi s right now is a hypothesis, but you have
to either approve or disprove that hypothesis down

the line.
DR. ARDUING So, this is nore |ong-term

surveillance. | nmean to even see antim crobi a
resi stance devel op, that may be 10, 15, 20 years
down the road.

DR. WOOD: | amnot as reassured by John's
comrent as he is. | mean after all, the products

have been on the market for a long time. Show ne
the data you have got that tells nme anything about
| ong-term anti m crobi al resistance.

DR PONERS: | think that is part of the
reason we are asking. 1In fact, we have an

i nteragency public health task force |ooking at
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this issue with resistance, and | think it is
actually on the public health action plan. It is

not up at the top, it's not one of the 13 top
items, and to ny know edge, we have very little

surveill ance data on this, and when the NDAC | ast
addressed it in '97 to now, what do we have to | ook
at?

So, the question is do we want to
incorporate this into going forwards and to naking

this sonmething that we would want to | ook at.
Agai n, just because we haven't found it, it could
be because we are not | ooking hard enough either,

and woul d that be sonmething we would want to do
better.

DR. SNODGRASS: | would put that in the
context of antimcrobials in cows mlk and the
changes in resistance there, so that is going to be

a |l arge popul ation study and a |l onger term
surveill ance you woul d have to do.

So, that is not necessarily tied to one
particul ar product. Maybe the whol e category of
products, in other words, great antiseptic use

here, handwashi ng use, does that |ead to sonething
like this, but that would be a large sort of

popul ation study, so | don't know who woul d fund
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I nean you are right, it is postmarketing,

but it is maybe in another category perhaps.

DR. WOOD: | nean you woul d al nost need to
find famlies that were all obsessive conpul sives

and using this stuff all the time and then becane,

you know, popul ated by resistant bacteria or

sonet hing like that.
DR. SNODGRASS: You are tal ki ng about

|l onger term Let's say you have a million people

that use this, and there is another mllion that

don't, whatever the products are, and then down the

road, a year, two, three, four years, you are able
to show there is some general change in resistance

to one or nore organi sns- -
DR WOOD: Good | uck.
DR. SNCODGRASS: Yes.

DR. HALDEN. This is being done in the

Eur opean Union with the use of antibiotics in neat

production, where we | ook at the occurrence of

antibiotic-resistant strains, so it is not out of

the, you know, it's in the real mof possibility,

but it sure will require sonme resources, and it
worth the effort, | do believe.

DR WOOD: So, the committee is concerned
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about the individual user, |I think is the nessage.
The soci etal consequences associated, is

there any nore discussion on that before we nove
on? Yes, Wayne.

DR SNODGRASS: | think it's an inportant
i ssue. The question is sort of funding in way.
mean | don't know that this is necessarily limted

to the industries per se should be funding it, but
rather this may be a societal, governnental issue,

or some mixture of it.
From ny perspective, yes, that is a very
i mportant question. | think it needs to be

addressed, but how you go about it, | amnot sure
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it's in the typical kind of Phase |V postnmarketing
surveillance. | think it's alittle bit broader

public health issue.
DR. WoOD: | think it's inportant, too,

but I rmust say | think it would be an incredible
hurdle to put in front of a product. | nean |
don't see how even as a Phase |V conmtnent it

coul d ever be satisfied.
So, | think it's interesting and

titillating, but it would be a killer to put into
any Phase IV commitnent to demand that somebody did
that. | nmean | am not how one could do it with any

credibility without investing huge anmounts of
money. As peopl e have said nany tinmes, not show ng

a risk is not the same as showing no risks, so it
woul d be never ending trial
So, | think it's of concern, but, boy, it

woul d need to bite you on the bottom before | woul d
put a lot of effort into it.

DR FINCHAM Alastair, | agree. | think
this came up in the spring when this was brought up

in the context of the other products as far as what
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the market share and the market viability of this
is, and the Consuner Representative is no |onger

with us, you know, adequately addressed that.
DR WOCOD: This is different. This is

huge, but | think it is just howto do that.

Any ot her? Ruth.

DR. PARKER: | guess, you know, stepping
back fromthis, | just want to be sure that | am
understanding this correctly. | amtaking away

sonet hing di fferent about using the products that
wer e based as sort of this residue/ non-residue.
There is a difference.

I amtrying to be sure that--there nmay be
differences in systenic consequences based on

whet her or not you fall into one of those
categories or the other, and we shoul d | ook at
that. That is really inportant because | amvery

concerned about the whol e resistance thing and
whet her or not we are capturing that, and | still

am not sure that those that fall into the residue
category, | don't even know why we are using them

That question didn't come up, but | sort
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of step back fromthis and say wait a mnute, |
wasn't convinced that | even understand why they

are out there. | got the alcohol thing, | got the
soap and water, but | saw that and | sort of just

had a red flag and said, gosh, | hope sonebody pays
good attention to this, it's kind of got ne
wor ri ed.

So, in a sinplistic way, that's what |
feel and I want to nake sure it's captured sonehow.

DR. WOOD: kay. That's a good point.
DR. CLYBURN: Alastair, can | just point
out one of the ways we sort of |ooked at this is we

didn't know how you were going to answer Question
3. In Question 3, you are saying you should

establish sone clinical benefit.
In the situation where you have sone
clinical benefit established, is this such a

problemthat it makes it--they have to answer this
question before we coul d proceed.

DR WOOD: Right, | see, and ny feeling
about that, personal feeling, is no, it's not,

because if you made it a sine qua non for
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proceeding, then, I think you would absolutely kil
it. | don't see howit would be doable

There is not data been produced that this
is an issue for individual users right now That

is not to say it's not, but there is no data to
showit is. To denonstrate that it is such a risk
woul d be a nmassive undertaking--1 amsorry--to

denonstrate with sone |evel of certainty that it is
not a risk would be a massive undertaking that |

think is an unreasonabl e i npedi mrent to marketing
somet hi ng.
My view would be it is worth nonitoring.

John sort of addressed that. | have |ess
confidence in John's ability to detect it than he

has, but there it is, particularly given the fact
that he has not detected anything in 10 or 15 years
of supposedly | ooki ng.

So, | am sonewhat confortable with wait
and see and letting that shake out unl ess something

really canme up and hit you with it.
Mary.

DR TI NETTI : | look at it alittle bit
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different and followup a little bit with what Ruth
was saying. | agree with you, | think to try to

find the evidence of harmwould be very difficult,
so | would sort of turn this around, because really

what we are alluding to here is benefit to harm
If there is the potential for harm and we
can't necessarily detect it, that, to me, would

give a higher--you woul d have to have a hi gher
standard of benefit. To nme, that woul d argue not

benefit of these agents agai nst a placebo, but
benefit agai nst agents we already know are safe and
effective - al cohol based and soap and water. So,

to ne, that would be one say around the dil emma.
DR. WOOD: That's a good construct.

Does that give you what you need, Susan?
DR JOHNSON:  Yes.
DR SNODGRASS: One sinple thing. Are all

soaps the same?
M5. LUWPKINS: In a word, no.

DR. WOOD: They don't snell the sane, |
will tell you that, and they don't cost the sane.
The answer is we clearly don't know.

Let's nove on to 4(c). Societa
consequences, are we concerned about that? Jack

DR. FINCHAM | think there is a hierarchy
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of concern. | am nore concerned perhaps about
fl uoroqui nol ones in water, but | am concerned about

this, as well, based upon Rolf's presentation this
morning, so | amconcerned. | don't know if you

want a degree of concern, but | am concer ned.
DR WOOD: | am concerned, too. | amnore
concerned about estrogens in water, | have to tel

you, but what can | say.
I guess the question they want to knowis

what we woul d do about it. Maybe | can formnul ate
it, and see how people respond. | mean would you
demand that there was zero exposure? Wuld you

demand that such products had to break down before
they were flushed? That's to non-toxic products,

obviously, and that is one option | guess. | am
just taking an extrene position to see how peopl e
react to it.

DR. HALDEN: | am not sure whether that is
hel pful . W always tal k about, you know,
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degradation, often it's just transformation. Then,
you have two, three, four products. You get into

proving for every single one. Nobody would do
anyt hing about it, and sonetinmes we have

car ci nogens.
So, this is a difficult one of breaking
down. | think you should start with the type of

chemi stry that we are confident about, that has a
m nimum | evel of risk. Alcohol is a good exanple

because it is broken down by microorgani sns by us,
and we drink it recreationally, how bad can it be.
But there is other chenmicals that we

shoul dn't ingest or, you know, apply in vast
quantities. So, | think it is just a conmpn sense

i ssue.
DR, WOOD: So, that is not sonmething we
have not actually raised at all up to this point.

You are saying there are chem cal antiseptics that
will be nore and | ess desirable to be used in |arge

anobunts in consuner soaps, because of their
chemistry, right?

DR. HALDEN: | think any graduate
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environnmental chemi st coming out of grad school,
havi ng absolutely no scientific experience, can

| ook at the chemical structure, can use existing
nmodel s and predict how t hese chem cal s behave in

t he environnent.
Wiy do we make such poor choices? After
having tried DDT, having banned it, having tried

PCBs, having banned them why are we still working
with this type of chemstry? W have proven over

and over that it doesn't work. Let's nbve on to
somet hing that we know wi || break down, that
doesn't have harnful effects, that breaks down very

rapidly regardl ess of the conditions we have,
whether it is called warmor lots of light or

little.

I think it is just conmpbn sense. | am not

asking very difficult questions here.

DR WOCD: So, that is the societal
consequences of the chem stry, | guess. There is

anot her bucket as | see it here, which are the
soci etal consequences of the anti-infective

property of the drug. Do we want to address that,
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as well? Dr. Levy talked about it and ot hers.
DR. SNODGRASS: Sure, on the environnent.

DR WOOD: Right.
DR. SNODGRASS: Right. If it's a nmjor

tonnage anount, then, at sonme | evel, sonewhere, it
shoul d at |east be evaluated and surveyed. | nean
there is plenty of exanmples of that in other kinds

of industry where that inpact is happening, and you
don't necessarily want to be adding to it.

If you have got tonnage ampunts that are
still available out there, in other words, it
hasn't broken down, and there is sone persistence,

and then you have this other effect on whatever,
wet | ands or whatever, then, that is sonmething to be

put in the equation.
DR, PONERS: Could | naybe ask this
question in a slightly different way?

DR WOOD:  Sure.
DR. PONERS: Dr. Tinetti brought this up

which is what makes ne think of it. W rarely
contrast the degree of benefit to the degree of

risk. \Wen we were tal king about heal thcare
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antiseptics, we are tal ki ng about people that may,

say, get a postoperative wound infection which

could potentially be lethal in that patient
popul ati on.

Here, what we saw today was data on a

couple nmore sniffles, things that are technically

not that lethal, although sone of those could be,

some of those gastrointestinal diseases can be
quite severe even in healthy people.

So, the question really, when | think
about this, is that potential benefit for

decreasing the conmon cold or a vira

gastrointestinal illness, is that bal anced by what

we may be doing in the long run to echo systens,

and that nmay be one way to think about this.

DR WOOD: And is that increasing the risk

of the person having the severe infection in

hospital that is resistant to antibiotics, | nean

it actually ties back into that.

DR. SNODGRASS: This gets into what Kkinds

of surveillance systens to put into place, so that

you can begin to track those kinds of things to
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actual |y nake sone valid connections.
DR. WOOD:  Yes.

DR. CLYBURN: | guess the other comment,
goi ng back to that, is for the two products we saw

today that didn't have denonstrabl e benefit, why
continue in a situation where there is potentia
risk and there is no denonstrabl e benefit? Wy

wait until we can track sonething before we do
sonet hi ng about it?

DR HALDEN. | would like to second that.
DR. PATTEN. M sense is that the risk is
nore than potential. | nmean we have sonme pretty

good data that we saw this norning, that the risk
is real.

DR WOOD: Risk of what now?
DR. PATTEN. O contanination of the
environment, risk to the community at |arge, the

popul ation at |arge through use of these biocides.
DR. WOOD: | guess the question is,

though, finding themthere is not the sane as
denmonstrating a risk. | amnot neaning to argue

that point, but just I think it is inmportant to
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make that distinction. Just finding sonmething in
what ever doesn't sound good, but it is not the sane

as denonstrating a human health risk, | guess.
DR SNODGRASS: But | think there is

additional consideration on that. | agree with
you, but finding themand then realizing that
certain metabolic pathways, reactive netabolites,

maybe di oxi n-1i ke conpounds, then, you are adding
ot her considerations into the equation

Does this commttee want to recomend that
two conpounds not be on the market?
DR HALDEN:. Let nme turn this around.

Nanme one chemical for nme that persists in the
envi ronment, accunulates in biota, and in the | ong

run has not been questioned and ultinmately renoved.
Nane just one chemical that we fee
confident it bioaccumul ates and you are just happy

wi th, happy as can be. | don't think you can cone
up with an exanpl e.

DR. WOOD: Probably not, but | guess | am
just concerned that we don't create the inpression

that anything that doesn't degrade or is found in
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sl udge i mMmedi ately has to be renoved fromthe
mar ket. That woul d nake ne very unconfortabl e.

DR. HALDEN:. Ch, absolutely, because |
mean there is elenent in sludge, there is netals,

that they can't go anywhere.
DR. WOOD: | nean organi c chenical s.
DR. HALDEN:. But what we have here, we

have cl osed the | oop to secondary exposure, but
ot her groups have shown that you can detect these

chemcals in human mlk. | think this is evidence
that the circle is closed, and it is an undesirable
circle.

DR. WOOD: Let ne rephrase it. W have
found, for instance, the products of ora

contraceptives in water. That doesn't nmean to say
we should renove oral contraceptives fromthe
mar ket .

Because there is a connection doesn't nean
we have to intervene. So, | just think we need to

be careful not to go for the top, that's all.
DR. SNODGRASS: Well, you are talking
about relative benefit-risk, that's correct.

DR HALDEN. But there is a difference of
having it in sludge and finding it in human mlKk,

for exanple, don't you agree?
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DR. WOOD: It depends on whether there is
an effect actually, | think.

Charl ey, you were going to say sonething.
DR. GANLEY: | was just going to say with

Dr. Snodgrass, it really becones a benefit-risk
issue, and Dr. Tinetti had nentioned it earlier, so
if you have a denonstrable benefit, and you are

willing to accept sone of the risk, and how rmuch of
that do you have to define.

But if you have no benefit, and you have
unanswer ed questions about risk, then, they becone
nore of a concern

DR WOOD: Absol utely.

Rut h.
DR. PARKER: | was only going to just
comment. It nentioned specifically in (c), in the

par ent heses, this w despread devel opnent of

anti bacterial resistance, and | would just say,
t hough, no, we do not have conpl ete evidence, we
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had presentations that there is concern

I would say froma clinical standpoint

that, to me, is terrifying, because as a clinician,

that is one of the scariest things | see, and

am

seeing it over and over, and when | see sonething

that is potentially linked to one of the nost

horrifying things | see clinically, it really

raises ny concern. | don't think we can ignore

t hat .

DR. WOOD: You nean mnultiple resistance.

DR. PARKER: Miltiple resistances and the

fact that froma clinical standpoint, that is huge

to say that this may be linked. There again, it

is

back to the benefit-risk, you know, it is back to

the sane equation, but we are putting it next to

sonething that is so inportant.

DR. WOOD: So, Charley's point is are we

prepared to ganble for devel opnent of nulti-drug

resi stance for no benefit or for mnimal benefit,

and that seens |ike a reasonabl e question.
Mary.

DR TINETTI: Can we, as a conmittee,
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a statenment that we would require the FDA to
requi re studi es of benefit of these products over

and above the al cohol and soap and water?
DR. WOOD: | hope that is what we spent

the day doing, did you all get that?

DR TINETTI: | think we have been talking
around it, | amsaying it explicitly.

DR GANLEY: | think Question 3 was that,
wasn't it, that actually said that you wanted
clinical--

DR. WOOD: Right, unless you were out of
the room Charley, | thought you got that. | hope

we got that, yes. He is absolutely right.
DR TINETTI: | just wanted to neke it

explicit, though, that is what we are sayi ng,
because otherwise, | think we are seeing a | ot of
sentiment against it being marketed to the

consuner.
DR. WOOD: Secondary exposure to humans, |

guess, is the environnmental issue.
Anyt hi ng el se? Any other comments?

Then, we are done, and we are done early.
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Thank you very nuch.
[ Wher eupon, at 4:05 p.m, the neeting was

adj our ned. ]
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