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1 PROCEEDI NGS
2 DR. CGRCSS: Good norning. |'m Peter
3 Goss. |I'mChair of the Drug Safety and Ri sk

4 Managenment Conmittee, and starting with the person

5 at ny left with that famous | augh, Brian Strom

6 woul d you pl ease introduce yoursel f?

7 DR STROM Thank you. |I'mBrian Strom

8 fromthe University of Pennsyl vani a.
9 M. JAIN.  You know what? Before we go

10 on, Brian, Peter and the rest of the comrmittee as

11 well as the division wanted to say a warm t hank-you

12 for serving on our commttee. You' ve been a great

13 asset for a year and a half, and we realize that

14 you're going to continue as consultant, and we just

15 wanted to say thanks.

16 DR. STROM It's been a real pleasure,
17 it was a hard decision to let the rotati on happen
18 I"ve enjoyed it, but given other conm tnents back

19 hone--but it's been fun
20 M5. JAIN. Thank you
21 DR CGRCSS: You've been great, Brian.

22 will continue to take advantage of your skills.
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DR. MANASSE: M nane is Henri Mnasse.
I"mchief executive officer and executive vice
presi dent of the American Society of Health-System
Phar maci sts, a nenbershi p organi zation that
represents about 32,000 pharnacists practicing in
hospital s and organi zed health systens.

MS. SHAPI RO Robyn Shapiro. [|I'ma
prof essor and director of the Center for the Study
of Bioethics at the Medical College of Wsconsin.

DR. STEMHAGEN:. |'m Annette Stenhagen.
I"m Vice President of Strategic Devel opnent at
Covance, a contract research organi zation, and |
serve as an industry representative to this
conmittee.

DR. GARDNER: Jacquel i ne Gardner,
Uni versity of Washi ngton, Departnent of Pharnacy.

MR LEVIN. Art Levin, Center for Medical
Consuners, and | serve as the consuner
representative.

DR. FURBERG  Curt Furberg, professor of
public health sciences at the Wake Forest

Uni versity.
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DR HENDELES: |'m Leslie Hendeles. |'ma
clinical pharmacist at the University of Florida,
and |'ve done research on the bronchospastic
effects of preservatives in nebulizer solutions.

DR. CRAWFCORD: Good norning. Stephanie
Crawford, associate professor, College of Pharnacy,
University of Illinois at Chicago.

DR. COHEN: M ke Cohen, Institute for Safe
Medi cation Practices.

DR. SELI GVAN:  Paul Seligman, Director,
O fice of Pharmacoepi deni ol ogy and Stati stical
Sci ence, Center for Drug Eval uation and Research,
FDA.

DR. SULLVAN: My name is Cene Sullivan.
I"'mthe Deputy Director of the Division of
Pul monary and Al lergy Drug Products here at FDA.

M5. HOLQUIST: |I'mCarol Holquist. I'm
the Director of the Division of Medication Errors
and Technical Support in the Ofice of Drug Safety,
Center for Drug Eval uation and Research.

DR LEE: Marci Lee, a pharnacist and

safety evaluator in the Division of Medication
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Errors and Techni cal Support.

M5. JAIN. Thank you, everyone. M nane
is Shalini Jain. |'mthe Executive Secretary for
the Drug Safety and R sk Managenent Advi sory
Conmittee. I'lIl now read the conflict of interest
statenent for the neeting today. The neeting issue
is lowdensity pol yethylene vials.

The foll owi ng announcenent addresses the
i ssue of conflict of interest with respect to this
meeting and is nade a part of the record to
precl ude even the appearance of such at this
meeti ng.

Based on the agenda, it has been
determned that the topics of today's neeting are
i ssues of broad applicability, and there are no
products being approved at this neeting. Unlike
i ssues before a committee in which a particul ar
product is discussed, issues of broader
applicability involve nmany industrial sponsors and
academ c institutions.

Al'l special governnent enpl oyees have been

screened for their financial interests as they may
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apply to the general topics at hand. To determ ne
if any conflict of interest existed, the agency has
revi ewed the agenda and all rel evant financial
interests reported by the neeting participants.

The Food and Drug Admi nistration has granted
general matters waivers to the special governnent
enpl oyees participating in this neeting who require
a waiver under Title 18, United States Code,

Secti on 208.

A copy of the waiver statements may be
obt ai ned by submitting a witten request to the
agency's Freedom of Information O fice, Room 12A-30
of the Parkl awn Buil di ng.

Because general topics inmpact so nmany
entities, it is not prudent to recite all potentia
conflicts of interest as they apply to each nenber,
consul tants, and guest speaker.

FDA acknow edges that there may be
potential conflicts of interest, but because of the
general nature of the discussion before the
conmmittee, these potential conflicts are mtigated.

Wth respect to FDA's invited industry
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representative, we would |like to disclose that Dr.
Annette Stemhagen is participating in this meeting
as an industry representative, acting on behal f of
regul ated industry. Dr. Stenhagen is enployed by
Covance Periapproval Services, |ncorporated.

In addition, we would like to note that
Karen Stewart, FDA' s invited guest speaker, is
participating as a representative of the
respiratory therapists in the United States through
the Anerican Association for Respiratory Care. She
has no financial interest in or professional
relationship with any of the products or firns that
could be affected by the comrittee' s discussions.

Wth respect to the three invited industry
guest speakers, we would |like to disclose that
Mohamad Sadeghi is enpl oyed by Hol opack
International, Richard Schindewolf is enployed by
Cardinal Health and is vice president and general
manager of Biotechnology and Sterile Life Sciences.
Patrick Poisson is enployed by Cardinal Health, and
he serves as Director of Technical Services at the

Bi ot echnol ogy and Sterile Life Sciences division.
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11
1 In the event that the discussions involve
2 any other products or firnms not already on the
3 agenda for which FDA participants have a financia
4 interest, the participants' involvenent and their
5 exclusion will be noted for the record.
6 Wth respect to all other participants, we
7 ask in the interest of fairness that they address
8 any current or previous financial involvement wth
9 any firm whose product they may wi sh to coment
10 upon.
11 Thank you
X DR SELI GVAN. Good nmorning. On behal f of
12

13 the Center for Drug Eval uation and Research, it is
14 my pleasure to wel cone nenbers of the Drug Safety
15 and Ri sk Managenment Advi sory Committee and nenbers
16 of the public to today's neeting. As always, we
17 greatly appreciate the tinme and efforts devoted by
18 the conmittee nmenbers and all participants in

19 provi ding advice to the FDA on inportant public

20 heal th i ssues.

21 We have two topics on the agenda for

22 di scussion today--the first related to the
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12
prevention of nedication errors and the second
provi ding an update on a ri sk managenent program
that was considered by this conmttee two years ago
and was inplenented in 2002.

The first topic will focus primarily on
m nimzing the incidence of nedication errors with
drug products packages in | owdensity pol yet hyl ene,
or LDPE, containers. The package is intended to
preserve drug product purity and quality. However,
current techniques used to | abel the product create
problens related to legibility of the product name
and strength. Additionally, various products are
packaged in containers that ook simlar. W've
found that these difficult-to-read |abels and
| ook-al i ke containers have contributed to
medi cation errors involving the adm nistration of
wr ong dosage strength or wong drug product to the
patient.

Today, we would like to discuss what other
solutions or alternative packagi ng desi gns exi st
that could inprove the legibility of the |abel,

prevent ingress of chem cal contam nants, and in
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the process reduce or elininate nedication errors.
Then later this afternoon, we will receive an
update on the Lotronex risk nmanagenent program

Wth that brief introduction, | |ook
forward to our discussions today and, again, | also
want to personally thank Dr. Stromfor his service
on this comittee.

Wth that, | guess we may proceed with the
first speaker. Dr. Goss?

DR GROSS: Dr. Sullivan will be the first
speaker on the Perneability of LDPE Vials: A
Clinical Perspective

DR, SULLIVAN. Good norning. As |
mentioned, ny name is Gene Sullivan. By training
I"ma pul nonol ogist, and |'mthe Deputy Director of
the Division of Pulnonary and Al lergy Drug Products
in the Center for Drug Eval uation and Research here
at FDA.

This norning, |'mgoing to spend about 15
m nutes or so providing some background for the
di scussions today. 1'll be conveying sone clinica

observations regarding i ssues rai sed by the use of
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LDPE vials in the packaging of inhalation drug
products, particularly as it relates to the
perneability of the vials.

This slide provides an overview of ny
presentation. 1'll begin with sone introductory
remarks which will put mnmy presentation into the
context of today's discussions and will serve to
i ntroduce the remai nder of the talk. Next | wll
di scuss the inhalation drug products that are
i nvol ved, providing sone exanples and a brief
description of the nature of these drugs.
Following this, | will discuss the patient
popul ati ons for which these drugs are used,
enphasi zi ng aspects of these popul ati ons that put
themat risk for adverse effects of chenica
contaminants. Then | will discuss the potential

sources of chem cal contaninants, their potenti al

adverse effects, and the difficulties that exist in

terns of adequately nonitoring for them Finally,

I will summari ze the i ssue and current state of

affairs in order to set the stage for the renmi nder

of today's discussion regarding mnimzing the
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15
potential for nedication errors.

The topic for discussion for today's
Advi sory Conmittee neeting is how best to mnimze
the potential for nedication errors associated with
LDPE containers, particularly given the clinica
concerns related to their perneability and the
resulting nove away fromthe paper |abels that have
previously been used to identify the products. M
presentation is intended to review the nature of
these clinical concerns in order to provide
background for the remni nder of the discussions
t oday.

This slide summuarizes the clinica
concerns that | nmentioned. Many inhalation drug
products are packaged in LDPE containers. LDPE is
a material that is perneable to volatile chenicals,
and there are numerous volatile chem cals that
exi st in the i mmedi ate packagi ng envi ronnent.

Vol atile chenmicals that find their way into
i nhal ati on solutions may have a number of adverse
effects on the airways, and because these adverse

effects may be poorly tolerated by patients,
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16
efforts should be nade to mnimze the potentia
for contam nation of inhalation drug products.
Such efforts have included mnimzing the content
of volatile chemicals in the inmediate packagi ng
envi ronnent .

For instance, the practice of using paper
| abel s, which are applied directly to the LDPE
contai ners and which contain numerous vol atile
chemicals, is not reconmended. However, as you
will see in subsequent presentations, the use of
alternative | abeling approaches has raised the
i ssue of medication errors.

Now, | also want to point out that ny
presentation is focused on the clinical concerns
related to chemical contanination of these
products. |In the next presentation, Dr. Shah will
al so tal k about product quality concerns. For
i nstance, ingress of volatile chenmicals mght
adversely affect the stability of the active drug
substance in a particul ar drug product.

This slide provides sone exanpl es of

i nhal ati on drug products that are packaged in LDPE
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containers. They include bronchodil ators, such as
Al buterol, |patropium Metaproterenol, and

Leval buterol; also a mass cell stabilizer, cronolyn
sodi um an inhal ed steroid, Budesonide; and an

anti biotic, Tobranycin.

These products are inhal ation sol utions,
or sonetines suspensions, that are intended for
oral inhalation using a nebulizer. One thing to
keep in mnd is that the manufacturing processes
and nmaterials for inhalation products are very
carefully controlled in order to maintain a very
hi gh standard of product purity. That is, a
significant amount of attention is paid to the
manuf act uri ng processes and the materials used so
that the content of contam nants is minimzed.

This woul d include contam nants that arise during
t he manuf acturing processes, so-called process of
synthetic inpurities; contam nants that arise due
to degradation of conmponents of the fornulation; or
the subject of today's concern, contani nants that
enter the formulation fromthe packagi ng materi al s,

so-cal | ed | eachabl es
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These drugs may be used in a regul ar
dosi ng schedul e or may be used as an as- needed
basis, and the bronchodilator products in
particul ar are common used in the inpatient and
acute-care settings, including emergency
departnents and intensive care units.

These inhal ation products are used by
patients with a variety of pul nonary disorders,
nost commonly patients with asthma, COPD--which is
chroni c obstructive pul nonary di sease, a category
of lung disease conprised of chronic bronchitis and
enphysema--and cystic fibrosis. Although these
di seases are distinct, in general they are
characterized by fixed or variable obstruction to
airflow and a variety of patterns of histologic
abnornalities, including various patterns of airway
inflammation. 1In addition, asthma in particular is
associated with an underlying propensity for
al l ergic responses. And nost of the diseases are
associated with a sensitivity to nonspecific
irritants which result in acute bronchospasm a

feature known as airway hyperresponsi veness.
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To focus specifically on asthmatics for a
monent, asthmatics may react adversely to both
nonspecific chemcal irritants and to allergens to
whi ch they have devel oped specific i munity.
Irritant reactions are characterized by synptons of
wheezi ng and shortness of breath. It is well known
that patients with severe asthma nmay react to very
|l ow | evel s of exposure to irritants. dinically,
this is often related to perfunes, cleaning agents,
or snoke in the environment. In fact, we conmmonly
make use of this feature of asthma to help
establish the diagnosis using nethacholine
chal l enge testing. |In the methacholine challenge
test, patients with suspect asthna are exposed to
successi vely higher concentrations of this irritant
in order to elicit bronchospasm

In addition to the nonspecific irritant
reactions, asthmatics may al so devel op bronchospasm
frominhaled allergens. This allergic reaction is
associated with both an acute early-phase broncho-
constriction and a del ayed | at e- phase response

characterized by airway inflamation and airfl ow
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1 limtation.

2 So what are the potential sources of

3 contam nants in inhalation drug products packaged
4 in LDPE? |In general, these are fromvolatile

5 chemi cals found in the | abels and secondary bul k

6 packagi ng. These chemicals may be found in the

7 various glues, inks, and lacquers that are used.

8 One thing to point out is that the specific

9 chemi cal nature of these inks, glues, et cetera,

10 may, in fact, change after approval due to changes
11 in the sources of these packagi ng materi al s.

12 The FDA conducted an anal ytical survey of
13 approved inhal ation solutions narketed in LDPE

14 containers and found that 29 of the 37 sanples

15 tested positive for various volatile chem cals that
16 were presuned to have originated in the packagi ng
17 materials. Dr. Shah will describe this analysis in
18 much nore detail in his presentation later this

19 nor ni ng.

20 Chemical contam nants in inhalation drug
21 products may be associated with a variety of

22 adverse effects, including irritant and i nmunol ogic
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1 effects, leading to acute bronchospasm and airway

2 i nflammati on and hyperresponsi veness, other toxicologic
3 injury, or even potentially carcinogenicity.
4 In terms of nonitoring for adverse effects

5 that m ght be attributed to chem cal contam nants

6 in these products, it is inportant to note that

7 appropriate attribution may be very difficult

8 because the expected adverse effects--bronchospasm
9 and ai rway hyperresponsiveness--mmc the synptons
10 for which the drugs are being used. This is a very
11 difficult circunmstance and nakes it quite likely

12 that adverse effects would not be recognized and

13 reported. For instance, nodest bronchospasm

14 related to chemcal contam nants mght lead to

15 reduced efficacy of the drug, but this would likely
16 not be identified. Even if the adverse effect were
17 more significant, the findings would likely be

18 attributed to refractory underlying di sease.

19 So, to summarize, nmany inhalation drug

20 products are packaged in | owdensity pol yet hyl ene
21 containers. This material is pernmeable to volatile

22 chem cals. Nunerous volatile chemcals exist in
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t he i mmedi at e packagi ng environment.

Various vol atile chemicals have, in fact,
been identified in these products. These volatile
chemicals may have irritant as well as other
toxicologic effects. And because these effects may
be particularly poorly tolerated by patients,
efforts should be nade to mnimze the potentia
for contam nation of inhalation drug products.

It was this line of reasoning that in part
led to the devel opnment of the Draft QGuidance
entitled "I nhal ati on Drug Products Packaged in
Sem per neabl e Contai ner C osure Systens." Anbng
ot her things, the Draft Guidance recomends that
measures be taken to linmt chem cal contam nation
of these products. One such neasure woul d be the
use of alternative approaches to paper |abels, such
as direct enbossing or debossing of the containers.

However, as will be discussed in
subsequent presentations, the nove away from paper
| abel s has introduced a new concern, that of
medi cation errors due to difficult-to-read and

| ook-al i ke packagi ng. The issue of how best to
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1 mnimze the potential for nmedication errors wll

2 be the topic for today's discussion.

3 DR CGRCSS: Thank you, Dr. Sullivan.

4 The next speaker will be Shah.

5 M5. JAIN. He is not here.

6 DR CGRCSS: Okay. Later for Dr. Shah.
7 Dr. Marci Lee will now tal k about

8 medi cation errors and | owdensity pol yet hyl ene

9 pl astic vials.

10 DR LEE: Good norning. M nane is Marci
11 Lee. | am a pharmaci st and safety evaluator in the
12 Di vi sion of Medication Errors and Technical Support
13 in the Ofice of Drug Safety.

14 The purpose of this presentation is to

15 descri be nedication error reports and feedback from
16 patients and practitioners involving products

17 packaged in LDPE containers. | wll focus on sone
18 factors we identified that may contribute to

19 confusion and errors with these products. Finally,
20 I will describe packaging and | abeling approaches
21 for your consideration.

22 Qur error analysis included in your
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background package was from 87 rel evant reports.
These came from patients, caregivers, and
practitioners, such as respiratory therapists and
phar maci sts, who reported to the prograns |i sted.
These reports were recei ved between January 1993
and August 2002. Many reports involved difficulty
readi ng enbossed product containers. Sonme reports
were actual errors where the wong nedication or
the wong dosage strengths were di spensed.
Al t hough sone of these were detected before the
medi cati on was adm nistered to the patient, sone
were not. The outcones of these reports ranged
fromno harmto difficulty breathing, which can be
life-threatening. The renmainder of the reports
descri bed the potential for confusion and errors
with these products. Subsequently, as of Apri
2004, 51 additional relevant medication error
reports were identified for a total of 138 reports.
In addition to our analysis, FDA received
correspondence from | SWMP, USP, and Senator Harkin
regarding the safe use of products packaged in LDPE

cont ai ners.
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1 Several thenes energed fromthe narratives

2 of the medication error reports as factors that can

3 contribute to errors. They include

4 difficult-to-read containers, |ook-alike packaging,

5 and routine handling of LDPE by patients and health

6 care practitioners.

7 Sone of the slides for this portion of the

8 presentation will include direct quotes fromthe

9 error reporters. The first contributing factor to

10 consider is the difficult-to-read |abeling.

11 Concern was expressed in a medication error report

12 because it is difficult to see the nane of the drug

13 and its ingredients. Another person noted that

14 the lot and expiration date are on opposite sides

15 of the sane area of plastic, it is even nore

16 difficult to read. |In addition, practitioners

17 descri bed how the vials needed to be angled in the

18 light to read them For sonme, the text is

19 difficult or inpossible to read.

20 In addition to difficult-to-read

21 containers, another concern fromthe medication

22  error perspective is the issue of |ook-alike
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packaging. Oten there is very little on the
container itself to hel p people distinguish these
products.

Thi s phot o acconpani ed one nedi cation
error report. It highlights the potential for
confusion froml ook-alike vials fromjust a few of
the products available in these containers. Al nost
all of these vials contain a different drug
product. The paper |abels and the uni que round
vial shape help to differentiate three of the vials
fromthe rest. However, these two can be difficult
to read.

In addition, this problem spans various
drug cl asses and routes of administration. This
conplicates the picture for practitioners and
creates the opportunity for errors to occur anobng
i nhal ation, injection, ophthal mc, and ora
products.

In this case, heparin is an injectable
medi cation. This photo was included with the
report of potential for confusion between heparin

and Tobranycin due to | ook-alike containers.
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1 Pharmaci es may store a variety of these products,

2 and the potential for confusion will likely
3 increase as we see nore products other than
4 inhalation solutions packaged in the LDPE

5 containers. This increases the |ikelihood for

6 adm ni stration of the wong drug product by the

7 wong route of administration

8 Anot her exanpl e of an injectable drug

9 product with simlar packaging is Naropin. These
10 anpul es are specially design to fit both Luer |ock
11 and Luer slip syringes. Although this feature may
12 mnimze the |ikelihood for confusion with the

13 other LDPE containers, there is still potential for
14 confusi on between the dosage strengths within the
15 Naropi n product line. This vial includes black

16 type on a clear background. Again, for sone this
17 may be difficult to read.

18 Ti mopti c OCUDOSE i s an exanpl e of an

19 opht hal m ¢ sol ution packaged in an LDPE contai ner
20 This image shows that the tip of the contai ner has
21 been extended to allow for a |abel. However, there

22 may be potential for contamination despite the
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pl acenment of this |abel.

Gastrocomis an exanple of a product for
oral admnistration that is packaged in an LDPE
container. This image illustrates the instructions
for use.

In summary, there are least four different
routes of administration for products packaged in
LDPE containers. Again, this conplicates the
picture for practitioners and creates the
opportunity for errors to occur anpong inhal ation,

i njection, ophthalmc, and oral drug products.

W have discussed several issues that
contribute to nedication errors with LDPE
containers. W have seen exanpl es of containers
that are difficult to read and difficult to
di stinguish fromone another. W have noted that
the | ook-alike contains | ook-alike containers are
not froma single drug product category or
associated with a single route of administration.
Now we wi |l explore how routine handling of LDPE
containers by patients and practitioners can

contribute to errors.
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1 The foil overwap serves to protect the
2 containers fromlight and the environment. It is

3 recommended that the containers are stored in the

4 foil overwap until tine of use. However, the
5 reality is that the foil overwaps are conmonly
6 di scarded. Once discarded, the clearly | abeled

7 portion of the packaging is often elininated.

8 One reason noted in our analysis for the

9 overwrap to be renoved is an effort to fit the

10 products into a medication cart. The foil overwap

11 and carton for many inhal ation sol utions use col or

12 to differentiate the dosage strength. Mst foi

13 overwraps contain nmultiple unit dose LDPE vial s.

14 For exanple, the foil overwap for Xopenex contains

15 12 vi al s.

16 Carol, if you'll pass the sanple?

17 This image includes the 12 vials which are

18 contents of a single foil pouch of Xopenex. Al

19 the vials in this inage are the sane dosage

20 strength. However, Xopenex is available in three

21 di fferent dosage strengths. The vials for al

22 three strengths | ook alike when they are renoved
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fromthe foil. Al though the foil helps to
differentiate them it is possible that these vials
may not remain in the foil pouch until their tine
of use. These individual LDPE containers can be
stored in a variety of places once renoved fromthe
foil overwr ap.

It is a comon practice for LDPE
containers to be stored in the pockets or pouches
of the practitioners who adm ni ster these
medi cations. In summary, while it is possible for
various products to have clearly marked foi
overwraps, as long as the containers thenselves are
poorly nmarked there is still potential for
conf usi on.

Once the contai ner |eaves the foi
overwaps, it no longer matters how well | abel ed
the foil pouch is. This is a concern, regardless
of the nunmber of vials contained in the foi
overwrap. However, a single container in the foi
pouch may ninimze the likelihood for the vial to
becone separated fromthe overw ap.

At this point we would like to stimulate
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i deas for discussion about how to address the
i ssues that have been raised so far. The remai nder
of this presentation will include a series of
photos. These images will highlight various
packagi ng and | abel i ng approaches to consi der.
Renmenber to keep in mnd who will be using the
products and how they will be used. Qur goal is to
i dentify packaging that will resolve our concerns
but not introduce any new problens for those who
manuf acture or use the products.

The paper |abel approach allows for use of
color to distinguish |ook-alike vials. For sone,
these may difficult to read due to the small font
size of the text. The reports in our analysis
denonstrated that some people may identify these
medi cations by the color of their |abel alone.
Based on the earlier presentation, we |earned of
the potential safety and product quality concerns
with this approach for inhalation solutions.

Al t hough this packagi nhg no | onger appears
to be used for Tinoptic, this image illustrates

anot her approach with paper |abels. The paper
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1 | abel is applied to the tip of the container. The
2 packaging allows for use of color to differentiate
3 the contai ners and dosage strengths. However, it
4 may nhot address the potential for ingress.

5 Agai n, consider the size of the | abel and
6 the potential font size issues which may neke the
7 text difficult to read.

8 We have a sanple of this al so going

9 around.

10 Here is an approach that extends the tip
11 of the container to allow for the text to be

12 enbossed in the flange instead of the body of the
13 vial. This approach allows for nore space for

14 printed text; however, if both sides are enbossed,

15 they tend to interfere with the readability of the

16 text.
17 In contrast, this approach includes an
18 enbossed contai ner without an extended flange. In

19 addition, the container is topped with the letter
20 V-shaped tip. In this case, Vis for Ventolin.
21 Thi s approach allows for use of the unique via

22  shape and possibly texture to help differentiate
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t he product.

Anot her approach used to differentiate the
various products in LDPE vials is the use of the
enbossed letters A |, and Rat the tip of the
container. 1In addition to a visual cue, the vial
makes use of texture to distinguish the products.
Ais for Albuterol, | is for Ipatropium and so on
Again, for sone this is difficult to read.

One approach that has contributed to
medi cation errors with acetylcysteine is the use of
a glass vial. The packaging has led to nedication
errors where practitioners inject the product
i nstead of administering the drug via inhalation
because the vials ook simlar to those that
contain an injectable product. According to the
May 30, 2001, |SMP newsletter article, these error
occur despite warnings on the | abel that state "Not
for injection" or "For inhalation.” In addition,
they have a target area on the rubber stopper
simlar to the injectable products.

Anot her approach used to distinguish these

products includes the use of a uniquely shaped
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contai ner. Al though these round vials distinguish
Pul mi cort from other drug products, it is difficult
to differentiate between the two dosage strengths
of Pulm cort once they are renmoved fromthe foil
The image on the right illustrates what the
containers look like once the foil overwap is
removed

Sone products, such as sodium chloride
i nhal ation solution, utilize a tinted vial as a
means of differentiation. This approach allows for
the use of color to help differentiate the
containers fromother products. However, this
particul ar packagi ng has not been eval uated by CDER
at FDA. These vials also include enbossed text.

Anot her approach is the shrink wap
approach which allows for the conbination of
enbossed i nformation on the end of the vial and the
use of black print on a clear background. Again,
for sone this may be difficult to read. The
printed portion of this label clings to the vials
wi t hout adhesives, elimnating one potential source

of packagi ng contam nati on. However, there are
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still sources of volatile chemicals with the shrink
wrap approach.

There's also a sanple of this going
around. The individual foil overwap approach was
described in the Draft Cuidance that Dr. Sullivan
referred to in his presentation. This nethod will
protect the drug product from contam nation from
the environnent and minimze the opportunity for

contam nation fromthe packaging itself

Each foil overwap contains a single vial

This is thought to increase the |ikelihood of the
pouch staying with the container and mninze the
risk for errors. The overwap allows for the use
of color and other neans of differentiation to help
di stingui sh these products.

At this time we are seeking other ideas
and approaches to consider. What other materials
could we use? What has been done for other
products? What will neet the needs of those using
the products in both the inpatient and outpatient
setting? How should FDA eval uate any proposed

changes?
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Al so ask yourself, WII it prevent
contam nati on from secondary packaging in the
environment? WIIl it be difficult to read? WII
it look like other containers? WII it create new
problenms? WIIl it be difficult to use? And,
finally, should inhalation products be handl ed
separately from products with other routes of
adm nistration? W |ook forward to hearing your
i deas and suggesti ons.

DR CRCSS: Okay. To round out the
presentations, Dr. Shah will tal k about the
perspective for chem stry, manufacturing, and
controls.

DR. SHAH. Good morning. M nane is
Vi bhakar Shah, and I'ma chenmist in the Ofice of
New Drug Chemistry for Pul nobnary and All ergy Drug
Products. Before | start, | wuld like to
apol ogi ze for ny delay. | was stuck in traffic for
al rost one and a half hours. Let ne tell you, it's
not a pl easant experience. But, in any case,
that's life. And |I'msure when we nove to Wite

CGak it's going to get worse.
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[ Laught er.]

DR. SHAH. You were supposed to hear this
talk before Marci's talk, but, anyway, here it
goes.

You already heard fromDr. Sullivan the
clinical concerns arising due to the perneability
of LDPE vials, especially when used wth paper
| abel s for inhalation drug products, and al so you
heard sone of the nedication errors which are
caused because of legibility issues with the paper
| abels. And I'mgoing to talk about in the next 20
m nutes regarding the problens and i ssues with
product quality concerns arising due to the use of
LDPE containers, with or w thout paper |abels and
with or without overwap, for these drug products.

In the context of today's discussion, ny
presentation will also focus on how best to
m nimze the potential nedication errors given the
quality concerns associated with these container
cl osures.

Wth that, this slide gives you the

outline of my talk. I'mgoing to start with a
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brief introduction to the type of inhalation drug
products that are packaged in LDPE containers, and
after that I'lIl be overview ng the current
cont ai ner-cl osure systems that are used. Follow ng
that, | would like to discuss the results of an
anal ytical survey conducted by the agency for
several inhalation drug products under the Drug
Product Quality Surveillance Program This survey
particularly identified the clinical concerns as
well as the quality concerns arising fromthe drug
product contam nati on by packagi ng conmponents
because of the perneability of LDPE

Following that, | would Iike to discuss
some of the quality concerns arising with the use
of LDPE vials, with or without paper |abel and foi
overwap. | wll discuss the agency's current
approaches to control and minimze the product
contam nati on from packagi ng conponents and di scuss
current reconmendations for packaging of inhalation
drug products as provided in the Draft Cui dance.
And | will end ny presentation with summari zing the

quality concerns, what | have di scussed so far
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This slide lists the inhalati on dosage
forns adm nistered by oral inhalation, and these
drug products include inhalation solutions,
suspensi ons, spray, inhalation aerosol, and
i nhal ati on powder. However, for today's
di scussion, the renmainder of the talk will focus on
i nhal ati on sol utions and suspensions as they are
the only two dosage fornms that are packaged in LDPE
cont ai ners.

This slide you have already seen in Dr.
Sullivan's presentation. It just shows the type of
drug products which are packaged i nto LDPE
cont ai ners.

Currently, inhalation solutions and
suspensi ons are packaged in LDPE vials, and there
are three conponents, basically: LDPE vials, vial
| abel s, and foil overwap pouch. Not all the
i nhal ati on sol uti ons and suspensi ons nmay have foi
overw ap pouch or adhesive paper label. But in any
case, the unit-dose vial--that is, the LDPE
vial --is made up of |owdensity polyethyl ene by

blowfill-seal or formfill-seal process. The
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| abeling information on a vial is conveyed either
by a sel f-adhesive printed paper |abel or by
enbossing or debossing the | abeling information on
the LDPE vial itself during the fabrication of the
vi al .

Foil overwap acts as a protective
secondary package and nay contain anywhere from one
to 12 vials per pouch. The |abeling informtion
may be conveyed by a sel f-adhesive paper | abel on
the foil overwap, or the foil overwap nmay be
printed. Furthernore, different colors for foi
pouches nmay be used to differentiate the nultiple
strengths of the drug product.

Now, |et me go over the container-closure
conmponents of the LDPE vial, paper |abel, and
foil-laminate. [|'ll start the LDPE vial

The unit-dose vial, which is made up of
| owdensity pol yethylene, is chemcally a
pol yet hyl ene hono-pol yner resin. The pol yet hyl ene
resin is made by pol ymerization process and may
contain several chemical additives in addition to

the reactant polymer. They include chain transfer
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agent, chain initiator, antioxidant, so on and so
forth.

Furthernore, it is available in different
grades for different applications. That indicates
that the conposition of the LDPE may change
dependi ng upon how it is being used. There are
many manufacturers and suppliers of this LDPE

T1B This slide lists sonme of the
characteristics and properties offered by LDPE or
LDPE vial s which probably makes it a material of
choi ce for packagi ng of inhalation solution and
suspensi ons froma manufacturer's point of view
These include: they are flexible and nall eabl e;
stress crack, impact, and tear resistant; they are
considered chemcally inert at roomtenperature; or
it may be used at el evated tenperature for extended
periods of time; or it can be sterilized. They are
used on hi gh-speed production |ines and,
aesthetically, they can be clear to translucent in
appear ance.

However, it is perneable to volatile

chem cal s and gases, and because of this
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1 perneability, there are several quality concerns

2 which 1'll be discussing later in ny talk.

3 The next | would like to talk about is the

4 paper | abel, the conponents of a self-adhesive
5 paper |abel and how it may contribute to the
6 quality concerns of inhalation solutions and

7 suspensi ons.

8 Typically, a paper |abel consists of a

9 base paper, adhesive, inks, pignents and dyes,

10 var ni shes, over-lacquer, et cetera, and dependi ng

11 upon the application, the base paper may contain or

12 may be treated with all or many of the chemicals
13 that | have listed here.

14 Adhesive is the |ayer which comes in

15 i mredi ate contact with the LDPE vial when it is use
16 with self-adhesive paper labels. This slide lists
17 typical chemi cal conposition of an adhesive. This

18 is not an all-inclusive list. There are nany nore

19 proprietary chenicals used in the formul ati on of

20 these adhesives. Depending upon the physica

21 chemical properties of these chemcals, that is to

22 say, volatility, they nay perneate through the LDPE
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vial into the drug product.

I have listed here sone of the
over -1l acquer conmponents. Over-lacquer is an
evaporative(?) coating which is typically conprised
of chem cals such as plasticizers, resins, (?)
sol vents, diluents, surfactants, and nmany nore.
Sone of these chemicals are proprietary in nature.
Over -l acquer, or varnish, may be used for a
transparent gl assy appearance of the |abel, also a
stabilizer for the print work and art work, or it
can be used as a protective barrier to the noisture
and overall to extend the longevity of the | abel.
Again, in this case al so, dependi ng upon the
physi cal chem cal properties of some of these
chem cals and their constituents, also the
concentration and storage conditions, these
chemi cals may have a potential to perneate through
the LDPE vials into the drug product.

These are typical ink conponents. One may
think that ink mght be just a single-conponent
formul ation. However, if you look at it, there is

more than one chem cal included into the ink
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formul ation. And, again, these are also propriety
formul ati ons.

These ink formul ati ons may be (?)-based
or organi c sol vent-based, and dependi ng upon the
brand of solvents which are used in the
formul ation, they may have a potential to perneate

through the LDPE vials into the drug product.

The last | would like to talk about is the

foil-lamnate. Primarily, foil-lamnate is used as
a protective secondary packagi ng for the drug
fornul ati ons that may be sensitive to |ight and
react to gases such as oxygen.

Typically, foil-lamnate is a flexible
packagi ng conposed of multiple |ayers of various
types of plastic filnms which are fused together
ei ther by heat or pressure-sensitive adhesives
applied to one or both sides of an alum numfoil.
In this cartoon, alumnumfoil is represented by
| ayer D, and as you can see, the whole foi
overwrap surrounds the drug product vial on an
aut omat ed packagi ng |ine.

The thickness of alumnumfoil, which is
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D, and the nunber of pinholes per unit area are
crucial for ensuring the consistent barrier to
perneability. Furthernore, each of the conposite
| ayers may contain volatility chem cals, organic
solvents, as they are used in adhesives, which may
perneate through a LDPE vial into the drug product,
especially the adhesive layer that is closer to the
drug product. In this case, that is shown by G
So the conposition of these are very critical. One
has to really have a know edge of its conposition
before they can be selected for the foil overw ap.
Al ternate approaches to adhesive can be consi dered,
such as fusion of the nultiple | ayers of
foil-lam nate by heat-set process.

In addition to the clinical concerns
di scussed by Dr. Sullivan, the perneability of LDPE
rai ses several quality concerns, and these are
listed on this slide, mainly the drug product
contami nati on through ingress of volatile chemicals
whi ch may be originating fromthe environnment that
may be irritant or toxic to the respiratory tract

and may sensitize individuals; drug product
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1 degradati on because of the reactive gases and |ight
2 that perneate through the LDPE vial and cause

3 degradation of the drug product; and change in

4 product concentrati on because of the water

5 evaporation through the LDPE vials. This in turn

6 can accel erate the drug product degradati on because
7 of the concentration of the drug product.

8 Now, let me share with you the results of
9 an anal ytical survey of approved NDA and ANDA

10 i nhal ati on solutions marketed in LDPE vials w thout
11 protective overwap. The basis for this survey was
12 a |l arge-scale voluntary recall of inhalation

13 solution by a firmdue to contanination of the drug
14 product with 1-phenoxypropanol. This is a known

15 conponent present in the packagi ng components.

16 This recall was conducted with FDA's know edge and

17 foll owed by a health hazard evaluation. It was

18 | ater found out that the source of this chem ca

19 was the varni sh or over-|lacquer that was used for a
20 shel f carton.

21 Al armed by this incident, the agency was

22 concerned that there may be ot her inhalation drug
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products w th such contamni nation from packagi ng
components. As a result, it was decided to conduct
a product quality survey of sone of the narketed
i nhal ati on sol uti ons.

This was initiated by the Ofice of
Generic Drugs in consultation with the Division of
Pul monary and Al lergy Drug Products and in
coordination with the Ofice of Conpliance, Ofice
of Regulatory Affairs, field offices, and Pacific
Regi onal Laboratory. Seven ANDAs and one NDA for
i nhal ati on solutions covering five different drug
subst ances were sel ect ed.

There were 38 sanples representing 37 lots
of various drug products in LDPE vials wthout a
protective overwap foil pouch. The sanples were
screened for potential volatile chemicals which are
known to be present in the packagi ng components,
such as vanillin, 2-phenoxyethanol, and
1- phenoxy- 2- propanol by sensitive anal ytica
techni ques such as GCM5 and HPLC met hods. Let ne
share the results of this survey.

Twenty-ni ne out of 38 sanples tested
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positive for chenical contam nation originating
from packagi ng components. Five known chem ca
contam nants, as listed below, were detected
ori gi nating from packagi ng, such as benzophenone,
pol yet hyl ene gl ycol, 2-(2-butoxyet hoxy) et hanol ,

2- (2- et hoxyet hoxy) ethanol acetate, and
2- hydr oxy- 2- net hyl propri ophenone.

A health hazard eval uati on was conduct ed
at the levels these conponents were detected in
these drug products. However, it was indicated
that the levels of these conponents did not raise
sufficient safety concern in the intended
popul ation to warrant a recall of these drug
products. Nonetheless, the follow ng i ssues were
of concern

It was indicated that potential for these
chemcals to cause bronchospasm at | evels detected
is unknown, especially in patients with respiratory
di seases.

It was al so indicated that concentration
of these chemcals mght be grater at the end of

expiry than what was detected at the time they were
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t est ed.

It al so showed that perneation through
LDPE vial is a real phenonenon.

It was al so concluded that additiona
chem cal s may be present, but nmay not get detected
because the anal ytical techniques which were used
may nhot be suitable, not knowi ng what conponents
m ght be present into those sol utions.

And, also, future changes in the materials
used in | abeling and packaging may result in
contam nation with different chemcals.

So, in a nutshell, product contam nation
can occur because of the formul ati on conponent
degradation or by |eaching of chenmical constituents
from packagi ng conponents, such as resin conponents
I have listed, paper |abel conmponents, foi
overw ap conponents, cartons, and environment.

These are the typical extractable or
| eachabl e conponents which have been found in the
drug product from packagi ng conponents. Sone of
them are irganox 129, 2, 2, 6-trinethyl octane,

which is conming fromresin conponents. Sone of the
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paper | abel conponents that we have seen is benzoic
acid, ethyl phthal ate, benzophenone, danocur 1173,
cyclic phthalates. Fromthe foil overwap, we have
seen nethacrylic acid, 2-phenoxyethanol, and sone
of the organic solvents such as acetone,
2-but anone, ethyl acetate, propyl acetate, heptane,
and toluene. And fromcartons, nethacrylic acid
and 1- phenoxy- 2- propanol

So this raises a significant quality
concern, and there are several other factors.
These are the factors. Because of the proprietary
nat ure of conponents and conposition of this
packagi ng material, we nay not know what is present
in the solution. The conposition of these
conponents which are present in the packagi ng may
change wit hout the know edge of applicant and the
agency. And you cannot detect if you don't know
what you are looking for. As aresult, there is no
one anal ytical procedure to detect unknown chenica
contam nants. And there is inconplete
toxi col ogi cal data or information avail able for

many of these identified chenical contam nants.
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And as the environnental conditions change, that
may i ntroduce new contam nants

So what are the potential approaches the
agency has taken to minimze and control the
cont am nati on from packagi ng conmponents to the
extent possible? Qur approach has been and we have
recommended that characterize or identify al
possi bl e extractabl es and establish a profile for
each packagi ng conponent, for resin, vial, paper
| abel, foil-lanm nate overw ap.

VWhat | mean by extractable is extractable
is a chemcal conpound, which can be volatile or
non-vol atile, that gets extracted from a packagi ng
component in a suitable solvent by utilizing
opti mum extracti on conditions, such as tine and
t emper at ur e.

Extractable profile for a given packagi ng
conponent typically can be a chromat ogram
representing all possible extractables.

After that, establish a correlation
bet ween extractable and its | eachable potential,

and what | nean by |eachable is | eachable is any
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52
chemi cal conpound that | eaches into the drug
product formul ation either froma packagi ng
conmponent or a | ocal environment on storage through
expiry of the drug product. An extractable can be
a | eachabl e.

And to ensure batch-to-batch consistency
of the drug product, appropriate specification for
a |l eachable is established based on its
qualification and observed | evels in the drug
product on storage.

As a result, the next approach is we asked
themto set neaningful acceptance criteria for a
gi ven extractabl e in correspondi ng i ncom ng
packagi ng conponents based on its qualification
| evel and actual observed data. Once that is
acconpl i shed, neani ngful acceptance criteria for a
gi ven | eachabl e based on actual observed data in
the drug product al so be established.

These are the reconmmendati ons we have
provided in the Draft Cui dance. W have
recomended that adequate know edge of conposition

and physi co-chem cal properties of packaging
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conponents is essential for appropriate selection
of these conponents. W discourage paper |abe
directly on the LDPE vial and encourage alternative
approaches, including enbossi ng or debossing, in
lieu of the paper |abel on the LDPE vial because of
the reasons | discussed, because of the product
contamination. This can be acconplished by

ext ended bottom flanges to unit-dose vial that can
carry essential vial labeling information and can
retain the product identity.

We have al so recomrended use of protective
overwrap foil pouch for the LDPE unit-dose vial
This in turn can ninimze the ingress and | eaching
of chem cal contami nants fromthe |ocal environnment
provi ded that the conponents that have been
selected for the fabrication of the overwap foil
pouch are appropriately sel ected.

The sel f-adhesi ve paper |abel on a foi
pouch or pre-printed foil pouch is also
recomrended, and different color schenes to
differentiate nmultiple strengths of the drug

product is also reconmended. This in turn can

file:////[Tiffanie/C/Dummy/0505DSRM.TXT (53 of 297) [5/19/2004 11:51:42 AM]

53



filex////ITiffanie/C/Dummy/0505DSRM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

prevent ingress or |eaching of chenica
contam nants from paper |abels and may inprove the
legibility issues.

The | ast recommendati on we have in our
Draft Guidance is to limt the nunmber of unit-dose
vial s per pouch, ideally to one LDPE vial per foi
pouch. This can mnimnize the risk of nedication
error by patients and health care professionals,
and it can prevent unnecessary exposure to |loca
envi ronnment when conpared to packagi ng of
multi-unit-dose vials in a foil pouch

So, in summary, so far | have presented to
you that volatile chem cals present in the
packagi ng conponents and | ocal environnent have a
great potential to perneate through LDPE vials into
drug product formulation on storage. The agency's
anal yti cal survey and other supportive data have
confirmed ingress and | eaching of such volatile
chemicals into the drug product fornul ations.

I ngress or |eaching of such chemcals into
drug product formul ation poses a safety concern for

patients with respiratory illnesses, such as asthma
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and COPD. Enbossing or debossing of LDPE vial in
lieu of paper label is recognized to have
legibility issue. However, paper |abels, although
perceived to address legibility issue, overall may
not be the optinum sol ution because of the safety
concerns associated with potential |eaching and
i ngress of paper |abel conponents in the drug
product through LDPE vial .

The agency's current reconmmendati ons as
stated in the Draft Quidance may serve as a first
step in the right direction to address the issues
that are being discussed today. And the agency is
seeki ng ot her vi abl e approaches to address these
i ssues to promote safe product use without
conprom sing the integrity of the drug product.

Wth that, | will conclude ny talk, and
thank you for your attention.

DR CGRCSS: Thank you very nuch, Dr. Shah,
and | want to thank the first three speakers who
presented a very clear review of the problem

We are now open for discussion. Perhaps

I"lI'l start off with a couple questions.
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W tal k about | owdensity pol yet hyl ene.
Does hi gh-density pol yet hyl ene reduce transm ssion,
nunber one? Nunber two, would increasing the
t hi ckness of the container reduce transm ssion?
And, nunber three, have other plastics been
considered? 1'mnot a chemist so | don't know, but
pol ypr opyl ene, pol ystyrene? And are any of those
possibilities?

DR SHAH. So far, traditionally, LDPE is
the choice of material by the manufacturer because
of some of the properties it can offer. And
guess one can increase the thickness of the LDPE
vial or may use a different polynmer. However, one
has to keep in mind that by nature, when you do the
fabrication of the vials, it may have sonme ki nd of
a perneability. But that depends on the degree of
permeability. LDPE offers one side of the
spectrum or other polyners may offer a different
type of perneability. But one has to conduct sone
of the studies to show that it does not perneate.

DR GRCSS: M chael ?

DR. COHEN: Dr. Lee nentioned shrink wap
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at one point, and then added that there might stil
be some concern about, you know, the volatility,
guess, of the inks in the shrink wap itself. It
does not come in contact with the actual LDPE

pl astic, though, so I'mtrying to figure out why
that would be a concern. Do you think it's stil
possible for that to | each in?

DR SHAH: Yes, let ne answer that.
Shrink wap, again, it's a plastic and it suffers
through the same thing. 1t comes in direct contact
with the LDPE vial. So dependi ng upon the chemnica
conponents of the ink and how it is being used, in
a shelf carton or anything, it still will have the
same unit problenms that | discussed.

DR. COHEN: Can | ask a foll ow up?

DR. CGRCSS: Yes, go ahead, M chael

DR. COHEN: Have you done testing--

DR SHAH. No, we--1 mean, we have not
even received--or we have not approved a drug
product with the shrink wap. There is no exanple
of that, at least to CDER  Maybe in other

di vi si ons, another agency, but we haven't received
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any.

DR. CGRCSS: Jackie, next question?

DR. GARDNER: | understand the probl em of
potentially masking the effect of contami nation by
the condition, but | was surprised to see only 87
reports of nedication errors that you' re working
from And given the excellent presentation and the
potential for confusion, |I'msurprised that there
were so few because it |ooks like it would happen a
lot. | wondered if we could have sone perspective
on why there would be so few, and maybe M ke can
help with that.

And then the second thing is | wondered
whet her any of the potential suggested
recomendations or the different packagi ng types
have been tested in any way that we could
reasonably expect that they m ght reduce the
potential for error if they were inplenented,
whet her the foil wap or any of these things have
been tested among the peopl e who woul d be using
t hem

DR. CRCSS: Next question, Leslie?
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Does anybody have an answer? Marci?

DR. LEE: Thank you. As to the nunber of
reports being few, since the review was done, there
have been additional reports submtted to the
agency for a total, | think | said, of 138 reports,

which may still sound Iike a small nunber, but

considering the problemis probably very underreport ed.

al so had sone reports that were
describing errors that had to do with restocking.
For exanple, a transport team s pouch was supposed
to contain three Al buterol and three |patropium
vials, and at this one given tine it contained one
vial of one drug and five of the other. So, you
know, in the report the narrative says, "W suspect
that at | east one patient has been affected by this
probl em "

The sane thing can happen in an inpatient
setting where the drugs are getting intermxed in a
bin. So it's really an unknown, the actual inpact
of the probl em

DR GRCSS: Leslie?

DR. HENDELES: |'d like to just respond to
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Jackie's comment. M xing these nedicines up is
very unlikely to be associated with a visible toxic
reaction, so that mght be--if anything, the
adverse consequences is a lack of therapeutic

ef fect when you're treating a disease that's

i nvol ving acute bronchospasm So the clinician
can't distinguish between [ack of drug effect from
wor seni ng of the di sease

But the question | had was: 1|s there any
evi dence that these contaninants in any way
interact with the active drugs to either decrease
their stability or to in some way inactivate thenf

DR SHAH. They nmmy not inactivate, but
they will increase the degradation of the products.
They may react with the active, and then you will
forman adduct. But you are not going to, you
know, inactivate the drug product.

DR SULLIVAN. The other thing t keep in
mnd is that the list of potential contaminants is
i nnunerable. So what may be true of one chenica
may not be true of the others.

DR CGRCSS: Curt Furberg?
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DR FURBERG |'d |ike to expand on that
question. \What are the health effects of these
contam nants? Are they all toxants? And if we
don't know that these contani nants have adverse
health effects, is this a big issue?

DR SULLIVAN:  Well, | think the unknown
is part of the problem and being a clinician at
the agency, we've been tasked with addressing the
specific risk of specific chemicals that have been
found in assays done, particularly--it was
di scussed in the anal ytical survey and so forth.
So we get asked this question: Wat's the
toxi col ogic potential of this chemical? And we
don't know nmost of the tine. There haven't been
t oxi col ogi ¢ studies done. W don't know the
carci nogeni c potential. W don't know the extent
to which it acts as an irritant or has other toxic
effects. And then we have to judge, okay, what's
the risk out there, and it's very difficult.

DR. FURBERG Yes, but shouldn't you add
that to your recommendation that we find out?

DR SULLIVAN. Well, | think that's part
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62
of why we're saying it's best to just try to limt
potential exposure, because you can't list all of
these chem cals. For instance, the one that was
mentioned was found in a drug product, and it was
traced back to the fact that the actual carton that
these vials were contained in, the manufacturer of
that carton, who isn't the drug manufacturer,
changed the glue or lacquer in that carton. And so
a chem cal that we wouldn't have previously been
aware of made its way into the drug.

DR. SHAH: Again, the agency does not
control the cartons. W will control to a point
and |l ook into the things. The carton is sonething
very--and as a result, | think our approach has
been--or we recommend the use of overwap pouch.
That can also linit to a certain extent. | nmean,
there is no 100-percent guarantee that it nay not
perneate or the glues which are used in the
foil-lamnate itself nmay get into the drug product.

But one needs to study these things
before, you know, providing to the agency.

DR CRCSS: kay. Henri, and then we'l|l
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hol d questions after that until |ater

DR. MANASSE: | have a couple of
questions. One is: Do we see the inpact of the
degradation on all of the active ingredients, that
is, for the Albuterol and the Tobranycin and the
cromolyn? |Is that pretty nuch standard across al
of the ingredients that these volatile substances
do have a degradi ng inpact?

The other question | had is: Wat
experiences can we gain fromeither the food and/or
the cosnetic industry? Are there experiences there
since so nuch of this packaging is also with
| ow density pol yet hyl ene cont ai ners?

And mmy |ast question relates to the
potential application of the bar code to packages
vis-a-vis the incomng rule. To what extent will
symbol ogy printing either exacerbate or |essen this
particul ar issue?

DR. SHAH. | kind of lost you. Wat was
the first question?

DR. MANASSE: The first question, Is the

i nfusion, |eaching of the contam nants equally
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1 i npactful on all the active ingredients in these

2 pr oduct s?

3 DR SHAH. | think sone of these will stay

4 as a degradation product. They nmay not inpact the

5 active ingredient, but it will be just a product

6 contam nation

7 Now, itself, howit will affect the

8 particul ar patient population, that is--as Dr.

9 Sullivan said, we don't know the potential of that.
10 So it may not probably reduce the concentration of
11 the active into the drug product. However, that
12 uncertainty regarding the safety is a concern
13 The second question was?

14 DR. MANASSE: The second question relating
15 to experiences in the food and cosnetic industry

16 and what nay be | earned there.

17 DR. SHAH:. Okay. | think by far the

18 nost - -t hese packagi ng conponents are used also in

19 tablets and other solid oral dosage forms. There

20 the risk is |l ess because you are taking it orally.
21 Here the problemis because of the patient

22 popul ati on, we are nore concerned. And | don't
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1 know what el se can be | earned from food and ot her

2 i ndustries because there is--1 don't know that nuch
3 scrutiny is there. The only thing that is there is
4 whether they are adequate in ternms of oral dosage

5 use. That's it.

6 Does that answer--

7 DR. MANASSE: And ny |ast question rel ated
8 to the upconing application of the bar coding rule
9 and the inprinting of synbologies to inplenent that
10 particular rule.

11 DR. LEE: Actually, LDPE vials was one of
12 the products that was exenpt fromthat rule. It

13 won't be required down to the vial, but any outer
14 packaging it will be on.

15 DR CGRCSS: Okay. We'll take a break now
16 and reconvene at 9:45.

17 [ Recess. ]

T2A DR CGRCSS: The first speaker wll
18

19 Mohammad Sadeghi, who will tal k about container
20 | abel i ng options using romrelag blowfill-sea
21 t echnol ogy.

22 DR SADEGHI : Good norning. |'m Mhamrad
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1 Sadeghi with Hol opack International. |'mhere to
2 tal k about container |abeling options using

3 blowfill-seal technol ogy, and nost of all these
4 products you' ve been hearing today about and

5 packagi ng and LDPE, | owdensity polyethyl ene,

6 they're all manufactured using blowfill-sea

7 technol ogy.

8 So what I'mgoing to do is go over what
9 the blowfill-seal process is, what container
10 | abel i ng options you have, what are the pros and

11 cons on each, and sone exanpl es.

12 Blowfill-seal technology is an integrated
13 aseptic technol ogy for manufacturing aseptic

14 products. That's an exanple of a machine. The way
15 it works is you feed in raw pellet resins fromone

16 end and the (7?) solution fromanother, and the

17 machine will actually nmelt the pellet, created the
18 container, fill it aseptically, and seal it
19 The process consists of four major steps.

20 As you see, the plastic is molten first and
21 extruded in a cylindrical shape, and the nolds are

22 formed into the container, the needle cones in, and
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1 thereis the Class 100 in this (?) area, fills

2 the container, and it wthdraws, and then the

3 container is sealed and ejected fromthe machine.

4 Now, | abeling options that you can have
5 with this technol ogy consist of enbossing, paper

6 | abel on tab if you do not want to put it directly
7 on the container, or printing on the tabs.

8 Enmbossi ng consists of a mirror--engraving
9 mold with a mrror inmage of the information. You
10 have small vacuum ports on the nold surface that

11 actually will do this, such into the softened

12 plastic into the engraving enbossing, hence

13 enbossi ng the contai ner.

14 This is an exanple of what a nold cavity
15 | ooks like, and you see the surface inside the main
16 cavity where the engraving takes place.

17 This is a close-up of what it's like to
18 have as the inprint. Wat you see in the bottom
19 woul d be repl aceabl e nagazi nes that you can change
20 for |l ot number and expiration date.

21 Anot her option of enbossing is hot stanp,

22 which in this case instead of nolding it during the
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production, as the container is ejected fromthe
BFS machine, it's actually put into a machi ne where
it actually is a hot stanp that would actually
enboss the container, again, and this is done on
the tabs and not directly on the body of the
cont ai ner.

Paper | abels on tabs, one of the reasons
this contai ner was devel oped was to avoid direct
contact |abels with--paper |abels with the actua
cont ai ner body, and the secondary was the
smal | -vol ume containers that required information
and there was not enough surface area to put the
engraving on the container. They developed a tab
Either it can be on the cap or as a tail, have the
enbossed i nfornmation

You can use the sane tab, actually,
instead of--it's a solid surface, so you can use it
either to print or add paper to the | abel

The pros and cons of each | abeling option
Enmbossi ng has been di scussed here. The pros are
there is no mai ntenance of |abel inventories;

ensure 100-percent |abeling of containers; |abels
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cannot be renoved; and ensure each unit is
traceabl e and no | eachables. The cons are, which
has been discussed also, it is difficult to read on
cl ear contai ners.

Paper | abel on tabs is--paper |abel
obviously nmakes it clearer to read, and you can use
colors. It greatly reduces potential |eaching into
the solution because it's not directly applied to
the contai ner body. However, there is stil
potential |eaching of adhesive.

Direct printing on the tab, it's clearer
than enbossing on the tab to be read; it elimnates
potential |eaching from paper, adhesive, varnish
and stuff that goes with the paper label; and it
greatly reduces potential |eaching into the
solution, again, because it's on the tab, on a
separate space on the container, not directly on
the contai ner body; and, lastly, allows for bar
code printing on line as well. However, you stil
have the ink, which potentially can |each into the
sol uti on.

Now, exanpl es of these various things,
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there's a container with enbossed | abeling. The
contai ners can be al so enbossed and col or-coded
because the sanme contai ner can be used for

di fferent concentrations of products, or you can
have col or-coded and enbossed to represent the sane
product in different concentrations or doses.

You can apply the paper on the tab, both
renovi ng the paper fromdirect exposure to the
solution, but also it is readable. O having
direct printing on the tab for bar code
i nformati on.

Al so, you have traditional paper on the
cont ai ner, which is..

Now, the other thing is the issue of--one
of the things that comes to mnd is the size of the
containers, is elimnating paper containers--paper
| abel s fromall outside containers or is it
dependent--it is a size-dependent solution
Obviously, if you have a liter container such as
vi ewed here and you have a paper |abel, is that
al so going to be--it's sonething that has to be

renoved, and considered this is--it should be in
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1 relation to the size of the container. If it is a
2 three- (?) container, you have the sane treatnent
3 as one-liter container
4 Anot her exanpl e of various contai ner
5 Si zes.
6 Thank you
7 DR CRCSS: Okay. Now we'll hear fromthe
8 Cardinal Health team Rick Schindewolf and Patrick
9 Poi sson.
X MR PO SSON:. Good norning. My nane is
10
11 Patrick Poisson. |'mthe Director of Technica

12 Services at Cardinal Health Whodstock. Wth e

13 today is M. Rick Schindewlf, who's the genera

14 manager of the Whodstock, Illinois, facility.
15 Just a little bit about our role in the
16 industry. Cardinal is a diversified health care

17 company with operations in distribution, manufacturing,
18 research, and managenent solutions. The

19 Cardi nal Health Wodstock facility is a

20 blowfill-seal facility that produces approxi mately

21 1 billion units annually. Qur product portfolio

22 i nvol ves NDA, ANDA, 510(k), and USP Monograph
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products.

Sone of the advantages of why people
sel ect | owdensity polyethylene in blowfill-sea
is blowfill-seal is recognized as an advanced

aseptic process. There's also an i nmense
flexibility in container design that allows various
applications of the container and its use. It's

al so a very cost-effective approach to producing
phar maceuti cal products.

Now, some of the limitations: As
previously nmentioned, LDPE is a sem perneabl e
material. The technol ogy al so uses heat to form
the container, and there nmay be issues with
heat - sensitive products. And based on the focus of
this neeting today, there are obviously sone
| abeling issues as well.

Now, the general industry approach has
been to enboss and deboss the containers to display
the necessary information, which includes product
nane, concentration, manufacturer, |ot nunber, et
cetera. Typically, respiratory products are

packaged in a secondary overwap in nultiple units
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or single units, and that provides the additiona
protection necessary to prevent chem ca
cont am nati on.

Thi s has al ready been touched upon, but
these are the main highlights of the Draft
Gui dance, and | won't spend any tinme on this since
this has been di scussed al ready.

Now, what are some of the advantages to
t he enbossi ng/ debossi ng approach? |t provides an
i medi at e tanper-evident identification of the
product. It elimnates the potential for
contam nation fromlabels. And it provides ease of
| abel copy control

Sone of the limtations associated with
that: It can be difficult to read on clear
containers. |t does not provide a very readily bar
code-readable print. And the vial size affects
legibility of the print that's enbossed and
debossed. W cannot enboss or deboss down to a
very small font size that's readable that could
conpete with a paper | abel

Now, we believe there are sone
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1 possibilities for enhancing product identification
2 in the | owdensity polyethyl ene container, and

3 these are listed here: reduce the content

4 requirenent to allow an increased text size;

5 addition of physical/tactile identifiers for

6 generic product groups; alternative | abel

7 approaches such as a sleeve |abel; color coding

8 unit-dose vials for generic product groups; and

9 i ndi vi dual secondary overw ap.

10 Increased text size. There's alinmted
11 surface area on the container that is available for
12 enbossi ng/ debossing. Due to the technol ogy, we

13 cannot enboss or deboss on the sides of the vial
14 W can only enboss and deboss on the front. The
15 text size can be significantly increased; however,
16 we would have to renpve some of the information

17 that's normally provided. This approach woul d not
18 change any of the materials involved in the

19 process, so there would be no inpact on the current
20 product chemistry. This could also be inplenented
21 fairly quickly, eight to ten weeks. And there

22 woul d be a one-tine cost for the manufacturer to
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75
buy the appropriate equipnent.

This is a drawi ng of what that concept
woul d | ook Ii ke.

In addition to that, physical/tactile
identifiers could be added to the container. This
woul d provide an easily recogni zabl e/ | egi bl e synbol
on the container that would represent a product
type, for instance, A for Albuterol sulfate, | for
| patropi um bromide, et cetera. This is already
currently being inplenmented on products
manuf actured at Cardinal Health. This also does
not change any of the container materials or
process, so, again, no inmpact on the current
product chemistry. This also could be inplenented
in eight to ten weeks, depending on the regulatory
approval of this |abel change, possibly as a CBE
30. Again, there would be a one-tine niniml cost
to buy the necessary equi pnent to do such a change

This is a drawi ng of what that concept
could |l ook like. And we have sone sanpl es which
we' |l pass around for the conmttee to see. And

those can also be provided in clear plastic. And
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here are some photos of the sane vials.

This is a picture contrasted with one of
the current formats that is out on the market, so
you can see that there's a definite increase in the
identification of the products resulting fromthis
type of change

The sl eeve | abel concept woul d involve a
redesi gn of the extended tab to make that area
anenabl e for application of a non-paper | abel
Cardi nal has designed such a vial that has a patent
pendi ng that woul d be capable of receiving a shrink
wrap sl eeve.

This | abel provides a contrasted
background for enhanced legibility and al so provide
a bar code-readable print. This would involve no
changes to the product contacting surfaces of the
container. The shrink of pressure sensitive | abe
woul d be applied to an appendage of the container,
not in direct contact with the product.

This woul d al so involve an increased
manuf acturi ng cost for equi pnent, |abor, and

materials, and we believe it could be inplenented
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in 12 to 14 nonths follow ng regul atory approva
with associated stability testing data.

This is a picture of what that concept
| ooks like, and we have sonme sanples that we'll
pass around. This particular product was mentioned
in an earlier presentation as the catheter flush
sal i ne and heparin.

Col or coding. Products could be
color-coded to aid in identification. That would
be a simlar approach to the AAO recommendati ons
for cap color for ophthal mc products. It provides
a contrasting background to aid the legibility. A
colored vial is easier to read. However, it could
i npact the product chemistry with | eachabl es and
extractables. There would be a slight increase in
manufacturing costs for raw materials. Again,

i mpl ementation tine would be based on stability
data and regul atory approval of such a change

This is a picture of what that concept
woul d | ook Iike.

I ndi vi dual secondary overw ap, that has

been touched upon. It provides enhanced | abeling
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opportunities, bar code-readable print for a
singl e-dose vial. However, the overwap can and
will be separated fromthat unit at sone point in
time during its use, and we don't control that, so
we cannot predict when that will happen. So there
could be legibility/identification issues still at
the tine of use. There's a significant
manuf acturi ng cost increase with the raw materi al s,
equi pnent necessary, and labor. |If that was done
with the current process, that change, the
i mpl ementation tine would be 12 to 14 nont hs
foll owi ng regul atory approval of the packagi ng
change with associated stability data.

In sunmary, we believe there are
opportunities for inprovenment of the |abeling of
| owdensity pol yethyl ene contai ners. Each
alternative is a viable alternative, we believe,
and it should be assessed based on inpact to the
product, speed of inplenentation, ease of
regul atory approval, and cost to the patient.

Thank you--oh, sorry. Qur recommendations

are to increase | abel information font size on
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1 i ndividual vials. Add a tactile synbol for generic
2 identification based on the foll ow ng advant ages:
3 qui ck approach, no inpact on product chem stry or
4 stability, and no inpact on patient cost. For
5 hospi t al - di spensed unit-dose vials, add a sl eeve
6 | abel to accommpdat e bar coding.
7 Thank you
8 DR. GRCSS: Thank you very mnuch
9 Qur next speaker is Karen Stewart of the
10 Ameri can Associ ation of Respiratory Care.

X M5. STEWART: Good norning. Thank you for

11
12 giving me the opportunity to present today.
13 think in your packets you have ny witten
14 statenment, and | have a couple of slides here that
15 I want to share with you
16 I'"ve been a registered respiratory
17 t herapi st since 1971, and | am here as the
18 spokesperson for the Anerican Association for
19 Respiratory Care representing respiratory
20 therapi sts both nationwi de and internationally.
21 Respiratory therapists, like all other

22 heal th care professionals, are very concerned about
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medi cation errors. In recent years, since the
elimnation of nmost paper |abels on unit-dose vials
of nmedication, it has becone increasingly difficult
to determine the content of the unit-dose vial
I"mgoing to share with you sonme pictures of what
the therapist typically has on their person as
they' re nmaki ng rounds.

Not only is the print on the via
difficult to read, the size and the shape of the
vial contributes to this difficulty.

In 2001, the American Association for
Respiratory Care conpleted a human resource survey,
and at that tine the average age of a respiratory
therapi st was 44. This is another contributing
factor to the difficulty of reading the content of
the nmedication vial. Wile | may have just
enphasi zed that the current relative age of the
respiratory therapist and the difficulty the ol der
t herapi st experiences in reading the |abels, | want
to clarify to you that deciphering respiratory care
medi cation labels is a problemthat cuts across al

age groups of respiratory therapists. The problem
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is how the nedication is |abeled or not |abel ed
appropriately.

The work flow of the respiratory therapist
I think is probably nost inportant for you to
understand. The therapist typically includes
delivering nedications and treatnents to a nunber
of patients for a local geographic region in a
hospital. The patients that are assigned have a
very wide variety of nedications that are being
delivered to them Once the nmedication is checked
by the pharmaci st for drug interactions, the
therapist typically carries nedication with them as
they begin rounds. It would not be unusual for a
therapist to carry between 14 and 15 different
vials of nedication. The medications nust be under
control so that therapists either carry the
medi cation in a fanny pack or they carry the
medi cation in a |l ocked draw on a cart they carry
with them

In sone institutions, nmedications are in a
Pyxsis system In this situation, the nedication

can either be placed in a single patient nedication
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| abel ed drawer or they cone from stock supply. So,
again, multiple vials in a stock drawer.

I just wanted to give you a view of what's
i n somebody' s pocket typically.

Anot her concern that faces the respiratory
therapist is the lack of bar coding on the vial
Many hospitals are nmoving toward the scanning of
medi cation bar codes. The driving force for this
use of technology is to identify the correct
patient, identify the correct nedication, confirm
the correct dose of medication, confirmthe correct
route of nedication, and record the tine of the
medi cati on delivery.

I want to share with you a few coments
that | picked up fromsone respiratory therapists
in just the nmost recent weeks.

Staff have conpl ai ned about the inability
to see clearly the nedication information. For
this reason, we switched to a different product
that is individually wapped in clearly |abeled,
col or-coded foil packaging. The current situation

with the raised-letter labeling is an accident
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1 waiting to happen. | know you tal ked earlier about
2 underreporting. |It's because we've given the dose
3 and never know we gave the wong one in some cases.
4 This is a second therapist: | conplained
5 bitterly when the | ook-alike vials came out. W

6 did not leave themfor any nurses to confuse. W

7 do not know of any nedication errors beck of the

8 | ook-alikes. Doesn't nean it didn't happen. W

9 just don't know.

10 So, again, alittle bit nore enphasis on
11 the fact that we are seeing probably underreporting.
12 This is a third one: W have had probl ens
13 with the unit-doze Xopenex and Atrovent | ooking

14 ali ke and | abeled in the sane cl ear package. W

15 use Pyxsis and it's still a problem

16 So even noving the nedication into a nore
17 controll ed environment continues to be a probl em

18 for the therapist who's on the floor

19 This is a fourth therapist: One

20 encouraging thing that I have seen is differing

21 shapes and sizes on a very few of the nedications.
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Since the death of the nulti-dose vial of
Al buterol, we have a supplier who sends us
unit-dose vials of Al buterol that have a very
distinctive teardrop shape and a much snaller size
for medication. | give that a Bravo. A simlar
thing has happened with the octagonal unit-dose
vials of Pulmcort.

And | think if you | ook at the very end of
this, that small round is the Pulmcort. But this
is what's in the pocket of the therapist, and al
they have to read on nost of those are just that
clear lettering.

| was at a program | did a programin
Cincinnati |ast week, and | nmentioned this in a
patient safety presentation that | did to
therapi sts. About 600 were there, and what was
interesting about it is several of themcame up to
me afterward and said, Can you imagi ne what the
ni ght shift therapist goes through trying to read
t hese?

Now, low light--it's bad enough, you know,

with the age, but the low light.
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There's a couple nore coments from
therapists in there. | think that you' ve probably
got those. You get the gist of what we're trying
to say. So on behalf of the Anmerican Association
of Respiratory Care, | really appreciate the
opportunity to share the association comments.

| have one nore slide that | want to share
with you, and it's this one. Wat you're seeing
here are just the different nedications. One of
t hose happens to be Tobranycin. One of them-two
of themare bronchodilators. Two of themare
exactly the sane nedication in different doses.
Just to really enphasize what the packaging is
doing to the therapist at the bedside.

Thank you.

85

X DR GROSS: Gkay. Thank you very rmuch.

We will not have the committee ask sone questions
of the speakers, and you can ask questions of any
of the speakers that have presented this norning.
Leslie?
DR. HENDELES: | have two questions for

Karen. First, is there any Joint Conmi ssion
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requirenents in terms of how respiratory therapists
are supposed to handl e medi cati on?

MS. STEWART: There's been--

DR. HENDELES: And | have a second
question, which is: Wuld respiratory therapists
m nd carrying these single-unit dose vials wapped
in foil in their pockets?

M5. STEWART: There are recomendati ons
around the delivery of nedications from JCAHO and
nmost of that is surrounding the control. It is
first the pharmacist's review of that medication to
see if there are any other interactions, and the
second being that that medication is always under
control. And you'll see as you go across the
country a nunber of different ways that hospitals
are handling the nedication control issue. Sone of
them-the folks that | talked to |ast week, some of
them have a cart where they carry all their
pl astics and other things that they need with a
| ocked drawer, and their nedications are in that
drawer. Qher ones are using Pyxsis, and sone are

still carrying it physically on their person in a

file:////[Tiffanie/C/Dummy/0505DSRM.TXT (86 of 297) [5/19/2004 11:51:43 AM]

86



filex////ITiffanie/C/Dummy/0505DSRM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

si de pocket or a fanny pack

Your second question is, if they were
i ndividually wapped, | think that therapists would
use those either in any of those devices under
control. The problemis that they open, for
exanpl e, a packet of Xopenex with 12 vials init.
That's just too nmuch for themto carry when they' ve
got so many different types to carry.

DR HENDELES: |If it's just one, they
woul d be able to?

M5. STEWART: | think they would be able
to carry it, yes

DR CRCSS: Yes, Stephanie?

DR. CRAWORD: Thank you. This question
is for Patrick Poisson, but, Ms. Stewart, don't go
too far just in case you want to add to it. |
thank each of the speakers for their presentations.

M. Poisson, with respect to your
presentation, the sixth slide was tal ki ng about the
advant ages and di sadvantages--1'm sorry, the
advantages and linitations. Each of the advantages

fromny interpretation were in the manufacturing
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process. As you presented, each of the linmitations
was fromthe clinical use. So ny question is:

From the recommendation--potential alternatives
that you suggested, have you conducted, your
company, or performed any studies using clinical
groups such as the respiratory therapists to see
acceptability of each of these options?

MR PO SSON: One thing | probably failed
to mention is that Cardinal Health is a contract
manuf acturer, and the products that we manufacture
are distributed by our customers. And it's
difficult for us to step in front of them and ask
for this type of work to be done.

Now, we have done some work with the
shrink wrap sleeve |abel, and the feedback from
that was very positive. However, that was a very
uni que opportunity for us to get involved with
t hat .

In regards to the recomendati ons, yes,
some of them are manufacturing--are good for the
manuf acturi ng process. However, one that maybe

wasn't explained as well is the sterility of the
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product. Using a blowfill-seal technology to
manuf acture products is recogni zed as providing a
better mcrobiological quality of product out to
the market versus a conventional process.

DR. CGRCSS: Mchael? |'msorry.
St ephani e, anot her question?

DR. CRAWORD: Thank you. Just one quick
foll owup. One of your recomendati ons was
i ncrease text size. You nentioned that, of course,
sonet hing woul d have to cone off if that were
happeni ng--woul d come of f if--

MR POSSON: | think we'd have to
undert ake those discussions with the agency as to
what coul d conme off.

DR GRCSS: M chael ?

DR. COHEN: |'ve been | ooking at these
LDPE pl astics for several years, actually, and
trying to cone up with solutions. And actually the
best thing |I've ever seen is that shrink wap, that
overwrap, or sleeve, or whatever you want to cal
it. Is that a proprietary system or is that

avai l abl e to any nmanufacturer? And can you foresee
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the actual use across the entire spectrum of LDPE
contai ners, even the parenteral s?

MR PO SSON. Well, we're very pl eased
with the progress we've nade on the sleeve | abel
It did involve sonme devel opnment that we regard as
intellectual property. So regarding availability
to the whole industry, | really can't speak on
t hat .

There will be potentially some | eachabl e
extractabl es even fromthat system There is ink
on that label. So that has to be eval uated for
each product that it's used for. It still nay not
work for every product.

MR, SCH NDEWOLF: If | could just nake a
comment on the proprietary nature, what's
proprietary about that vial is the rounded end. A
lot of the vials that you'll see and | think some
that were presented earlier can be on a flat end as
well. And we found that the rounded end hel ped the
legibility. As the sleeve shrinks, there tends to
be some--what's the word I'm | ooking for? The

print can be--
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MR. PO SSON: It can be distorted

MR SCH NDEWOLF: Yes, "distortion,"
that's the word. So this was to help the
readability of the bar code label itself, so that's
what's proprietary in that particul ar design

DR GROSS: Yes, Henri?

DR. MANASSE: |In ternms of patient safety,
one of the biggest issues that | think nost
practitioners confront is the kind of work-arounds
that people utilize to make things convenient for
them and this notion of carrying drugs around in
your pocket is a very good exanple. But it seens
that the sleeve is a pretty critical issue with
respect to the capacity of adding nore information
coupled with bar codes, synbol ogies, et cetera.

Have you all thought about how you can
elimnate the dissociation of the sleeve fromthe
package itsel f? Because the work-around, people
are tearing off the sleeves and then carrying the
package by thenmselves. And is there a way that you
can avoid that other than at the direct point of

care?
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MR POSSON. |'Il try and address that.
One of the ways that these are used is that the cap
is actually twisted off of the vial. And one of
the problems | see with individually foi
overwrapping is the renoval of that foil could
potentially damage the vial in that process. So
it's adifficult thing to overcone. W could
tighten the foil potentially around the vial, but
it just opens it up for damage in the transfer
process fromthe |l ocation within the hospital to
its use point.

You know, there are a |ot of advancenents
going on in packaging. Certainly five years ago
don't think we would have all the options that we
have now. Maybe at sone point in tinme we can get
to a better alternative with the foil.

DR. CGRCSS: Robyn?

M5. SHAPIRO | have two questions. One
is actually Henri's. And this is to the agency.
What factors, if any, are considered currently in
the approval process with respect to these

probl ens?
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And the second question is: It seens to
me that this nmorning we have much nore information
about the potential error, problem than the
| eachability and contamination problem and mnuch
more potential risk. Has there been--nmaybe this is
for Karen. Has there been litigation over this?
And, if so, what has happened?

M5. STEWART: | can't speak to any
litigation, and | think one of the concerns that we
have as therapists is that this probably goes underreported.
The therapi st delivers that care
and | eaves the bedside to treat the next patient.

So they may not see an adverse effect or, as stated
earlier by Dr. Sullivan, | believe, the patient
does not get the potential relief of the

nmedi cati on.

In other words, if you have Tobramnycin and
a bronchodilator in your pocket, they both | ook
al i ke, you give the Tobranycin to the patient who
needs the bronchodilator, you may not see the
effect. So it becones underreported.

M5. SHAPIRG And the patient may not
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1 either. | nean, they nay not realize--the patient
2 or the famly or whonever, the error may not be

3 di scl osed to anyone.

4 MS. STEWART: Except the patient's

5 therapeutic treatment regime is going to be |onger
6 with a longer I ength of stay because they didn't

7 get the proper--

8 M5. SHAPIRO. Sure, but they may not know
9 why.

10 MS. STEWART: Right.

11 DR. CGROSS: Are there any other questions?
12 MS. SHAPIRG Can | have the first

13 question answered by Paul or sonebody about what

14 currently is considered?

15 DR. SHAH. You are talking about in terns
16 of the quality control s?

17 M5. SHAPIRO I n the approval process for
18 any new drugs, what, if any, is considered with

19 respect to safety relating to this possibility for
20 error?

21 DR SHAH. Let ne just try to briefly

22 summari ze
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When we get an application and we have
these kind of packagi ng conmponents, then usually
the applicant may provide this information for al
the components of each and every packagi ng
component into the NDA, or they may choose to
provide that information, if it proprietary,
through a Drug Master File. Then we review the
chem cal conposition of each and very packagi ng
conponent in a Drug Master File, but we cannot
relay that information to the applicant.

Once we know fromthe conposition that
there is a potential for volatile chemcals to be
present in the conponent and they may perneate
through the LDPE vials, then we ask the applicant
indirectly, without revealing the other
i nformati on, Have you studied any legibility or
extractabl e--have you found any extractabl e, what
ki nd of solvent conditions you have used to extract
this | eachabl e? And we encourage themto contact
the DMF supplier, work with them and devel op some
procedures to find out what can be present and

establish a profile. Once you establish a profile,
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then you may identify, okay, these are the typica
components present into a conmponent, packagi ng
conponent, and we are going to use that as a basis
for screening the incom ng packaging naterial. And
then you may have sone kind of acceptance criteria.
That may be a GC profile. O if you have
identified a particular conponent by its chenica
structure, then you may say, okay, it is extracted
at, say, one milligramper m or sonething |ike
that, okay? So then you will conduct sonme kind of
a study for the shelf life, over the shelf life,
whet her that particular extractable gets into the
drug product or not. |If it does not, then at |east
you have established that if | control the anount
of incom ng acceptance criteria, | have established
i ncom ng packaging material, then | do not see the
| eachabl e into the drug product. So then you don't
have to have a test for |eachable into the drug
product, but you have to establish that
rel ati onshi p.

So we go through a series of steps to

establish that, and once we are satisfied, then we
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1 may deci de, okay, you are going to control or

2 mnimze this particul ar conponent at acceptance

3 | evel in incom ng packaging material. O you wll

4 have to carry out the | eachable testing.

5 M5. SHAPI RO Wiat about the analysis with

6 respect to the possible safety problens on account

7 of the error issues?

8 DR. SHAH. Okay. Once we get that, we see

9 that, okay, it is present into the drug product at

10 a certain level. And if we know the identity of
11 that chem cal, then we ask our pharnmacol ogy and
12 t oxi col ogy person to review that data and decide

13 whether that will have any safety issue. And if

14 they decide that it may have a safety issue, then

15 they may ask the applicant to qualify that

16 particular material or chemical at that |evel

17 M5. SHAPIRO (Okay. And all that has to

18 do with the leachability question. But what about

19 the question having to do with the confusion

20 probl ems on account of the |labeling and its inpact

21 on safety?

22 DR SELIGVAN:. For all drug products that
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are approved by the agency, we | ook at the accuracy
of the | abel, whether it's m sleading or not,
whether it's nonpronotional in nature. W | ook at
the name for potential confusion. W |look at the
packagi ng regardi ng dose and frequency. And if at
the tinme we find, either at the tine of approval or
even subsequent to approval, that there is such a
potential for either nane confusion, for m sleading
dose, or any kind of msleading information that
m ght lead to nedication error, we make a
recomrendation to the manufacturers to try to--to
alter that.

I think the reason we're bringing this
particular issue to this commttee is that this is
a particularly vexing issue. But for the vast
majority of products that we review, when we find
such potential for confusion or potential error, we
recommend to the manufacturer that that be
addressed prior to approval of the product.

M5. SHAPI RO  Have you ever, wth
containers like this, sent it back and said, no,

this doesn't--this won't do given these sorts of
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probl ens?

T2B DR, SELI GVAN: I|''mnot aware of

of them go through generics.

Carol, did you want to respond to that?

M5. HOLQUI ST: Yes. Actually, our office
in Ofice of Drug Safety, we only get whatever--we
only see the packaging material that conmes in with
new products. A lot of these products have been on
the market for years and years. So if indeed one
of these products cane in today with this packagi ng
| abel i ng, yes, of course, that woul d be one of our
recomrendati ons in our review that, based on
post - marketing reports and evi dence, we woul dn't
recomrend this. But then the agency's hands are
kind of tied because of the ingress issue. So
until we find an alternative packaging, it's a
conundrum we're in.

DR CGRCSS: CGene, did you want to commrent?

DR SULLIVAN: Yes, | just wanted to
follow up on a couple things that have been said so
far: one, to just nake sure the categories of harm

to patients are in the right colum. There's the
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harmthat the legibility issue brings in, so the
harmthat a patient suffers if he or she doesn't
recei ve Tobramycin but instead receives Al buterol
And then what | was trying to touch on and the
thing that's hard to get your hands around is the
harm from the actual presence of these chenicals,
and that it's well known that a patient nmay conme to
the enmergency departnment and receive a few
treatments of Al buterol and recover and be
di scharged. Another patient may cone in and not
seemto respond and end up nechanically ventil at ed.
And to what extent that could be related to
contaminants in the drug product woul d be anyone's
guess and inpossible to day. So | just wanted to
make sure we consider those two sort of as they're
the conpeting harns.

The other issue | just wanted to talk
about a little bit was the issue of the use of the
flange or labeling that's not directly applied to
the actual body of the nebule, be it with a shrink
wap or an applied | abel and so forth; that there

is some intrinsic appeal because it seens to be
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less in contact with the LDPE, but keep in mnd
that if these are then put into an overwap, a foi
overwrap, perhaps for other
reasons--1light-sensitive products and so
forth--that then you have sort of a micro
environment, you know, like a little humdor with
these chem cal vapors that could then nmake their
way- - even though they're here on the flange, they
could easily make their way into the product, and
that's sort of evidenced by that case where we had
the cardboard carton and that chemical made its way
in. So it's not, you know, a conplete solution
We have to keep that in nind.

DR. GRCSS: Arthur, you had a question?

MR LEVIN. One is just a point of
information. Mke, is that the packaging with that
| abel, that's what you are referenci ng when you say
so far that's the best--

DR COHEN: Not necessarily.

MR. LEVIN.  Ckay.

DR COHEN: This is certainly acceptable

as a way to identify a container. But the ones
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I'"ve seen have actually had a simlar type of film
but it's been around the body of the anpul e devi ce.
And there was a tear-off so that you woul d
literally pull the tab and tear off the top part of
the plastic. It was a total overw ap.

MR LEVIN. But it's sonething nore than
t hat .

DR. COHEN: Leaving the identify, even
though this was exposed.

MR LEVIN. GCkay. So the whole thing is
shrink w apped to somet hing.

DR COHEN: That's correct.

MR LEVIN. Right, okay. | didn't think
we had seen one of those.

DR COHEN: W didn't.

MR LEVIN. Yes, okay. So that clarifies
t hat .

The second thing is we seemto be sort of
entirely focusing in inpatient and, you know, the
i ssue of outpatient is certainly significant. And
I"mjust wondering from you know, what you've done

to look at how well these kinds of solutions work
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in the outpatient pharnmacy setting as opposed to

i npatient settings where it's really--naking sure
that the respiratory therapi st who adninisters the
drug is clear on the right drug and the dosage et

cetera. \What about an outpatient pharmacy?

MR. PO SSON: Well, one of the reasons
why--and soneone may question why there's 12 vials
in a pouch or even 28 or up to 60. A lot of the
reason behind that is because of the use period in
the outpatient--outside of the hospital. And based
on feedback we've received, they view that as an
advantage to have that type of packaging in that
particul ar environment. And the possibility exists
that maybe sone of these options we've presented
today, such as the synbol on the vial would help
themin that area fromusing the wong product.

So | think, you know, there's
opportunities for a nunber of these options to be
i mpl ement ed based on the setting that they're used
in.

DR CGRCSS: Gkay. Henri, you have a

question?
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DR. MANASSE: | just want to follow up on
Art's point in terns of outpatient use. | can't
i magi ne gi ven the size of these containers, given
the unreadability of these containers, and the
obvi ous confusion that is brought to bear to those
probl ens, that outpatients, particularly elderly
out patients, can nanage this on their own. | think
somehow we' ve got to contenpl ate where we go with
that because the increasing nunber of people who
are using these on an outpatient basis and the
i ncreasing agi ng of the popul ation presents us with
an incredible challenge.

DR GROSS: Gkay. Marci would like to
make a coment.

DR LEE: Thank you. | just wanted to add
to that. Based on the nedication error reports
that we have received nost recently, there are many
comments about the el derly popul ation using these
drugs. There are several reports from a pharnmaci st
saying that his patients are expressing that
they're afraid to use the product because they're

afraid that they're going to double their dose
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accidental ly because they're not sure what is in
each anpul e.

Then, also, the letter in the background
package that was sent to Senator Harkin, that also
i nvol ved a woman who was witing in about her
el derly nother that was having the sanme probl em
also froma nail-order pharnmacy. So in addition to
a regul ar outpatient pharmacy where there's direct
interaction with the pharnmacist, you have people
who are unable to get out of their hone and receive
their nedications by mail having the sane
experi ences.

Carol wants to add sonet hi ng.

M. HOLQUI ST: Also, just inrelation to
the letters at the top of the vials thenselves, we
actually have gotten some reports as well where
there's a question as to what the actual letter
stands for, like A is it for Al buterol or for
Atrovent. So sone sinple fixes, sonmetines you al so
have to think beyond, that there's nore than one

product that begins with that letter

105

X DR CRCSS: Okay. We are a little bit
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ahead of schedule, and we will proceed at this tine
with the open public hearing. Dr. Eric Sheinin
will present. First |I need to--

M5. JAIN. We need to read a statenent
first.

DR CGRCSS: Both the Food and Drug
Admi ni stration and the public believe in a
transparent process for information gathering and
deci si onmaki ng. To ensure such transparency at the
open public hearing session of this Advisory
Conmittee neeting, the FDA believes that it is
important to understand the context of an
i ndividual's presentation. For this reason, FDA
encour ages you, the open public hearing speaker, at
the beginning of your witten or oral statenent to
advi se the comm ttee of any financial relationship
that you may have with any conpany or any group
that is likely to be inpacted by the topic of this
nmeet i ng.

For exanple, the financial information may
include a conpany's or a group's paynent of your

travel, |odging, or other expenses in connection
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1 with your attendance at the neeting. Likew se, FDA
2 encourages you at the begi nning of your statenent

3 to advise the conmttee if you do not have any such
4 financial relationships. |If you choose not to

5 address this issue of financial relationships at

6 the begi nning of your statement, it will not

7 precl ude you from speaki ng.

X DR. SHEININ: Thank you, Dr. G oss.

9 have no financial ties or interests in any
10 phar maceuti cal conpany or any other conpany or
11 organi zation that would be interested in the

12 proceedi ngs before the commttee today, so | think

13 I'"'mokay with that.

14 DR. CGRCSS: Thank you.

15 DR SHEININ. My name is Eric Sheinin, and
16 I"mhere today to represent the United States

17 Phar macopeia. At the UPS, | amthe Vice President
18 for Informati on and Standards Devel opnent. W do

19 have an expert committee that deals with safety

20 i ssues, and nuch of what |I'mgoing to say today is
21 a direct result of work that they have done. But |

22 would Iike to give you sonme background about the
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USP for those of you who may not be familiar with
us and also to have it in the record.

The USP is a nongovernnental organization
that pronotes the public health by establishing
state-of-the-art standards to ensure the quality of
medi ci nes and ot her health care technol ogi es.

These standards are devel oped by a uni que process
of public involvenent and they're accepted
wor | dwi de. Many ot her countries around the world
recogni ze the USPNF standards as their own
standards in terms of regulatory procedures wthin
t hose countri es.

USP is a not-for-profit organization that
achi eves this goal through the scientific
contribution of volunteers, and the vol unteers
represent pharmacy, nedicine, and many other health
care professions. These individuals work in
academ a, they work in governnent, both U S. and
international. |In fact, there are nany FDA
scientists who serve as volunteer to USP. They
al so come fromthe pharmaceutical industry and

consumer organizations. In addition to standards
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devel opnment, USP's has several other public health
progranms that focus on promoting optimal public
heal th care delivery.

In our mission statenment, it says the
mssion is to pronote the public health, and
al ways liken that to the nmission of CDER, which is
al so basically to pronote the public health. So
believe we're all interested in the sane types of
st andar ds.

At the USP, the volunteers, many of them
serve on our Council of Experts and its expert
commttees. The nmenbers of these conmittees are
USP scientific decisionnmakers, and they form our
standard-setting body. Council nenbers are el ected
by USP's nenbership at our five-year convention
They're el ected on the basis of their know edge and
expertise, and they serve five-year terns. So even
i ndi vidual s who come fromindustry, fromtheir
conpani es, when they volunteer to work with USP
they represent thenselves. They do not represent
their enpl oyer, their organi zation, or anybody el se

when they work on our standards.
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The 2000- 2005 Council of Experts conprises
62 nationally recognized scientists, academ ci ans,
and clinicians. Each one of these individuals
chairs an expert conmttee, and the expert
comrittees are made up then in turn of
di stingui shed experts.

One of the comittees is named the USP
Saf e Medi cation Use Expert Committee. This
conmittee is conprised of 18 nenbers representing
pharmacy, nursing, and nedicine. It includes an
FDA liaison, Carol Holquist. It includes Captain
Jerry Phillips, who was fornerly the Associate
Director for Medication Error Prevention in FDA' s
Ofice of Drug Safety.

For nmore than 30 years, USP has pronoted
the inportance of collecting and sharing
experiential data from health care professionals.
In the | ast decade, particul ar enphasis has focused
on nedication error reporting and prevention as a
way for USP to positively affect the public health.
The data collected fromtwo of our prograns--the

USP- | SMP Medi cation Error Reporting, or MER
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Program and MEDMARX- -are revi ewed and anal yzed by
USP staff and USP's Safe Medi cati on Use Expert
Commi tt ee.

In Cctober of 2002, USP sent a letter to
the chief of CDER s Conpendial Operations staff,
Yanna M1le, to informher, on behalf of the Safe
Medi cation Use Expert Conmittee, of the continuing
concerns of the conmittee and of health care
prof essionals and practitioners regarding both the
difficulty in identifying drug products packaged in
| ow- density pol yet hyl ene ampul es and vials and the
resul tant medication errors fromtheir msuse

Pl astic anmpul e packaging is frequently
used for respiratory therapy drugs. The ampul es
often do not bear |abels but are | abel ed by
debossing or enbossing the actual plastic
container. This debossing or enmbossing is
described by health care practitioners who have
reported to the USP reporting prograns as being
unr eadabl e, causing difficulty in identifying the
product within. Because this packaging is now

bei ng used not only for respiratory therapy drugs
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112
but also for injectables and oral solution, it is
even nore inportant that the subject products be
easily identified and readily distinguishable from
each ot her.

USP has provided the Conpendi al Operations
staff, the Dockets Branch, and the O fice of Drug
Safety with more than 42 specific case studies
where medi ation errors occurred because of the use
of these products. W also have submtted copies
of the actual product containers involved in the
medi cation errors that were reported through the
two USP reporting prograns.

In addition to providing cormment on the
concerns expressed to USP by health care
practitioners, the USP Safe Medication Use Expert
Commi ttee unani nously voted to encourage FDA to
establish an alternate method of |abeling for the
various drug products packaged in the plastic vials
bei ng di scussed today. This would be in order for
these products to be clearly identifiable,
hopeful | y thereby reduci ng the numerous nedi cation

errors that have occurred and likely will continue
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to occur.

The expert committee al so suggested that
the FDA cease approval of products in these
contai ners because their use continues to be the
subj ect of numerous nedication error reports.

From April 20, 2002, through January 31,
2004, an additional 26 reports of actual and
potential nedication errors have been received
through USP's nedication errors reporting prograns
regarding the sinmlarity in the |abeling of
products in | owdensity polyethylene vials. The
problems with these containers continue, and the
USP and the USP Safe Medication Use Expert
Conmittee recomends that FDA take any necessary
action to inprove the | abeling of |owdensity
pol yet hyl ene anpul es and vi al s.

I thank you for your attention and your
consi deration of USP's concerns. |f you have any
questions, I'Il certainly try to answer them

DR. GRCSS: Thank you very much.

Are there any questions fromthe panel ?

Jacki e?
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DR. GARDNER: | would just like to ask,
Dr. Sheinin, does USP have a recommendati on of one
of these nethods over another?

DR SHEININ: A reconmendati on?

DR. GARDNER:  For solving this problenf

DR SHEININ: Not at this point, not that
I"maware of. The obvious solution to ne--and
actually worked at FDA for 30 years before | went
to USP--woul d be to have a | abel on the containers.
But there are concerns with mgration through the
| ow-density polyethylene. [|I'msorry | mssed the
end of the previous presentation where they were
descri bi ng perhaps sonme way to help identify these
products.

DR CRCSS: Robyn Shapiro?

M. SHAPIRO. | just have a question about
these report forns. WAs patient counseling
provided? And then, if yes, before or after error
was di scovered? Does that nean about what the drug
is, howto take it, howto read it? Wat does the
counseling refer to?

DR. SHEININ: | believe that the
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counseling is provided by the professional who's
reporting the problemto us. | don't believe USP
does the counseling.

M5. SHAPIRO. So we don't really know what
that refers to.

DR SHEININ: Unfortunately, the Safe
Medi cation Use Expert Committee is not under ny
area of responsibility. But as far as | know, that
counsel i ng woul d not be provided by USP, and we
probably do not know what the nature of that
counseling was. The formis asking if there has
been any counsel i ng.

DR GRCSS:  Henri?

DR. MANASSE: Good norning, Eric.

DR SHEININ: H, Henri.

DR. MANASSE: Two questions. W' ve tal ked
today about two nmjor issues: one is the |eaching
of chem cal agents from various |abeling techniques
and enbossnents; the other having to do with the
readability issues and the packages themnsel ves.

Has USP convened any technical experts on

either one of those issues to contenplate what's
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1 the existing science, what do we know, what do we

2 not know, as well as what our reasonabl e sol utions,
3 given what's known, in other industries or other

4 options for dealing with this problenf

5 DR. SHEININ: Not that |I'maware of. It
6 certainly is a good suggestion, and | wll take

7 that back to the conmttee and to Di ane Cousi ns,

8 whom | think many of you probably know, and see if
9 there is a way that we could proceed in that

10 manner. | think it's a very good suggestion and

11 somet hi ng that shoul d be done.

12 DR CGRCSS: Gkay. Thank you very nuch.
13 DR. SHEININ: Thank you.
X DR GRCSS: If there are no further

15 questions, since we renain ahead of schedule, Dr.
16 Paul Seligman will now introduce the issues and

17 questions that he has for the Advisory Committee.
18 DR SELI GWAN:  You should all, menbers of
19 the conmittee, have a one-page LDPE Di scussion

20 Points. These, | believe, are in the packages as
21 wel |l for public distribution. Wy don't we sinply

22 refer to these rather than booting up the slides.
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You' ve heard this norning about the issue
related to the ingress of volatile compounds as a
problemw th these particular containers and
various approaches to deal with this issue as well
as not only--to deal with both the preservation of
the purity of the drug, as well as ways in which to

inprove the legibility of the |abel

VWhat we' ve asked in the first question is:

G ven the various approaches that you' ve heard
today, including enbossing and debossi ng of
containers, the use of unit package overw aps, the
el ongation of the bottomtab and using that as an
place to print critical information, the use of
paper | abels, the use of ink directly on the vial,
various potential approaches including tactile
recognition, shrink wap |abels, and then we
actually even saw the use of glass ampul es or
vials, what we're interested in the comittee
addressing first off is to discuss the potenti al
advant ages or di sadvant ages of these approaches and
to identify in 1b any creative solutions or

al ternat e packagi ng desi gn that would inprove
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1 legibility and address the problem of ingress of

2 chem cal contam nants and at the sane tinme not

3 create additional problens.

4 We'd also like to have you put on your

5 thi nki ng caps and consider if there are stakehol der
6 groups, such as manufacturers, practitioners,

7 consuners, and others, who m ght best advise FDA

8 about possi bl e new packagi ng confi gurations that

9 m ght resolve sone of these issues.

10 And then given what you've heard today and
11 based on our discussion, describe and advise us on
12 an appropriate course of action to address not only
13 the problemof ingress of contam nants but al so

14 medi cation errors due to legibility and simlar

15 packagi ng i ssues.

16 So those are the issues before us. Peter?
17 DR. CGROSS: W share in your perplexity.
18 DR SELI GVAN: Thank you

X DR GROSS: This is a difficult
19
20 Thank you very much for the questions,
21 Paul, and we will initiate the discussion. The

22 agenda allows two hours for discussion, so why

file:////ITiffanie/C/Dummy/0505DSRM.TXT (118 of 297) [5/19/2004 11:51:43 AM]

118

i ssue.



filex////ITiffanie/C/Dummy/0505DSRM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

don't we do roughly an hour, and then naybe we can
have |unch and then finish up, if that's okay.

M. JAIN. Lunch is on its way.

DR GROSS: Gkay. Well, whenever lunch is
here, we will re-evaluate our timng. But let's
begi n the di scussi on now.

Anyone have any comments? Wy don't we do
this in an orderly fashion and take the issues as
Paul presented them wth la being the first.
They're all sort of interrelated, but why don't we
get specific and talk about l1la first. Leslie?

DR HENDELES: 1'd like to preface ny
comments by saying that nebulization of
bronchodil ators is an obsol ete way of treating
acute bronchospasm and part of whatever we do
needs to focus on an educational program desi gned
at using the neter-dose inhaler through a valve
hol di ng chanber, which is far nore efficient,
causes fewer side effects, |ess expensive way, and
it's the way the rest of the world treats acute
asthma. The United States has a fixation on

nebul i zer therapy that they won't let go of, for
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sonme reason, especially pediatricians, but there's
clearly 10 to 15 doubl e-blind, placebo-controlled
trials, a Cochran review, et cetera, that indicate
that there are nuch nore efficient ways and it
woul d, of course, circumvent this problemfor
ast hma.

Now, having said that, | really like the
i dea of having that foil pack, |ike the Nephron,
with a single unit, and | think that would sol ve
the problem It would allow for the bar coding.
And according to Karen, respiratory therapists
would be willing to carry that in their pocket. As
I understand it, the reason why they carry single
units in their pocket is because when they open the
foil pack, there's 12 of themthere. |If there's
only one, they would probably carry it. And, of
course, that could al so be addressed through
prof essi onal education as well.

DR CRCSS: Leslie, for myself and anyone
el se who is not 100 percent clear on what you said,
woul d you contrast the two nethods of nedication

del i very agai n?
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DR HENDELES: Bronchodilators as well as
i nhal ed steroids can be delivered by a pressurized,
net er-dose inhaler that's attached to a val ve
hol di ng chanber with an age-appropri ate connecti on,
ei ther a nout hpi ece for older folks or a mask for
preschool kids that seals around their nose and
mout h, and you fire off a few puffs, such as four
puffs, into this chanber and it's equivalent in
efficacy to nebulizing a bronchodilator in the
energency room It causes fewer side effects. It
takes a mnute or two to give the treatnent instead
of 15 to 20 minutes, and it's far nore convenient
for patients and cheaper. They don't have to buy a
conpressor for $150.

DR GROSS: Could someone fromthe FDA
comment on whether or not they want to tackle that
i ssue?

DR SULLIVAN. That may not be an issue
for the FDA really to address. | don't think there
woul d be any--the evidence being what it is, that
MDIs may effect just as great a degree of

bronchodil ati on as a nebulizer, it would be
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sonet hi ng that physicians should interpret and use
in their clinical judgnent. | don't think there
woul d be any rationale for the agency to pul
nebul i zer solutions off the market. | think that
woul d be very drastic. So from our perspective, we
have to deal with them

Now, if the nmedical comunity starts to
| earn that maybe they are overusing nebulizers
through Dr. Hendel es' shaking the cage a little
bit, that's just great. But the issue will stil
remai n for us.

DR HENDELES: And, indeed, there are
pati ents who m ght be unconscious, for exanple, or
woul d need the nebulizer, and there are drugs such
as Tobramycin that can't be delivered by M.

DR GRCSS: Arthur?

MR LEVIN. | realize it isn't within the
scope of authority of the FDA to dictate clinica
practice, but part of the problemhere is we're
dealing with a tension between an issue of
potential harm which is the | eaching of, you know,

substances that don't belong in the solution into
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the solution and the docunented potential harm of
error. And we're looking at a variety of
sol utions, none of which is perfect and each of
which brings with it some question: You know, does
it solve the error problementirely? O by solving
the error problementirely, does it still |eave us
open to the problem of possible inpurity?

In that context, | think the FDA does have
sonet hing to say, and then when we nove to the
anbul atory setting particularly, where these issues
I think get even nore conplicated--and we really
haven't tal ked about it--that if there are better
ways to deliver the product that relief us of the
burden of trying to figure out the perfect solution
on these two different potential harns, that's
worthy of comment. | mean, nobody expects you to
be able to pull the product fromthe market, but in
dealing with inproving safety of products, | don't
think it's entirely out of character for the FDA to
make a coment that one of the solutions here is to
use a different formof delivery that obviates the

need to talk about all of this. You may not be
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able to say, "You can't use the other," but you can
certainly say, "Moving in this direction seens to
be a way to solve the problem" and | would say
particularly in the anbul atory popul ati ons.

DR. GRCSS: WMaybe we'll have one or two
nmore comments on this particular issue. Then we'll
have to get back to the questions raised by Dr.
Seligman in la.

Bri an?

DR STROM yes, I'dlike toinnny initia
start be nore provocative. W're hearing, as
Arthur is saying, between two safety problens,
wi t hout good data on either side to quantify each
of them W' re using in one case physiol ogica
chemical tests and the theory that |eaching m ght
be a problem and it's clearly understandabl e why
it can't be quantified nore than that. And we're
hearing on the other side about nedication errors
based on the spontaneous reporting system which is
grossly inconplete. W don't know how many there
are out there other than the fact that we're seeing

a nunber, and there are clearly nmany nore out there
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than we're seeing that could be studied nore
concretely, potentially. But, in either case, we
don't have good quantification, and so part of the
probl em here is balancing two risks, neither of

whi ch are quantifi ed.

If we're hearing fromLeslie--and you're
not di sagreeing--that there is a better approach
which is nore effective and is safer, why isn't
that a regulatory reason for the FDA to renove the

nebul i zers--this packagi ng?

DR. SULLIVAN:  Well, I'mnot actually
agreeing. |'maware of the various articles that
are out there. | have not reviewed those studies

mysel f, seen the data nyself. Certainly the agency
has not conme to that conclusion that the MDI's have
these attributes, these costs, and effectiveness
and so forth. And that's an open question, |
believe. Dr. Hendel es probably knows that

literature even better than |

But for the agency to conme to a concl usion

like that is a very significant matter, and, again,

al though we can make comments, it's not clear in
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what context that comment will hold any water unti
or unless we were to, as suggested, renove them
fromthe market. And | think that that's quite a
drastic step, and | think that as Dr. Hendel es

poi nted out, there would be very good arguments
that there nay be sone popul ati ons who are only
served by the nebulizers, and, therefore, it would
be unwi se to renove them fromthe market.

So let ne say that we haven't nade that
determi nation, nunber one, and that even if we made
the determ nation that for the average patient it
was efficient in sone way that you would like to
define efficiency, it would be hard for us to nove
on that.

So | understand your perspective and
understand Dr. Hendel es' perspective that perhaps
the Anmerican physicians are overutilizing them
But | don't think that's going to get around the
i ssues that we have to face

DR. CGRCSS: Gkay. | think that maybe the
sense of the committee is that this is advice

they'd like to give to the FDA to |look into this
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i ssue and deci de how they want to proceed. But |
woul d i ke that the issue should be brought to the
attention of the national pul nonary organi zations,
and they in their guidelines should nmake this
recomendat i on because in that setting they night

have a significant clinical inpact.

DR. HENDELES: |t shouldn't be limted to

physicians. | think health system pharmaci sts and

respiratory therapists and those organi zati ons pl ay

a role, too.

DR. CGROSS: Absolutely. But that night be

the way to begin to nmake the change, if that's what

the scientific evidence indicates.

Ckay. | know you've all been trying to
avoid la, but we do have to address it.

[ Laught er.]

DR. GRCSS: And | saw M chael's hand up
first.

DR COHEN: Thank you very much, sir.

First of all, let ne just ask the
question: Are we talking only about the

respiratory ampul es, the LDPE, or are you talking
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about all LDPE? Because there's a difference
between the two, and the way they may be | abel ed
m ght be different as well. So that would be the
first question. Are there, in fact--we need to
clarify that there are, in fact, LDPE ampules for
i njectabl es and ophthal mcs, et cetera? |Is that
what we heard earlier? That's nunber one

MS. HOLQUI ST: Yes, and that was one of
our questions, too. Should we treat the pul nonary
products separately than these other products that
are packaged by other routes of admnistration?

DR. COHEN: | guess what |'msaying is,

even if we do clarify what you just brought up, Dr.

Hendel es, we'd still need to address the issue of
the | abeling because there are other forns, if, in
fact, they're LDPE. So that was the first thing |

wanted to nention.

Can | make a suggestion to the Chair that

we go through each of these bullets, perhaps

separately? O do you want us to comrent on all of

themat the sanme tinme?

DR CGRCSS: | think that's a very good
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i dea, Mchael. Do you want to begin with enbossed?

DR MANASSE: Peter, | wonder if | could
just interrupt.

DR GRCSS: VYes, sure. Henri?

DR. MANASSE: | think before we junp to
choosing between evils, | think we have to lift up,
per haps, to the 30,000-foot [evel a mnute and,
that is, if we're going to continue to use these
| owdensity pol yethyl ene containers in the sizes
that we're going to use them if that's a given,
we're going to have to nore carefully understand
and identify both the packagi ng and ingress issues.

I"'ma little bit unconfortable junping to
pi cki ng what we think is the best when we don't
have all the information. | don't think we're
totally educated on all the potential |eaching
i ssues, all the potential chem cal agents that
coul d cause degradation, et cetera, et cetera.

At the same tine, |'d hate to see us junp
to figuring out packagi ng sol utions when at | east
I, for one, have not been presented with all of the

packagi ng options that mght be a possibility.
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We're Iimting ourselves largely to pharnaceutica
packagi ng, and |I'm anmazed in this country how
creative packagi ng can becone. Al you have to do
is look at the cosnetics industry to see sone of
that creativity. [|I'mnot sure that we've exhausted
the di al ogue around creative nechani sns by which
peopl e can read this stuff, that they can handle it
wi t hout an intervening health professional, at
hone, for exanple, and particularly relating to the
elderly. And I'mnot convinced that we know enough
yet about what kind of package designs are utilized
in other industries that m ght be applicable here
that could solve our problemin a much bigger way.

I don't want to be interruptive, Peter,

but it seens to ne that we've got to | ook at those

i ssues.

DR. GRCSS: | think those are very
critical points, Henri. | know fromny point of
view, I'mnot sure | got an answer as to why other

pol yners have not been sel ected as opposed to
pol yet hyl ene, you know, |ike polypropyl ene or

polystyrene. |s there any potential there? Can
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that be | ooked at? |s high-density any better than
| ow-density is another issue. Should the thickness
of the LDPE be nmade greater and that woul d probably
slow the migration? But would it nake a
significant difference over a period of time or
not? So there's just a trenmendous anount that's
not known.

But in the absence of all the know edge
that we need, which is the situation in nost
i nstances that we have to deal with in life, just
read Robert Rubin's book, we still do have to
address the questions posed to us.

Does anybody have any ot her coments
bef ore we address those specific questions? Yes,
Jacki e?

DR. GARDNER: Since we aren't experts on
this and what you're saying is correct, and since
Brian is leaving this commttee and he al ways has
one mantra, and that is, we need data, where are
the data, and he won't be here anynore, so |'|
take that up for him my suggestion would be that

we ask, maybe starting with M chael, of these
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1 options which is probably the npst satisfactory on
2 the face of it given everything we've heard today,
3 recomend t hat naybe starting with that, sone

4  studies be done to address the extent of the

5 i ngress using that method, and has it sol ved that

6 problen? And so to that end, it sounds |ike either
7 the shrink wapping of the ampule, as M chae

8 suggested, or the foil wap, individual unit of use
9 sl eeve, which |I happen to |like because it seens

10 like you could bar code it and al so put

11 instructions and col ors and other kinds of things
12 on it, but pick one, the best that we can cone up
13 with and ask themto study it and then tell us how
14 bad it turns out to be.

15 DR GROSS: Well, we don't even know the
16 toxicity of the chenmicals that are ingressing. W
17 don't even have that information. Certainly a |ot
18 of products that are available commercially have
19 Il ow | evel s of toxin that are considered acceptable.
20 So, | mean, that's another big area where we just
21 don't have the information.

22 Leslie?
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1 DR HENDELES: Did we learn whether this
2 foil wap actually prevents the problemor does it

3 add anything else to the vial, the sol ution?

4 DR SHAH. Well, it depends.
5 DR. HENDELES: Yes, okay.
6 DR SHAH. Again, it goes back to the

7 question of having adequate know edge of the

8 chem cal conponents which you have sel ected for

9 your foil lamnate and, critically, the adhesive

10 | ayer which is used. Mst of the time, the organic
11 sol vents which are used in adhesives, they nigrate
12 fromthe adhesive layer to the LDPE vial. As |ong
13 as the adhesive layer is on the other side of the
14 aluminum foil, they may not have to worry about

15 that. You can use a sort of adhesive |ayer, you

16 can use pressure-sensitive materials which can just
17 fuse together. Then you can avoid using adhesives.
18 Again, that's sol ving one probl em com ng
19 from adhesi ve. However, the other |ayers which are
20 used inside the alumnumfoil, again, the product
21 conposition, chem cal conposition does matter. |If

22 there are snall organic nol ecul es which have a
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vol atile potential, there is a likelihood that it
may mgrate. However, the applicant can do a
one-tinme study and denponstrate that whatever
| eaches into the drug product is not significant
enough to pose a safety issue. |If that is being
done, then that may be a possibility.

But we really don't know, | nean, in that
sense that it will solve the problem of not
| eachi ng 100 percent.

T3A DR GROSS: Gkay. W' ve been talking for

20 minutes, and we have still avoided the question
So anybody have any other conments before we
address the question before us?

[ No response. ]

DR CRCSS: Gkay. At Mchael's
suggestion, if that's okay with everybody, starting
at the top, any comments on enbossing? M chael ?

DR COHEN: | have a few comrents, but,
again, we are tal king about the respiratory use
specifically? That's fine if we are.

DR CRCSS: Well, go ahead and di stingui sh

what you want.
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DR. COHEN:. Well, | think for the
respiratory use, at |east now there's not a great
variety of agents that are packaged in this type of
pl astic, which may have an inpact on ny coments
with injectables, et cetera. | don't know what the
future growth will be.

But with the enbossnent right now, | think
it's pretty clear that we really can't |eave things
the way that they are and that there are sone
changes that we heard from-1 believe it was from
Cardinal Health that possibly could help here. One
of themwas the large type, and | thought that was
a world of difference between that and the old
type.

However, | should point out that we're
tal ki ng about clear containers now, colorless
containers. W' re not tal king about col or
containers, and there's a whole set of problens
with that that | don't even know if we're going to
get into. But | would certainly discourage the use
of color differentiation.

But, at any rate--
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DR CRCSS: Because?

DR. COHEN: Well, again, you know, the
area of growth, confusion with other nedications.
Are you coloring themby class of drug or by
i ndi vidual drug? If it's by individual drug, are
there enough colors? Et cetera, et cetera. But,
at any rate, we can get into that alittle bit
| at er.

But | also want to point out that when you
take these clear containers, what we saw was the
cont ai ner agai nst a dark background. Wen you put
them against the table here or a lighter, white
background, the readability still |eaves sonething
to be desired. Plus, you know, the way that the
phot ogr apher took the picture or sonething may have
i npacted, you know, how we viewed that as well.

But | still think it really does have some
possibility for us there with the large type.

The other concern with that, though, is
that in using that large type, it forced themto
pl ace the strength of the medication on the

opposite side. In reality, | still think there
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1 will be sonme nedication errors where people will
2 | eave these on a counter or in a bin, for exanple,
3 see, you know, |patropiumor whatever the

4 nmedication is, and not pick it up and turn it over

5 So you' |l have sone confusi on between strengths
6 still.
7 So, with those caveats, | think that is

8 one thing that should remain on the list, the

9 enbossnment with |arger characters.

10 DR. CRCSS: Anyone el se want to conment ?
11 Yes, Stephanie?

12 DR CRAWORD: |I'd actually like to

13 address nmy question to the agency. Wat would be
14 the feasibility froma regul atory perspective of
15 i ncreasing the type, know ng that other content

16 would have to be renpved fromthe i medi ate

17 cont ai ner?

18 M. HOLQUI ST: Well, right nowthere is a
19 regul ation for what's allowable for the snall est
20 size label, and it's pretty mininmal. Basically

21 it's the nane of the product, either the

22 proprietary nanme, the established name, the
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manuf acturer, the | ot nunber, and expiration date.
I don't know how rmuch less of that that you can
i nclude because if there is a product problemwth
a specific lot nunber, you' re going to need that
informati on with each nebule. If it's on |like one
of these flanges and it's renpved, that information
is gone, so basically your stock is pretty nuch
wast ed because you' d probably have to throw it out
because it's in doubt whether it's that affected
| ot.

It would be great if nobody put a
proprietary name on there, but we know that's not
goi ng to happen. So, you know, it has to be the
nane of the drug and it has to be the strength
because there are nmultiple products. So | really
don't know how we could elimnate nuch nore than
what's required on there.

DR CGRCSS: Robyn?

M5. SHAPIRO This is probably a stupid
question. Can you different-color the enbossed
figures so that you have enbossnments, or whatever

the noun is, in a different color so there is
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contrast?

DR. SADEGH : [Inaudi ble, off m crophone]
like a stanp, you have an ink layer [inaudible].

MS. SHAPI RO  Right.

DR. CGRCOSS: Brian?

DR STROM | want to cone back to
M chael ' s suggestion, which | think nakes enornous
sense. | think fromthe Iist of things you just
gave us that are now required, there is a very big
di fference between the inportance of the drug nane
and the strength versus the | ot nunber, for
exanple. And to say that they're equival ent,
think froma clinical point of view you don't need
the ot nunmber. And if there's a problem yeah,
you'd like to know the | ot nunber, but chances are
it's going to have been thrown away by then. The
container will have been thrown away regardl ess.

It would be nice to have the | ot nunber on
it, but I would not by any neans consider it
equi valent to the drug nanme. And so the idea of
having the drug nane in big print |ike we saw and

the I ot nunmber on the flange on the bottomin snall

file:////ITiffanie/C/Dummy/0505DSRM.TXT (139 of 297) [5/19/2004 11:51:43 AM]



filex////ITiffanie/C/Dummy/0505DSRM.TXT

1 print and the expiration date on the flange on the
2 bottomin small print--again, | don't think it

3  should be unavail able, but | think the two are

4 dramatically different in their clinica

5 importance. And to differentiate between themin
6 the | abel personally I would think woul d nake a | ot
7 of sense.

8 DR. SULLIVAN: Let me see if | can

9 respond. | think we have to be a little bit

10 careful because there is a specific regulation

11 about m nimumrequirenments in | abeling, and we can
12 presune that a |ot of thought went into that. And
13 the requirenent is regarding drug products that are
14 so small that you have to really mnimze what you
15 put on there. And through the process that

16 regul ati ons were devel oped, it was determn ned that
17 this was the mnimumset. And | think we ought to
18 be careful that in solving this problemwe don't
19 per haps brush asi de what probably was consi dered
20 very carefully.

21 And | would think that in a setting of

22 particularly a drug recall that it would be
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critical to be able to have the | ot nunber there.
And this is just an off-the-cuff remark, but | do
want to respect the process that apparently was
undertaken to make the regulation to think
carefully about what's the m ni mum amount of data
that shoul d be there.

DR. STROM If | can follow up, let ne
just clarify. [I'mnot saying--1'mnot disagreeing
with you. 1'mnot saying that the data shouldn't
be there. What |'msaying is the weighting of the
data and the inportance of the data and the utility
of the data are very different, that the | ot nunber
is inportant when you have a recall, which is
hopeful | y uncommon. The drug name and dose is
important every time you give it, and so the
data--1'mnot saying the data should be elim nated.
I'"msaying there should be a differentiation
bet ween the size and how they're provided. So if
you have a fixed anpbunt of space, use nost of it
for what is nost inportant and you need every day;
and if you can't normally read the | ot nunber

wi t hout a magni fyi ng gl ass, who cares?
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[ I naudi bl e conment of f m crophone. ]

DR. STROM You can't anyway, yes. Yes.

DR SHAH. | think currently we are doing
in a sort of way that the | ot nunber and expiration
date is going to on the bottom fl anges, which is
always tiny, snmall. So | agree with himthat the
i ncrease of the text size does nake a dramatic
difference. So | think there is an opportunity
over there to nmake an inprovenent as far as the

medi cation error i s concerned.

DR. SULLIVAN: Yes, | thought the basis of

that slide was that in order to increase this size,
we'd have to elinminate sone of what's currently
required. And if we were to say we agree with
that, we ought to think very carefully.

DR GRCSS: Leslie?

DR. HENDELES: A conprom se m ght be to
use the first and second bull et where you increase
the print size, |leave on the essential information,
but put one unit in a foil pack. That would sol ve
all of those probl ens.

DR GRCSS: Yes?
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DR. STEMHAGEN. One of the things that's
not on the list is changing the size and shape and
differentiating by size and whether that's even a
possibility, you know, different doses at different
sizes and things. W saw a couple different
shapes, but we didn't really talk about that kind
of change in packagi ng.

DR. GRCSS: Thank you, Annette.

Any ot her comments on enbossing? Arthur?

MR LEVIN. In terns of shape and size--|
mean, it's alittle off enbossing, but are there
any studies that ook at the ability of people to
recognize that in the field? It strikes ne it's an
accident waiting to happen. But | just don't know
if there are studies out there that | ook at these
i ssues of differentiation by side and shape in the
clinical setting. |If people are indeed carrying
dozens of vials in their pocket, you're asking an
awful lot if you expect that to nake a difference
or reducing the possibility they may pick the w ong
dose or the wong drug.

DR CGRCSS: | guess part of that question
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is: Does the FDA--can the FDA sponsor research
studies to deal with some of these questions?

DR SHAH. 1'll just say one nore thing
regardi ng the shape--

DR. CGRCSS: No answer to that question?

DR SHAH. No. | think we can take it to
the agency, but | think it's a policy issue, and
think they will have to consider that.

DR CRCSS: (kay.

PARTI Cl PANT: [l naudi bl e comment of f
m cr ophone] --once you do that, [inaudible] sane
product, and then you have to standardize it across
the board. One nmanufacturer nakes it this shape,
anot her makes a different shape, [inaudible].

DR. SHAH. | was just nmking the sane
point, that, you know, if you are just going to
rely on the shape, oh, this particular shape is
associated with this drug product and sonebody
deci des to nake for sone other drug product a
simlar shape, then we are still going to have a
simlar probl em

DR. GRGCSS: Bri an?
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DR. STROM Just involved with the shape
thing, | think it's probably--1"d be interested in
M chael 's answer, but ny reaction is it's simlar
probably to the color issues, which | think is what
M chael is suggesting. To the degree you give
peopl e an alternative cue, they'll use that cue
i nstead of the nane, and you're nore likely to have
errors, therefore, because people are using that
cue instead of the nane. | would rather people
have to use the nane but it be legible. They're
less likely to make errors, | think. But, again,
you know, |I'd Iike to see data.

DR, STEMHAGEN: | was thinking that we're
trying to squeeze a lot of information on a snal
thing. If it were bigger, you'd have a little bit
nmore space to make the print larger. That's where
the size issue was--

DR GROSS: Let ne see if | can sunmarize
the sense of the group on the enbossed issue: |If
enbossing is to be continued, it should be done
where the drug nane and dose is nuch larger print,

and yet we still have to consider what to do about
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expiration date and | ot nunber, although that could
be smaller. |Is that sort of the sense of the
group?

PARTI Cl PANT:  Yes.

DR. CGROSS: Okay. Let's go to number two,
unit package overwap. Anyone want to comment on
that? Yes, Jackie?

DR GARDNER: As nentioned earlier,
favor this one in conjunction with the forner so
that the enbossed product that's inside would al so
have the larger, nore legible features that were
mentioned in bullet nunber one, and this would give
us the opportunity for a good deal nore in the way
of information, identification, and bar coding.

DR GROSS: Henri?

DR. MANASSE: | would urge us or urge the
agency and the manufacturing industry to explore a
mechani sm wher eby that outer overw ap cannot be
separated until actual use of the drug fromthe
original vial. So when you rip off the outer wrap,
that then opens the package for use.

DR CRCSS: So your comment addresses the
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i ssue brought up by nmany of the respiratory
therapists that they' |l take it out of the wap and
put all of themin a junble in their pocket, and
then the wap is sort of useless for
i dentification.

DR. MANASSE: Exactly.

DR GRCSS: | don't know if that's--I
guess anything's nechanically possible to attach
t he two.

Any ot her coments on the wap? M chael?

DR. COHEN: Just | absolutely agree with
what Henri was sayi ng about, you know, having a
foil wap but being able to tear it at the sane
time as you open the container.

And just to point out that | have
absol utely no doubt that people will renpbve--unless
we do that, people will renove themfromthe
overwrap. W' ve seen that with, you know, nurses
admi ni stering drugs that are packaged in cartons,
for exanple, and sent as unit doses or some other
type of outer wrap.

DR CRCSS: kay. So the sense of the
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group is that the unit package overwap is a
reasonabl e idea, but we still have to deal with the
i ssue of it being discarded well before the drug is
adm nistered. |Is that fair enough? Well, the new
data currmudgeon's comrents, Jacki e, about having
nore data, we all agree wth.

[ Laught er.]

DR. CGRCSS: Gkay. The next is the

printed, elongated bottomtabs. | know the one
saw that | liked with the refresh [abel. The bl ack
witing, although small, was pretty clear, even for

these eyes. Any other comments? Can you see it,
Art hur?

[ Laught er.]

DR CGRCSS: Okay. Any other comments?

DR STROM Is there a concern about
| eaching in that setting?

DR CGRCSS: Dr. Shah, could you answer
that? |f you put a printed |abel on the tab
attached to the main vial, | guess it's
theoretically possible that some of that print

could eventually leach in, but it's less likely.
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DR SHAH. Again, if that is in an
overwrap pouch and then it is a closed environnent
and if there are volatile solvents into the glue
whi ch has been used, then, yes, that is a
possibility. That will be exactly the sane thing.
Instead of the close contact, it is alittle bit
away, but it still will have that possibility.

DR. CGRCSS: Gkay. Any other comments on
the el ongated tabs? Do people like thenf

DR. STROM Let ne suggest, maybe this is
a sunmary, | think, of the sense that they | ook
attractive, but if they raise the same concern
about | eaching, they're no advantage. So what's
needed before a decision is nade is a simlar study
to the kind that you did with the marketed products
to find out if, in fact, there's |eaching, given
what we're hearing is it's just theoretical

DR CGRCSS: Right. Mre data.

DR. CRAWORD: Dr. G 0ss?

DR. CGRCSS: Yes, Stephanie?

DR CRAWORD: Could | just add that

think and the sentinment of the conmittee right now
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is that we're not nmaking a reconmendation for this
because we don't have evidence that it won't cause
nore problens than it solves for this particul ar
one.

DR. CGRCSS: So we need sone data before a
sense can be fornmed, and that, you know, probably
applies to al nost everything that we're going to
conmment on.

Okay. Paper | abels, not glued to the tab
but glued to the actual vial where the nmedication
is. Any comments on that?

DR HENDELES: 1Isn't there a problemwth
t hat ?

DR. GRCSS: OCh, well, this is what we're
supposed to say, yes. Right. So Leslie's vote
is--

[ Laught er.]

DR GROSS: Leslie's vote is, hello,
there's a probl em

[ Laught er.]

DR CRCSS: Gkay, M chael ?

DR. COHEN: Cbviously there's a concern
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about the safety at this point. | should point
out, though, that whether we put | abels on it or
not, | think in some cases with unit-dose drug
distribution, the pharnacy is going to put |abels
on themof their owmn. So that's going to probably
seep in if we don't do sonething to change it
ot herwi se.

DR. CGRCSS: kay. So the--yes, Henri?

DR. MANASSE: M chael raises a really
i mportant point which hasn't been part of the
di al ogue today. As manufacturers decrease the
production of unit-dose packaged drugs, it forces
hospitals into being in the packagi ng busi ness.
And nmost hospital s are not experts in packagi ng,
and, consequently, this issue of the |eaching and
the paper |abel attachnment is probably a warning
that has to go out to hospitals who do engage in
t he packagi ng busi ness, because we've now
i ntroduced a packagi hg phenonenon that's not well
under st ood.

DR GROSS: Leslie?

DR HENDELES: By extension, then,
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pharmaci sts in the community who conpound nebul i zer
solutions need to have that sane warning. It
shouldn't be just in the hospital because that's a
whol e other problemthat's outside the control of
the FDA. But, still, if there's a potentia
problemw th conmercial products, it's equally a
probl em wi t h conpounded nebul i zer sol uti ons.

DR. CGRCSS:  Yes, Arthur?

MR LEVIN. | want to follow up because |
al ways thought we were hardly using unit-of-use
packagi ng from manufacturers as a source conpared
to everywhere--it's one of these things, Anerica
versus everywhere else in the world where
unit-of-use packaging is the standard. And you're
saying it's getting--actually, there's |less
uni t - of -use packagi ng being delivered by--which is
really troubling. You know, if that's the trend,
then | ooking at solutions that are dependent on
manufacturers to do the right thing is crazy,
because then we need to really be | ooking at where
they get--at the repackaging problem So, | nean,

I think that's another piece of data that we need

file:////ITiffanie/C/Dummy/0505DSRM.TXT (152 of 297) [5/19/2004 11:51:43 AM]

152



filex////ITiffanie/C/Dummy/0505DSRM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

to have, that if we're | ooking to have

manuf acturers use unit-of-use packagi ng as part of
the solution or nmost of the solution to the

probl ems we're discussing, and indeed they're doing
|l ess and |l ess of that and there's repackagi ng at
the community pharmacy |evel, the mail-order
pharmacy | evel, or at the hospital or other

di spensing level, then all of this is besides the
point. So we need to know nore about that.

DR GROSS: M chael, another comment?

DR. COHEN: The termunit of use is
different than unit dose. W were speaki ng about
unit dose, neaning the individual dose for that
patient. Unit of use would be package that
contains perhaps a supply of nedications just for
that patient.

DR. CGROSS: kay. So the sense of the
group with paper | abels seens to be it's | ess than
ideal and it's probably sonething that should be
avoi ded. But, once again, there is no data to show
the human toxicity fromthe observed | eaching of

conmpounds, and that woul d just nmeke, you know, life
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easier if it was at all possible to get that, which
it may not be.

Ink without |abel is probably even worse
than paper labels, but, Curt, did you want to say
somet hi ng?

DR FURBERG | just want to say that for
the paper labels, is it possible to have a warning
box |i ke we have for drugs, warn agai nst using
paper | abels directed at the pharnacists.

DR CROSS: CGene?

DR. SULLIVAN: You're saying that if
manuf act urers proceeded--or continued to use
enbossed or debossed and t he pharnaci st chose--they
thought it was best to take their own | abel and
stick it on?

DR FURBERG Yes, that's correct.
mean, have you ever addressed that, warnings
directed at the mddl eman, the pharnacist, rather
than at the health care provider and the patient,
warn t hem agai nst doing things to the vial?

DR SULLIVAN. Right. | think--

DR FURBERG Any | abel, doing whatever
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renovi ng the overwap, et cetera.

DR. SULLIVAN: You're right. It seens
unwi se for people who are not expert to be using
materials that are not well characterized and
applying themdirectly to a permeabl e cont ai ner
closure system and certainly that is sonething
that--a practice that shouldn't be undertaken. |
think that we're today trying to tal k about what to
ask the manufacturers to do in regards to what they
can do to inprove the legibility so that perhaps
pharmaci sts won't feel conpelled to do what maybe
they are doing.

DR SHAH. Can | add to that? Especially
on the labeling, there is clearly a warning that
says open just prior to use, so they are not
supposed to renove it fromthe container

DR. FURBERG  You can add to that.

DR SHAH. Yes, we can add it, but this is
just the practice and that's what happens, | guess.
And | guess at that point | don't think the agency
has a control over that, and | think that's another

way to educate the people and then get the nessage
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around, | would think.

DR. SULLIVAN: It's been our informa
assunption that if they were individually wapped,
it would greatly decrease the likelihood of
respiratory therapists, you know, going in the
nmor ni ng and unw appi ng 20 and then putting themin
their pocket to care for patients through the day.

I think that's probably less likely, and we could
get sone input fromthe speaker fromthe
Respiratory Care Association. Intuitively, it
seens |less likely that would occur. | think you
can't, just as you can't--you know, patients at
home may take out five pills fromtheir bottle and
they're divorced fromthe |abeling, that could
happen. [It's been our assunption that it would be
much less likely if there was just one vial per
pouch.

DR, FURBERG But you could still use the
overw ap to have a warning.

DR. GRCSS: Karen?

MS. STEWART: [l naudi ble, off mcrophone.]

I think if it--the problem cones when they package
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mul tiple [inaudible].

DR. CGRCSS: This is another favorable push
for a unit package overw ap.

I's there anyone who would like to speak in
favor of ink without |abel directly on the LDPE
vial? M chael ?

DR. COHEN: | don't want to speak in favor
of it, but one of the exanples that was shown was
an injectable with the ink enbossed--or printed
right on the | abel. That was the Naropin
injection. And |I'm wondering, you know, if there's
a concern with patients with respiratory di sorders,
is there a concern with systenic use of a drug |ike
that? Do we know anything about that, as a matter
of fact?

DR SULLIVAN. So the questionis: |Is
there a difference in our concern regarding the
| evel of contaminants? | think froma
pul nonol ogi st's perspective there is, that
particul arly because of the nature of the patients
we treat, who can be very sensitive--you know, |

touched on it my talk. W haven't spoken too much
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nmore about it, but patients that actually devel op
specific imunity. So they're allergic to things,
and atopic patients, asthmatics, are nore likely to
devel op specific imunity, and probably
physi ol ogi cal ly, humans are nore likely to devel op
specific imunity when drugs are adninistered by
the inhalation route than by other routes, |ike
oral or even IV. So | understand your point about
separating these drugs. The issue of there being
mul tiple routes of administration is inportant
because you m x up between the routes.

The specific concern about the chenica
impurities to me is particularly inportant for
i nhal ati on drugs.

DR COHEN: | guess it leads nme to ask the
question then: WIIl you allow-I nean, we have
al ready several injectable products in this type of
plastic. There will be saline and heparin and, you
know, various products like that. And I'm
wondering, | guess, if you would allow then the use
of ink on these containers, because that woul d

solve our problemif there's no concern at FDA for
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the ink and the volatiles fromthe ink. Wth
system c use

DR GRCSS:  Yes, Brian?

DR. STROM Speaking not as a
pul nonol ogi st but a general internist, | worry
about IV injection of contam nants nore than
pul ronary. | mean, yes, it nay be |less sensitizing
per haps than the lungs, but, still, IV injection of
contaminants | would think would be at |east as
wWor se.

DR. SULLIVAN: Wwell, | nean, of course,
all the products are carefully controlled, and
don't have the expertise--nmaybe Dr. Shah
does--about the particular controls that are put on
oral products or 1V products. But we very closely
control inhalation products because of the issues
of irritants and because of the issues of
sensitization. And which is a greater risk | guess
I won't firmy state, so--

DR. CGRCSS: The sense of the group seemns
to be, in the absence of human data of actual risk,

our reconmendati on would be to avoid the ink
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wi thout |abel directly on the vial containing the
medi cation. |Is that fair? Anybody disagree with
t hat ?

DR COHEN: | have a--

DR. CGRCSS: M chael disagrees.

DR COHEN: These types of packages are
used widely in other countries for parentera
medi cations, and | don't know that there's been
anyt hing ever reported, you know, as an adverse
effect specifically tied to the inks. | don't
know. But, you know, | express the sane concern
that Dr. Stromhas. |If there's any evidence at al
that there's | eaching of the ink through the
pl astic, through the seni perneabl e menbrane, that
woul d be a concern systemcally. | just didn't
know.

DR GRCSS: Leslie?

DR. HENDELES: There's actually precedent

with sulfites and tartrazine, other substances in
medi cations that cause reactions in sel ected
patients. So | think if there's any way of

avoi ding putting sonething in that you don't know
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to be safe, you should avoid it because there are
exanpl es of other contam nants causing the reaction
than the drug.

DR CRCSS: The question is for the
specific ones, do we know themto be unsafe? Yes,
Bri an?

DR. STROM | guess ny sense in a
data-free world that we're operating in here is to
share the concern that you expressed, Peter, of a
consensus of let's not use it here because of the
risk of contam nants. But | would take that
further in two ways. One is | would extend that
for intravenous use; and, second, | would call for
data. It would be nice to know if any of these
things mattered, not just in terns of measuring
contami nants but even in aninmal studies, if we
can't identify it.

I would think in the respiratory situation
woul d be one of the hardest places to get data on
the clinical inportance of them But perhaps in an
i ntravenous setting, it mght be nore possible to

get sone data in terns of different products of the
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sanme drug, for exanple, that have ink on the | abe
versus don't have ink on the |label and is there a
difference in subsequent allergic reactions to

t hem

DR. CGROSS: Gkay. The next one is tactile
recognition, use of textures on the LDPE vials.
Anyone want to conmment on that? And nmaybe could
someone fromthe FDA el aborate on what you nean by
textures. Do you nean snooth versus rough? O do
you nmean feeling the letters? Wat's nmeant by
that ?

MB. HOLQUI ST: A conbi nation of any of
those things, by using the type of letters that you
can feel, by the different shapes, or should we
make the vial feel fromfor different products? W
just threwit out there as another suggestion

DR. CGRCSS: Jacki e?

DR. GARDNER: It seens that the point that
was brought up about standardization with various
manuf acturers applies here as well and should be
consi der ed.

DR CGROSS: Good point.
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M chael ?

DR. COHEN: Again, I'll join the data
canp. | don't think we know rmuch about the tactile
cues. | nmean, froma human factor standpoint it

certainly makes sense, but using them on actua
drug products, | don't know of any history with
ot her products where that's been successful

Per haps the shape of the container as a
tactile cue, the octagonal shape, the hexagona
shape, et cetera, square. W used to do that with
insulin vials, for exanple. That m ght have been
effective. But if that's the case, | don't think
you have enough different shapes that could be
used, and it al so puts burdens on the nanufacturers
and el evates the cost when you have these different

shapes.

DR. CGROSS: Again, a suggestion to the FDA

froma research point of view Wen we had that

conference--1 guess it's alnpst a year ago now--on
| ook-ali ke, sound-alike drugs and soneone spoke on
human factor engineering, it mght be interesting

to get some input fromthat kind of person and have
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them test sone of these issues.

Bri an?

DR STROM | would also echo ny comment
before, like with color. Anything that takes
peopl e--there aren't enough options in textures in
order to replace the use of nanes. And anyt hing
that renoves people's attention fromthe drug name
I think might be nore likely to cause problens than
| ess, though, again, that's supposition without
data to prove that.

DR. CGROSS: That brings up an issue that
the Joint Conmi ssion has dealt with on using two
patient identifiers. Should there--you're
suggesting you'll confuse people, and, you know,
does that rule apply at all to drug use that there
be two kinds of identifiers, or at |east not
anot her identifier that m ght confuse thenf

DR. STROM | guess ny--1 think the
di fference versus the Joint Conmi ssion situation,
the Joint Comm ssion is asking for two unique
identifiers for the patient. What we're talking

about here woul d be one unique identifier, which is
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the nane, and another unique identifier, the
texture or the color--which isn't unique. There
aren't enough uni que options in order to nmake it
unique. If it really was possible to have--you
know, how many products are we tal ki ng about here,
30, 40? There aren't that many textures. And if
it were really possible to have enough uni que
col ors or unique textures, you mght think about
that, though | would still think then training
peopl e to renenber which texture corresponds to
whi ch nane woul d be hard as well

So it's different than the Joint
Conmi ssion situation where you're tal ki ng about a
patient's nane, which is unique to that patient,
and both identifiers have that sane nane. The
equi val ent here woul d be having the drug nane both
enbossed and al so on the overwap. And we are
suggesting that that nmakes sense here.

DR. CGRCSS: So the sense of the group
seens to be that tactile recognition is not
recommended and nmay confuse. Does anybody disagree

with that?
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[ No response. ]

DR. CGROSS: kay. The next itemis shrink
wap | abels as an exanple that was circul ated
around, and not attached to the LDPE vial itself
but to a tab or an appendage attached to the vial
Is that what the FDA neans by that? Anybody have
any coments? M chael ?

DR. COHEN: This would be ny nunber one
preference, as | nentioned before, because it gives
you so rmuch flexibility. You can easily see the
bl ack type on a white background. You can put bar
codes on it, et cetera. But, you know, | have a
concern if FDA has a concern about the volatility
of those inks, except, you know, 1'd love to see
the studies that you were tal ki ng about because it
just seens to ne that this is not an ink that is in
direct contact with the LDPE plastic. It's on the
overwrap itself. | understand that it still m ght
be volatile within that micro environnment, et
cetera, but it mght be at a level that's not even
close to, you know, causing a problem | just

don't know. But |I'd love to see the studies.
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MR LEVIN: Just a point of information.

I woul d guess that there are inks and there are
inks. Are there vegetable dye inks? Are there
different kinds of inks that may increase or |essen
the potential toxicity?

DR SHAH. Yes, as | nentioned in ny
presentation, there are water-based inks and there
are organic solvent-based inks. So if you have
carefully selected ink formulations in which you do
not have volatile conponents, then there is pretty
much not any |ikelihood of any volatile to be
present in the ink formulation that nmay migrate to
the vial. So that is a possibility. People can
thi nk about that.

MR LEVIN. Is that sonething that the
agency could stipulate, that inks used--1 nean, for
exanple, if this was the nodel and then further
stipulate that inks used woul d have to not--you
know, would not contain volatile substances to
mnimze risk? It's a question

DR SHAH. | don't know. | will have to

ask our, you know, upper office and then find out
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about that. |'mnot sure about that.

DR. CGRCSS: Any other comrents? Yes,
Brian?

DR. STROM | just want to echo the
comrent that in many ways this is attractive. It
just would be nice to see before that the kind of
studi es of contami nants that we saw before
deciding. So | guess ny recomendati on would be a
conditional, this is preferable after those studies
are done. Wthout those studi es being done, we
don't know that this is any better than the current
approach in terns of |eakage

DR CRCSS: And that's part of one of the
requests, that whatever we recommend doesn't create
additional problens. So we do need that data.

kay. So what Brian said | think suns up
what the group thinks. Fair enough? Ckay.

The last is glass anpul es, and perhaps
someone could coment fromthe FDA or M chael or
anyone, why did we nove away from glass ampules in
the first place to plastic? Ws it accident prone

or what ?
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DR COHEN: I'msorry. | raised ny hand
too--1 don't know why we noved away fromit, but
I'"d hate to be a respiratory therapist if | had to
crack open all those gl ass anpul es.

DR. GRCSS: Right. So it's an accident
i ssue.

M. HOLQUIST: Also, | think it lends to
errors, as you saw by Marci's slide with the
acetyl cysteine where it cones in an IV route and a
respiratory route, and so it was confused because
it looked Iike an IV product.

DR CGRCSS: Okay. Any other comments on
gl ass? Brian?

DR. STROM In followup to that coment,
shoul d we think about a recomendati on that the
pl astic--especially if the plastic is being wdely
used now in respiratory and it's not being wdely
used el sewhere but beginning to, that, in fact,
that distinction--we're tal king about tactile and
what ever--be kept clean, i.e., that the plastic be
used for respiratory and for parenteral use it be

gl ass?
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M5. HOLQUIST: | think it's a good
recomendati on, but, again, it's something we have
to bring back to the agency and provide to all the
other review divisions that are involved. It's not

just the pul monary division

DR CRCSS: Okay. | guess you're all
getting hungry. 1'mnot sure if lunch is here, but
we' || probably break pretty soon

Annette, did you have a coment, or
anybody?

[ No response. ]

DR CRCSS: Okay. So the sense then is
the last conment that Brian nmade, if glass is used
at all, there probably should be a distinction that
pl astic be used as pul nonary inhal ati on nedi cation
and gl ass be used for other uses, such as
intravenous use. Is that fair?

[ No response. ]

DR CRCSS: Gkay. Wy don't we take a
break and we'll address 1b, 2, and 3 afterwards.
We have an hour for lunch

[ Luncheon recess.]
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AFTERNOON SESSI ON

171

[12:50 p. m]

DR CRCSS: Gkay. We will begin where we

left off, and that is Item 1b. The question was:
Pl ease identify creative solutions or alternative
packagi ng designs that inprove legibility and
address the problem of ingress of chemi cal
contami nants, and at the same tinme, do not create
new pr obl ens.

Woul d anyone |like to comment? Leslie?

DR. HENDELES: How about tying a ribbon
around the end of the plastic vial, and on that
ri bbon you can inprint "Al buterol, 0.083 percent."

DR. CGRCSS: | don't know whether to say
thank you or less levity.

[ Laught er.]

DR HENDELES: Yell ow ri bbon.

DR CGRCSS: Gkay. So you're tying a

yel | ow ri bbon around the nedicati on.

DR. HENDELES: Yellow for Ipatropium red

for Al buterol.

DR GROSS: Al right. That's a creative-
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DR. HENDELES: Red and yellow for the
Duovent .

DR CRCSS: Okay. Are there any other
creative suggestions? Jackie?

DR. GARDNER:  You know, there are
t housands, and | have infornation that the
manuf acturers are actually working on sone of them
And so | think rather than trying to cone up with
good i deas, however good that was, Les, maybe what
we should do is encourage the people who have the
most to gain fromthis to bring forward creative
solutions that put all these objectives into play
and give us sone things to choose from-naybe not
today but when they're ready--because they wll
have tested them as wel |

DR CRCSS: Like we saw this norning,

okay.

Henri ?

DR MANASSE: | think as we consider new
options and new directions in this area, | would

hope that the industry and the FDA would very

carefully consi der synbol ogies that are
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electronically readable for patient verification
I think the systemis noving in that direction
There are avail abl e technol ogi es for that
verification, and particularly patient-1|eve
verification. Adding these technol ogies is going
to be inportant. | know what the issues are in
ternms of the bar code and the size of the bar code,
but there are other synbol ogi es that can be
applied, like dot matrix technol ogies, et cetera,
that wouldn't take the kind of space. But as we
get creative in this packaging, | think we should
be real sensitive and help notivate and nove the
verification nechani sns al ong.

DR. CGROSS: Any other comrents? Yes, Art?

MR LEVIN: Just to reiterate the
i mportance of also |ooking at the conmunity
phar macy, anbul atory popul ation, including the
el derly, that use these products where the
solutions may have to be different, frankly, than
they are in the inpatient clinical setting. And
renenber that that's probably an increasing

popul ati on of use, and that we need probably to
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| ook at the research that's going on now in health
literacy and cultural conpetency, et cetera, et
cetera--in other words, a very broad view of what
we need to know and sort of think out of the box on
how to make this happen.

DR GRCSS: | think that's a very good
point. Just like they say children are not little
adults, the elderly are not young adults, and we
have different considerations for all those groups.

I'"'m amazed--oh, thank you, Brian, for
com ng up with sonething.

[ Laughter.]

DR. STROM | just wanted to return to
Leslie's comrents about the relative benefit and
safety of these products as a class versus the MIs
and whet her there should, in fact, be at |east
| abel i ng corments or instructions that night
provi de sone of the alternative data or in sone way
begin to push the field toward using the safer
al ternatives instead.

DR CGRCSS: Okay. There being no nore

comments for Item1b, we'll nove to nunber 2.
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1 Pl ease consi der which stakehol der groups--we've
2 di scussed sone of this already, but we should

3 enphasi ze it now-be they manufacturers,

4 practitioners, consuners, or others, can best

5 advi se the FDA about possi bl e new packagi ng

6 configurations that may resolve the issues we've
7  discussed.

8 Jacki e al ready suggested we shoul d

9 encourage the manufacturers thenselves to do this.
10  And consumers

11 Yes, Henri?

12 DR. MANASSE: Peter, | again want to

13 reiterate | think we ought to bring in the cosnetic

14 i ndustry packagi ng people. They have done sone
15 incredi bly innovative things in packaging.
16 I think another sector that has a | ot of

17 experience in packagi ng has been the Departnent of
18 Def ense as we | ook at pouchi ng food, for exanple,
19 and sustaining it and everything else. So | think
20 our colleagues in the mlitary may be hel pful here
21  as well.

22 DR. CGRCSS: | heard soneone say space,
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i nvol ve NASA

DR. MANASSE: NASA

DR CRCSS: Okay. Leslie?

DR. HENDELES: 1In regards to the
consuners, there are two | ay organizations of
people interested in asthma. One is Mdthers of
Asthmatics, and the other one slips nmy mind. But
there are two organi zations, and getting their
i nput mght be worthwhile. | can e-mail you the
name of that second organization.

DR GROSS: Fine. Mchael ?

DR COHEN: | just want to say whatever
anyone comes up with, | really think it will be a
great idea to involve organized respiratory
t herapy, organi zed pharmacy, and probably--1 don't
know i f FDA can do this, simlar to what they do
with the drug nanes, as we heard at the | ast DSaRM
Conmittee neeting, the idea of failure node and
effects anal ysis for any of these packagi ng changes
that are nade to nake sure that--or minimze the
chance that there might be a

medi cation-error-related problemw th them
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DR. CRCSS: Yes, a rigorous FMEA approach

coul d be very hel pful

Yes, Curt?
DR FURBERG | just wonder whether this
is a unique problemin the U S If it's not, let's

check and see what other countries are doing, other
regul atory agenci es, other countries.

DR. CGRCSS: Gkay. Good point.

Bri an?

DR. STROM One of the things we tal ked a
| ot about this norning is the need for additiona
data here. Sone of it clearly needs to be
generated by the nmanufacturer, but |I wonder if
there nmight be funding agenci es--ARC, for
exanpl e--nore applied perhaps to CERTs. Perhaps
there's people in the CERTs who night be interested
in studyi ng some of these issues.

DR GROSS: Good idea

M chael ?

DR. COHEN: Just think a little bit nore
about that. It isn't even just these products.

It's other medication-error-related problens with
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| abel i ng, packagi ng, you know, where is col or
appropriate, all that kind of stuff. It would just
be so hel pful beyond this if we could get the right
research done. It just doesn't seemlike things
have been noving in that direction for whatever
reason.

DR CGROSS: Curt?

DR. FURBERG One way of getting research
is to set up a neeting and invite people to cone
and present, and maybe it's tine now to have a
two- day wor kshop on these packagi ng i ssues and
invite industry representatives, scientists, and
others. It's one way of advanci ng know edge.

DR GROSS: Li ke was done for | ook-alike,
sound-al i ke nanes a year ago.

Bri an?

DR. STROM Followi ng up on Mke's idea of
broadeni ng the question, if the question were broad
enough, you night be able to get the right group at
NIlH to be interested, focusing not so rmuch on the
specifics of the drug and the drug | abel because

they're not going to care about that in the drug
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| abel i ng, but issues of patient perception
and--wel |, safety is really an ARC issue. NH
isn't interested in patient safety. But it's--but
NI H woul d be nore interested in sort of
under st andi ng pati ent perceptions and, you know,
what is it that--you know, issues of color and
tactile and sort of, you know, nore broader,
definitive, and maybe the National Institute of
Ment al Heal th, maybe issues--naybe the NHLBI given
the inportance of this for respiratory, but NHLB
probably woul d care | ess about that kind of thing.
But NIMH or the National Institute of Nursing
Research might be another that might be interested.
Anot her m ght be NIA actually, the Nationa
Institute of Aging, which has a pharnacol ogy
program and the issues here in terns of the elderly
being able to read | abels correctly and perceive
drugs correctly would be a big one. So in terns of
| ooking at sort of who could potentially fund this,
fund the necessary collection of data in a way that
FDA can't, the NIA m ght be a | ogical one.

DR GROSS:  Any other conments?
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[ No response. ]

DR. CGRCSS: Well, that was very creative
Thank you. That was very hel pful

The | ast question, nunber 3, is: Gven
what you have heard today, please describe an
appropriate course of action to address the
probl ems of ingress and nedication errors due to
legibility and simlar packagi ng issues.

Henri ?

DR MANASSE: Peter, |1'd like to focus on
the ingress issue. | guess |I'minpressed by how
little we know about ingress in these kinds of
pl astics, the kind of chenmicals that are creating
the problem the inpacts that the ingress has on
active ingredients. And it seens to ne that FDA
ought to be stimulating knowi ng nore about this and
then fromthat making a determi nation as to whether
or not the appropriate statutory and regul atory
things are in place to be able to pursue requests
about these issues, particularly the toxicities,
through the application processes and the naster

file, et cetera.
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DR CRCSS: Leslie?

DR. HENDELES: | reconmend that the agency
just revise that draft guidance to take into
account sone of the issues that we di scussed under
la. | nmean, | think that would be the appropriate
direction.

DR CRCSS: kay. Art?

MR. LEVIN: As we encourage manufacturers
to be innovative in finding solutions, I'mworried
about the issue of standardi zati on because | think
when everybody's | ooking at error prevention,
standardi zation is certainly one of the big fix
items. So |I'mjust raising the question of how do
we bal ance the tension between innovative sol utions
and creating industry standards so that we don't
have ten different ways that people are doing
thi ngs, causing even nore confusion than we have
now. And | think it speaks to Henri's point about
how t he agency perceives its authority to require
standards. Once finding the gold standard, then
what does the agency do with that, and does it need

additional authority, for exanple, to require that
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1 that be the gold standard for all of these products
2 whi ch have basically been out there on the market?
3 They' re not going to be new drug applications. But
4 could they go back and say, In the future over a

5 period of tine we expect you to convert to this

6 gol d standard of packagi ng?

7 DR CGRCSS: Any other conments?

8 [ No response. ]

9 DR CRCSS: Okay. Well, | want to thank
10 the presenters as well as the Advisory Comittee
11 menbers for this thoughtful exchange of
12 information. And at this particular point, we are
13 going to adjourn for a bit because the Lotronex
14 part of the agenda was schedul ed to begi n about 3
15 o'clock. | think we'll be able to begin at 2:30.
16 Is that it? 2:20. Ckay.
17 If there's any change in that, we'll get
18 the word around because everybody's staying pretty
19 close. Okay. Thank you
20 [ Recess. ]

X DR GROSS: Good afternoon. | think we'll

21

22 call the neeting to order. 1'd |like to begin by
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rei ntroduci ng the people who are sitting around the
tabl e because we have a new group as part of the
open public hearing. So if we can begin--oh, there
he is. Next to Brian is?

DR. KRIST: M nane is Alex Krist. |I'm
with Virginia Compnweal th University. 1'ma
menber of the Gastrointestinal Drugs Advisory
Conmittee, and I'ma fam |y physician.

DR GROCSS: Brian?

DR. STROM Brian Strom University of
Pennsyl vani a.

DR MANASSE: |'m Henri Manasse. |'mthe
executive vice president and chief executive
of ficer of the American Society of Health-System
Phar maci st s.

MS. SHAPI RO Robyn Shapiro, Director
Center for the Study of Bioethics, Medical College

of W sconsi n.

DR STEMHAGEN:. |'m Annette Stenhagen from

Covance, a contract research organi zation, and |I'm
the industry representative to this committee.

DR. GARDNER: Jacquel i ne Gardner,
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Uni versity of Washi ngton, Departnent of Pharnacy.

MR LEVIN: Art Levin, Center for Medical
Consuners, and | amthe consumer nenber of this
comittee.

DR. FURBERG  Curt Furberg, professor of
public health sciences at Wake Forest University.

DR GROSS: Peter Gross. |'m Chair of
Medi ci ne at Hackensack University Medical Center
and New Jersey Medical School, and |I'm Chair of
this Advisory Conmittee.

M5. JAIN. Shalini Jain, Executive
Secretary, Drug Safety and R sk Managenent Advi sory
Conmi t t ee.

DR. CRAWCORD: Stephanie Crawford,
University of Illinois at Chicago, College of
Phar macy.

DR. SELI GVAN:  Paul Seligman, Director,
O fice of Pharmacoepi dem ol ogy and Stati stical
Sci ence, Center for Drugs at the FDA

DR. BEITZ: Julie Beitz, the Deputy
Director in the Ofice of Drug Evaluation 11l in

CDER.
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1 DR JUSTICE: Robert Justice, Director of
2 Di vi sion of Gastrointestinal and Coagul ati on Drug
3 Products at FDA
4 DR TRENTACOSTI: Ann Marie Trentacosti
5 Medi cal Oficer, Division of Gastrointestinal and
6 Coagul ati on Drug Products at the FDA.
7 DR AVI GAN: Mark Avigan, Director of the
8 Di vision of Drug Ri sk Evaluation in the Ofice of
9 Drug Safety.
10 DR GROSS: Gkay. Shalini Jain will read
11 the conflict of interest statement.

X MS. JAIN. The follow ng announcenent

12

13 addresses the issue of conflict of interest with

14 regard to this neeting and is nade a part of the

15 record to preclude even the appearance of such at
16 this neeting. Based on the submitted agenda for

17 the meeting and all financial interests reported by
18 the conmittee participants, it has been detern ned
19 that all interests in firnms regulated by the Center
20 for Drug Eval uation and Research present no

21 potential for an appearance of conflict at this

22 meeting with the foll owi ng exceptions:
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In accordance with 18 U.S.C. 208(b)(3),
Dr. Brian Strom has been granted a waiver for
consulting with two conpetitors on unrel ated
matters. He receives |ess than $10, 001 per year
fromone firmand between $10, 001 and $50, 000 per
year fromthe other.

Dr. Maria Sjogren has been granted a
wai ver under 208(b) (1) for consulting with the
sponsor on unrel ated matters. She receives |ess
t han $10, 001 per year.

A copy of the waiver statenents may be

obtai ned by submtting a witten request to the

agency's Freedom of Information Ofice, Room 12A-30

of the Parklawn Buil di ng.

We would also like to note that Dr.
Annette Stenhagen has been invited to participate
as an industry representative, acting on behal f of
regul ated industry. Dr. Stenhagen is enployed by

Covance Periapproval Services, |ncorporated.

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

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvenment with
any firm whose products they may w sh to conment
upon.

Thank you.

DR GROSS: Dr. Paul Seligman will give an
introduction to the Lotronex issue.

X DR SELI GVMAN: Good afternoon

pl easure to introduce the second topic for today's
meeting. This afternoon we'll be hearing an update
on the Lotronex Ri sk Managenment Program On Apri
23, 2002, the Gastrointestinal Drugs Advisory
Conmittee and this commttee nmet and reconmended
rei ntroduction of Lotronex tablets to the market
with certain restrictions, such as having patient
and physician registries and physici an
certification training for prescribing.

On June 7, 2002, FDA approved the
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restricted marketing of Lotronex with a risk
managenment programthat was nutually agreed upon by
the Lotronex manufacturer, d axoSmithKline, and the
FDA. The details of this plan will be described in
the subsequent presentations.

Today, GSK will be presenting an update
report on how the drug is being prescribed within
the paraneters of the risk managenent program and
what the inmpact of this program has been. The
purpose of this discussion is primrily
informational in nature to provide the conmttee an
update. As a consequence, we have allocated a
limted amount of tine for presentations and
di scussi on.

The ri sk nanagenment programthat was
i mpl ement ed contai ned many but not all of the
el ements recommended by the Joint Advisory
Conmittees in April of 2002. As we gain experience
with risk managenent prograns, we think that it is
important that there be a public airing of how well
these prograns function and whether they neet the

goal s that were set out for them
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1 Wth that, | thank you for your attention
2 and | thank the cormttee for being here today. W
3 wi || have both the speakers at the open public
4 hearing as well as the speakers who are on the
5 agenda to have themuse this podiumin front of the
6 committee.
7 So, with that, M. Chairman, | turn the
8 proceedi ngs over to you
9 DR CGRCSS: Thank you, Dr. Seligman.
X We will proceed with the open public
10

11 hearing now. First | need to read this statenent.
12 Both the Food and Drug Admi nistration and
13 the public believe in a transparent process for

14 i nformati on gathering and deci si onmaki ng. To

15 ensure such transparency at the open public hearing
16 session of the Advisory Conmittee neeting, the FDA
17 believes that it is inmportant to understand the

18 context of an individual's presentation. For this
19 reason, FDA encourages you, the open public hearing
20 speaker, at the beginning of your witten or ora

21 statenent to advise the commttee of any financial

22 rel ati onship that you may have with the sponsor

file:////ITiffanie/C/Dummy/0505DSRM.TXT (189 of 297) [5/19/2004 11:51:43 AM]



filex////ITiffanie/C/Dummy/0505DSRM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

190

its product, and if known, its direct conpetitors.

For exanple, this financial informtion
may include the sponsor's paynent of your travel,
| odgi ng, or other expenses in connection wth your
attendance at the neeting. Likew se, FDA
encourages you at the begi nning of your statenent
to advise the conmmttee if you do not have any such
financial relationships. |If you choose not to
address this issue of financial relationships at
the begi nning of your statenment, it will not
precl ude you from speaki ng.

The first speaker is Dr. Sidney Wlfe

DR WOLFE: Right on time. In August
2000, al nost four years ago, we petitioned the FDA
to ban al osetron because, in our view, its serious,
|ife-threatening adverse effects outweighed the
margi nal ly better-than-placebo effectiveness. At
the tinme of our petition, FDA was aware of 26 cases
of ischemic colitis in people using the drug. In
the maj or random zed, placebo-controlled trials
prior to approval, there had been three cases of

ischemc colitis in 832 patients, or 1 per
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277--again, with good ascertainnent, in contrast to
what we are having here--but none in 700 pl acebo
patients. According to an FDA neno, in one |large
trial with adequate ascertainnent--this is a
different trial--adequate ascertainnent of ischemc
colitis, 10 out of 1,819 wonen being treated with
al osetron for diarrhea-predom nant irritable bowel
syndrone devel oped i schemic colitis over the
24-week duration of the trial. There were no cases
in the 899 patients in the trial treated with
traditional therapy. By the tine nmarketing was
stopped in Novenber 2000, there were 85 cases of
i schenmic colitis reported to the FDA anong the
estimated 275,000 patients who has used the drug.

Even though this is called the Drug Safety
Conmittee, you know as well or better than | that
this all has to be viewed in the context of drug
benefit and, therefore, review of the evidence for
benefit for at |east one of the major trials for
this drug is appropriate.

In an analysis we published in the Lancet

of data fromone of the clinical trials, which had
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been m sl eadingly portrayed in a previous article
in the Lancet by percent change as opposed to

absol ute scores, the figure of our |ook at the
actual data can be seen on the second page of the
testimony. And what you can see is there is barely
a perceptible--it's statistically significant, but
no one can possibly believe that this is clinically
meani ngful , the difference at 1, 2, 3, months

bet ween those given 2 milligranms of al osetron,

twi ce the dose being used now, for starters, and
those being given the placebo.

Thi s excellent, hard-to-exceed pl acebo
response rate--and that's certainly the chall enge
of treating this illness, is that the placebo
response rate is extraordinarily high. This is
consistent with findings froma published review of
27 random zed, placebo-controlled studies testing
various treatnents for irritable bowel syndrone in
whi ch the nmedi an pl acebo response rate was 47
percent, percentage inproved, with rates as high as
84 percent, and 11 studi es had pl acebo response

rates of 60 percent or higher. Unlike alosetron,
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1 pl acebos do not cause ischemc colitis.

2 Because IBS is a poorly defined di sease,
3 whi ch, al though capabl e of causing significant

4 distress in sone individuals, is neither progressive nor
5 I'ife-threatening, the occurrence of

6 serious adverse reactions such as ischemc colitis
7 and bowel obstruction w thout ischemc colitis,

8 sometines requiring surgery, tips the benefit-risk
9 equati on agai nst the use of this drug.

10 The experience during the first one-plus
11 years of this risk nanagement program has hardly,
12 as daxo clains inits statenent, "been

13 successful." Anmpong the probl ens, sonmewhat

14 predi ct abl e because of the lack of the kinds of

15 controls that could realistically be taken only

16 under an IND, were the follow ng:

17 Twenty percent of the patients getting the
18 drug not have all of the three criteria specified
19 for getting the drug, which include frequent/severe
20 abdoni nal pain, and frequent bowel urgency or feca
21 continence; and disability/restriction of daily

22 activities. They may have one or two, but these
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were the criteria, and 20 percent did neet these
criteria.

Secondly, only 42 percent of patients with
a Lotronex prescription has pre-enrolled in the
survey program and only 36 percent conpleted the
basel i ne questionnaire.

Fromthe prescribing doctor's perspective,
agai n, because this is not required, it happens, 20
percent of prescribing doctors were not enrolled in
the prescribing programfor Lotronex. That may or
may not have sonething to do with the fact that so
many of these average reactions were not reported
by physi ci ans.

These are all elenents that certainly were
thought of if it not specifically suggested by FDA
staff and ourselves at the neeting a couple of
years ago, and you can't do these things unless the
drug is there under an IND. Marketing isn't
conpatible with those kinds of restrictions.

The nost alarming finding during this
period was the reporting of eight cases of ischemc

colitis and, according to the nmanufacturer, eight
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addi tional cases of "conplications of
constipation." | say according to the manufacturer
because they list eight, and the FDA tal ks about
five. The latter included a case of partia
intestinal obstruction, one in which there was
exploratory surgery for small intestina
obstruction, and a patient with diarrhea and
intestinal obstruction

Assum ng the accuracy of the estinmate of
9,365 patients getting al osetron during the risk
managenment program the rate of ischemc
colitis--again, this is a | ow estinate--spontaneous
reports was 8 per 10,000 or 8 per 9,365, or about
0.8 per thousand, and it's actually higher than
the, again, spontaneous rate of reports during the
earlier nktg phase, which was 85 per 27, 000.

There are, of course, differences in the
conditions for reporting that m ght explain sone of
this discrepancy, but | don't believe begin to
explain all of it. Enrolled physicians agreed to
report all serious adverse events as a condition of

participation, but obviously 20 percent didn't
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participate, and even those who did, so it appears,
four of the eight cases of ischemic colitis were
reported by patients, not physicians. Sinmlarly,
none of the eight cases of serious conplications of
constipation were reported by the prescribing
physician. One was reported by a nurse. Either
the patients did not tell the physicians who
prescribed the drug that they had gotten ischemc
colitis or physicians violated their agreenent to
report such cases.

The fact that 11 of 16 cases of ischemc
colitis or conplications of constipation were
reported by patients as part of the Lotronex
patient followup survey program nay conpensate for
sone, but we don't believe all or even nost of the
serious reporting deficiencies by participating
physicians. There is little question that just as
the 85 cases of ischemic colitis reported during
2000 were but a fraction of the actual cases, so,
too, are these recent RWP, risk managenent program
ischemc colitis cases

For effective, life-saving drugs, such as
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sonme cancer therapies or the anti-psychotic drug
cl ozapine, risk managenent is a critical part of
their use, and we strongly support, as the FDA
knows, risk managenment in those kinds of
circunstances. But alosetron joins an increasing
nunber of other drugs, none with unique, clinically
significant benefits, that have been the subject of
ultimately fail ed FDA-approved ri sk managenent
programns--the diabetes drug Rezulin, the painkiller
Duract, the @ drug cisapride, the blood pressure
drug Posicor--and were taken off the market.

When | testified before this comrittee in
2002, | stated, "The reintroduction of Lotronex
into the market, even with the restrictions
proposed by d axo, would be a serious public health
m stake, likely, if not certain, to result in the
need to ban the drug again.” It is tine to end
this failed effort to resuscitate narkets and to
take al osetron off the market. As we suggested in
2002, there is no reason why, under a carefully
controlled IND, the drug could not be nmade

available to, | would estinate, the severa
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t housand, at nost, people who nmight still choose to
use it. This has previously been done for the

di abetes drug phenformn and the G drug cisapride
after they were taken off the narket.

I"d just like to enphasize that of the
reported 9, 000-10, 000 peopl e using the drug, in the
FDA's Executive Summary it says only 10 to 20
percent of these people were refilling it. So we
may, in fact, be tal king about a group of people
that is one, two, three thousand people, not the
100, 000 that the company cl ai nred woul d be using the
drug and which they used to help fend off an I ND
approach back a coupl e years ago

G ven the margi nal evidence of
ef fectiveness and the continuing serious risks of
the drug, d axo's suggestion to relax the
restrictions on availability of alosetron to
increase its use is nothing but ghoulish. A quote
fromthe end of their statenent: "The prinmary
concern at present relates to the low rate of
product prescribing given our understanding of the

target population...This may reflect unintended
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1 barriers to prescription..." and they elucidate

2 some of the unintended barriers, which is the tine
3 the physician has to spend explaining to the

4 patient the benefits and risks of the drug and so

5 forth. | find that this attitude, certainly it's

6 consistent with trying to sell nore drug, but it's

7 inconsistent with the public health. And just in
8 closing, | would just repeat it's time for this to
9 be taken off the market. It gives risk managenent

10 a bad name to keep doing things |ike this.

11 I'"d be glad to try and answer any

12 questions. That's just about ten m nutes.

13 DR CGRCSS: |If there are no questions,

14 thank you very much, Dr. Wlfe.

15 The next speaker, Dr. Lawence Wlderlite.
16 DR. WLDERLITE: Good afternoon. M nane
17 is Lawrence Wlderlite. | ama practicing gastro-

18 enterol ogi st in Chevy Chase, Maryland. W're part

19 of a private practice group of 13 gastroenterologists with
20 three offices in the

21 nmet ropolitan area, downtown Washi ngton, in Chevy

22 Chase, and on Executive Boul evard here in
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Rockvi |l | e.

In the past, | was a speaker for
A axoSmi thKli ne upon the introduction of Lotronex
in 2000 and presently ama consultant for
G axoSmi t hKl i ne

I have been asked to tal k today about the
prescribing habits of this drug and the inability
of patients to actually have access to the drug
because of the restrictions that have been pl aced
on this.

I have had extensive experience with the
use of alosetron when it was first introduced, and
our group has used it, given the patient clientele
we have, many tines. And we have had a favorable
response with the drug and felt the drug to be
qui te hel pful in our patient popul ation

I nasmuch as there has been no new
medi cation or no recent introduction of any drug of
this type over the last 20 years for the treatmnent
of irritable bowel syndrone, we felt that this was
going to be a very inportant agent and sonet hi ng

that we would be able to use to help patients that
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1 suffer fromirritable bowel, in which we have no
2 effective treatment today. Initially upon the
3 introduction of this drug, it was enbraced by the

4 G community and was enbraced by gastroenterol ogists that

5 can talk to in the Washi ngton

6 ar ea.

7 When Lotronex was recalled in 2000, it

8 left a void, and that void is still vacant today.

9 | feel our patients have no alternative to treat an
10 illness that at tines can be very devastati ng.

11 Al though not life-threatening, it is basically

12 destructive to patients' |lives and destructive to
13 their ability to function in an environnment in

14  which they Ilive.

15 The present registration systemfor this
16 drug is extrenely tedious. It takes a lot of time
17 to register a patient for this. The patient needs
18 to fill out papers. The G doctor has to fill out
19 the papers. The patient has to be advi sed about
20 the side effects of the drug. The doctor has to
21 register to be an appropriate agent to distribute

22  the drug.
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At the end of all this, we in our office
do refer patients to a website where they can get
nore i nformati on about Lotronex, where they can
under stand what the conplications and the possible
side effects of the drug are before they enter into
the programor begin taking the nedication. W
find--and | amnot a nenber of that prescribing
group. There are only two people in our group of
13 that elected to be registered for distribution
of the drug, and of those two people, it cane
because they were quite friendly with one of the
d axo representatives who asked themif they would
regi ster for this.

We find that patients beconme stigmatized
after they read the side effects of the drug. As
appropriate to Dr. Wlfe's coment, that many
patients will not fill the prescription when
they're given it. Many patients will not take the
medi cation appropriately. Mny patients will stop
taking the nedication. Patients will forget to
take it or take it on an alternate-day basis rather

than appropriately because they're afraid of having
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1 sone side effect and feel less is better than nore.

2 And eventually some of themw Il not come back or
3 will not fill the prescription or, |ike many
4 irritable bowel patients, these patients fail to

5 come back again or don't show up in an office and
6 go hone and continue to suffer the synptons they

7 have.

8 Physi ci ans, because they won't register
9 for this program go back to treat these patients
10 with conventional methods, of which we have no

11 conventional methods. |Increasing fiber,

12 anti-diarrheal type of agents that have been on the
13 mar ket and have been shown to be of little help to
14 patients who suffer fromthis disease

15 The physicians fear--and when talking to
16 ot her doctors--that because of all the publicity
17 given to the side effects of the drug, should a

18 pati ent encounter a side effect or an adverse

19 reaction to this nedication, the physician is now
20 liable for some litigation or nal practice suit,

21 and, therefore, they're not pushing to use the

22 drugs. They're not rushing in to join this type of
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1 prescribi ng program

2 The anmount of time that this prescribing
3 programtakes is enornous. It takes a lot of tine.
4  There are many physician phone calls. There's a

5 lot of interaction with the patient. Unfortunately,
6 today's environment where there is

7 little conpensation for the anmount of tinme paid

8 because of the insurance environnment that we have,
9 this type of interaction is difficult, and

10 physi ci ans shy away from spendi ng the amount of

11 time that is necessary to educate the patients for
12 this.

13 The process is extrenely cunbersone, and
14 find that in a group of physicians that we're

15 friendly with in the Washi ngton area, very few will
16 enter into this registration process. Wuat | do is
17 refer patients to other people in our group. It

18 changes the physician-doctor relationship, or |

19 refer themto other doctors that | can find who are
20 out side of our group to take care of these
21 patients, or we continue to use the renedi es that

22 we have in place
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| feel that whether it be al osetron or
not, the A comunity desperately needs a
medi cation to treat diarrhea-dependent irritable
bowel syndrone; that the nechanismthat is in place
today needs to be streamined to allow access to a
medi cation that | feel can help irritable bowel
suf ferers.

The use of this drug is extrenely limted
and extrenely confined to approxi matel y--given Dr.
Drossman's (ph) classification, less than 5 percent
of people are available to receive this drug. |
feel personally that this is too confining and that
the drug or the use of this drug should be opened
up. As different fromthe previous speaker, |
think the drug is hel pful and the drug needs to be
freed up a little bit more in a nore streaniined
process to all ow access to patients.

I thank you and I am open to any comments
that you have.

T4A DR. CGRCSS: There bei ng none,

very much, Dr Wl derlite.

We will proceed now with the sponsor
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1 presentation. Dr. Craig Metz, the Vice President
2 for U S Regulatory Affairs at d axoSm thKli ne,
3 will present their risk nanagenent program for
4 Lot r onex.
5 M5. JAIN. Dr. Metz, before you do your
6 presentation, we just wanted to introduce anot her
7 conmmittee nmenber that joined us in the interim
8 Dr. Maria Sjogren joined our group. She is a
9 representative for the @ community and also is a
10 menber of the A Advisory Conmittee. Thanks for
11 partici pating.

X DR METZ: Good afternoon. M nane is

12

13 Craig Metz, and | amgoing to be providing the

14 sponsor's update on our experience with the

15 i npl ementation of the risk managenent program for

16 Lot ronex t oday.

17 Joi ning us today are a nunber of externa

18 consul tants who are involved with various aspects

19 of the risk managenment plan for Lotronex and woul d

20 be happy to answer any questions that you m ght

21 have regarding their specific areas of responsibility for

22 the RVP or any general questions that
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1 you might have for them [|'mgoing to take just a
2 qui ck norment to introduce our consultants.
3 W have Dr. Robert Sandler with us from

4 the University of North Carolina. Dr. Sandler is

5 i nvol ved with our Ri sk Managenment Pl an Advisory
6 Boar d.
7 We have Dr. Lin Chang fromthe University

8 of California at Los Angel es, who has been invol ved
9 wi th our educational programas well as a general

10 consultant to us for some tine on Lotronex.

11 We have Dr. Andrews from Research Triangle
12 Institute. She's involved with our epidem ol ogy

13 program specifically the patient foll owup survey
14 for Lotronex, and she serves as the data

15 coordi nating center for the foll owup clainms-based
16 research.

17 We have Dr. Jerry Gurwitz with us from

18 Meyers Primary Care Institute, University of

19 Massachusetts. Dr. Gurwitz is also involved with

20 t he epi dem ol ogy program

21 And, finally, we have Dr. Janes Lewi s here

22 from Georgetown University who chairs our Safety
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1 and Review Committee.

2 Three underlying themes will formthe

3 basis of ny presentation today. Those thenes are

4 the successful inplenentation of the risk

5 managenent plan for Lotronex fromthe standpoint of
6 the appropriateness of the prescribers, the

7 patients, and the behaviors that have been produced
8 through this program the inpact of the RW itself
9 on the safety profile and on the prescriber and

10 patient, as well as on individual components of the
11 ri sk managenment programitself; and the cycle of

12  continual RWP evaluation and revision that is a

13 normal part of the stewardship involved with

14 conducting a risk managenent program

15 During the course of ny presentation, |I'm
16 going to share information with the conmittee that
17 we didn't have when we |ast net to consider a risk
18 managenent program for Lotronex, and that

19 specifically is data on the inpact of the

20 interventions that we've attenpted to put into

21 pl ace here. It's our hope that this data wll

22 gui de our discussions with the agency and the
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209
proposed nodi fications that we night nmake to this
RVMP as we nove forward. But as inportantly, the
RVP for Lotronex has been a very rich |earning
| aboratory for us with regard to general issues
regardi ng conducting a risk nanagenment program and
the inpact of these different interventions in
real-termuse. So we hope that this information
will tend to serve to informdi scussions regarding
the applications of these interventions el sewhere.

In my presentation, |'mgoing to provide a
very brief background sunmary. |'mgoing to
identify the goals of the RW and describe the key
elements of the RWP with results to date where
appropriate. | will finish with sone concl usions
regarding the inplenentation of the RWP and a
di scussi on of what we've identified as energing
i ssues.

Many of you will be famliar with the
chronol ogy of key regulatory events. Dr. Seligman
has al ready covered sonme of these. Again, the
product was voluntarily w thdrawn in Novenber of

2000. The agency and d axoSnithKline were

file:////ITiffanie/C/Dummy/0505DSRM.TXT (209 of 297) [5/19/2004 11:51:43 AM]



filex////ITiffanie/C/Dummy/0505DSRM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

210
i nundated with calls frompatients denmandi ng t hat
the drug be made avail able to them agai n.

Subsequently, we submtted an sNDA in
Decenber of 2001 and net with sone menbers of this
committee and the G Drugs Committee in April of
2002 to discuss the information included in that
sNDA as well as the general framework that was
bei ng proposed for the RW for Lotronex. |n June
2002, that suppl enental NDA was approved and the
product was actually reintroduced i n Novenber of
2002 with a revised indication statement and a ri sk
managenent programin pl ace.

What we were striving to achi eve when we
devel oped the ri sk managenent program for Lotronex
was a framework that would mitigate the risks
associ ated with conplications of constipation and
ischemc colitis, but would do so in a way that
woul d not create extraordinary barriers to patient
access. And | think as we consider the infornation
bei ng presented today, success should be neasured
against this intent.

We intended to achieve this through a
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focus on the follow ng four goals: naking Lotronex
avail able to those patients for whomthe
benefit-risk is nost favorable; prescribing
Lotronex to appropriate patients by qualified
physi ci ans; educati ng physi ci ans, pharmacists, and
patients about the risks and benefits of Lotronex
and how to manage those risks; and providing a

framework for ongoi ng RVWP eval uation

A key el ement of mmking Lotronex avail abl e

to a patient population for whomthe benefit woul d

clearly outweigh the risk was revising the

i ndications statement to establish wonmen with

severe di arrhea-predom nant I BS as the target

popul ation for treatnent. On that basis, Lotronex

is currently available for wonen with severe

di arrhea- predom nant | BS who have chronicity of

synpt omat ol ogy, generally lasting six nonths or

| onger; have had anatomi c of bhiochem ca

abnormalities of the G tract excluded; and have

failed to respond to conventional therapy.
Additionally, diarrhea-predomnant IBSis

defined as severe if it includes diarrhea and just
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one or nore of the followi ng: frequent and severe
abdoni nal pain or disconfort, frequent bowel
urgency or fecal incontinence, disability or
restriction of daily activities due to IBS. And,
again, | would stress that only one of these
criteria are required for the patient to qualify
for treatnent--not two, and certainly not all
three. Only one. Later in ny talk, I'"'mgoing to
conme back to this description of a 5-percent
estimate for the severe diarrhea-predom nant |BS
popul ati on.

And, finally, the indications statenent
states that in men, the safety and effectiveness of

Lot ronex has not been establi shed.

So the four key conmponents of the RWP that

we' ve devel oped for Lotronex are: enrollnment of
qual i fi ed physicians in a physician prescribing
program a programto educate physicians,

pharmaci sts, and patients about |IBS and about the
benefits and risks of Lotronex; a reporting and
collection systemfor serious adverse events

associ ated with the use of Lotronex; and, finally,
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a plan to evaluate the effectiveness of the RW for
Lotronex. 1In the rest of ny presentation, |I'm
going to go through each of these conponents in
order.

To begin with, we have the prescribing
program for Lotronex, and this was devel oped to
address the goal of prescribing Lotronex to
appropriate patients by qualified physicians. This
is a picture of the key steps card that hel ps the
prescribers navigate their way through the
prescribing programfor Lotronex. |It's going to be
difficult for ne to use the pointer here in a very
ef fective way, but you have the slide in front of
you, and I'mgoing to wal k you briefly through sone
of the steps.

So the physician, in the upper-Ileft-hand
portion of this chart, decides to enroll in the
prescribing programfor Lotronex. They receive a
prescribing kit that 1'mgoing to describe to you
in a mnute. The physician identifies an
appropriate patient for treatnment, goes through a

counseling activity with that patient, gets the
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patient to sign the patient-physician agreenent
with the physician. That agreenent is then placed
into the patient's chart, and a copy of that is
given to the patient. The physician at that point
af fi xes a Lotronex sticker to an origina
prescription, and at that point the physician also
encourages the patient to enroll in the patient
foll owup survey for Lotronex.

At that point the patient has a
prescription with a blue sticker on it that they
take to the pharnacist so that the pharnmacist can
fill that prescription. And, again, even the
phar maci st has the opportunity to encourage the
patient to enroll in that patient foll ow up survey.

As you can see, this is a fairly conpl ex,
mul ti-step process. The act of physician
enrol I ment actually invol ves the physician signing
an attestation formthat attests to his ability to
di agnose and treat IBS, to diagnose and nanage
ischemc colitis, to diagnose and nmanage
constipation and conplications of constipation, as

wel | as acceptance of responsibilities that include
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215
education, conpleting the patient-physician
agreenment that |'ve just described, reporting
serious adverse events, and affixing stickers to
prescriptions. |In a while |'ll share feedback that
we' ve received from physicians relative to the
i mpact of this process on their practice.

The prescribing kit for Lotronex that the
enrol l ed prescriber gets contains the key steps
card that we've just discussed, prescribing
i nformati on, medication guides, patient-physician
agreenment forms, the prescribing program stickers,
and the patient follow up survey pre-enroll nent
cards.

These are sone of the steps that |'ve
al ready described on the key steps card, but,
again, there are a couple of things I'd like you to
note. First of all, this is what's in the retai
pack that the patient receives. |It's a box that
contains 30 tablets, a package insert, a nedication
gui de, and the patient survey card. | have to
remind you that no refills are allowed currently

for Lotronex. All prescriptions have to be
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original, and all prescriptions have to have an

af fixed sticker. There is no faxing, no electronic
transm ssion of prescriptions for Lotronex. Those
are not all owed.

In the event that a physician uses up the
supplies in their initial kit, they can call the
coordi nating center for the PPL, and that
coordinating center will check their name agai nst
the list of enrolled prescribers, and if they're on
that list, they' |l be sent a refill Kkit.

In the next portion of ny presentation,
I"mgoing to address the educational programthat
was devel oped to support the introduction of
Lot r onex.

The educational programfor physicians is
anchored by these two nodul es: Lotronex Tablets:
Under st andi ng the Ri sks and Benefits, and Current
Thi nki ng about IBS: An Educational Review on
Irritable Bowel Syndrone.

In addition to that, 345,000 "Dear Doctor"
letters were mailed at the tine of product

rei ntroduction, and we've put a rem nder programin
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place that 1'll discuss with you in a noment that
provi des additional access to key educationa
messages for physicians.

For the patient, education consists of the
medi cati on gui de, which, again, they can get from
two sources. They can get that fromthe physician,
and it's also included in product packagi ng.

Physi ci an counseling and the requirenent
to sign the patient-physician agreenment further
rei nforces the key product nmessages contained in
the medi cation guide

On the pharmacist level, at the tine of
product reintroduction 113,000 "Dear Pharnacist"
letters were mailed. Through an initiative that's
wel | outside the scope of normal product |aunch
activities, we also had 25,000 outbound tel ephone
calls to pharmacists. Those calls resulted in over
12,000 requests for additional information on
Lotronex. We were inpressed with this, and we
think that this clearly indicates the potential
power of these types of outreach activities focused

at the pharmaci st |evel
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In addition, we sent an informationa
pi ece on Lotronex to the National Board of State
Pharmaci sts to be cascaded into the newsletters of
its individual nenber states. And, finally, as
with the physician, rem nder letters to pharmacists
al so provide inportant information regarding
Lot r onex.

There are a | arge nunber of additiona
educational activities that GSK has inplenented to
provide further support for the appropriate use of
Lotronex. These include a tel ephone conference
series wth physicians, speaker prograns,

i nformati onal booths at professional society
symposia. There's a website, and we have cal
centers that can answer questions and provide
information on the PPL itself. It can provide
medi cal information, and they provide the sources
of information to the practitioner and health care
communi ty.

And, finally, we're also providing
i ndependent grants for |IBS education that's

delivered at professional society synposia and
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t hrough ot her communication media. Again, while
components of this educational program are

obviously targeted towards a prescriber audience,
the materials are available to the general health

care practitioner community as well.

The next elenent of the RMP that |1'd |ike

to discuss is the reporting and coll ection of
serious adverse events and adverse events of
special interest associated with the use of
Lotronex. This essentially conprises a safety
overvi ew.

Again, it's inportant to renenber that
there are sone differences in the conditions under
whi ch AEs are reported currently versus the
conditions that existed when the product was
initially marketed. W currently have a different
target population for Lotronex: females with
severe di arrhea-predomnant IBS, with the
qualifiers that |'ve already discussed. Through
our educational program we believe that we have
better-infornmed patients and physicians. W have

an agreenent from physicians to report serious
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adverse events, and we have the patient survey,
which is proving to be a non-traditional source of
AE information, and the way we're handling that
information will be discussed in just a nonent.

So what are our sources for adverse
events? They consist of the typical spontaneous
reports and reports arising froma clinical trials
program but they also include the patient
fol |l owup survey program

The focus of our adverse event reporting
is on these di agnoses and out conmes of speci al
interest that were highlight as an area of concern
during the initial marketing period, and those
include ischemc colitis, nmesenteric ischem a,
occlusion or infarction, serious constipation,
conplications of constipation, as well as outcones
of special interest like intestinal or anorecta
surgery and death.

Adverse events are reported in a typica
fashion stipulated by the regul ati ons. W have
expedited reporting for serious, unexpected,

spont aneous reports, and we al so have expedited
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reports for serious, unexpected, and attributable
survey and clinical trial reports. But, in
addition, we have a special agreenment to expedite
reports for all adverse events of special interest,
regardl ess of their seriousness or expectedness.
The patient survey that we've been
discussing a little bit is intended to measure
pati ent know edge, behavior, and certain RW
process elenents. But through the process of
either conpleting these forms in witing or over
the phone, patients occasionally report adverse
events. As part of the continual process of RW
eval uati on and revision, we have devel oped a system
for processing this adverse event information
arising fromthe survey. To maintain patient
confidentiality within the survey, Research
Triangle Institute de-identifies the information on
the adverse event report and forwards it to GSK
The GSK pharnmacovi gi | ance staff assess these
reports for seriousness as well as special interest
di agnoses.

For those cases assessed as serious or
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possi bly including diagnoses of special interest,
RTI requests patient consent for GSK followup with
the prescriber. Wen that consent is granted,
GSK' s Pharnacovi gi |l ance Departnent follows up with
the patient's prescriber in a fashion sinmlar to
that that woul d be used during a spontaneous
reporting context. And, again, adverse events
arising fromthe survey are reported to the FDA as
the data warrant.

So what is our experience to date? From
Noverber 20, 2002, until February 6, 2004, we have
approxi mately 10,000 patients treated with
Lotronex, or about 34,000 prescriptions. This has
generated 127 post-marketing AEs, which include al
spont aneous reports plus all patient survey reports
that are deened to be serious or reports of specia
interest as | just described on the previous slide.

O the 127 post-nmarketing reports that
we' ve received, 37 have been considered serious.
Seventy-five percent of these 37 reports were @ in
origin. Wat we're going to focus on are the 19

patients or cases that had di agnoses and out cones
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of special interest.

O the eight reported ischemic colitis
cases, six were nedically confirnmed. Those sane
six patients had col onoscopi ¢ or biopsy findings
consistent with ischemc colitis. Three of the
eight cases resulted in hospitalization. Al of
the cases of ischenmic colitis resolved w thout
sequel ae. We have no reports of nesenteric
ischema. W have no reports of serious
constipation. W do, however, have eight reports

of conplications of constipation. Three of those

ei ght reports have been nedically confirnmed. Three

i nvol ved fecal inpaction. Three were associated

with intestinal obstruction; there was one il eus,

one ul cerated colon. Three of these eight patients

were hospitalized, and three patients were nmanaged
in the ER only.

Four outcones of special interest have
been reported. There is one report of surgery
whi ch could not be confirmed by the patient's
physician. This sane patient also had a di agnosis

of special interest involving a conplication of
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constipation. No deaths attributable to Lotronex
have been reported. O the three deaths that have
occurred in patients taking Lotronex, two of those
deat hs cane t hrough the survey process and were
reported by famly menbers. One of those was in a
patient with cancer, nultiple nyeloma. The other
was in an AIDS patient. The other report that we
have is a physician report of a suspected pul nonary
enbolismin an obese patient with a very conpl ex
medi cal history.

So, in summary, with regard to the safety
of Lotronex, we have not seen any new safety
i ssues. Recognizing that we have a very low rate
of prescribing, we feel that the ischenmic colitis
and conplications of constipation cases that we've
seen are simlar to those seen during the origina
mar keti ng period, and we believe that the outcones
associated with those cases are generally |ess
severe. W're also pleased by our review of the
i ndi vi dual cases that suggest that pronpt and
appropriate action is being taken by the patient

and the physician. Wat we're hoping to achieve
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here is to change patient and physician behavi or
We believe, in fact, that is what's going on

But the final conponent of the risk
managenent plan involves the inplementation of a
pl an to evaluate the effectiveness of the Lotronex
ri sk managenent program This plan consists of
three conponents: a retrospective study to conpare
the roster of physicians identified in a genera
prescription database as prescribers of Lotronex
with a roster of physicians enrolled in the PPL,
the prescribing programfor Lotronex; the patient
foll owup survey programthat we've nentioned; as
wel | as a longitudinal, clainms-based observationa
study program

First, the physician roster conparison
This is a study to conpare physicians prescribing
Lotronex within and outside of the prescribing
program for Lotronex. The way that's acconplished
is when the MD. sends the enrollnment formto the
dat abase vendor, the vendor sends that enroll nent
data to GSK. In parallel with that, GSK purchases

a prescription data set from MDC Health. Those two
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data sets are conpared agai nst each other, and
through that process we determ ne who is
prescribing within and outside of the program and
that information is reported to the FDA on a
quarterly basis.

So what have we | earned? These are the
data that we have generated to date. As you can
see, the nunber of prescribing programfor Lotronex
enrol |l ed prescribers has generally remai ned at or
above 80 percent since the programwas initiated.
We're actually quite pleased with this aspect of
the RMP. This is the pattern of prescribing by
physi cian specialty for the quarter beginning
Cct ober 2003, which is representative of our
overal | experience. Prescribing, as you can see,
is being driven primarily by the
gastroenterologists. | think what is even nore
important is, of the prescriptions that have
actually been witten, 87 percent of those
prescriptions had been witten within the
prescribing programfor Lotronex, and we believe

that that's a very good result.
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In the initial marketing period, 50,000
physi ci ans were prescribing Lotronex. Currently,
only 5,053 have even enrolled to prescribe Lotronex
through the prescribing programfor Lotronex. What
is particularly disconcerting is the fact that
approxi mately half of the few prescribers who have
enroll ed have not witten a single prescription.
This may be a reflection of sone of the RW
barriers that I'"mgoing to discuss in a few
nmoment s.

And, again, part of the evaluation and
revision of an RWP program we've devel oped a
foll owup system for non-prescribi ng-program
prescribers. \When these prescribers are first
identified, an enrollnment kit is forwarded to the
prescriber. In addition, we forward a rem nder
letter to the prescriber's local pharmacy. |If
there is a second occurrence of prescribing by a
particul ar non-enrolled prescriber, we forward them
a reminder letter. |If they transgress a third
time, we forward a firmer reminder letter to them

Now, the response to this process to date

file:////ITiffanie/C/Dummy/0505DSRM.TXT (227 of 297) [5/19/2004 11:51:43 AM]



filex////ITiffanie/C/Dummy/0505DSRM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

is hard to determine, but overall what we're seeing
is 75 percent of these non-enrolled prescribers
conply in some way; 25 percent of themactually
enroll and 50 percent of them stop prescribing
Lotronex. And, again, this is a very dynanic
situation. It can wax and wane over quarters, but,
in general, this has been the response to this
fol |l owup process.

Let's tal k about the patient foll ow up
survey program which is the next elenent of the
RV that we'd like to discuss.

The objectives of this programare to
assess patient know edge of the risks and benefit
of Lotronex to assess patient behavior in relation
to the recommendations in the risk managenent
program and assess the extent to which the patient
satisfies the product |abeling requirenents for
treatnent with Lotronex

This is a flow di agram of how this survey
process works. W receive the pre-enrollnent card,
and upon receipt of that, an enrollnent package is

forwarded to the patient, and that starts the
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survey cascade, as you'll see on the |eft-hand
side. If we don't receive survey forns back from
the patient in prescribed tine franes, there's
actually a contact fromRTlI to the patient to
encourage themto conplete and return those forns
to us.

So, to date, we have a 42-percent
pre-enroll nent rate for all patients who have
received a prescription for Lotronex; 55 percent of
those were issued by the prescribing physician.
And, again, we didn't expect that. That's alittle
bit atypical. 1t's nmuch higher than we expect ed.

Most of the patients that we see in the
survey are mddl e-aged patients that are typical of
the popul ation that you woul d expect to be
recei ving drug and havi ng di arrhea- predom nant | BS
Ei ghteen percent of the patients are over the age
of 65 years, and 7 percent of the patients are
i ndeed nale. Thirty-six percent of the patients
that receive a prescription have actually conpleted
the baseline survey formand entered the survey

proper .
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So, again, | think you can see fromthis
table that what we've enrolled in this patient
foll owup survey programis a very notivated cohort
of patients. Recognizing the grace period for
recei pt of follow up questionnaires frompatients
for whomthat foll owup period has expired and
questionnaire responses were due, | think you can
see that alnost all of those responses have been
received across tinme. So, again, it seens like a
very notivated cohort of patients, and they're
doi ng their honmework and sending it in.

What have we | earned about these patients?
Well, this table indicates that there's a very high
rate of conpliance with the key el ements of the RW
process and al so denonstrates that the di scussions
and activities that we wanted to have occur are
i ndeed occurring. | think you can see 97 percent
of the patients discuss with the doctor how
Lotronex can help them 95 percent discuss the
reasons with the doctor why you woul d di scontinue
Lotronex; 91 percent have received the nedication

gui de; 87 percent recall that a blue sticker was,
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in fact, put on their prescription. So, again,
froma conpliance perspective, we're pleased at
what we see conming through the patient foll ow up
survey.

Importantly, as far as patient
appropri ateness for treatnent is concerned, this
tabl e shows that this survey cohort conprises an
appropriate patient population for treatnent with
Lotronex. N nety percent of these patients net the
treatnent and severity criteria. And, again, if
you | ook at the individual criteria for treatnent,
95 percent have diarrhea; 98 percent had IBS for
nmore than six nmonths, the chronicity that we were
| ooking for; 96 percent had previous treatments for
I BS; and 97 percent have said they had inadequate
relief of symptoms. And, again, we believe that
these are clear indicators of patient
appropri at eness.

If you | ook at the severity conditions
that are required--and, again, I'lIl rem nd you that
only one of these is required to qualify the

patient for treatnent, not all three. You have
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cranps or bloating present in 87 percent, ranging
up to a sonewhat or very hard life in alnost all of
these survey patients. And if you | ook at the
presence of all three severity conditions within an
i ndi vi dual patient, you see that 80 percent of
these patients have what you woul d describe as
very, very severe DIBS. They have all of the
severity conditions. And, again, I'll rem nd you
that only one was required to qualify a patient for
treatnent. So | think this is a potential RW
i mpact issue that we're going to come back to at
the end of the discussion

The final conponent of the RWP eval uation
is a program of |ongitudinal clains-based
observational studies. The objectives of this
program are to describe or characterize patients
recei ving Lotronex, to describe or characterize
conpliance with the prescribing program for
Lotronex, and to evaluate the incidence of events
in patients treated with Lotronex versus an
appropriate conparison group

These are three database sources that
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conprise the longitudinal studies. |In the
aggregate we have approximately 8.5 mllion covered
lives in this program Again, recognizing that
there's a lag period of about six nonths fromthe
prescription to potential data extraction, 121
users of Lotronex have been identified through
Sept enber of |ast year, the ngjority of which have
come fromthe Engeni cs(ph) database. These 121
users received 277 dispensings of Lotronex and
seened to fit a pattern consistent with data that's
been coll ected fromother portions of the RW;, 89
percent of the patients are female; 69 of the first
di spensi ngs are coning from gastroenterol ogi sts.
Importantly, this is an RWP process check: 70
percent of the patients' records did contain a
si gned patient-physician agreenent. And,
obviously, it probably goes w thout saying that
programviability is being inpacted by | ow product
upt ake.

At this point, 1'd like to take a nonent
to give you our overall evaluation of the

i npl ementation of the risk managenent program for
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Lot r onex.

We certainly believe that we have
successfully inplenented all of the el enents of
this conplex, integrated risk managenent program
We are pleased by the nunber of physicians
prescribing within the PPL context, but we're even
nmore reassured by the fact that the overall nunber
of prescriptions comng out of the PPL is so high
at 87 percent. Data fromthe patient follow up
survey programindi cates that the key product use
that we wanted to have delivered to the patient by
the physician is, in fact, being delivered and that
the patients being selected for treatnent are
appropri at e.

We believe that patient and physician
behavior is consistent with the goals of the RW
Recogni zi ng once again that we have a very | ow
prescribing rate, we still feel that qualitatively
the adverse events and special interests that we
have observed are few and t he outcomes being
observed are generally | ess severe.

We have entered into this process of
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continual RWP eval uation and revision, and through
that process we've devised a program for follow up
for non-prescribers. W've revised the patient
survey questionnaires to include new questions.
And we' ve devel oped a reporting paradigm for
adverse event information arising fromthe patient
foll owup survey.

VWhile we certainly believe that the RW
has been successfully inplenented, we also fee
that there is still much work to be done to
optimnmize product availability to appropriate
patients. For the renmmi nder of the presentation,
I"mgoing to focus on the key issues that have
ari sen regarding the inpact of the risk nanagenent
program on product use relative to Lotronex. These
i ssues are certainly instructive in a general sense
when one considers the use of these risk managenent
interventions for other products.

So the issues that |'mgoing to focus on
really are inpact of the RMP on the practitioner
and patient, which can be collectively viewed as

potential product access issues, and the inpact of
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the RVP on sone of its individual conponents.

These are sources of feedback and data
that we've been collecting on the RMWP. W' ve done
sonme fairly unique physician- and patient-focused
field research. W have information com ng out of
our clinical trials prograns. W have interactions
bet ween our sales force nmenbers and practitioners.
We have information conming into our customer
response center. And we have interactions with our
key opini on | eaders.

VWhat are we learning? At the prescriber
| evel, we've received considerabl e feedback on this
attestation process. Physicians are unaccustoned
to signing a document like this and feel that
sonmehow there's been a unique transfer of liability
fromGSK to the prescriber. One m ght wonder if
that isn't being sonehow reflected in the fact that
treatnment seens to be being reserved right now for
patients that only have the npst severe
presentati on of severe diarrhea-predom nant |BS
In addition, physicians feel that having to sign an

attestation formis an affront to their
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1 prof essional training and somehow constitutes an

2 unnecessary duplication of the |Iicensure process.

3 So one of the questions that we're dealing with

4 right nowis: |Is there aless intrusive way to

5 ensure prescribing by appropriate physicians with a

6 focus nore on education rather than attestation?

7 As you've already heard this afternoon,
8 we' ve learned that fulfilling the RVWP requirenents
9 is time-consunmng and falls well outside of the

10 normal clinical practice patterns. There's also
11 some uncertainty regarding the origin and purpose
12 of the RW. Sonme people believe it's an I ND st udy.
13 Peopl e genui nely mi sunderstand the current

14 mar keting context for Lotronex. To us, this

15 represents a conmuni cati on or education chall enge
16 that needs to be addressed for Lotronex. But,

17 again, it needs to be proactively considered in the
18 i npl ementation of other RMPs. W need to address
19 that confusion before it occurs.

20 As previously nentioned, physicians have
21 al so expressed sone confusion about the inportance

22 or utility of certain labeling statenments |ike the
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statenent that the severe diarrhea-predom nant |BS
popul ati on conmpri ses about 5 percent of the tota

I BS popul ation. They really don't know how to use
that information when consideri ng whet her or not
the patient that they' re |ooking at should be
treated with Lotronex. So it's information that
confuses rather than enlightens.

Fromthe patient perspective, we've
| earned that the | anguage in the product |abeling
tends to frighten the patients rather than inform
them W are getting this nmessage clearly from our
field research, but even nore inportantly, this is
a clear nmessage coming out of our clinical trials
program and that's a context where we believe that
patients typically feel safer receiving nedication
because of the oversight that they get.

In our current clinical trial program 28
percent of the patients who were screened for study
i nclusi on who the physicians believe woul d
ot herwi se be appropriate for Lotronex therapy
refused to participate because, after readi ng study

information that's similar to product |abeling,
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they stated that they were afraid to take Lotronex.
And, again, this is a phenonmenon that we don't have
any precedent for within our GSK clinical research
prograns.

And, finally, there is this requirenent to
sign a special docunent, this patient-physician
agreenent, that is somewhat disconcerting to sone
potential patients. Again, it's something unusual,
they don't typically have to do it, and it gives
t hem pause.

As far as the clains-based observationa
studi es are concerned, again, it's obvious that the
| ow physi ci an- pati ent uptake has had a serious
effect on this program Currently we have 10, 000
patients and have extracted data from 121. At the
current rate of prescribing, where we need 2, 000
patients to support neani ngful anal yses, we woul d
need 155,000 patients treated with the drug, and
that could take 15 years at the current rate. So,
again, this is a problemthat we're going to have
to address as we nove forward.

Again, you know, we certainly believe that
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we' ve successfully inplenented the RW for Lotronex
and are effectively managi ng risk. However, we
have identified a nunmber of RWP-rel ated issues that
may be posing a barrier to access by appropriate
patients. And our ultimate goal is to nmodify the
RVP to inprove product access for appropriate
physi ci ans and patients while continuing to
ef fectively manage the risk.

Ten t housand patients have received
Lotronex since the product was reintroduced.
Current estimates fromthe literature suggest that
the severe DI BS popul ation ranges in size from
111,000 to perhaps as high as 2.9 nillion. It is
not 10,000. We will continue to work with the FDA
to close this apparent gap between patients who
need Lotronex and those who are receiving it.

And with that, in the interest of tinme and
out of respect for the nental health of the
Advi sory Conmittee, | will stop talking and yield
to the podiumto Dr. Justice.

DR CGRCSS: Thank you very nuch, Dr. Metz.

The next speaker is Dr. Robert Justice,
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1 Director, Division of Gastrointestinal and
2 Coagul ati on Drug Products, who will give the FDA
3 updat e on Lotronex.

X DR. JUSTI CE: Good afternoon

5 like to take a few minutes to discuss our view of

6 the Lotronex update that you' ve been provided.

7 I will cover six topics: background on

8 the adverse event and marketing situation around

9 the time of withdrawal and on di scussi ons about how
10 to provide access; risk nanagenent goals and how

11 they are being nmet; patient access issues;

12 physi ci an enrol | nrent process issues; |abeling and
13 the tension between infornming and frightening; and,
14 finally, our conclusions.

15 This slide is taken froma presentation at
16 the April 2002 Joint Advisory Conmittee neeting and
17 presents data on the nunber of cases of ischemnic

18 colitis, small bowel ischem a, and serious

19 conplications associated with--conplications of

20 constipation associated with Lotronex during the

21 period of initial marketing in 2000.

22 For ischemc colitis, there were 18 cases
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inthe clinical trials, 84 cases in post-narketing,
for a total of 102 cases, with 11 surgeries and two
deaths. For serious conplications of constipation,
there were 11 cases in the clinical trials, 113
post-marketing, for a total of 124 cases, with 35
surgeries and two deat hs.

In 2000, there were approxi mately 534, 000
prescriptions and 275,000 patients. O f-Iabel uses
i ncluded diarrhea, inflammatory bowel disease,
custodi al care, managi ng nursing hone patients, and
consti pati on- phenonmenon irritable bowel syndrone.

The prescribers at that tine were
predom nantly primary care physicians: 32 percent
were general practitioners or fanmly practitioners,
24 percent were internists, and 31 percent were
gastroent erol ogi sts.

G ven the adverse events of ischemc
colitis, small bowel ischem a, and serious
conplications of constipation, four options were
considered: restricted distribution to
gastroenterol ogi sts only; |IND access; suspension of

mar keting until a hearing before an advisory
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conmittee; and withdrawal .

As you've heard d axoSmthKline chose to
wi thdraw the drug fromthe market in Novenber of
2000. In 2001, access becane an issue, and
approximately 5,000 e-nmails frompatients were
recei ved by the FDA

In 2002, d axoSnmithKline and the FDA
agreed upon a restricted distribution and risk
managenent program and Lotronex was reintroduced
into the market.

The Lotronex risk managenent program
includes four goals. The first is enrollnent of
qual i fied physicians in a physician prescribing
program A decision was nade to allow enroll nment
of physicians possessing certain qualifications for
di agnosi ng and managi ng | BS and drug adverse events
as opposed to certifying physicians by devel oping a
whol e new program of education and certification.
Physician attestation of qualifications is all owed,
and this is not a precedent for FDA or for
physi ci an mai nt enance of privileges or |icensure.

Partici pating physicians nmust attest that they are

file:////ITiffanie/C/Dummy/0505DSRM.TXT (243 of 297) [5/19/2004 11:51:44 AM]



filex////ITiffanie/C/Dummy/0505DSRM.TXT

1 know edgeabl e of the benefits and risks of Lotronex
2 and about the nmanagenent of |BS and drug adverse

3 events. The attestation and the patient-physician
4 agreenent include features of inforned consent so

5 that patients and physicians are fully able to

6 deci de about the appropriateness of Lotronex

7 treat nent.

8 The second goal is the inplementation of a
9 programto educate physicians, pharnmacists, and

10 patients about the risks and benefits of Lotronex.
11 The third goal is the inplenentation of a
12 reporting and collection systemfor serious adverse
13 events.

14 The fourth goal is the inplementation of a
15 plan to evaluate the effectiveness of the Lotronex
16 ri sk managenent program W believe that these

17 goal s are bei ng achi eved.

18 Regardi ng the i ssue of patient access,

19 d axoSnithKline estinmates that there are 185, 000

20 worren with severe IBS in the U S.; however, as

21 you' ve heard, only about 10,000 have tried the

22  drug. Wether additional wonmen will seek treatmnent
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is unclear. Sone will decide not to start Lotronex
after discussion of the risks and benefits. Qhers
who start the drug may not continue. |In the
clinical trials that excluded severe diarrhea
patients, those on Lotronex had a 13- to 16-percent
i ncrease over placebo in the nedi an percentage of
days with urgency control. |In the subset of
patients with urgency at baseline on five or nore
days per week, there were 13 to 21 percent nore
patients on Lotronex conpared to placebo, with
urgency no nore than one day in the | ast week of
the trial

The goal of G axoSmithKline and FDA is to
ensure access to patients whose
di arrhea-predom nant IBS is so severe that they
will reap the benefits of the drug over its risks
and be under the care of qualified physicians. W
are working together to try to identify unintended
barriers to patient access.

Regar di ng the physician enrol | ment
process, physician responsibilities in the

prescribi ng program nust be clear, and the program
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still needs to ensure that only qualified
physicians are enrolled. These doctors nust attest
to their abilities and know edge and take on
responsibilities such as patient counseling,
reporting of adverse events, and applying Lotronex
bl ue stickers on prescriptions so pharmacists will
know that they're enrolled in GSK s prescribing
pl an.

Not all physicians may wi sh to accept
these responsibilities or are able to manage the
di sease and drug adverse events. However,

d axoSmithKline and FDA are | ooking at ways to

i nprove the physician enroll ment process and are
eval uati ng ot her possible nmeans of attestation to
ensure qualifications. For exanple, phone-in
attestations nmay be an option as well as the
current fax-in forms.

As was nentioned, there is a perception of
liability transfer to the physician. Perhaps the
fact that liability is not being transferred can be
made cl earer.

Regardi ng the issue of |abeling, there's a
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tensi on between describing risks that may be
frightening and providi ng adequate information to
al | ow patients and physicians to nake inforned
decisions. FDA will consider |abeling changes that
enhance clarity and education. However, any
changes in the | abeling such as the indications
must be supported by clinical trials data on
ef fecti veness and safety. In addition, the
| abel i ng nmust include accurate information on the
magni t ude and severity of adverse events.

I n concl usion, we recognize that there is
a tension between managi ng ri sk, providing access
to the drug, ensuring appropriate use, and busi ness
consi derations. How drugs are used is influenced
by many parties in the health care system W
think there may be roomfor inprovements in the
ri sk conmuni cati on and processes and are working
with daxoSmithKline on them COverall, at the
present tine the risk managenent program appears to
be managi ng ri sk and assuring appropriate use.

At this point | would Iike to open it up

to comittee questions of d axoSnithKline, FDA, and
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1 for further discussion. Thank you.

X DR. CGROSS: Thank you, Dr. Justice.

3 Are there any questions fromthe conmittee
4 menbers for any of the speakers? Jackie?

5 DR. GARDNER: Two points of clarification,
6 if Dr. Metz could help me. The first is whether

7 there is any restriction on the quantity of drug

8 that can be prescribed. | appreciate that your

9 packages cone in 30s, but a prescription for 90 is
10 al l owabl e, for exanple. |Is the quantity

11 restricted?

12 DR METZ: Right now, what we're requiring
13 is a prescription--what we're providing to the

14 patient is a package of 30. It is possible that a
15 physician could prescribe nmultiples of that. But |
16 don't think we have any direct data on whether that
17 is, in fact, happening and on what scale it's

18 happeni ng.

19 DR. GARDNER: But it's not prescribed by
20 the program
21 DR METZ: No.

22 DR. GARDNER: And the second question
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have rel ates also to access but to the
post - marketing surveillance. Regarding your
popul ati on-based surveillance, do you know whet her
this drug is on the fornularies of those HMs?

DR. METZ: You're going to have to speak
to a mcrophone, Bob.

DR SANDLER: Right now our estimate is
that 87 percent of prescriptions are reinbursed in
sone fashion when covered through managed care. So
it may not necessarily be on a formulary, but it
wi |l be covered.

DR CRCSS: Stephani e?

DR. GARDNER: Dr. Metz, |I'msorry. That
doesn't answer our question, because if it's not on
those formularies, you're not going to find scrips,
and there's no point in doing the post-marketing
surveil | ance

DR METZ: Dr. Qurwitz?

DR GURWTZ: M name is Jerry Qurwitz. |
represent the HMO research network CERT, the Center
for Education and Research on Therapeutics, that is

conducting one of the studies, and nine health
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pl ans are involved in our study, our conponent of
the epidem ol ogy program In all of the health
pl ans involved in our study, the drug is avail able.
The access to prescribing the drug varies according
to the plan. Many of the plans require prior
approval for a prescription. But none of the plans
forbid prescribing, and all of the plans, if
approval is given, will allowit to be prescribed.

DR CRCSS: Okay. Stephanie?

DR CRAWORD: Thank you

Dr. Metz, in slide 46 on patient
appropri ateness--this is the one where you have the
categories for men and wonen and overal |l net
treatment and severity criteria for wonmen, 90
percent, nen, 84. | have actually two questi ons.

My first one is: Wiy is the men not zero
based on the | abel indications?

DR METZ: Well, there's a difference
here. It's not indicated for use in nmen, but nen
that are using it can still nmeet the criteria for
treatment. So there's a difference here. You

know, the question is: |If we had a box in there
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that said women for whomit was--or patients for
whomit was indicated, then you' d have a number for
femal es, but for men you woul d have zero because
it's not indicated for use in nen. But now the
real question is: O the men that receive
Lotronex, did they have the disease that woul d have
qualified themfor treatnent for Lotronex? And the

answer to that is 84 percent of themdid have the

di sease. |Is that--
DR CRAWORD: | understood how it was
meant. | guess |'m asking are you--the second

question, which is not so quick, is: You were

rat her general in sone of the things you were

al luding to, saying perhaps things fromthe

sponsor's perspective could be handl ed through

education, et cetera. Can you be nore specific?

And as part of that, are you al so saying that

per haps the indications should include men or not?
DR METZ: No, again, right now we're not

consi dering any change in the indications statenent

because, as Dr. Justice has suggested, those types

of changes are going to require data from
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addi tional clinical research.

I think what we're | ooking at and, again,
what we're working with the FDA on is | ooking at
the product information, the product |abeling, and
trying to provide a little nore bal ance, trying to
present the information in such a way that it's not
naturally intimdating or frightening to the
patients. So, you know, we're |ooking at making
nodi fi cations that provide bal ance and clarity, and
I think that's the approach that we're trying to
take as far as the risk nanagenment programis
concer ned.

And as far as the attestation process, as
Dr. Justice nmentioned, we're taking a | ook at that
and seeing where the points of tension are between
the physician attestation process and see if
there's another way to address it to take sone of
the venomout of that, if you will, and nake it
nmore acceptable to the practitioner.

Again, that's an area that we just have to
focus on because the feedback that we've gotten

fromthe field indicates that that's an i ssue for
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some of the practitioners.

DR. CGRCSS:  You nentioned that 80 percent
of the prescribers were in PPL.

DR METZ: Right.

DR. CGRCSS: How did the other 20 percent
wite for the drug? And why was it honored?

DR METZ: Okay. Well, they can wite a
prescription for the drug. There is no mechani sm
that we have to keep themfromdoing that. But it
woul d be akin to a physician witing an off-1|abe
prescription for a product, which they have the
right to do

Now, at the pharnacy |evel, obviously,
there is a little bit of tension created because
for the pharnmacists that are aware of the program
they're faced with filling a prescription that
doesn't have a sticker on it and what they're going
to do about that.

So, again, we've addressed that with sone
of our followup information. W have that
followup letter that goes to the pharnaci st when

we' ve identified non-enrolled prescribers, just
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reminding themthat this is the programthat's in
pl ace for Lotronex and, you know, encouragi ng them
to hopefully contact the prescriber and say, you
know. Are you enrolled? | got a letter from GSK
or fromthe prescribing programfor Lotronex that
says there ought to be a sticker on these
prescriptions.

But, again, we can't force that
conversation to occur, and what we're finding is 13
percent of the prescriptions that are witten are
com ng outside of the program

But, again, you know, we have no benchmark
agai nst which to judge that, but 87 percent is
pretty encouraging to us, frankly. W're very
relieved because we had no idea what woul d happen

DR. CGRCSS: And fromthe patient's point
of view, | guess it's not possible in the current
program but would it be possible once the patient
and t he physician work out their agreenent to have
the patient obtain prescription renewals, let's
say, for the next two nonthly ones, attain them

without a visit and maybe just see the physician
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four tinmes a year instead of nonthly for
prescription renewal ?

DR METZ: That's an excellent point, and
oddly enough, we're in sone di scussion around how
to address that issue. Because, again, | think
with these risk nanagenent prograns, you start out
in one place, and after you' ve had sone experience
with the product being marketed under those types
of prograns, you use the data to decide where to go
next. And | think we feel that nmaybe the tine is
right to take a look at this refill procedure and,
as you' ve suggested, make sure that the inportant
conversations occur first early on. But then after
that, once the patient is in a "stable situation,"”
per haps you could provide for refills and, again,
reduce the need for those recurrent visits. |
think that's a very good point.

DR GRCSS: Henri?

DR MANASSE: Dr. Metz, | have two
questions. One relates to the intense tinme that it
takes both physicians and pharmacists to

participate in this programand do the required
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safety net activities. What kind of dial ogue has
gone on within GSK to deal with the tine, cost,

fi nanci ng conponent of the managenent of the
progran? Question numnber one.

Question nunmber two: Have you expl ored
all of the different places and nechani sns by which
prescriptions get filled by patients and the fact
that all of these different ways probably require
different ways of managing the progran? | refer
specifically to where the patient has a choice in
terns of going to pharmacies, both in hospitals and
in comunities, versus forced nail-order, for
exanmpl e, in sone health plans--ny point being,
again, and ny question relating then to how have
you t hought about these issues, and are there ways
that these can be tinkered with, if you will, to
enhance the participation of providers?

DR METZ: Let ne try to answer the first
question first, as best | can renenber it, and that
was with regard, if | understand it, to the
internal burden with GSK of running this very

conpl ex program -
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DR. MANASSE: It's placed on the providers
and the time and energy that it takes and the
probl ens of renmunerati on we heard fromone of the
speakers today.

DR. METZ: Well, you know, again, if |
under stand the question, we are |ooking into that
i ssue, and we're trying to decide which of these
poi nts shoul d be addressed--you know, what points
could be addressed to relieve as much of that
burden or tension as possible, while maintaining
the integrity of the RW framework itself. And,
you know, it's a balancing act, and we're into
t hose di scussions with the agency, and we're going
to look for ways to nmake this | ess onerous w thout
undermning the integrity of the systemthat we
believe has worked fairly well up to this point.

DR. CGRCSS: Brian--

DR METZ: Now, there was a second
question, and that second question was really have
we | ooked into the other mechani sms or avenues for
patients filling prescriptions and whether, in

fact, there are any barriers there that we didn't
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envi sion that we should perhaps address noving
forward. And, honestly, we have not | ooked into
that right now W' d be interested in hearing sone
views on that because | think that's a very
i mportant point. And, again, we' ve been, you know,
dealing with this, but | think as we nove forward
and if we consider sonme other ways to address the
refill phenonenon, that's got to conme into play.

So, again, we'd be interested in hearing

sone advi ce about that.

DR. STROM | have two questions. One is:

When we net about this two years ago, one of the

i deas of the attestation and the debate about
attestation and certification and

gastroenterol ogists, primary care doc, was the goa
to have this drug prescribed by a subset of
physi ci ans who really knew how to use the drug.
And gi ven the nunbers you just described about

10, 000 patients and 5,000 docs, or even 2,500 docs
prescribing it, that's an average of four patients
per physician, which isn't very inpressive.

What proportion of patients are getting
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their prescriptions from physicians who are
prescribing it to nore than one patient?

DR METZ: | think we have a slide on
that. Yes, we've got a bar graph with the nunbers
of prescriptions. Just a second. W'Il see if we
can find that.

But you're right, again, if
you--recogni zing that no refills are all owed, some
of those nunbers that you see are origina
prescriptions for the sanme patients, so you're
absolutely right, the nunber of patients per
physi ci ans who do choose to treat is pretty |ow

DR. STROM But, if anything, that argues
there should be fewer certified physicians rather
t han nore.

DR METZ: (Okay. Here we go. Here's the
prescribing activity, and what we see here, this is
total nunbers of prescriptions. And, again, it
gets hard to put a denominator with that because we
don't have any refills that are allowed. But,
anyway, | think what you can see is in the one to

five range, very negligible. There are a few, a
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few nore actually, roughly twi ce as many dedi cated
prescribers, if you will, that are driving
prescriptions beyond six to ten, out to greater
than 15 prescriptions. But it's a very snall
cohort.

DR. STROM The second question: As you
were tal king about, one of the key issues here is
mtigate risk, and when dealt with this two years
ago, one of the concerning questions, obviously
through no fault of anybody, is that there was no
way to predict--let me back up. It appeared that a
relatively small subset of patients actually
benefited fromit. W saw two sets of data
i ndi cating only about 10 percent of patients
continued the drug long termfor a synptomatic
drug, and it looks like that's what happening again
now that the drug is on the market. So there's
only a small subset of people who get the drug who
will benefit. And there were no risk factors that
were identified in the data then that could predict
who was |ikely to benefit and who was not.

In the same way, the risk of suffering a
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serious event is obviously nmuch | ess than 10
percent, but even in your new experience here with
i nconplete reporting, it's still one in 300
patients suffering serious events. And part of the
problemis, at least as of two years ago, we
couldn't predict who would benefit. W also
couldn't predict who would be hurt. So that the
only way to nmitigate the risk was to restrict its
access and to, in fact, limt it to as few people
as possi ble, because 100 percent of the people who
got the drug would be at risk of getting the
adverse events, where only roughly 10 percent of
the people who got the drug would benefit fromthe
drug.

In the interim where you' ve got other
clinical trials underway and additional experience,
are there any nore data you could share with us
that would give information about predictors of
either who is likely to be that 10 percent who
benefit or who is likely to be in that one in 300
who will suffer serious adverse events?

DR. METZ: No, we don't have any new
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information. CQur clinical trials programis

ongoi ng, and, again, we just sinmply don't have that
informati on available as we sit here today. And,
again, you're absolutely right, the ischenic
colitis we believe is idiosyncratic; therefore, we
can't predict.

However, what we do think that we're
seeing here is sone inprovenents in the outcones,
and, again, our goal for this risk managenent
program was nhot based on a target nunber but was
based on changi ng behavior, pronpt recognition and
action on behalf of the patient and physician. So
that's where we are right now.

DR. STROM But just as a follow up
comment, the logic of two years ago, which you're
describing to ne still holds, is if you can't
predi ct who's going to benefit and you can't
predict who's going to be hurt fromit, the only
answer is--we didn't want it unavail abl e because we
t hought there were people who clearly needed it,
but the only alternative was to greatly limt its

access as much as possi bl e.
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DR METZ: Well, again, you know, we fee
that with this specified target popul ation, we've
got a target popul ation for whom we believe the
benefits will outweigh the risk. And we believe
it's an appropriate target popul ation for
treatment, and we believe within this framework
that we have devel oped here, risk can be
ef fectivel y managed and peopl e can have the
opportunity to benefit from Lotronex. And | think
that's what we're trying to provide here is that
opportunity. So, you know, we'll finish our
clinical trials program and hopefully be generating
some data that we can share in the future. But we
are where we are.

DR CRCSS: Robyn has the next question

M5. SHAPIRO. | think this may pick up
some of that. As | understand it, then, part of
the qualification requirenents for the doctor is so
that he or she could properly nmanage in the event
of something bad happening. But it's not clear to
me fromyour presentation about what you want to do

about what you've already put in place to try to
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make that happen. In other words, the perception
of the liability transfer | think is ridicul ous,
and they will always be afraid about that and upset
about that. You're not going to answer that.
Anytime when you want to require qualified
people, that's an affront, | guess, to licensure
and training. But if you believe that that's
inmportant to be able to pick up--1 don't think that
any of these issues are significant enough or even
credible to go back on the required training thing.
DR. METZ: Let nme just address that
question in two ways. First of all, we're not
tal ki ng about conpletely wal ki ng away from
somet hing. What we're tal king about is trying to
nodi fy what seened to be perhaps the nost of fensive
elements of it. They don't |ike the signature
process. So, you know, as Dr. Justice has
suggested, is there another process to ensure that
they're qualified yet sonehow or another doesn't
serve as an affront to them and recogni zes sone of
those sensitivities. But, actually, I1'd like to

let Dr. Sandl er address just some coments fromhis
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265
perspective on this process and sonme of these
intangi bles, if you will.

DR SANDLER: | think that as a physician
the program has incredible barriers and | think
it's hard to convey. And to sit down with a
patient and ask themto sign this forml think is
insulting for physicians and sonmewhat deneani ng.

I think to be able to give the patient an
i nformati on sheet and to sit down with them and say
if you get constipation, stop the drug and call ne,
if you get bad abdomi nal pain, stop the drug and
call nme, that pernmits ne to educate that patient,
just the way | do with every other patient. This
program becones special, and by doing that we set
up barriers. And we're denying access to a drug
that helps a lot of people. Dr. Stronk (ph), whom
| admire a lot, said that everybody has a risk but
nobody has a benefit. Well, going into it, the
probability is everybody has a chance to benefit
and everybody has a chance to risk. W can't
predict.

MS. SHAPI RO But you're tal king about
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1 what was going to be ny second point. M first

2 point is: Do we do away with the required

3 qualifications attestation? And that's different

4 than the agreenent and the tine that it takes to do
5 that. But let me just tal k about that, too, and

6 then you can cone in on both.

7 One of the points in here is that it nust
8 scare patients away because after they go through

9 this process, whether it's the signing of the form
10 or hopefully, nore inportantly, the discussion,

11 some of themdon't want to take the drug. Well,

12 that's inforned consent.

13 DR SANDLER: That's fi ne.

14 M5. SHAPIRO | nean, that is what the

15 plan is. Wen they hear things--

16 DR. SANDLER: What about the patients that
17 are deni ed the chance to even get the drug because
18 Dr. Wlderlite, he's a conpetent gastroenterol ogist, and
19 he's afraid to use the drug. He's afraid

20 of litigation, he's afraid of--and the process is
21 so tinme-consumng that we've set up barriers so he

22 doesn't want to use the drug.
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MS. SHAPI RO The tine-consuning thing
just gnaws at me because while |I'mvery cogni zant
of the fact that, particularly today, doctors don't
want to talk to patients because they don't get
paid for it, they have to talk to patients, and
particularly when they're dealing with a risky
drug, they have to talk to patients. And our
rei mbursenent system should figure out a way to
make it worthwhile. But even before it does, they
have to talk to patients.

DR. SANDLER: | couldn't agree nore. So
| et nme answer your question about the attestation
and t hen answer your question about talking to the
patients. There's probably a way to do this short
of a doctor saying, "I attest that | know how to
take care of IBS patients. | know how to take care

of ischemic colitis,"” signing a form | think
there are ways that the agency and the sponsor
could work to figure that out.

M5. SHAPIRO W thout assuring that they
do? Wthout kind of assuring that they really do

know how to pick up on the signs and synptons that

file:////ITiffanie/C/Dummy/0505DSRM.TXT (267 of 297) [5/19/2004 11:51:44 AM]

267



filex////ITiffanie/C/Dummy/0505DSRM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

268
woul d suggest that a patient's in trouble?

DR. SANDLER: Well, the system now doesn't
assure it either. They just sign the form and say
they can do it.

M5. SHAPIRO  Ckay. Well--

DR. SANDLER: There's no way to guarantee
it. They're licensed--

DR. GRCSS: | think we're going to have to
go on to the next question. Alex, do you have a
question?

DR. KRI ST: The question that | was
wondering leads a little bit on what Brian was
saying. Back in 2002, there were discussions about
whet her the | ower dose, which is now the starting
dose, would have less risks of adverse events and
whet her the risk of adverse event would go down
over time or whether nost of the risk was when a
patient initially started the nedication. And |
heard you say earlier that we don't necessarily
have i nformati on about who's going to be at risk
But part of my question that |I'mwondering is |'m

just interested in the systens in place for
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watching this to see if the |lower dose will result
in |less adverse events and if the risk of adverse
events will change over tine that a patient is on
t he medi ci ne.

DR. METZ: Well, you know, again, we have
a survey that gives us information about the
starting dose that patients are taking, and we're
reassured by | ooking at that patient survey data
that they are indeed starting with that initia
dose that we wanted themto use. But | think in a
| ongi tudi nal way, |I'msure that we have the ability
to nonitor across tine in the fashion that you've
suggest ed.

El i zabet h?

And, again, that's sone infornmation
hopefully that we'll get out of that ongoing
clinical programthat was part of our series of
Phase |V comm tnents. You know, that's the richest
context for that type of information, but I'Il let
El i zabet h- -

DR. ANDREWS: W do at every followup in

the survey, we ask what their current dose is, and
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I don't have the exact percentage. | can get it.
But a substantial number of people are still on the
| oner dose. | think your question was sonething

el se, which was what is the efficacy at the | ower
dose.

DR KRIST: The risk across tinme.

DR METZ: Risk of adverse event on the
| ower dose and the risk of adverse event over tine.
And, again, within the survey context, we don't
have the ability to do that, but we have a very
large clinical trials programunderway, and those
doses are included there, and that is going to be
the richest source of that information. But those
studies are not conpleted yet. They are enrolling.

DR GROSS: CQurt?

DR. FURBERG W heard quite a bit about
the good news, and | want to commend GSK and the
agency. We didn't hear nuch about the troubling
news, at |east two aspects of it. One is the very
| ow participation rate and the patient follow up
survey program 36 percent responded. | find that

very, very troubling. And the other one is the | ow
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271
physi cian reporting rate those serious adverse
events. Mst of the serious events cane from
patients.

So ny question then is to you and your
company: \What are you doing about it? One thing
is to take care of the issues and increase the use,
but you al so have to get better information, better
data for us that we can assess the inpact of the
program

DR METZ: Well, as far as, you know, the
general perspective on survey participation in this
type of context, | think I'Il let, again, Dr.
Andrews address that. But | would tend to disagree
with you. You know, given the experience with
these types of instrunents, we're not disheartened
by 36 percent.

Now, you know, are there other things that
we should |l ook at or could | ook at to change
participation rates in future surveys and what are
the dynam cs around the patient's willingness to
participate in these surveys? | think these are

i nteresting research questions that | think we need
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1 tolook into as this field evolves. But I'll let

2 Dr. Andrews talk--

3 DR FURBERG | think you're saying you're
4 going to overcone barriers for the other areas.

5 This is an area that al so has barriers, as you

6 said, and you need to overcone them And 36

7 percent is unacceptable, in ny view.

8 DR METZ: I'll let Dr. Andrews address
9 that.

10 DR. ANDREWS: Well, 36 percent is--the
11 issue is whether the patients are representative.

12 Are there biases because of the | ow participation
13 rate? A 36-percent participation rate doesn't

14 necessarily nean that it's biased, just as a

15 90- percent participation rate m ght not nean that
16 it is conpletely unbiased.

17 VWhat we have | ooked at in terns of

18 representativeness is we've | ooked at the age and
19 gender of the patients, geographic region of the

20 prescriptions, and specialty of the physicians, and
21 conpared with sales, and we see the patterns are

22 al nost identical. So that is--
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DR. FURBERG It doesn't carry the day at
all. | mean, those are fairly insignificant,
nonspecific factors. The reason why soneone
doesn't respond could be that they had a bad
experience and just said, "I'mjust out of it."

And we never find out about it. | think we have an
obligation to get as conplete information as we can
fromthat part of the program

DR METZ: Again, that's a point well
taken. Wuld we be happier if it was 50 percent or
60 percent? We would both be happier.

DR FURBERG |'m just suggesting devote
some effort to that as well

DR. METZ: Yes, | agree. And the second
poi nt that you nade, |'msorry, Dr. Furberg, was?

DR FURBERG The physicians, the |ower
reporting of adverse events. Mst of the events
are comng frompatients, which is unusual. And
here are they objecting to it, or is it just--

DR. METZ: Again, I'mnot a physician. |
don't even play one on TV. But I'mgoing to

pretend for just a nonent.
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You know, when we tal k about seriousness,
seriousness neans different things to different
people. To a practitioner, they have a practica
definition of seriousness based on the practice of
medi ci ne. We have a regul atory definition of
seriousness based on the regul ati ons, and perhaps

what we haven't done a good job of doing is

comruni cating to the practitioner comrunity what it

is we want themto report here. W've said you
shoul d report, but I'mnot sure that we educated
themas far as what to report.

DR CGRCSS: Qur next question is from
Mari a.

DR. ANDREWS: | was going to nake the
comment, | just wanted to nake sure that you are
aware that the participation in the survey is
vol untary.

DR FURBERG | understand that.

DR. ANDREWS: And so for a voluntary
program the participation rate is actually quite
hi gh.

DR FURBERG |'d disagree with that,
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DR SJOGREN. Actually, 1'll take up that
poi nt because where | work, we have severa
programs in which we do followup, and it is across
the board 30-percent response. Wen | |ooked in
the literature, it is 30 percent no matter what.
And so we put a follow up programin place thinking
that we were going to do better, and it cane out
right at 30 percent. So their 36 percent | think
falls within the literature, at |east fromwhat |
recall in nmy research. [It's unfortunate, but
that's us, that's human beings. W don't like to
answer questionnaires; we don't like to be foll owed
up. And | think that's part of the problemthat
you're facing, and | don't think you're going to be
able to solve it. Just look in the literature and
you'll see everybody's 30 percent. Actually, you
are 6 percent above.

But the question | wanted to--or the
analysis that | did | ooking at the data and | ooki ng
at what the FDA gave nme to review is that indeed,
al though there were patients that has ischenc

colitis, all of themresolved. And | think, you
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know, talking as a clinician--1 mean, | wear
several hats, but one of themis as a clinician.
If things resolve, you don't think that they are
serious. So that's possibly the cause why ny
col | eagues are not reporting to you

Now, if we are in the mdst of a clinica
trial and you have an ischenmic colitis or you have
a hospitalization, then you absolutely report as a
serious adverse event, but not in the practice of
medi ci ne. And these observations are part of the
programthat you and the FDA put together.

The fact that, when | did some rough
cal cul ations, you had | ess than 4 percent adverse
events in this program and then, as was pointed out
before, the serious adverse events--by seriousness
considering ischenmic colitis or sone other
di agnosi s--was 0.3 percent. So the programis a
success in regards to if you apply this nedication
to the appropriate patient. Then you have a snall
rate of adverse events in general and not
dism ssible but a small rate of serious adverse

events especially when those serious adverse events

file:////ITiffanie/C/Dummy/0505DSRM.TXT (276 of 297) [5/19/2004 11:51:44 AM]

276



filex////ITiffanie/C/Dummy/0505DSRM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

277
resol ve, because you renove the drug and the
patients just can go back to their normal life.

So | think, you know, the programthat you
put together is very good because it proved the
poi nt that the appropriate patient that takes the
drug, then the risks are mnim zed.

So tal king now on the subject of being a
clinician and having ten gastroenterol ogi sts that
work with me and many friends in the comunity,
I'"ve asked in the past if they use Lotronex, and
they've all told me no because when they enroll or
attenpted to enroll, they got boxes and boxes and
boxes of paperwork to fill out, that it is
horrendous. They're very upset, the community of
gastroenterol ogists in general, because there are
patients in which, although the disease may not be
life-threatening in the sense that they die, it is
life-threatening in the sense that the guys cannot
get out of the house or have to have an office
right next to a bathroom There are things in
gastroenterol ogy that should not escape us, and

think the appropriate patient with this drug should
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have access to it.

And | think that the reason for neeting
today is to find a way to nake it nore accessi bl e.
Obvi ously, there were very serious side effects
before. There was m sunderstanding. There were
physi ci ans that perhaps were not follow ng the
letter of the intent of the FDA. But those things
I think we can work with and nake the program nore
feasible for our patients and for our physicians.

DR METZ: Okay. That's our intent. |It's
a continual cycle of evaluation and revision. The
advantage that we have right nowis at least for a
change we have sone data that we can deal with as
far as the potential inmpact of these things. And,
yes, there are things both good and bad that we
need to address as we nove forward. But we think
it's inmportant to continue to nake this avail abl e
to these patients because this disease really
insulates themfromtheir activities of daily
I'iving.

DR CGRCSS: Mark, did you have a comment

you wanted to nmake?
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DR AVIGAN. Right. | just wanted to
speak to the observation of the adverse events, the
ei ght cases of ischemc colitis that were basically
predicted and pretty much on track with the usage
that currently exists. And then the question came
up of the distribution of severity of outcones out
of those eight cases.

Just to point out that the severe
out cones, the bad clinical actors that were
observed in the previous experience, and just to
sort of go back to the April 2002 tabulation, so in
the post-marketing sort of ratios, out of 84 cases
of ischemic colitis, 10 devel oped surgical outcones
and two were associated with death. So it's a
subset of the denom nator of ischemic colitis. So
there may--there are two possibilities. One is the
early observation of ischemc colitis by the
clinician, the patient really mtigates the risk
for a bad outconme. But the other is that because
there were | ess patients exposed, you don't have
the full distribution of severity of outcones

because of purely the nunmber that actually got the
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adverse event.

I just wanted to point that out, and | was
going to ask you if you--and we al ready spoke about
this a bit, whether you coul d distinguish between
these two because that's an inportant point about
your eval uation of the success of the risk
managenent .

The second question--and | just raise it
as a question raised before--you nentioned that of
the patients who are currently treated, 80 percent
have all three severity criteria. So ny
question--and you nmay not have the answer, but one
that should be raised--is: O those patients who
have frequent and severe pain, which is the first
criteria, what percentage of those have frequency
urgency or incontinence and/or the third criteria,
which is the restriction in lifestyle? 1n other
words, what is actually the--if you al ready have
one, what is the percentage of all three in order
to understand whether you're being overly stringent
because 80 percent have all three?

DR. METZ: Let's take the second question
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281
first. And, Dr. Chang, naybe from your clinica
perspective, it's the issue that we've di scussed
around what's the likelihood that a patient would
have one or two of these things versus having al
three. Again, so the issue is, you know, is it
fair to hypothesize that this all-three phenonenon
does really represent a severe end of the spectrunf
O is there sonething el se going on here?

DR. CHANG There have actual ly been
studi es that have shown that if you have pain,
that's a predictor of inpact of quality of life.

So | would inmagine that the patients with severe
irritable bowel syndrone who have severe pain or
frequent pain are really going to have numnber
three, which is disability or disturbance of
quality of life.

There hasn't been data on the urgency or
fecal incontinence, but you can inmagine that you if
you have fecal incontinence, you' re going to have
an inpact on your quality of life every tinme you
step out the door. But if you're going to assess

urgency and that with pain, | don't think they're
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really tied together. | think it's tied with
disconfort. But with quality of life, you have to
only look at a subgroup of IBS patients, which are
the di arrhea predom nant group. And ny guess woul d
be, ny inpression is that urgency is probably a
strong predictor of inmpact on quality of life in
that group of patients.

DR. METZ: So it sounds |like one and three
and two and three go together, but one, two, and
three seemto define, you know, a severe end of the
spectrum And | guess as far as--you know, we've
been tal ki ng about these di agnoses of speci al
interests and these outcones, and if | could just
have Dr. Lewis make a comrent from his perspective,
havi ng reviewed this and chairing that Safety
Revi ew Commi tt ee.

DR. LEWS: Thank you. | chair a Safety
Revi ew Committee which we ook at all the events of
special interest regarding what is reported to be
ischemc colitis or constipation conplications.

And in doing that, it's revealing that certainly

not all the cases that are filed as that diagnosis
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turn out to be that diagnosis. W spent weeks
devel oping criteria, methodol ogy to put together a
true way to diagnose these conditions, which can be
done for any adverse event. | nean, we do it for
l'iver disease and other things.

And with the cases that we've seen in this
program while nany of themwere ischemc colitis,
several of themwere not by the criteria that we
use. The first and forenost is sonmebody has got to
look in the colon and see if it even | ooks I|ike
ischemc colitis. People can have rectal bl eeding
fromlots of different reasons, and pain. It could
be diverticulitis, for exanple. So we have
criteria that we use.

W al so then--what's not shown here is we
made a causal relationship junp to whether Lotronex
m ght have been responsible for the constipation or
the ischemic colitis, and there we have sinilar
criteria and nethodol ogy we put together, and only
a mnority of those cases could we actually say
Lotronex seens to be responsible in a probable or a

definite manner.
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We still don't know why ischenmic colitis
occurs. The | atest epideniol ogic studies suggest
that it mght even be the very far spectrum of what
we call irritable bowel syndrome. Renenber, we
still are learning about this syndrome. We now
know it's not just with Lotronex. Tegasorade
(ph)--1 just got ny letter yesterday, the "Dear
Doctor"” letter telling ne Tegasorade, which works
on a different serotonin receptor, is also
associ ated with the condition. | haven't revi ewed
those cases so | don't know how accurate it is.

But it is a learning process. | think we're

| earni ng nore about ischenic colitis in the |ast
couple of years and into the future than we ever
expected to, and it's inportant that we do that.

But just in terms of what we continue to
dois try toidentify in the future what patients
m ght be at risk, and that will be very inportant
to know so that we night not give certain patients
Lotronex or the other drugs as well, because right
now we don't know. And some formof nonitoring is

certainly inmportant. An educational program that
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we're doing and telling patients what to expect and
stopping the drug if they get those synptons is
cruci al

DR CRCSS: W have three nobre questioners
before we close for the afternoon: Art, Annette,
and Jacki e.

MR LEVIN: |'ve been struggling with how
to put this as a question rather than a rant, but
first of all, just a few comments and then ny
quest i on.

I assume you're aware that in the context
of risk managenent prograns, this is risk
managenent lite conpared to sone others. There are
other prograns out there that nanage the
prescribing and di spensi ng of nedications about
whi ch we serious questions as to the trade-offs
bet ween risks and benefits and a | ot of unknowns
that manage it much nore rigidly than this does
And the notion that we're scaring patients away,
mean, | would call your attention to the Med Cui de,
which | think is mld and doesn't even follow the

gui delines in having the black box warning at the
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top of the Med Guide. It gets into the risks, |
think, in a very general way.

That said, it strikes ne inlistening to
your presentation that you're | ooking to the wong
entity to fix the problem if there is indeed a
problem w th access, because | think having
barriers is what risk managenent is about. | nean,
it sort of defines it.

I think we have to recognize that this was
an extraordinary case, the first tine in history
where a drug which had been w thdrawn canme back on
the market and about which there was little known
about how to predict risk, and that everybody,
including all of the patients that testified that
day, seenmed willing to ensure this special program
in order to have access to the drug.

I think the problemis in the prescribing
community. | nean, | would ask you to think about
where is the problem And | am somewhat--1'Il1 use
the word--angry that the prescribing comunity
descri bes a conversation with a patient about

benefit and risk and signing their nanme to a
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page- and-a-quarter attestation as so burdensone
that they opt out of this program And it strikes
me that if a physician believes that this is a drug
for the patient sitting in front of them it
borders on either m sconduct or mal practice not to
prescribe that drug because they have to sign an
attestation or they have to go into a program which
is designed to protect themand to protect the
patient from harm

I woul d argue that your education--it's
not a matter of relaxing the risk managenent
program It's a question of educating the
prescribing comunity that the things they're
afraid of they should not be afraid of, that this
programis in place to benefit everybody, and
they've got to give it a chance. And maybe if we
do learn howto identify patients that are at risk
and can be nore scientific in selecting who gets
this drug and not, we can change the program

To date, there's no nore data than we've
ever had, and | would argue to look to altering the

ri sk managenent programat this stage is sinply
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1 unacceptable in ternms of protecting the public

2 health. And | think really what we shoul d be

3 t hi nki ng about is how do we educate the prescriber
4 community to get over their fear and to prescribe
5 this drug when they believe it's appropriate for a
6 patient. You guys are very good at educating

7 doctors about your products. You detail very well.
8 And | don't know why you can't be doing educati ona

9 detailing to that effect.

10 DR METZ: On that?

11 MR LEVIN  Yes.

12 DR METZ: | didn't hear the question so--
13 [ Laught er.]

14 VOCE It qualifies as a rant.

15 DR METZ: You said you weren't going to

16 do that, but | feel--so do you feel confortable

17 with my answer then? Thank you. | nean--
18 DR CGRCSS: You can advi se physici ans
19 there are billing codes for time they spend with a

20 patient, which goes along with Art's coment.
21 Annette?

22 DR. STEMHAGEN:. | just wanted to confirm
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interms of the evaluation criteria, we're
tal king--1 think you have Slides 45 and 46--about
conpliance and appropriateness. And very high
per cent ages, everybody | ooks great. But ny
understanding is this is only based on that 36
percent. So we could be getting the best conpliers
because they're the people feeling notivated, |I'm
doi ng what | should and I"mgoing to tell you about
it. So understanding all the limtations of survey
research, | do it all the tine, trying to urge that
there be sone other mechani snms put in place to
evaluate it, to get a higher percent so we can
really feel conforted by the percentages.

DR. METZ: You know, we put that program
in place. That's the clai ns-based epi dem ol ogi ca
research which was to | ook at that at the back end,
if youwill. But, unfortunately, that aspect of
the programis dependent on patient uptake, and
right nowit's not providing any val ue.

DR. STEMHAGEN: Weéll, |I'mnot sure
exactly--in terns of the clainms database, there are

patients' self-reported criteria for whether you
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are the right candidate, and that's not going to be
captured in the clains database. You'll have to go
back to the records, and that may still not be
captured unl ess the physician specifically asks
those questi ons.

So while | agree it's another evaluation
tool and | think it's an inmportant one, |'m not
sure it's going to get to all of these questions,
ei ther.

DR METZ: You know, again, you're right.
We have to nake sone qualitative assunptions about
the generalizability of that cohort, you know, to
all patients that are receiving Lotronex. And you
heard Dr. Andrews speak to the kinds of things that
we're looking at. But, you know, you can't say
definitely, you know, these people are
representative. W hope that they are, obviously.

DR GRCSS:  Jackie?

DR GARDNER: | n 2002, when we net, one of
the di scussi ons was around whether to restrict
prescribing to gastroenterol ogists, and | recal

that the Chairman of the Gastroenterol ogy Advisory
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1 Conmittee, | think--1 may be ascribing it

2 incorrectly to him-said that won't work because

3 sonme of us have taken our practice in sone other

4 directions--and | wanted to say liver disease or

5 somet hing that he said. And so that's why it

6 wasn't restricted to gastroenterol ogists;

7 therefore, an attestation programwas set up with
8 their concurrence because not every gastroenterol ogi st
9 guts and so on--

10 DR METZ: |Is going to |look at IBS, right.
11 DR. GARDNER Right, exactly. And some
12 famly practitioners really do

13 I"mstruck by the difference in this

14 meeting and one we had a coupl e of nmonths ago

15 around Accutane, in which those prescribers al so
16 are severely restricted. They have the sane kind
17 of sit-down and sign things. They' ve got to do

18 pregnancy tests. And we heard a | ot about a | ot of
19 things at that time, but | didn't hear this kind of
20 resistance to getting involved in these prograns.
21 So ny point is that FDA, with a risk

22 management programthat is at |east as onerous as
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this one, nonethel ess, has sonehow managed to find
a way to nake it nore acceptable to the
constituency such that, as you know, not only is
Accut ane trenmendously prescribed, nore even than we
probably would want it to be, perhaps, but it also
has four generics and yada, yada. | nean, it's not
running into this prescribing lintation issue.
And so | woul d suggest that you all |ook to nodels
within FDA for ways to handle this attestation to
make it--to elimnate this accessibility burden

DR. METZ: And, again, we take the point
on perhaps an additional educational focus. W do
have a | arge educati onal program ongoi ng, and,
again, that's another area where one coul d nake
nodi fi cations and see if you can get sone
incremental gain out of that. But that's a
multifactorial problem Let's face it. There are
| ot of things intersecting here that need to be
addressed in a careful, prudent way. And | think
that's what we're about here.

DR CRCSS: A special request from

St ephanie for the | ast word.
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DR. CRAWCRD: Thank you, M. Chairman.
Actually, | was just asking for a word, not
necessarily the |l ast.

I would like to actually give you a kudo
because |'ve read sone of the press that appear
today--that nmde it appear that the risk nmanagenent
programis negative before we had this neeting. |
want to congratul ate you on your risk managenent
program for al osetron because many aspects of the

program seemto be worKking.

Fromthe informati on presented, one of the

maj or concerns that this comittee expressed two
years ago was what appeared to be a very |arge,

i nappropriate prescribing. Wthout a question,
that has gone down. | amnot convinced that the

| ow nunbers of prescriptions of patients is due
mai nly to unreasonable barriers. It could be that
it's being prescribed nore appropriately and
patients are maki ng good, informed decisions. W
don't know. | know all the discussion we've had
fromthat.

That said, however, | amin favor of any
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1 i nprovenents to the existing prograns. Specifically for ne,
2 I would be in favor of revising any
3 | anguage that woul d ensure that the patient

4 agreenent forns are clear and informative, and

5 will just leave it at that, and al so possibly

6 extendi ng the supply, dispense. | don't want to

7 discuss in terns of what you say, the refil

8 phenonmenon as much as | prefer that any changes be
9 in terms of the day supply, because it's a huge

10 difference if the physician prescribes a 30-day

11 supply and you can refill it three times versus if

12 he or she prescribes a 90-day supply that you're

13 refilling three times. So think in terns of day

14 supply, not refill, if there is any change to that.
15 Thank you, M. Chairnman.

16 DR CRCSS: A pleasure, Ms. Vice Chairnman.
17 [ Laught er.]

18 DR CGRCSS: W began the neeting and we'l|

19 end the meeting with a thank you to Brian Strom for
20 his invaluable service to the commttee. W really
21 appreci ate having you as a col | eague over the | ast

22 few years. Wuld you Iike to make any comments?

file:////ITiffanie/C/Dummy/0505DSRM.TXT (294 of 297) [5/19/2004 11:51:44 AM]



filex////ITiffanie/C/Dummy/0505DSRM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

295

DR. STROM Sure. Thank you. | guess |
began with a conment, and it's only fitting I end
with a comrent.

I just wanted to follow up on a few | oose
ends and sone coments that were made. One is
think conpared to Accutane, and in response to
Art's comrent also, there's a big difference here
in efficacy. And | think to blame it on the
physicians and to say the physicians don't want to
prescribe it--well, there may be a reason they
don't want to prescribe it. That's sonething to
keep in mnd.

Second, | think the use of the clains
dat abases make sense. | think it is striking that
the proportion of users in the clains databases,
gi ven the popul ati on nunmbers we saw, is nuch | ower
than the proportion of the general population we're
seeing. So what it's saying is our managed care
organi zations are saying don't use this, even nore
than the rest of the general public is.

Third, Curt tal ked about 36 percent and

the concerns of 36 percent, and there was a | ot of
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argunent about 36 percent. Personally, as an
epi dem ol ogi st, | would consider that a shockingly
| ow nunber. On the other hand, | think it's
inmportant to realize certainly no NIH grant woul d
get funded with anything | ess than 80 or 90
percent. Froma marketing study, it's high, but
it's--1 think we heard in the Accutane situation
about numbers that were conparable. So | don't
fault the survey, necessarily. | think in part
it's the situation. But | think it's inportant
that what that nmeans is we're mssing two-thirds of
the people and we're m ssing, as Annette was
saying, the two-thirds that are probably nost
likely to be the probl empeople. So we can't rely
on those data because they're giving us biased
i nformation.

The sane thing in underreporting.
Clearly, there's vast underreporting, as you
indicated. | don't blane the system because docs
don't report, you know, exactly as you're saying.
But what it does nmean is the rates we're | ooking at

here are much lower than the real rates that are
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out there.

I want to emphasize again that part of the
goal here is to create a barrier, and the barrier
is working. And so the goal isn't to elinmnate the
barrier.

And 1'Il conclude with just a coment. |
was one of those who was skeptical of the program
two years ago. | think it's working. | mean, | am
very encouraged in nmany ways by what we're seeing.

I wouldn't want it changed in nmgjor ways. Until we
have data on predictors of efficacy or predictors
of adverse events, then | think it should be

ref ocused accordingly.

DR. GRCSS: 1'd like to thank 3 axo and
the FDA people for their presentations and input,
and once again thank the Advisory Conmittee nmenbers
and advisers for their coments. Thank you all
Have a good trip hone.

[ Wher eupon, at 4:29 p.m, the neeting was

adj our ned. ]
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