CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
NDA 19-422 / S-032

ADMINISTRATIVE DOCUMENTS



EXCLUSIVITY SUMMARY for NDA # 19-422 SUPPL # 032
Trade Name Exidine Generic Name 2% chlorhexidine gluconate
solution Applicant Name Xttrium Laboratories, Inc.

. HFD-560

Approval Date ﬁecember 19, 2003

PART I: 1S AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete
Parts II and III of this ExclusivitVy Summary only if you
answer "YES" to one or more of the following questions about
the submission.

a) Is it an original NDA? YES/ _ / NO / x__/
b) Is it an effectiveness supplement? YES / x / NO /__ /

I1f yes, what type(SEl, SE2, etc.)? SE-8

Did it reguire the review of clinical data’other than to
support a safety claim or change in labeling related to

safety? (If it required review only of biocavailability
or bioeguivalence data, answer "NO.")

0

YES /  x/ NO /_ /
If your answer is "no" because you believe the study is a
biocavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a biocavailability studyv,
including your reasons for disagreeing with any arguments
made by the applicant that the study was not simply a
bicavailability study.

If it is a supplement requiring the review of clinical
data but it is not an effectiveness supplement, describe
the change or claim that is supported by the clinical
data:
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d) Pid the applicant request exclusivity?
YES / / NO /x [/

If the answer to {(d) is "yes," how many years of
exclusivity did the applicant request?

e) Has pediatric exclusivity been granted for this Active
Moiety?

YES / __/ NO / x /

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. Has a product with the same active ingredient(s), dosage form,
strength, route of administration, and dosing schedule
previously been approved by FDA for the same use? (Rx tc OTC)
Switches should be answered No - Please indicate as such).

YES /_/ NO /_ x/

If yes, NDA # Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9.

3. Is this drug product or indication a DESI upgrade?

YES /__ / NO /_x_/

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9 (even if a study was required for the
upgrade) .
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PART II: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer.  either #1 or %2, as appropriate)

. Single active ingredient prcduct.

Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as the drug
under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates
cr clathrates) has been previously approved, but this
parcicular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex,

- chelate, or clathrate) has not been approved. Answer "no" if

the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce
an already approved active moiety. '

YES /_x_/ NO /__ /

If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

NDA # 19-422
NDA #

NDA #

. Combination product.

If the product contains more than one active moiety (as
defined in Part II, #1), has FDA previously approved an
application under section 505 containing any one of the active

. moieties in the drug product? If, for example, the

combination contains one never-before-approved active moiety
and one previously approved active moiety, answer "yes." (An
active moiety that is marketed under an OTC monograph, but
that was never approved under an NDA, is considered not
previously approved.)

Not applicable.
YES / / NO / /
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If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

NDA #

NDA #

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Paye 9. IF "YES," GO TO PART
III.

PART III: THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To gualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than biocavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant.”
This section should be completed only if the answer to PART II,
Question 1 or 2, was "yes."

1. Does the application contain reports of clinical
“investigations? (The Agency interprets "clinical
investigations"™ to mean investigations conducted on humans
other than bioavailability studies.) If the application
-contains clinical investigations only by virtue of a right cf
reference to clinical investigations in another application,
answer "yes," then skip to question 3(a). If the answer to
3(a) is "yes" for any investigation referred to in another
application, do not complete remainder of summary for that
investigation.

YES /_x_/ NO / /.

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. A clinical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the
investigation is not essential to the approval if 1) no
clinical investigation is necessary to support the supplement
or application in light of previously approved applications
(i.e., information other than clinical trials, such as

Page 4



bioavailability data, would be sufficient to provide a basis
for approval as an ANDA or 505(b) (2) application because of
what is already known about a previously approved product), or
2} there are published reports of studies (other than those
conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient
to support approval of the application, without reference to
the clinical investigation submitted in the application.

For the purposes of this section, studies comparing two
products with the same ingredient(s) are considered to be
bicavailability studies.

(a) 1In light of previously approved applications, is a
clinical investigation (either conducted by the
applicant or available from some other source,
including the published literature) necessary to -
support approval of the application or supplement?

YES / x_/ NO /_ /

If "no," state the basis for your conclusion that a
clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCK ON Page 9:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement that the publicly available
data would not independently support approval of the
application? '

YES / _/ NO / x /
(1) If the answer to 2(b) is "yes," do you personélly
know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

YES /__/ NO /. x_/

If yes, explain:
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W .

. In addition to being essential, investigations must be "new

{2) If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
epplicant or other publicly available data that. could
independently demonstrate the safety and effectiveness
of this drug product?

YES /___/ NO /_x_/

If yes, explain:

"

{c) If the answers to (b) (1) and (b) (2) were both "no,
identify the clinical investigations submitted in the
application that are essential to the approval:

Investigation #1, Study # Report #010206-102
Investigation #2, Study # -

Investigation #3, Study #

to support exclusivity. The agency interprets "new clinical
investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a

- previously approved drug for any indication and 2) does not

duplicate the results of another investigation that was relied

-on by the agency to demonstrate the effectiveness of a

previously approved drug product, i.e., does not redemonstrate
something the agency considers to have been demcnstrated in an

“already approved application.

fa) For each investigation identified as "essential to the

' approval,”™ has the investigation been relied on by the
agency to demonstrate the effectiveness of a previously
approved drug product? (If the investigation was relied
on only to support the safety of a previously approved
drug, answer "no.") '

Investigation #1 Rpt #010206-102 YES / /NO / =/
Investigation #2 YES / / NO / /
Investigation #3 YES /__/ NO /___/

If you have answered "yes" for one or more
investigations, identify each such investigation and the
NDA in which each was relied upon: '
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NCA # Study #
NDA # Study #
NDA # . Study #

() For each investigation identified as "essential to the
approval," does the investigation duplicate the results
of another investigation that was relied on by the agency
to support the effectiveness of a previously approved
drug product?

Investigation #1 Rpt #010206-102 YES /__ /NO / _x_/

Investigation #2 ‘ YES / / NO /_ /

Investigation #3 ' YES / / NO / /
If you have answered "yes" for one or more
investigations, identify the NDA in which a similar
investigation was relied on:

NDA # Study #
NDA # Study #
NDA # Study #

fc) If the answers to 3(a) and 3(b) are no, identify each
"new" investigation in the application or supplement that
is essential to the approval (i.e., the investigatiocons
listed in #2(c), less any that are not "new"):
Investigation # , Study # Rpt #010206-102
Investigation #__, Study #

Investigation #_, Study #

. To be eligible for exclusivity, a new investigation that is

essential to approval must also have been conducted or
sponsored by the applicant. An investigation was ."conducted
or sponsored by" the applicant if, before or during the
conduct of the investigation, 1) the applicant was the sponsor
of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided
substantial support for the study. Ordinarily, substantial
support will mean providing 50 percent or more of the cost of
the study.
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For each investigation identified in response to
question 3(c): if the investigation was carried out
under an IND, was the applicant identified on the FDA
1571 as the sponsor?

Investigation #1

IND # YES / /

NO / / Explain:

Investigation #2
IND # YES / / NO / / Explain:

!
1
|
|
1
1
|
!

{b) For each investigation not carried out under an IND or
for which the applicant was ncot identified as the
sponsor, did the applicant certify that it or the
applicant's predecessor in interest provided
substantial support for the study?

Investigation #1 !

YES / x__/ Explain ! NO / _/ Explain
Although the clinical study described in Report #010206-102
was not submitted to an IND, Xttrium Laboratories did
sponsor this clinical study that was submitted to NDA 19-

422, Supplement 032.
!

Investigation #2

YES / / Explain NO / / Explain
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Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant
should not be credited with having "conducted or
sporsored" the study? (Purchased studies may not be
used as the basis for exclusivity. However, if all
rights to the drug are purchased (not just studies on
the drug), the applicant may be considered to have
sponscred or conducted the studies sponsored or
conducted by its predecessor in interest.)

YES / _/ NO / x_ /

If yes, explain:
Signature of Preparer Date February
17, 2004 Title: Regulatory Project Manager
Signature of Office or Division Director Date
cc:
Archival NDA
HFD- /Divisicn File
HFD- /RPM

HFD-610/Mary Ann Holovac
EFD-104/PEDS/T.Crescenzi

Form OGD-011347
Revised 8/7/95; edited B/8/395; revised 8/25/98, edited 3/6/00
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Charles Ganley
2/19/04 09:49:50 AM



MEMORANDUM OF TELECON

‘DATE: December 26, 2002
. fime: 11:00-11:15AM

APPLICATION NUMBER: NDA 19-422/8-032, Dyna-Hex 2® (2% chlorhexidine gluconate)
Solution

BETWEEN:

Name: Dennis Gronek, Attorney at Law
Phone: (312) 655-1800
Representing: Xttrium Laboratories

. AND
. Name: Tia Frazier, Project Manager, HFD-560
Division of Over-the-Counter Drug Products, HFD-560

SUBJECT: FDA’s request to include inactive ingredients in product labeling

Mr. Gronek telephoned to inform FDA that he intended to respond to FDA’s December 19, 2002, request for

" information about Xttrium Laboratories’ trade secret inactive ingredients, and assertion that these ingredients should
not be included in the product’s labeling. Mr. Gronek informed me that his client’s response to the first deficiency
listed in the December 19, 2002, approvable letter for this supplement would arrive by the second week of January,
~2003. Mr. Gronek elaborated on the cosmetic properties of the final formulation that his client claimed made the

" formulation for this product a trade secret.

FDA requested that Mr. Gronek and Xttrium Laboratories send all responses to the December 19, 2002, approvable
actior directly to the New Drug Application file in the FDA Document Room. Mr. Gronek agreed to confer this
request to Xttrium Laboratories.

The conversation ended cordially.

Tia Frazier
Regulatory Project Manager



" This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Tia Frazier
12/26/02 12:08:07 PM
CSO



December 18, 2002
Administrative memorandum

Drug Product: Exidine solution
Indication: pre-surgical hand-scrubbing
Applicant: Xttrium Laboratories, inc.
Contact: Ram Chakroborty

Letter date: January 10, 2002
Receipt date: February 25, 2002
Filing date: April 26, 2002

. Action date: December 25, 2002

RE: Explanation chemistry and pharmacology-toxicology reviews for
Supplemental New Drug Application (sNDA) 19-422, Supplement 32

'FDA issued an approvable action for a SNDA submitted Xttrium Laboratories that
provided for revised Directions for Use for the pre-surgical scrubbing indication.
The purpose of this memorandum is to provide a rationale for the omission of the
chemistry and pharmacology-toxicology reviews for this sNDA, as described
below:

1. The application contained no change to the drug product, manufacturing
process, or testing that would drive the need for a chemistry review of this
sNDA. ‘

.' 2. The application provided for no new degradents, impurities, or inactive
ingredients that would prompt the need for a pharmacology-toxicology review
of this sNDA. _

APPEARS THIS WAY
ON ORIGINAL



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

. Tia Frazier .
12/1%/02 01:53:06 PM
CSO



MEMORANDUM OF TELECON

DATE: August 5, 2002

APPLICATION NUMP:ER: NDA 19-422/S-032, Dyna-Hex 2® (2% chlorhexidine gluconate)

Solution
BETWEEN:
Name: Dennis Gronek, Attorney at Law
Phone: (312) 655-1800
Representing: Xttrium Laboratories
AND '
Name: Tia Frazier, Project Manager, HFD-560

Debbie Lumpkins, Team Leader, HFD-560
Gerald Rachanow, Regulatory Counsel, HFD-560
Division of Over-the-Counter Drug Products, HFD-560

SUBJECT: FDA request to include inactive ingredients in product labeling

We called Mr. Gronek in reference to the July 18, 2002, submission and referred to the firm’s
refusal to list the inactive ingredients contained in this 2% chlorhexidine gluconate solution.

" Mr. Rachanow asked Mr. Gronek why all the reasons for not listing the inactive ingredients

provided by Mr. Gronek during a July 8, 2002, conversation with Mr. Rachanow had not been
included in the sponsor’s July 18, 2002, submission to the agency.

At Mr. Rachanow’s request, Mr. Gronek agreed to provide a written summary of the past FOI
requests for disclosure of the sponsor’s inactive ingredients, and FDA denials of these requests.
Mr. Gronek reported that his correspondence would also reference the legislative history of the
1997 amendment to Section 502(e)(1)(A) of the Food, Drug, and Cosmetic Act, which he
‘thought provided legal support for the sponsor’s refusal to list all inactive ingredients.

Finally, Mr. Rachanow asked Mr. Gronek to note that there was no patent for this product, which
would contain inactive ingredient information.

The conversation ended cordially.

Gerald Rachanow, Esq.
Regulatory Counsel



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Tia Frazier .
2/30/062 01:32:06 PM
CSO

Gerald Rachanow
9/9/02 09:08:02 AM
DIRECTOR



OF TELECON

ME’;\'IORANDUl\l
DATE: June 11, 2002 )
APPL‘;CATlON NUMBER: NDA 19-422/ 5032, Exidine (2% chlorhexidine g\uconate) Solution
BETWEEN:
Name: Dr. Ram Chokraborty, Vice President
Leshe Foutch, Vice President of Regulatory Affairs
Phone: (773) 268-9790
Represem'mg: Xeriwm Laboratories, Inc.
AND _
Name: Tia Frazief, Regulatory Project Manager, Division of Over-the-Coumer
' Drug Products, D-560 »
Team Leader, Division of Biometry 111, HFD-725
f Biometry 11, D-725

Dr. Daphne Lin,
catistical Reviewer, Division ©

Dr. Joel Jiang, S
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The conversation ended cordially.

Tia Frazier
Project manager



This is a representation of an electronic record that was signed electroni‘cally and
this page is the manifestation of the electronic signature.

Tia Frazier
11/8/02 06:28:51 PM
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o -~ ORIGINAL

LABORATORIES
ﬁ

...INNOVATIONS IN
PRODUCTS AND SYSTEMS

December 1, 2003

Ms. Tia Frazier, Regulatory Project Manager RECEIVED
General Correspondence "‘D.E Co
Attention: Document Control Room - _ VEL 03 2003
Food and Drug Administration MEGA/CDER

Division of OTC Products

Office of Drug Evaluation V

Center foF Drug Evaluation and Research

9201 Corporate Boulevard '

HFD - 560 | ! ﬁr’ﬁ&?—(«@

Rockville, MD 20850 SUPPL NEW CORRESP

Dear Ms. Frazier,

Thank you for your e-mail dated November 28, 2003. The labels to be considered for
supplement 032 come from the following submissions:

-

e 4- and 8-ounce labels from the submission dated October 31, 2003
e 16-,30-, 32- and 128-ounce labels from the submission dated September 3, 2003.

Thank you for your attention to this matter. Please feel free to contact me at (773) 268-
5800 or via e-mail at thanna@xttrium.com if you have any questions or concerns
regarding this matter.

Sincerely,

oA f— 2] [

Rachelle Hanna
Regulatory Affairs
Xttrium Laboratories, Inc.

o 'JQ

« "4(‘,

‘DH

XTTRIUM LABORATORIES, INC 415 WEST PERSHING ROAD CHICAGO, ILLINOIS 60609
PHONE (773) 268-5800 WWW.XTTRIUM.COM FAX (773) 924-6002



LABORATORIES

( XTTRIUM g | _ : - g
]
v. ‘ GREU&K\:U 09
“\2".\

TIONS IN &\ ;
PRODDOTS AND SYSTEMS N%ML |
October 31, 2003 | RECEIVED
Ms. Tia Frazier : NOV 0 3 2003
Food and Drug Administration MEGA/CDER

Division of OTC Drug Products
Office of Drug Evaluation V. .
Center for Drug Evaluation and Research

5600 Fishers Lane, HFD-560 m 3(-’@'“932&9?—'

Rockville, MD 20857 A SUPPL AMENDM)ENT

Dear Ms. Frazier,

Thank you for your most recent letter indicating the status of supplement 032 for NDA
19-422. This letter serves as a response to that communication. The FDA findings
appear in bold print and Xttrium’s answer appears in regular print.

We completed our review of this application, and it is approvable. Before the
application may be approved, however, you must submit draft labeling revised as
follows:

1. Add the phrase “Peel here for Drug Facts > to the outermost surface of the 4-
and 8-ounce containers, rather than on page 2 of the leaflet. The statement is
located on the wrong panel. Currently, the statement appears inside the folded
label, but should be located on the principal display panel (PDP) so that it is visible
to the reader looking at the bottle.

The outermost surface of the label contains both the Principal Display Panel (PDP) and
page 2. Therefore the phrase “Peel here for Drug Facts * has been included at the top

of page 2. In addition, that phrase is outside of the Drug Facts box to ensure that it is not
part of Drug Facts labeling. The consumer will thus be able to read the phrase “Peel here
for Drug Facts ” and view the remainder of the Drug Facts contents. There will be a tab
from which to open the label in order to read all the pertinent information. Refer to
Attachment 1: 4- and 8-ounce labels (unmarked copies). In addition, hand made mock up
copies have been included so that the Agency can physically lift up the tab on the right
side to view all the Drug Facts. Refer to Attachment 2 : 4- and 8-ounce mock ups.

XTTRIUM LABORATORIES, INC 415 WEST PERSHING ROAD CHICAGO, ILLINOIS 60609
PHONE (773} 268-5800 WWW.XTTRIUM.COM FAX (773) 924-6002



In addition, all previous revisions as reflected in the most recently approved
package insert must be included. To facilitate review of your submission, provide a
highlighted or marked up copy that shows the changes. »

Xttrium complies with this requést. Refer to Attachment 3 — 4- and 8-ounce labels
(highlighted copies). :

When you respond to the above deficiencies, include a safety update as described at
21 CFR 314.50 (d)(5)(vi)(b). The safety update should include data from all non-
clinical and clinical studies of the drug under consideration regardless of indication,
dosage form, or dose level. '

1. Describe in detail any significant changes or findings in the safety profile.

Since submission of a periodic safety update report on September 3, 2003, there has been
only one adverse experience reported. On October 3, 2003, Xttrium was notified by

.in Mexico that a 7 year old experienced “a small chemical abrasion,
corneal burn or chemical conjunctivitis after a facial skin prep for removal of a lesion
from the side of a child’s nose.” An investigation was conducted by Xttrium Quality
Assurance. The field sample was not returned for analysis but Xttrium Quality Control
chemists analyzed the retained samples. All results met finished product specifications.
A 15 day report was sent to the FDA on October 9, 2003 as per CFR regulations.

2. When assembling the sections describing discontinuations due to adverse events,
serious adverse events, and common adverse events, incorporate new safety data as
follows:
e Present new safety data from the studies for the proposed indication using
the same format as the original NDA submission.
e Present tabulations of the new safety data combined with the original NDA
data, '
¢ Include tables that compare frequencies of adverse events in the original
NDA with the retabulated frequencies described in the bullet above.
e For indications other than the proposed indication, provide separate tables
for the frequencies of adverse events occurring in clinical trials.

No new safety data has been received regarding clinical trials for the proposed indication
so there 1s no new information to include for the first three bullets of question 2. No new
clinical trials have been conducted for other indications. The researched literature
contains only case studies as shown in the periodic safety update report included in the
September 3, 2003 submission. ‘

3. Present a retabulation of the reasons for premature study discontinuation by
incorporating the drop-outs from the newly completed studies. Describe any new
trends or patterns identified. ' '

All clinical studies involving Xttrium Laboratories, Inc. have not had any drop-outs from
studies. '



4. Provide case report forms and narrative summaries for each patient who died
during a clinical study or who did not complete a study because of an adverse event.
In addition, provide narrative summaries for serious adverse events.

No such incidences have occurred during any studies conducted under the sponsorship of
Xttrium Laboratories, Inc. '

5. Describe any information that suggests a substantial change in the incidence of
common, but less serious, adverse events between the new data and the original
NDA data.

There have been no incidences in the literature indicating any substantial change in the
incidence of common though less serious adverse events since the submission of the
original NDA data.

6. Provide a summary of worldwide experience on the safety of this drug. Include
an updated estimate of use for drug marketed in other countries.

Chlorhexidine gluconate has repeatedly been proven effective in reducing bacteria. Most
hospitals use chlorhexidine gluconate as a surgical scrub, patient preoperative skin
preparation, and/ or healthcare personnel handwash. Chlorhexidine gluconate has also
proved to be effective as an oral rinse. Several recent articles have reinforced these
claims. After the incidences of anthrax in 'October and November of 2001, researchers
sought to test the efficacy of chlorhexidine gluconate against the anthrax bacteria. A
surrogate of the anthrax bacteria was used. Use of 2% chlorhexidine gluconate solution
reduced spore contamination as compared to ethyl alcohol? In addition, further
investigation is also warranted after initial testing demonstrating that chlorhexidine is
effective against agents causing fungal keratitis.> Chlorhexidine gluconate has also been
tested against agents that cause sexually transmitted disease. Further studies are still
needed, but initial results show promising results.* Chlorhexidine gluconate has also
been studied after root canal. Concentrations of 2% and 0.2% have been used.
According to researchers, ‘“chlorhexidine gluconate resulted in the greatest percentage
reduction of microbial flora.”> Chlorhexidine gluconate has also been shown to reduce
incidences of infections related to catheters.® In addition, the FDA has approved
numerous NDAs and ANDAs with chlorhexidine gluconate as the active ingredient.
Review of recent literature has found that most adverse reactions to chlorhexidine
gluconate have been relatively mild. When chlorhexidine gluconate was used as an oral
rinse, adverse reactions were relatively mild in nature and short-lived’. There were also
instances of adverse reactions when chlorhexidine gluconate was used as a healthcare
personnel handwash as most Xttrium CHG products are. In these instances,
chlorhexidine gluconate was shown to produce some dryness while being more effective
than alcohol.® Other instances of adverse reactions when using as a handwash occurred
in health care workers who were older, theoretically because their skin is less pliable. In
addition, in these cases, damage is long term and may not be treated easily.” In one



instance, a patient developed acute urticaria after showering with chlorhex1d1ne
gluconate. However, after treatment with steroids, the problem was resolved in 6 hours.'°
There were instances, however, or anaphylactic shock. These instances mostly occurred
in Japan and Denmark where use of chlorhexidine gluconate in catheters is more
prevalent.'!, 1213141516

Smcc the last amendment for supplement 32 for this NDA on February 10, 2003,
there has been only one reported adverse reaction to this product. A surgical technician
experienced redness from fingertips to elbows after using this product for a period of
three weeks. A complaint was made to the distributor of the product. The distributor
then forwarded the complaint to Xttrium Laboratories, Inc. The health care practitioner
of the complainant (with prior permission from that complainant) released a statement
that chlorhexidine was most likely not the cause of the reaction. All test results
demonstrated that the product fell within finished product specifications. A 15-day report
was filed with the FDA as per 21 CFR 314.80. In addition, according to Xttrium
standard operating procedures, a full investigation was conducted.

1

2 Weber DJ, Sickbert-Bennett E, Gergen MF, and Rutala WA. Efficacy of Selected Hand Hygiene Agents
Used to Remove Bacillus atrophaeus (a Surrgate of Bacillus anthracis) From Contaminated Hands. J4MA.
2003; 289: 1274-1277.

3 Rahman MR, Johnson GJ, Husain R, Howlader SA, and Minassian DC. Randomised trial of 0.2%
"chlorhexidine gluconate and 2.5% natamycin for fungal keratitis in Bangladesh. British Journal of
Opthamology. 1998; 82: 919-925.

* Lampe MF, Ballweber LM, and Stamm WE. Susceptibility of Chlamydia trachomatis to Chlorhexidine
Gluconate Gel. Antimicrobial Agents and Chemotherapy. 1998; 42; 1726-1730.

5 Lekshmy DS and Kamath PM. Antimicrobial efficacy of 0,2 and 2 percent chlorhexidine and sodium
hypochlorite as root-canal imrigants: an in-vivo study. Endodontology. 2001; 13(2); 57-62.

® Chaiyakunapruk N, Veenstra DL, Lipsky BA et al. Chlorhexidine compared with povidone-iodine
solution for vascular catheter-site care; a meta-analysis. Annals of Internal Medicine. 2002; 136; 792-801.
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7. Provide English translations of current approved foreign labeling not previously
submitted.

This does not apply to this response.

Thank you again for your continued attention to this matter. Please feel free to contact
me at (773) 268-5800 or via e-mail at rchakroborty@xttrium.com if you have any
questions or concerns regarding this matter.

Sincerely,

Ram hakrooy, D. 3‘ D3
Vice President

Xttrium Laboratories, Inc.
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Drug Facts (continued) . Pee! here for Drug F:
= ' | Drug Facts
Directions : e D
Healthcare personnel handwash: = wet hands with water | | | Active "!gredlent Purposes
« dispense about 5 ml of product into cupped hands and | chilorhexidine gluconate
wash in a vigorous manner for 15 seconds  « rinse and dry . | 2% solution surgical hand scrub
“ ~ughly v ski don oly product ; healthcare personnel handwash
oreoperative skin preparation:  + apply produ . . - .
o surgical site and swab for at least 2 minutes . sgﬂaﬁrﬁ:;zo&ermﬂz;ki‘sw‘parat}on
_nasterie towel  « repeat procedure for an additiona 2| g !
... and dry with a slerie towel .| Uses
Skin wound and general skin cleansing:  « thoroughly : | = surgical hand scrub: significantly reduces the number
finse the area to be cleaned with water  apply the t|  of microorganisms on the hands and forearms prior to ) Leafl et TO
minimum amourt of product necessary to coverthe skinor | | surgery or patient care
wound area and wash gently - rinse again thoroughly ., healthcare personnel ha h: helps reduc bacteria
Other information  + store at 20-25°C (68-77F) 1 that potential di
« avoid excessive heat above 40°C (104'F) . p:mp::e“ s kin hroora ool
Inactive ingredients ciric acid, cocamida DEA, bydro- | ¢ | the patient's skin pri nery o
A L, U ) b : patient's skin prior to surgery
e“'M':'hse' isopropyl aloohol, ovide, purified water . | * skin wound and general skin ck g
Questions or comments? Cal 1-773-268-5800 Monday ; Wamings
through Friday 8:00 AM 104:30 PM 1 For f use only > B
Page 3 Page 4
Page 5 ' Page 2 5 &
gorug Facts (continued) £ | | Drug Facts (continued)
nofuse & | !| Wamings
. d you e_xre allergic to chlorhexidine gluconate or any other l Stop use and ask a doctor  rThaion, sensitization or
ingredients . . . || aflergic reaction occwrs. These may be signs of a serious
+in eontacl wnh.mem.nges <in the genital area 1] condition. -
= Z’:;P:z‘i';’i SAE peparson o e head o face { Koop out of reach of chidren. F swallowed, gt medicalhelp
or contact a Poison Conirol Center right away.
: « keep out of eyes, ears, and mouth, May cause i Directh Tlght away.
i Lo . 1| Directions
L e aﬂ et ' ns i d e sesious and permanent eye injury if placed or keptin 1| Surgical hand scrub  « wet hands and forearms undes
the eye during surgical procedures or may cause H runni g
. N A 3 ing water for 30 seconds. Clean fingemalls using a
: g:;f;::dweh:;::::]ed in the middle ear through : naistick or simiar cleaner. = scrub for 1.5 minutes with
- y )
s P e . 1{ about 8 mt of product with or without a wet brush paying
n . i ‘“““TN“"' o contac these areas hse ot prompty and 1] closa attention to the nails, cutiles, and skin between the
. . i fingers  « rinse thoroughly under running water for 30
. wqunds which involve more thane(:;e superficial layers of the : seconds  + wash for an additional 1.5 minates with 8 mi of
skin should riot be routinely treat +{ product and rinse under running water for 30 seconds
N « repeated general skin cleansing of large body areas should not | |} . dry thoroughly
- be done except when the underlying condition makes it i
: necessary fo reduce the bacterial population of the skin ! | 4
1

NDC 17187-1021-1

! DYNA-HEX? |

(Chlorhexidine Gluconate 2% Solution)

Antiseptic .
i .
Contains: 2% Chlorhexidine Gluconate Base
Manufactured By: Xctrium Laboratories, Inc. {
: 415 West Pershing Road !
Chicago, IL 60609

FOR EXTERNAL U

Net Contents: 4 fl oz (118 ml)

Lot Number:
Qixp. Date: i




Drug Facts (continued)

Peel here for Drug Facts »

Other information

« store at 20-25°C (68-77°F)
- avoid excessive heat above 40°C (104°F)

Drug Facts

Active ingredient

chlorhexIdine gluconate

ed water

tive ingredients citric acid, cocamide DEA,
. xyethylcellulose, isopropyl alcohol, lauramine oxide,

2% solution

Purposes

slrgical hand scrub
healthcare personnel handwash
patient preoperative skin preparation
skin wound and general skin cleansing

Monday through Friday 8:00 AM to 4:30 PM

Questions or comments? Call 1-773-263-5800 Uses
- surgical hand scrub: significantiy reduces the number of

patient care

foe ly can cause d

patient's skin prior to surgery
- skin wound and general skin cleansing

microorganisms on the hands and forearms prior to surgery or
- healthcare personnel pandwash: helps reduce bacteria that

« patient preoperative skin preparation: preparation of the

Warnings
For extemal use only

Do not use

ingredients
» in contact with meninges
= in the genital area
* as a preoperative skin preparation of the head or face

« if you are allergic to chlorhexidine gluconate or any other

r

Leaflet Top

Page 5

LT

Leaflet Inside

S NG\
.

Page 2

Page 3

Page 4

Drug Facts (continued)

Drug Facts (continued)

When using this product

« keep out of eyes, ears, and mouth, May cause serious and
permanent eye Injury if placed or kept in the eye during surgical
procedures or may cause deafness when instilled In the middle
ear through perforated eardrums

« if solution should contact these areas, rinse out promptly and
thoroughly with water

* wounds which involve more than the superficiaf layers of the
skin should not be routinely treated

* repeated general skin cleansing of large body areas should not
be done except when the underlying condition makes it
necessary
to reduce the bacterial population of the skin

Stop use and ask a doctor if Iiritation, sensitization or allergic
reaction occurs. These may be signs of a serious condltion.

Keep out of reach of children. If swallowed, get medical help or
contact a Poison Confrol Center right away.

Directions

Surglcal hand scrub:

= wet hands and forearms under running water for 30 seconds.
Clean fingernails using a naitstick or similar cleaner,

Directions

* scrub for 1.5 minutes with about 8 ml of product with or without a
wet brush paying close attention to the nails, cuticies, and skin
between the fingers

« finse thoroughly under running water for 30 seconds

« wash for an addttional 1.5 minutes with 8 ml of product and rinse
under running water for 30 seconds

= dry thoroughly

Healthcare personnel handwash:

+ wet hands with water  « dispense about 5 mi of product into
cupped hands and wash in a vigorous manner for 15 seconds

* rinse and dry thoroughly

Patient preoperative skin preparation:

* apply product liberally to surgical site and swab for at least 2
minutes

« dry with a sterile towel

« repeat procedure for an additional 2 minutes and dry with a
sterlle towel

Skin wound and general skin cleansing:

= thoroughly rinse the area to be cleaned with water

« apply the minimum amount of product necessary to cover the
skin or wound area and wash gently

* rinse again thoroughly »

Xt

( NDC 17187-1021-2

(Chlorhexidine Gluconate 2% Solution)
Antiseptic

Contains:
Manufactured By:

Xttrum Laboratorics, Inc.
415 West Pesshing Road
Chicago, IL 60609

FOR EXTERNAL USE ONLY

M A— . — s

Net Contents: 8 fl oz (237 mi)

Lot Number:
Exp. Date:

. DYNA-HEX?

2% Chlorhexidine Gluconate
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NDC 17187-1021-1

—
DYNATIEX?

2% Sof
ntiseptic
—
Manufactured By: Xarium Laborstorics, Inc.
415 West Pershing Road
Chicago, IL 60609

FERNAL USE ONIA

Net Contents: 4 1l 0z (118 mly’

Lot Number:
Exp. Dates

NDC 17187-1021-2

L
DYNA-HEX 2

g 2% Soluti
Antiseptic
Contains: 2% Chlorhexidine Gluconate
Manufactured By:  Xtutrium Laboratorics, Inc.
415 West Pershing Road
Chicago, IL 60609

FOR ENTERNAL USE ONLY
Net'Contents: 81l oz (237 m|)

',LoiyrrNumber:
Exp. Date:

Drug Facts
Active ingredient Purposes
chiorhexidine gluconate
2% solution surgical hand scruh
healthcare personnel handwash
Pafient preoperative skin preparation
Tocs skin wound and geferal skin deansi

surgery or patient care
* healthcare personnel handwash: helps reduce hacteria
that potentially can cause disease
* patient prooperative skin preparation: preparation of
the pafiens skin prior to surgery
= skin wound and general skin cleansi B
Wamings g
For external use only »
Peel here for Drug Facts
Drug Facts
Active ingredient Purposes
chlorhexidine gluconate
2% soluti surgical hand scrub
heaithcare personnel handwash
patient preop ive skin prep ion
skin wound and general skin dleansing
Uses ’

- surgical hand scrub: significantly reduces the number of
microorganisms on the hands and forearms prior to surgery or
patient care

- healthcare personne! handwash: helps reduce bacteria that
potentially can cause disease

- patient preop: skin prep. : preparation of the
patient's skin prior to surgery

- skin and skin ci ing

Warnings

For external use only

Do not use

« if you are allergic to chlorhexidine gluconate or any other
ingredients

« in contact with meninges

« in the genital area

i | +as apreap skin preparation of the head or face »
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Peel here for Drug Facts >

Drug Facts (confinued
Diregﬁons : ) ‘ Dn{g Ifacts -
Hoalthcare personnel handwash:  + wet hands with water | : | Active ingredient Purposes
» dispense about 5 m of product into cupped hands and | chlorhexidine gluconate ‘
wash in a vigorous manner for 15 seconds  « rinse and dry + | 2% solution surgical hand scrub
»"-‘“'Wgth'y tive ski o y prochct healthcare personnel handwash
f preoperative skin preparation: - appl u ; i ive skil "
+1o surgical site and swab for at least 2 minutes N sk? alent ;:jreonzeratlve ;k :l:pre.p aration
ith a sterfle towel = repeat procedure for an additional 21 | 0 Woune anc genera’ sxin
s and dry with a sterfe towel . | Uses
Skin wound and general skin ck i * th i | - surgicat hand scrub: significantly reduces the number
rinse the area to be cleaned with water- « apply the t of microorganisms on the hands and foreamms prior to
i

minimum amount of product necessary o cover the skin or

wound area and wash genlly - rinse again thoroughly

surgery or palient care

* healthcare personnel handwash: helps reduce bacteria

Leaflet Top

Other information - store at 20-25°C (68-T7F) il potentially can cause disease
= avoid excessive heat above 40°C (104'F) | - patient ive skin ion of
Inactive ingredients citic-aci, cocamide DEA hydrox- | | the pafient's skin pri Gery
4 , cocamide ! patient's skin prior to surgery
ethiceluiose, isopropyl aloohdl, lauramine ode, purfled water | ! | . (yin wound and general skin ck
Questions or comments? Cal 1-773-268-5800 Monday | | e mings
tivough Friday 8:00 AM to 4:30 PM ; . >
! |For use only
Page 3 Page 4
Page 5 Page 2
Drug Facts (continued) Drug Facts (continued)
Do not use Warnings
= if you are allergic to chlorhexidine gluconate or any other Stop use and ask a doctor if mtation, sensilization of
ingredients . . . allergic reaction occurs. These may be signs of a serious
«in contact with meninges = in the genital area condition.
* as a preoperative skin preparation of the head or face Keep ouQ.ol reach of chikiren. If swallowed, get medical help
When using this product oroorﬂadaPobunCodeenhrrigMawa);.
» keep out of eyes, ears, and mouth. May cause Directions
serious and permanent eye injury if placed of kept in Surgical hand scrub  » wet hands and foreanms under

Leaflet Inside

the eye during surgical procedures or may cause
deafness when instiled in the middle ear through
petforated eardrums

» ¥ solution should contact these areas, rinsa out promptly and
thoroughly with water

« wounds which involve more than the superficial layers of the
skin should not be routinely treated

« repeated general skin deansing of large body areas should not
be done except when the underlying condition makes it

y to reduce the bacterial population of the skin »

running water for 30 seconds. Clean fingemails using a
nailstick or siniar cleaner.  « scrub for 1.5 minutes with
about 8 ml of product with or without a wet brush paying
close attention to the nails, cuticles, and skin between the
fingers < rinse thoroughly under running water for 30
seconds  *wash for an additional 1.5 minutes with 8 ml of
product and rinsa under running water for 30 seconds .

« dry thoroughly

ﬂdnc 17187-1021-1

L ]
DYNA-HEX?
\
- ;
i
: (C]'IOrI L rll + 2% Ll ks, )
Antiseptic .
i
Contains: 2% Chlorhexidine Gluconate
Manufactured By: Xttrium Laboratories, Inc. i
415 West Pershing Road
Chicago, IL 60609

Net Contents: 4 11 oz (118 mi)

Lot Number:
pr. Date:

Base




Drug Facts (continued)

Peel here for Drug Facts »

Other information

« store at 20-25°C (68-77°F)
.1+ avoid excessive heat above 40°C (104°F)

Drug Facts

Active ingredient
chlorhexidine gluconate
2% solution

s wetive ingredients citric acid, cocamide DEA,
axyethylcellulose, isopropyl alcchol, lauramine oxide,
* fied water

Purposes

surgical hand scrub
healthcare personnel handwash
patient preoperative skin preparation
skin wound and general skin cleansing

- 1 | Questions or comments? Cail 1-773-268-5800
Monday through Friday 8:00 AM to 4:30 PM

Uses

patient care
potentially can cause disease

patient’s skin prior to surgery
- skin wound and general skin cleansing

- surgical hand scrub: significantly reduces the number of
microorganisms on the hands and foreamms prior to surgery or

« healthcare personnel handwash: hetps reduce bacteria that '

- patient preoperative skin preparation: preparation of the

Warnings
For external use only

Do not use

ingredients
= in contact with meninges
* In the genital area

« If you are allergic to chlorhexidine gluconate or any other

* as a preoperative skin preparation of the head or face

, Leaflet Top

Page 5

Page 2

Page 3

Page 4

Drug Facts (continued)

Drug Facts (continued)

When using this product

= keep out of eyes, ears, and mouth. May cause serious and
permanent eye injury if placed or kept in the eye during surgical
procedures or may cause deafness when instilled in the middle
ear through perforated eardrums

» if solution should contact these areas, rinse out promptly and
thoroughly with water

* wounds which involve more than the superficial fayers of the
skin should not be routinely treated

« repeated general skin cleansing of large body areas should not
be done except when the underlying condition makes it
necessary
to reduce the bacterlal population of the skin

Stop use and ask a doctor if Irritation, sensitization or allerglc
reaction occurs. These may be signs of a serious condition.

Keep out of reach of children. If swallowed, get medical help or
contact a Poison Control Center right away.

Leaflet Inside

Directions

Surgical hand scrub:

* wet hands and forearms under running water for 30 seconds.
Clean fingernalls using a nailstick or similar cleaner.

Directions

« scrub for 1.5 minutes with about 8 mt of product with or without a
wet brush paying close attention to the nails, cuticles, and skin
between the fingers

» rinse thoroughly under running water for 30 seconds

= wash for an additional 1.5 minutes with 8 ml of product and rinse
under running water for 30 seconds

« dry thoroughty

Healthcare personnel handwash:

« wet hands with water  « dispense about 5 mi of product into
cupped hands and wash in a vigorous manner for 15 seconds

* rinse and dry thoroughly

Patlent preoperative skin preparation:

« apply product liberally to surgica! site and swab for at least 2
minutes

= dry with a sterile towe!

« repeat procedure for an additional 2 minutes and dry with a
sterlle towel

Skin d and g I skin [}

« thoroughly rinse the area to be cleaned with water

» apply the minimum amount of product necessary to cover the
skin or wound area and wash gently

« rinse again thoroughly »

( NDC 17187-1021-2
DYNA-HEX?2

(Chlorhexidine Gluconate 2% Solution)
Antiseptic

Contains: 2% Chlorhexidine Gluconate
Manufactured By: Xurium Laboratorics, Inc.
415 West Pesshing Road
N S Chicago, IL 60609
|
l FOR EXTERNAL USE ONLY

Net Contents: 8 oz (237 ml)

Lot Number:
Exp. Date:
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_/@ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

e : Food and Drug Administration
Rockville, MD 20857

NDA 19-422/5-032

Xttrium Laboratories

Attention: Ram Chakroborty, Ph.D.

Vice President ' e
415 West Pershing Road
Chicago, IL 60609-2731

Dear Dr. Chakroborty:

We acknowledge receipt on August 27, 2003, of your August 22, 2003, resubmission to your
supplemental new drug application for Dyna-Hex 2 (2% chlorhexidine gluconate) solution.

We consider this a complete, class 1 response to our August 11, 2003, action letter. Therefore,
the primary user fee goal date is October 27, 2003, and the secondary user fee goal date 1s
February 27, 2004.

If you have any question, call Tia Frazier, Regulatory Project Manager, at (301) 827-2271.

Sincerely,
{See appended electronic signature page/

David Hilfiker

Supervisor, Project Management Staff
Division of Over-the-Counter Drug Products
Office of Drug Evaluation V

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

David Hilfiker
10/7/03 02:16:40 PM
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XTTRIUM

LABORATORIES c (%~ 0 BngL)
T NDA SUPPL AMENDMENT

September 3, 2003

Ms. Tia Frazier, Regulatory Project Manager

General Correspondence RECEIVED
Attention: Document Control Room _ .

Food and Drug Administration SEP 0 8 2003
Division of OTC Products ’
Office of Drug Evaluation V MEGA/CDER

Center for Drug Evaluation and Research
9201 Corporate Boulevard

“HFD - 560
Rockville, MD 20850

Dear Ms. Frazier,

Thank you for the action letter sent on August 11, 2003 In this response, Xttrium
Laboratones Inc. addresses the issues contained in the action letter and demonstrates the
correction of all deficiencies in NDA 19-422/S-032. This letter also serves as an
amendment to the paper and electronic correspondence sent from Xttrium on August 22,
2003.

Following this letter is the FDA form 356h. A table of contents is included so
that all sections of this submission are clearly marked. The revised labels have been
included as attachments. Please note that each attachment contains 3 pages: an
unmarked copy, a call-out copy to indicate font sizes, and a highlighted copy to indicate
revisions. The included response indicates which attachments to refer to for the
appropriate revision. A safety profile has also been included as requested.

Please feel free to contact me at (773) 268-5800 if you have any questions or
concerns regarding this matter.

Sincerely,

iy o1
Vice Pre51dent .
Xttrium Laboratories, Inc.

XTTRIUM LABORATORIES, INC 415 WEST PERSHING ROAD CHICAGO, ILLINOIS 60609
PHONE (773) 268-5800 WWW.XTTRIUM.COM FAX (773) 924-6002
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Response of Xttrium Laboratories, Inc. to Action Letter Dated August 11, 2003

In the spirit of cooperation and compliance, Xttrium Laboratories, Inc. has addressed all
deficiencies from the action letter dated August 11, 2003. A full copy of the letter can be
found in Section 10 of this submission. The concerns that the FDA addresses appear in
bold and Xttrium’s response appears in regular type.

: (4) THE VALUE OF THE INFORMATION ABOUT THE IDENTITY OF THE
CLAIMED TRADE SECRET INGREDIENT TO THE PETITIONER AND TO
ITS COMPETITORS

You state that =% of your business is the manufacture and sale of your
chlorhexidine gluconate products and that you produce over = of all such
products used in the United States. You add that not only are these products safe
and effective, but also gentle to the skin, and that your formulations are widely
accepted by health care personnel. You attribute these factors as primary reasons
for your success in marketing those products. You contend that disclosure of the

- inactive ingredients in your products would provide your competitors with
confidential information that would allow them to bypass the lengthy and costly
research and development process in creating competitive chlorhexidine gluconate
products, which you describe as a complex undertaking. You describe a number of
these complexities involving inorganic anions, surfactants, alcohol, and pH of the
final product to develop a stable and non-irritating product. You conclude that
disclosure of the inactive ingredients in your products would have a significant
impact on your business. ~

We note your comments that your product is “gentle to the skin” and “widely
accepted by health care personnel.” You attribute these factors as primary reasons
for your success in marketing these products and use this argument to support the
value to you of nondisclosure of the inactive ingredients in these products.

We also note your correspondence to FDA dated October 8, 2002 and April 9, 2003
stating that, as of those dates, there have been no reports of any adverse effects
received at your company regarding 2% chlorhexidine gluconate (NDA 19-422). As
you are aware, during the recent FDA inspection of your company, our inspectors
found several adverse reaction reports for the chlorhexidine gluconate products
marketed under this NDA that were not reported to FDA: complaints [your
numbers] 000214 (skin rashes in 4 people) and 990602-A (severe skin reactions in 3
hospital staff members). Our inspectors also found a number of adverse reaction
reports for your chlorhexidine gluconate products marketed under other NDAs that
were not reported to FDA. These reports cast considerable doubt on the value of
the identity of the ingredients you wish to shield. If such ingredients do not in fact
mitigate irritation, then the marketing success of the product cannot be attributed
to its supposed gentleness to the skin.



Further, the — obtained in our inspection ~
- ; and are therefore not adequate to serve as an adverse reaction
reporting system. Our inspection also revealed that your company did not have
standard operating procedures in place for collecting, evaluating, processing, and
submitting adverse event reports to FDA [in violation of 21 CFR 314.80}. Itis
impossible to determine how many adverse reactions to your product have actually
occurred because of your noncompliant system for collecting and evaluating adverse
event reports. Without such a system in place, there is no procedure to collect and
save all adverse event reports and, therefore, the existence of only a limited number
of reports fails to demonstrate the value of your inactive ingredients in alleviating
irritation, as you contend.

Xttrium Laboratories, Inc. has noted the observations of the FDA investigators regarding
adverse experience reporting during their inspection from May 12, 2003 — June 23, 2003.
These observations have been addressed in the reply to the FDA district office in
Chicago. Pursuant to this action letter, Xttrium Laboratories, Inc. has revised the labeling
for this supplement and is in the process of revising all labeling for all CHG products so
that the inactive ingredients are listed according to 21 CFR 201.66.

(6) THE EASE OR DIFFICULTY WITH WHICH THE IDENTITY OF THE
INGREDIENT COULD BE PROPERLY ACQUIRED OR DUPLICATED BY
OTHERS

You state that you do not believe that it is possible to duplicate formulas without
undergoing the same extensive procedures and processes that you undertook to
develop your formulas. You contend this would take many years of research and
development at great expense to anyone seeking to duplicate your formulas. You
conclude by stating that you have undertaken extreme measures to maintain the
secrecy of your formulas and it is not peossible to acquire them without undertaking
extensive research and development procedures.

We have reviewed your product formulation for Exidine (NDA 19-422) and the
product formulation for a competing product (NDA 19-258). Both products contain
chlorhexidine gluconate. We note that these two products have a number of
common active ingredients. See chart below.

Exidine (NDA 19-422) Cidastat (NDA 1 9-258)
(hydroxyethylcellulose) Hydroxyethylcellulose
- (lauramine oxide) . Lauramine oxide
(cocamide DEA) Cocamide DEA

Isopropyl alcohol Isopropyl alcohol



There is a slight difference in the remaining inactive ingredients present in the
products. Your Exidine product contains citric acid, while the Cidastat product
contains several other ingredients. The presence of alcohol is listed in each
product’s labeling. While we cannot disclose the percentage of the inactive
ingredients in each product, it appears that others can accomplish qualitative
duplication of the Exidine formulation.

Both products were approved at about the same time. Your NDA was approved on
December 17, 1985 and the Cidastat NDA was approved on July 22, 1986. Further,
the N])A for Cidastat was submitted in April 1984 before the NDA for Exidine was
submitted in January 1985. Based on the time that product testing necessarily
would have been conducted under an IND, the time that the NDA for each product
was submitted, and the requirements with respect to formulation that must be
satisfied before an NDA can be filed, at least one other company was able to develop
a similar product formulation even before your product was approved for
marketing. This could indicate that the inactive ingredients used in both products
were easily obtained and logical inactive ingredients to use in these types of product
formulation. It might also indicate that it was not necessary to wait until your
product was approved for marketing to conduct “reverse engineering” to determine
the inactive ingredients present in your product formulations.

We have also looked at the formulation of other approved chlorhexidine gluconate
products. Several contain ————— or N,N-diethyl lauramine oxide. Again, this
appears to indicate that these ingredients are common inactive ingredients to use in
these types of product formulations.

Xttrium Laboratories, Inc. is not contesting your statements regarding this factor at this
time. As indicated, Xttrium has revised the draft labeling for this supplement to include
the inactive ingredients. These ingredients are also being added to the labels of all other
Xttrium CHG products as well.

In addition, you must submit draft labeling revised as follows. Refer to the attached
prototype Principle Display Panels (PDPs) for more information.

1. Place the established drug name (chlorhexidine gluconate 2% solution) in
direct conjunction with the trade name, followed by the pharmacological
category (antiseptic).

Xttrium Laboratories, Inc. has complied with this requirement. The established drug
name has been placed in direct conjunction with the trade name and is followed by the
pharmacological category for each label. Refer to Attachments 1-6 — Draft labeling, for
verification.

2. Revise the 16- and 30- ounce and 1-gallon container labels to retain the
standard order and required flow of Drug Facts information onto multiple
panels, as required by 21 CFR 201.66(d)(5). Relocate Net Contents, Lot



Number and Expiration Date information so as not to interrupt the flow and
order of the Drug Facts panels.

Xttrium Laborator-ies‘,inc. has complied with this requirement. The Net Contents, Lot
Number, and Expiration Date have been relocated so as not to interrupt the flow and
order of the Drug Facts panels. Refer to Attachments 3, 4, and 6 for venﬁcatmn

3. Revise the PDPs for the 30- and 32-ounce container sizes so that the net
contents information is listed only once, and is contained in the lower 30% of
the PDP. Refer to 21 CFR 201.62(e) for clarification.

Xttrium Laboratories, Inc. has complied with this requirement. The net contents
information is listed only once and in the lower 30% of the PDP for the 30 and 32-ounce
container sizes. Refer to Attachments 4 and 5 for verification.

4, Revise the Drug Facts labeling for all container sizes to incorporate barlines
that surround information by a box or similar enclosure, as required by CFR
-201.66(d)(8). :

Xttrium Laboratories, Inc. has complied with this requirement. All Drug Facts labeling
for all container sizes incorporates barlines that surround information by a box. Refer to
Attachments 1-6 for verification.

5. Revise the 4- and 8-ounce container labels so that their outermost labeling
surfaces contain the title, headings, subheadings and information set forth in
paragraphs (c)(1) through (c)(8) in 21 CFR 201.66. Adding the phrase “Peel.
here for Drug Facts ” to the outermost surface of your 4 and 8 ounce
container labeling would satisfy this requirement. Refer to 21 CFR 201.66(c)
for further information.

Xttrium Laboratories, Inc. has complied with this requirement. The phrase “Peel here for
Drug Facts” has been added to the 4 and 8 ounce labels. Refer to Attachments 1 and 2
for verification.

6. Revise the laminate panels for the 4- and 8-ounce containers to include the
statement “Drug Facts (continued)” directly above the header Directions on
the next adjacent panel.

Xttrium Laboratories, Inc. has complied with this requirement. The statement “Drug
Facts (continued)” as been placed directly above the Directions header on the 4 and 8-
ounce labels. Refer to Attachments 1 and 2 for verification.

7. Revise the labeling for the 16-~, 30-, 32-ounce, and 1-gallon container sizes so
that the bulleted statements under Directions are vertically aligned, to ensure
visual separation and adequate white space between discrete chunks of



information. Bulleted statements can be only wrapped when using the
modified format. See 21 CFR 201.66(d)(10).

Xttrium Laboratories, Inc. has complied with this requirement. All bullets are vertically
aligned in the 16, 30, 32-ounce, and 1 gallon 51zes Refer to Attachments 3, 4, 5, and 6
for verification.

8. -Remove * from the 8-ounce container labels currently
located after Active mgredtent, at the end of the bulleted statement patient
preoperative skin preparation, under Uses; after Do not use; and, at the end-
of the first bulleted statement under When using this product.

Xttrium Laboratories, Inc. has complied with this requirement. The — have
been removed from the 8-ounce label. Refer to Attachment 2 for verification.

In addition, we encourage the following revisions to your proposed labeling. The
following revisions are not required for approval.

9. Under Questions or comments?, for the 16-ounce container size, revise your
labeling to include a telephone number for consumer inquiries. Specify the
days of the week and the hours of operation when a person is available to
respond to questions.

Xttrium Laboratories, Inc. has complied with this requirement. The telephone number as
well as appropriate hours have been included in the 16-ounce label. Refer to Attachment
3 for verification.

10.  Revise the labeling for the 4- and 8-ounce containers so that the Drug Facts
contents fit within the two panels inside the leaflet. Thus, place the first panel (page
2) directly behind the PDP, and the second panel (page 3) flush against the container
so that it is immediately visible. The exposed Drug Facts panel should include the -
Dtrecttons, Other information, Inactive ingredient, and Questions? sections.

As indicated in a previous e-mail, it is not possible to fulfill this requirement due to the
requirement of not going below 6 point type.

11.  Left justify Active ingredient information and right justify the corresponding
Purposes information so that it runs continuously, one on line for the 4- and
8-ounce container labels.

Xttrium Laboratories, Inc. has complied with this requirement. The Active ingredient
phrase has been left justified and the Purposes phrase has been right justified so they fit
on the same line for the 4 and 8-ouce labels. Refer to Attachments 1 and 2 for
verification.



12.  Under Active ingredient, place the phrase “chlorhexidine gluconate 2%
solution” on two separate lines, so that the phrase “chlorhexidine gluconate” lies on
the first line, and “2% solution” lies on the second line followed by a succession of
dots for the 4- and 8-ounce container labels.

Xttrium Laboratories, Inc. has complied with this requirement. The phrase
“chlorhexidine gluconate 2% solution” has been broken up into two lines. Refer to
Attachments 1 and 2 for verification. '

13.  Remove the term “ ——’ that follows the Warnings and Directions
headers for the 4- and 8- ounce container labels, to reduce redundancy and
confusion with required “Drug Facts (continued)” headers.

Xttrium Laboratories, Inc. has complied with this requirement. The term “ ———— ’has
been removed from Warnings and Directions. Refer to Attachments 1 and 2 for
verification. S :

When you respond to the above deficiencies, include a safety update as described at
21 CFR 314.50(d)(5)(vi)(b). The safety update should include data from all non-
clinical and clinical studies of the drug under consideration regardless of indication,
dosage form, or dose level. ’

A safety profile has been submitted for every amendment to this supplement. Numerous
NDAs including chlorhexidine gluconate have been approved and have periodic safety
data on file. In the safety update for this amendment, Xttrium has included data from a
literature search as well as an experience reported directly to Xttrium Laboratories, Inc.
Refer to Section 8 — Periodic Safety Update Report.
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NDC 0116-4242-30

DYNA-HEX 2

(Chlorhexidine Gluconate 2% Solution)

Antiseptic
Contains: 2% Chlorhexidine Gluconate
Manufactured By: Xterium Laboratories, Inc.
. 415 West Pershing Road
Chicago, IL 60609

Tel: 773-268-5800

FOR EXTERNAL USE ONLY

Lot Number:

Exp. Date: Net Contents: 30 fl oz (887 ml)
Drug Facts
Active ingredient Purposes
chlorhexidine gluconate 2% solution............. surgical hand scrub

healthcare personnel handwash
patient preoperative skin preparation
skin wound and general skin cleansmg
Uses - surgical hand scrub: significantly reduces the number of microorganisms on the hands and forearms prior fo surgery or patient care
» healthcare personnel handwash: helps reduce bacteria that potentially can cause disease
+ patient preoperative skin prep B of the patient's skin prior to surgery

= skin wound and general skln cleansing »

Drug Facts (continued)

Warnings

For | use only

Donotuse -« if you are allergic to chlorhexidine gluconate or any other ingredients  ~ in contact with meni « in the genital area

« as a preoperative skin preparation of the head or face

When using this product .

- keep out of eyes, ears, and mouth. May cause serious and permanent eye injury if ptaced or kept in the eye during surgical procedures or may cause deafness when
instilied in the middle ear through perforated eardrums

« if solution should contact these areas, rinse out promptly and thoroughly with water

- wounds which involve more than the superficial layers of the skin should not be routinely treated

- repeated general skin cleansing of large body areas should not be done except when underlying condition makes ll y to reduce the bacterial population of the skin

Stop use and ask a doctor if inilation, sensilization or allergic reaction occurs. These may be signs of a serious condition. .

Keep out of reach of children. If swallowed, get medical help or contact a Poison Conieo} Center right away.

Directions

Surgical hand scrub: - wet hands and forearms under running water for 30 seconds. Clean fingernails using a nailstick or similar cleaner.

» scrub for 1.5 minutes with about 8 ml of product with or without a wet brush paying close attention to the nails, cuticles, and skin between the fingers

= rinse thoroughly under running water for 30 seconds

+ wash for an additionat 1.5 minutes with 8 m! of product and rinse under running water for 30 seconds

= rinse and dry thoroughly )

Healthcare personnel handwash:  ~ wet hands with water

» dispense about 5 ml of product into cupped hands and wash in a vigorous manner for 15 seconds

« dry thoroughly

Patient preoperative skin preparation: -+ apply product liberally o surgical site and swab for at least 2 minutes

« dry with a sterile towe!

« repeat procedure for an additional 2 minutes and dry with a sterile towel

Skin wound and general skin cleansing: - thoroughly rinse the area to be cleaned with water

- apply the minimum amount of product necessary to cover the skin or wound area and wash gentiy

= rinse again thoroughly

Other information _- store a1 20-25'C (68-77'F) - avoid excessive heat above 40°C (104'F)

Inactive ingredients ciic acid, cocamide DEA, hydroxyethylcelulose, isopropyt alcohol, lauramine oxide, purified water

Questions or comments? Call 1-773-268-5800 Monday through Friday 8:00 AM to 4:30 PM
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NDC 0116-4242-30

S

DYNA-HEX 2"

(Chlorhexulme Gluconate 2% Soluhon) TR eg
Antiseptic ...oixeoancs; .
’ = . Contains: 2% Chlorhexidine Gluconate = . -3+
Manufactured By: . Xurium Laboratonies, Inc.
415 West Pershing Road  © woon sn s o
Chicago, IL 60609

Tek: 773-268-5800

FOR EXTER

Lot Number:

Exp. Date: weezeen Net Contents: 30 fl oz (887 ml)
Drug Facts ST
Active ingredient . Purposes
chlorhexidine gluconate 2% solution surgical hand scrub

healthcare personnel handwash
patient preoperative skin preparation
: skin wound and general skin cleansing
Uses - surgical hand scrub: significantly reduces the number of microorganisms on the hands and forearms pnor to surgery or patient care
» healthcare personnel handwash: helps reduce bacteria that potentially can cause disease
» patient preoperative skin preparation: preparation of the patient's skin prior to surgery
- skin wound and general skin cleansing >

Facts (continued)
arnings
For | use only :
Do notuse - if you are allergic to chlorhexidine gluconate or any other |ngred|ents « in contact with mening: +in the gemtal area
* as a preoperalive skin preparation of the head or face
When using this product
» keep out of eyes, ears, and mouth. May cause serious and permanent eye injury if placed or kept in the-eye during surgica! procedures or may cause deafness when
instilled in the middle ear through perforated eardrums
« if solution should contact these areas, rinse out promptly and thoroughly with water
= wounds which involve more than the superficial fayers of the skin should not be routinely freated
* repeated general skin cleansing of large body areas should not be done except when g condition makes it y to reduce the bacterial population of the skin
Stop use and ask a doctor if iitation, sensitization o allergic reaction occurs. These may be signs of a serious condition. -
Keep out of reach of children. If swallowed, get medical help or contact a Poison Control Center right away.
Directions
Surgical hand scrub:  « wet hands and forearms under running water for 30 seconds. Clean fingernails using a nailstick or similar cleaner.
» scrub for 1.5 minutes with about 8 ml of product with or without a wet brush paying close attention to the nails, cuticles, and skin between the fingers
= rinse thoroughly under running water for 30 seconds
= wash for an additional 1.5 minutes with 8 ml of product and rinse under running water for 30 seconds
= rinse and dry thoroughly
Healthcare personnel handwash:  + wet hands with water
+ dispense about § m! of product into cupped hands and wash in a vigorous manner for 15 seconds
« dry thoroughly
Patient preoperative skin preparation: - apply product liberally to surgical site and swab for at least 2 minutes
» dry with a sterile towel
= repeal procedure for an additional 2 minutes and dry with a sterile towe!
Skin wound and general skin cleansing: - thoroughly rinse the area to be cleaned with water
+ apply the minimum amount of product necessary to cover the skin or wound area and wash gently

= rinse again thoroughly
Other information___- store a1 20-25°C (68-77°F) - avoid excessive heat above 40°C (104'F)
Inactive ingredients ciic acid, cocamide DEA, hydroxyethylcellulose, isopropy! alcohol, lauramine oxide, purified water

Questions or comments? Call 1-773-268-5800 Monday through Friday 8:00 AM to 4:30 PM
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NDC 0116-4242-30

DYNA-HEX 2’

{Chlorhexidine Gluconate 2% Solution)

Antiseptic
Contains: 2% Chlorhexidine Gluconate
Manufactured By: Xurium ILaboratories, Inc.

415 West Pershing Road
Chicago, 1L 60609
Tel: 773-268-5800

ERNAL USE ONLY

Lot Number: '

Exp. Date: Net Contents: 30 fl oz (887 ml)
Drug Facts
Active ingredient Purposes
chiorhexidine gluconate 2% solution. ... . surgical hand scrub

heatthcare personnel handwash
patient preoperative skin preparation
skin wound and general skin cleansing
Uses - surgical hand scrub: significantly reduces the number of microorganisms on the hands and forearms prior to surgery or patient care
» heaithcare personnel handwash: helps reduce bacteria that potentially can cause disease
» patient preoperative skin p ion: preparation of the patient's skin prior to surgery B
» skin wound and general skin cleansing >

Drug Facts (contlnued)
Warnings
For external use only
Donotuse  * if you are allergic to chlorhexidine gluconate or any other ingredients  » in contact with meninges _+ in the genflal area
* as a preoperative skin preparation of the head or face
When using this product
= keep out of eyes, ears, and mouth. May cause serious and permanent eye injury if placed or kept in the eye during surgical procedures or may cause deafness when
instilled in the middle ear through perforated eardrums
» if solution should contact these areas, rinse out promptly and thoroughly with water .
= wounds which involve more than the superficial layers of the skin should not be routinely treated
- repeated general skin cleansing of large body areas should not be done except when underlying condition makes it necessary to reduce the bacteriat population of the skin
Stop use and ask a doctor if imitation, sensftization or allergic reaction occurs. These may be signs of a serious condition.
Keep out of reach of children. If swallowed, get medical help or contact a Poison Control Center right away.
Directions
Surgical hand scrub: - wet hands and forearms under running water for 30 seconds. Clean fingemails using a nailstick or similar cleaner.
= scrub for 1.5 minutes with about 8 mi of product with or without a wet brush paying close attention to the nails, culicles, and skin between the fingers
» rinse thoroughly under running water for 30 seconds
= wash for an additional 1.5 minutes with 8 mi of product and finse under running water for 30 seconds
« rinse and dry thoroughly i
Heaithcare personnel handwash: - wet hands with water
= dispense about 5 mt of product into cupped hands and wash in a vigorous manner for 15 seconds
« dry thoroughly
Patient preoperative skin preparation: apply product liberally to surgical site and swab for at least 2 minutes
« dry with a sterile towel
« repeat procedure for an additional 2 minutes and dry with a sterile towel
Skin wound and general skin cleansing: = thoroughly rinse the area to be cleaned with water
» apply the minimum amount of product necessary fo cover the skin or wound area and wash gently
* rinse again thoroughly
Other information __- store a1 20-25°C (68-77°F) - avoid excessive heal above 40°C {104°F)
Inactive lnledlents citric acid, cocamide DEA, hydroxyethylceliulose, isopropyl alcohol, lauramine oxide, purified water
Questions or comments? Call 1-773-268-5800 Monday through Friday 8:00 AM to 4:30 PM

18






19

Wd 0€:% 0} NV 008 Aepld yBnouy) Aepuoy 0085-892-£22-1 IIED J SJUBLLILIOD JO SUONSany)

1ejem peyund ‘apixo auteIng| ‘jouoole |Adoidos) ‘eso|n|I8ojAylaAxoIpAy Y3 Q epIWeaod 'pioe oo Q:&UEGE aARjoeU|

(d.50L) D.0F 9AOQE j86Y 6AISSEOXD PIOAE «  (d4,//-89) O.5Z-07 Je @I0}S«  LIOJJRUIIOIU] JBL{}O

Alybnosoy; ulebe esull «

ARusB ysem pue Bale puNom Jo Upjs o) 18400 0) Alesseoeu onposd Jo Junouse wnwuiw st} Aldde «

Jajem Yym paues|o oq 0) eale ey esup Alybnoloy) - :Bujsuea)d upys |esousb pue punom ups

189m0} sjuejs B yim AIp pue S3jNUIW Z [Buopippe ue 10} ainpacoud jeadal «

1aMm0) Bj1a)s B ypm AIp »

sejnujw Z 1see| je 1oy gems pue ayis (eojBins o} Ajlesaqi) jonposd Ajdde «  :uopjesedaad upys aapeledoasd jusjied

Aybnouioyy Aup «

Spuoses G| 10} Jauuew snoiofia e U) ysem pue spuey paddno ojul jonpod JO W G JNOGE esuddsIp «

JOJEM UIM SPUBY Jom . iysempuey |auuossad asesyyjeay

AyBnoloy) AUp pue asul «

SPU0OSS Qg 40§ Jajem Buiuuny Jepun asuil pug 1onposd JO {W § U)m SINUIW G ), [BLUOHIPPE UE 10j YSEM «

SpUoDes Qg Joj 4ajem Bujuund sopun Alybnosoy) asul «

s1abuy sy} usamIaq DS puUe ‘sejoyno 's|ieu sy} 0} UojUBNE Bso BuiAed YSNIQ JeM B JNOYIM 10 )M J9NPoad 4O JWI § JNOGE UM SBINUIL G°| 10} qruDS «
“JUBSIO JeJIIS JO yojisHieu e Buisn sjieuiabuly uBe|D ‘SPUODES (g 10) Jajem Bujuunl 18pUN SWIESI0) PUB SPUBY JoMm .«  iQnJos puey |edjBing
suooallqg

= JE—

Bujsuea|o upis |e13Uab pUB PUNOM UIYS

uoijesedasd unis eanesedoaid yusned

ysempuey [puuosied asesyyesy

qnuas puey [eaibins uoinjos %z ajeuoanib sujpixaylojyo
sasoding Jusipatbul aAnoy

sjoe4 bniq

"Aeme Jybll Jejua) {0JIUCD UOS|O4 € 19B)UQD Jo d]ay |edlpell JoB 'PemO||EMS J| ‘Uep||yd Jo yoeal Jo Jno daey
*LoHIpUOS SNouss & Jo subjs 8q Aew 853y *5IN290-UoRoeel oIBI9||E 10 UCHEZINSUDS ‘LB §| JOJ00P B YSE puUe asn dojS
up{s ayy Jo Logejndod {eusioeq 8L} 8onpal 0} AIESS05U 3| SS)ELL Uohipuod ButApspun uaym jdaoxe auop aq jou pinoys seale Apoq ebue| jo Buisueap upis je.ausb pejeadsal .«
pajeal; Ajauiinos aq 1ou PINOUYS UDIS aUJ JO SIBAR| (BIOYISdNS BU) UBY) BI0W BA{OAL] UOIYM SPUNOM «
1e1em ym AyBnodoy) pue Ajdwold 3no esuil 'seele 858y} JORIUCI PINOYS UOAN|OS Ji «
swuruples pajesoped YBnoay) Jes s|ppiw ak) U] pajjsu) usym sseujesp
asneo Aew Jo saunpaooid [eaifins Bulinp o4s au ul 1dey 10 psoerd )| Ainful eke Jusueuued pue snouas asned AR ‘UINOW pue *sies 'saks Jo Jno deey «
: ) 1onpoudd sjy3 Bujsn ueyp
9@} 10 peay ay) Jo uoneleded ups aayeedoaid e Se «
eaJe (Byuab ayj uf . sebujuetd yum JOBIUCD Ul . Sjusipalbul Jayio Aue Jo s)euooniB sulpixeylojyo 0} ojbiej|e 818 NOAJ|«  8sn jou oQ

Aluo esn [eu1syxa 104
sbuiuiepm

Bujsues(o uys |esauab pue punom upjs

Atebuns 0y Joud umys sjusjied sy jo udjesedesd :uopesedeid ujys eapesadoasd jus(jed .

8seas|p asneo ued A|[enuslod Jey) elsoeq 6onpes sdiay :ysempuey |auuosiad aiedyjesy .

8120 juaned 1o A1abins o) Joid swIeaI0) pUB SPUBY B} UO SWSIUBBI00IOIU JO JBQUINU BY) Seanpe. Ajjueoyiubls :qnias puey jes|bins .
S9S()

(penunuoo) syoe4 bniqg

:ojeq ‘dx3
(1w 9p6) (b 1) 201 Z¢ :5IUAW0D JaN . sguiny o1

AINO HSN TYNUHLLXH YOl

008S-892-¢LL 12L
60909 "1] ‘0dedtyD)
peoy Julysiod 159Mm S1v

‘U] ‘$91101R10QE ] WNINY 1Ag psamgornuey
9JBUO0DN[L) SUIPIXIYIOYD) %2 surejuo))
omdasyuy

(UORNIOg % 9)BUOINL) SUIPIXIYIONYD)
L XHAH-VNAJ

$-1201-28141 OON ___




20

INd 0€'y 0 WV 00°8 ABpu yBnouy Aepuoi 008S-892-SLL-L (IBD ¢ SPUBLULLIOD 4O suonsand

Jajem peyund ‘apixo suitueiney ‘joyosie [Adoidos| ‘aso)n|jeajAyleAxoIpAy ‘Y3 Q epIEI0D ‘PIO. OLH0 &:w._bwLQE oAJjoeU]

(3.701) 0.0v 8A0GE 1BOY OAISSBOXS PIOAR «  (d,2/-80) 0.52-0Z & 010}s - uojgewiojul 1Y)0

AlyBnoioy; uiebe asuu «

Ausb ysem pue eele PUNOM O UPS BY) JBA0D O] AUBSSEI8U J9NPOId JO JUNOWE tWNWiIUNL 8Yy) Ajdde .

J8)EM UJIM peues|o aq o) Bale auy) asul Alybnoioy) »  :Bujsues}d upys jesauab pue punom upg

JOMO) 2|118}S B L)im AIp PUB SejnujW Z [BUCHipPE UE 0} ainpaooid jeadal «

[omo) ajus)s B yym Ap »

SBlnUIW 7 1sBe| 18 10} qems pue a)is [E0)5.ns o) Ajjersqy jonposd Aidde «  :uopesedaid us sajjesadosid juspeq
Alybnoloy Aup «

SPU0IBS Gi 10} tauuew snolofiia e ul ysem pue spuey paddnd oju; jonpoid Jo | g Jnoge esusdsip «

JBIBM UlM SpuBY Jam .  iysempuey Jauuosiad asesyjjeay

Alybnosoy) Aup pue esuy «

SPUC0ES OE 10} J8)BM BUILUN JOPUN BSUL PUB JONPOI JO [W 8 YIIM SEINUILL G| [EUOIIPPE UE IO} YSBM «

SPU02as O 10} Jelem Bujuuni sapun AyBnoloy; esuy «

s1eBul o) usemiaq upjs pue 'ssjopNo ‘sjieu BU) 0) UoRUBKE 850D BulAed Ysniq Jom e INOY)M JO yIM 19NPod JO (WU @ JNOGE YYIM SBINUI G|, J0j GRIOS -
“Isuespo JejiLyjs Jo yons|ieu e Buisn sjieusebuy UE3|D "SPUCSeS O 10) Jajem BuIUUM JBPUN SLIBSIO) PUB SPUBL J9M »  igNJIS puey [edjBing
suonovllg

"ABme Jybli 16juag j0JJucQ UOSIOd B JOBIU0D 10 djoy [Eoipewl 16 ‘pemojiems §| "UaIp|iuD JO LoBas Jo jno deoy
“UollipUOoo Snoues e jo subls eq Aew esey | "sIN0o0 UoNoEal olB4sjIE JO UCKEZNISUSS "UCHENL §] JOJI0P € 3SE PUE osn dojg
upjs 8ty Jo uoyeindod _mzmuomn alp eonpay 0} Alessaoau )| Seyew uolipucd Buyiiepun Lsym 1daoxa aUOp aq Jou pNoys Seale Apoq able §0 BUISUES[D UnS [eiaUab pajeada «
pejeay} A|dulnol aq Jou PIROYS UpS ay) JO SieAR| (e1oiiadns 8Y) UBY) SJOW SA[OAU| LDIUM SPUNOM «
1ajem yim AjyBnooy; pue Apdwoud 1no asuy ‘seele asey) 10BIUOS PINOYS UCKNOS J «

swinipJes pejeioped (Bnosy) Jes ajppiw By Uj Pa|IRSU| UBYM SSaujesp
8sne9 AW Jo sainpaoo.d (eaiBans Buunp ske sy ul 1dey 1o peded ji Aunfu| 84e JuaueuLad puB SNOLSS 3SNED AR “INOLL pue ‘siea ‘sake jo jno deay .
jonpoud s|y) Bujsn ueypy

0B} 10 peay 8y} Jo uojesedald unjs sapeiedoaid e se .

eode [eyueb sy ul.  seBujuaw yym 19Bju0D Ul . SjueipaBul JaLio Aue Jo 3)euodn|B eupixelIolyo o) oiBis|je o2 nok asn-jou oQq
Aluo osni |eusa)xa 104
sBujuiepm

m:_mcmm_u upys |eiouab pue punom ups «

AseBans o) soud upys sjusied mE Jo uogieredaid :uopesedeud upis aApesedosd juayied .
osBas|p asneo ueo A|eyuejod Jey; eusloeq aonpal sdipy ysempuey |euuosiad atesyjesy «
810 Jueped 1o Lebins o} Joud SWIee.0} pUR SPUBY BY) UG SWSIUEBIC0WI JO Jequinu ay) Seonpal Aueoyubls :qrios puey [eajBins .

sesn

(panunuoo) spoeq bniqg

<

Buisues)a upys [eseusB pue punom upis
uopetedeid upys aAyeiodoasd Jusyed
ysempuey jauuos.ied asesyjiesy

qnuos puey eaibins
sasodind

sjoeq bnig

:ajeq dx3g
aaquiny 307

008S-892-€LL ‘9L

60909 711 ‘03eotyr)

peoy 3ulysiod 15oMm S1v
‘JU] ‘SOLI0IBIOQER ] WNLIIY
938U00N[L) SUIPIXSYIO[YD) %7

:Ag paamoenuey

sugjuon) -

Wi e

ondasyuy

Auoaz_ow %< 9IBUOONTY) SUIPTXIYIOYD)

~ZXHdH-VNAQ

© P Le0b-48LLL OAN



21

Wd 0€:% 0} WY 00:8 ABpyi=t yBnouy) Aepuol 0085-892-CLL- ) 12O £SHUBWILLIOD 10 SuonsSaNYd

18jem payund ‘epixo sujweine) *jayoole (Adoidos) ‘esonjjeojAuiaAxaipAy ‘vY3Q piLES0D ‘ploe oo muto._bmgms AjJoeUL

(d.701) 0.0v 2A0GE jB0Y OAISSEOXG PIONE »  (3.4/-80) D.GZ-0Z I8 01015 - IOHBWIOU] JOY}0

AlyBnosoy; ujebe asult «

Apueb ysem pue eaie punom Jo Ups 8y} 10409 0) Alessaosu 1onpoJd Jo Junowse wnwiul ay) Aidde «

JS)EM Liim paues|o aq o) eale ay) esull Ajyinooyy «  :Bujsueald us (e1auab pue punom upg

{amo} ajliels & Uim AIp pue sejnuiwl Z [euonippe ue o) enpesoid jeadal «

[8MO] 3]UBIS B LM AIp «

sejnull g 1ses| 1e Joj gems pue ajis [89)6uns o) Allesaqy jonpoid Aidde «  :uopesedead upys sAeiadoasd jusped

Alubnosouy AIp »

SPUOJ8S G|, 40} JeuUEW SNOJOBIA B Ul Ysem pue spuey paddno ojul 1onpoud Jo (W § Jnoqe esuads)p «

IBJEM YIIM SPUBL JoM «  iysempuey |suuosied esedyjjeay

Alybnoioy) Aip pue esut «

SPUOY3S (¢ 40} JojeM BuluuNI J3pUN 8SUN PUB JONPO.d JO (WU § YliM SBINURL G|, [BUCHIPPE UE 0) YSeM «

SPUOYBS O 10} Jojem Bujuuni sapun AlyBnoloyy asul «

s1eBuy ay) usamaq Us pue ‘saplN 's|ieu s} 0} uojusye esop Buiked ysniq Jom e noyim Jo ypm jonposd JO (W g INOge Yum SSINUILL §'|. 0j QNIOS »
“Iaueeo Jepuis 10 oys)ieu e Buisn syeuseBuy ues|o ‘spuoaaes gg Joj Jajem BuILLN JapUn SWIESI0) PUB SPUBRY Jom »  :QNJDS puey {ediBing
Ssuono8lIqg

“Aeme JYBH 19)UBD [0UOD UOSIOd € JOBJLOO JO djey (BDIpSW Jab ‘POMO|[EMS J "UaJp||y jo yoeal Jo jno dasy
"UOJPUD snoues e 3o subis o Aew esay | "$1n200 UojOBaI DIB1e||E JO UOJEZHISUSS ‘UORR)L J1 10)O0P E 3SB pUE asn doys
unis a1y Jo uojeindod |epsioeq ay) sonpal 0) AIBSSe28U )| Seyeu UoHpLoD BUkPspun ueljt jdaoxe auop eq Jjou pinoys see.e Apoq eBie jo Buisues)d upjs [eioUeb pajeade) «
Psjeal; Alujinos eq Jou pInoys ups au) Jo SioAB [BloladNS BU) UBL) SIOW BAICAL) LDILM SPUNOM «
Jaem Yum AlyBnoioy) pue Apdwoud o ssul ‘seale 858U} 19€)UO PINOYS UOHNIOS J
Swirupies pajesoped ybBnouy; Jea s|ppiw sy} Ly Pa|Iisuy) Usym Ssauyeap
asned Aew 4o seunpaooud |eaiBins Bupnp aks ay) uf ydey Jo peded ) Aanful a4s jusuewwied pue snoLas 8SNED ABJA YINOW pUB ‘SiES 'S840 10 JN0 daay «
yonpoad sjy3 Buisn uaypy

208} J0 pe3Y ay) Jo uonesedald upjs aaleledoald e se .«

eele (ejtueb ey ul . seBujusi yym JoBJuOS Ul < SjusIpelBu) Jey10 Aue o 812u09n|6 sulpixeyo|ys o) ojbiejje aJe noA Ji.  asn jou og
Aluo asn [eusa)xe 104

sbutuiep

Bujsuea|s u)xs [esauab pue punom upys .

Auebns o} soud unys sjusned syj Jo uonesedaid :uojjesedaad ups eApessdoaid juaped .

8SB3SIp 3sNhed ues Ajenusyod jey) eusioeq 9onpal sdjay :ysempuey [suuosied aieayyjeay «

eJeo juaned Jo Aiebins o) lopd suitesio) pue spuey ey} Uo SWSIUEBICoIOIW JO JBquIny 2y} seanpai Aueoiubls :qnios puey jesibins «

sosf)
(panunuos) syoe4 Bniq

-

Buisueajo ulys |esauab pue punom IS
uonesedaid upjs eajeiadoald jusyed
ysempuey jsuuos.ied aresyesy

qnuos puey (esifiins uojinjos %z sjeuoan|B eupixeyloyd
sasoding Juaipaibul aApoYy
sjoe4 bniqg

9jeq 'dx3

(lw 9p8) (1b L) 2o 1y Z¢ isueuog JoN Laagquinp 304

NINO HUS TVNUULXH MO

0085-892-¢LL *1°L.
60909 1] ‘03eo1yD)
peoy] uiysiog 1som S1v

*OU] *SOUO0IBIO(R/T WINLNY :Ag paimjoenuepy
3JBUOON[L) SUIPIXAYJIO[YY) %2 - isurejuon)
ondasyuy

(uonN[Og % ATUCIN]Y) SUIPIXIYIONYD)

< XHH-VNAd

P-1201-2812L OAN .






Wd 0¥ 01 WY 00:8 A2pud YBnaiy) AEpuo 008S-892-€.LL | D £ SpuaLLILL0d 40 suopsand

Jajem peyund ‘epixo aulweInE) '|0YodJe
{Adoidos ‘aso|n)|edihyiedxopAy ‘Y3 BPILEID PR D10 2:&3&.&5 aAjyoeul

(4.901) D.0¥
SAOQE 183U BAISSEOXS PIOAR «+  (4.//°89) O.52-0Z 18 3101S «  LOJRBLLIOJUI JBYIO

AnBnoloy) ulebe asu)s «
ApueB ysem pue 2aie PUNOM IO UPS BUY) JoA0D O} AlesSaoau 1onpoid Jo Junowe wnwiuu sy Adde «
J9jem Yiim pauealo aq o) eale ey esup AlySnosoy) «  :Bujsues|o upys jeseueh pue punom upls
[9m0} 1101S & Yyim AIp PUR SSINUI Z [BUCIIPPE UE 10} 8npacold Jeadal «
1emo) ajuals B Uim AIp »
. Sejnuw g )ses) je Jo)
gems pue a)s |eaibins o} Aljesaqy jonpoid Aldde «  :uopesedesd ups sAjjesedoad uaped
' . Ajybnooy} Aip pue asup «
SPU0JSS G| J0j JeuLew SNOJOBIA B L) USEM PuB SpuBy paddno oju) jonpoid Jo jui G Jnoge ssuadsip «
JSJEM UM SpUBY Jam «  iysempuey |suuosiad aiesyjeay
Aubnosoyy Aap «
SPUCVSS Qg 10} Jejem BUILiN JapUN BSUY PUE JONPOLd 4O (W @ UM SBINUILL G|, [BUOIPPE LE 1O} USEM «
$pU02eS Qg J04 Jejem Bujuuni sepun AjyBnololy asul «

siebuy sy} usamiaq ups pue mm_uz:o 'S|IBU 81} 0} UONUS),
as0j0 mc_>wa ysrug 1am B Jnogiim 10 yiim jonpoud Jo W g Jnoge yim Sainup g | 1o} nzmwﬂ
“laues|o Jefiwis Jo youseu e Buisn sjieuiebuy \mo_o
"SPUGJeS QF 10} 181eM BUILUNI JOPUN SULERI0) PUE SPUBY JoMm «  :GRIDS puel [e2(Bing

suofoalig

S

‘Aeme Jyby Jejuen

104u0] uosiod e j9e)uad Jo diay |egjpau 186 'pamojiems J| "uadp|iyd Jo ysesad Jo jno desy

*UoNIPUOY Snouas e Jo subis eq

Aew asay "sJno20 uojjoees oibie|le 10 co:mu___m:om uofejl §j 20390p B yse pue esn dojg
upjs ey} Jo uojjeindod jeusjoeq auy @onpal o) AIESSEo8U ) SaYEL UO[PU0D BUIAISPUR

8y} usym daoxs BUOP 3q Jou pinoys seale Apoq abie| o BuisuR3[o Ups [B18USH pajeadal .

pajeal) Ajaunnol aq Jou pjNOYS US ey} o S1aAe} (B1oadns BuY) LEL) 10U BAI0AU] YDIYM SPUNOM «

191em yum AyBnosoy) pue Ajjduwiosd Jno asull ‘sesle 858Y) 9BIUOT PINOYS UOHNIOS §f «

(penunuoo) spaey Bnig

swnipiee pejeiopad yBnoiy) Jes a|ppjwt
8y U] pejiisu] usym sseujeap 9sneo Aew 1o seinpaocoid [eoiBins Buunp ake ayy ul idey
30 paoeyd y1 Ainfu; a4e Jusueunad pue snoles asned Al "YINOW pue ‘siee 'saAe Jo Jno deay .
1anposd s|yj Buisn usypm
9084 10 pe3y ey; jo uojeledeld upjs eAneladosid e se «
eale [eyueb ey Ui« sabuluaw Y)M JDEIUOD U] o
sjueipesbul iayio Aue Jo sjeuoon|B suIpIXaLIOND 0} 21BJ8|IR 8IB NOA JI.  esn jou oq
Ajuo asn jeusayxa Jog
sBujuiep
Bujsues|a upys |eseuab pue punom ups .
KiaBuns o) Joud upys suajed sy) Jo uoieledaid :uopeiedesd upys sapesedossd jusped .
aseesip asned ued j[ejusjod jeu} eueloeq eonpe. sdjey iysempuey (uuosied sieayyjeay «
aed jueled o A1eBins o) Joud suiesio) pue
spuey ay) uo stusiueBioosoiw Jo Jequinu ay) seonpal Ajueoyubis :qnios puey (eo|Bans .

sasf

Buisueelo upys [eisuab pue punom upys
uojjeledasd s anjeladoaid Juaned
ysempuey [puuosiad aseoyjeay

gnios puey [eoiBins

uonnjos %z a)euosn|b aujpjxeyioyo

sasoding jusjpalbuj aanoy
sjoe4 bnug

:ajeq ‘dx3

(1 g8.2°¢) (186 |) 20 4 gZ| isjusIuOY JoN L1aquiny 307

NINO SO TVNUHLN HO:
60909 "11 *03E2IYD) "SU] *SDLI0ILIOGE] WY 1Ag paaryorjaue ]
JIBUVIN|O DUIPIXIYIONYD) %7 SUIEIUOL)

apdasyuy
(uonnjog 9%z NBUODN[D IUPIXIYIOND))

. XHH-VNA

S-120b-28L4)1 OAN

22



Wd OE'p 0} WY 00°8 Aepud YBnouLp ABpUO 0085-892-E22-} l1€D ZSjusLiwon 1o suopsand

1ajem payund ‘ep|xo eujwe.ne| ‘j0YodJe
#Adoudos) ‘asoinjjaoiAyiaAxoipAy 'y spiweoos ‘pre oo SpusIpaIBUl dAlOBLY

(4.¥01) D.01
BA0QE JEBY BAISSAXa ploAe «  (1,£4-89) 0.52-0Z JE @I0iS «  LOFRLIIONUI IS0

Abnouoy; ujebie asul «

Agus ysem puE E31B PUNOM 1O LIS BY) JOA0D 0} A1esseoau jonpold 30 Junowe wnwiujw ey Aldde «

2)EM LM paLies|d aq o} eele ey) asutt Alybnoioy) « :Bursues|d upys [esauah pue punom upg

13m0} B|uels B yjm Aip pue sejnulw Z [euonippe e 1oy ainpsoold j2edas «

oMo} 8jl1a)s 2 yym Ap «

Sejnujw Z )ses| Je 1o}

qems pue ayis [22161ns 0} Ajesaq)| jonpoud Aidde .«  :uojjesedesd upys eAesedoaid wened

AlyBnoioy) Aip pue esuu «

SPUOYSS G|, 40} JoULBL SN0.0BIA & Ul ysem pue spuey paddno oju) jonpoud Jo i § 1noge esuadsip «

19jem UM SpUBY Jom «  iySEMpURY [eulosiad eiedsyyiesl

e ' AlyBnouoyy Aip »

SPUC03S (g Jof Jejem Buiuun 1apun ssup pue 1oNpPoid JO jul § LM SBINUIL G|, [BUOTIPPE UB 10} YSEM «

. : SPuU02ss Qg Joj Jejem Bujuuny Jepun AyBnoloy) asul .
s1abuy ay) usemiag upjs pue 'ssjolINo 'S|teu ay) 0) uojusHE

9s0jo Buiked ysniq 1am B NOYIIM 10 Yiim jonpoud JO (W g INOTE Yjm SajnUIL G'} J0) Qruos «

“Jauee|d JejIuis Jo xolisyiey e Buisn sjieulebuy uesn

‘SPU0D8S OF 40} Jajem Buiuuni Jepun swuesI0) pUB SPUBY Jom < iqNIds puey {esiBing

suojo8ag

‘Aeme jybul Jejuen

1043U03 UOSIOd € 10BjU00 Jo djay |edjpaw 1ab 'pemojiems J| "UBJPHYO JO yoees Jo Ino deay

'UOIPUCD SNOLISS B JO Subis aq

Aew esoyy *s1no00 uojoee. OlfJS|lE 10 UOIEZNISUBS ‘UCHE)L! J| JOJOOP B XS PUR ash dojg
upis ay) jo uojieindod e)e)oeq 8y} 83npal 0} AIBSSa3U )| SaXBL UO)PLOD BUIAepUN

U usym 1deoxe aLIop eq Jou pinoys seele Apoq sbie] Jo Buisues|o uis |eieusb pejeadal «

pajeeu) Ajpuninos 8q 10U PINOYS UpjS 8y J0 Siafe| feioyiadns au) LB} S10LU SAOAUS LOIYM SPUROM «

Jojem ynm Aybnotoy) pue Adwiod Jno esuu 'sease 8S8U) JOBJUOD PINOYS UOHN|OS JI

_ {(penupuod) spoeq bnig

e

<

swnipsee pajeloped ybhoiy) Jes s ppw
8Yj Ul pajIiisu) uaym sseujeap asnen Aew Jo sainpadold [eoibins Buunp eke ay) i idey
40 pegeld Jt Anfu) 94e Jusueuned pue snoles esnes Aepy “YiNow pue ‘sies 'saa Jo jno deay
yanposd sqy) Bu|sn usym
898} 10 peay ay} Jo uopetedesd us eajessdoard e se .
eele |eyueb ey ut.  sebuluaw yim JOBIUOD ) ¢
sjueIpasBui 1ayo Aue o sjruooN|b eulpixayIolyo 0} o|fIale BIE NOA )« BsSh Jou og
A|uo asn [BU4B)XS JOJ
sbuiuiep
Bujsueajd ujs [esaush pue punom ups .
Aiabins o) Joud upis sjusyed ay) o uoliesedaid :uopeiedaid ups sapesadoasd juajjed «
asges|p esneo Ueo Ajlejjusiod jey) BusioRq 9oNpals sdjay sysempuey jsuuosiad siedyjjeay «
aies Juelied so KieBuns o) Joid stuuesio) pue
spuey ay uo swsiueblocsajus o Jaquinu sy) seanpal ARUBoYILBIS :qhiss puey (2o)Bns .
S9SN

uBe|d UDiS [eJaUsB PUB punom UiS .
uopetedaid upjs eapeledoasd jusyed

ysempuey |[guuosiad eleayeey ¥
qnios puey [eoibins

uopNIoS %z 81euadn|B eulpIXxeyIojyd

sasodind ... . Judipatbuj anpoy
B . syoeq4 bnug

it v :e)eQq ‘dx3

(168.°€) (186 }) 20 |} 82| iSIUGIUOD ION . 148quIny 307

NINO HSHUIVNRAGLLN MO
60909 711 *0dea1yr) *ou] ‘SILOILIOQET] WNLIY K¢l PoANJOBJNUBA
s s QIBULDN|S SUIPIXIYIOIYT) %42 SuIBIUOY)

oydasuy
(UONN[Og %Z IBUOIN[D NUIPIXOIIOH]D))

- «¢ XHH-VNAJ

RERTIr

e G-L20L-A8LAL OON

23



Wd 0€+ 0} Wy 00:8 Aepu ybnoity Aepuop 0085-892-€LL- IED £ SIUBLLILLIOD Jo suonsend

Jayem payund ‘spixo sujwelne| ‘loyooje
IAdoudosi ‘esojnijaoiAyieAxoipAy 'v3a spiwesca ‘piok ol -SpuBIpeLbUl aAlpoRU|

(4.401) D.0¢
2A0QE 183y BAISS0X8 PloAe +  (d.//-89) D.52-0Z 1B I0)S +  LIOJRULIOJU] J8L)O

Alybnoioyy uleBe ssup «
Ajueb ysem pue eese punom o ups Bl JaA0O 0] AlessaaU Jonposd JO Junowe wnwiuw oy) Adde «
Jagem ypm pauealo aq o} eale sy} esuu Alyfincloy) «  :Bujsuee|d u)ys |esausBb pue punom ups
{2M0) 9|13)S B UM AIp pue sejnuill Z jsuoippe Ue Joj einpesold jeedal «
{omo} sjus)s & ypm Aap «
SsjnuIW Z Jses| Je Joy
qems pue a)js [eaibins o} AjjeJaqy jonpoud Adde »  iuojjesedaid upis eApesedoaid Jusjjey
' AlyBnoioty Aip pue asuy «
Spuodss G| Joj Jeuuetu snoJobiA e ul ysem pue spuey paddno oju jonpoid Jo ju g 1noge esuadsip «
ielem ylm SpUBY Jem - iYSEMPUEL| [aUUO0SIad aiedyjjeey
AyBnosoy Ap -
SPUC0aS Og 40} Jojem Buuur Jspun esul pue jonpoud JO W g LM SAINUIL G|, |ELONIPDE LIE JOJ USEM «
- SPpU0YSS OF Jo) 19)em Bujuuns sapun AlyBnoloy) ssuu

s18buy eyy usemiaq s puE ‘sBORNO 'S|IBU BU) O} UOJUBYE
asopo Builed ysniq jom & INOUHM 40 Uiim j9NPOId JO [ g INOGE UM SSINUILL §° | J0j qRUoS «
“18UB3(O Jejjuis 1o X2ansiieu e Bujsn sjleussbuy uesy
'SPU0das Qg 10} Jojem Bujuuns Jepun swieelo) pue spuey jem .  iQnIas puey |ea|Bang
: SUoo8.Ig

swnipiee pajelopiad ybnoly) Jea sppiw
Ay} ul pajjiisul uaym sssujeap asnes Aewl 1o seunpedoud |ealbins Buunp aAa au) uy jdey
4o paoe|d J1 Aunful 848 Jusuelllad pue SNOJIBS SSNED A “LINOW PUE 'S1Ed ‘5343 Jo Jno daey «
: jonpoud s{y3 Bujsn uayp
8oe} Jo peay ay) jo uoiesedsid upjs sAjesedosid B SB -
ease jgjusb ay ur . S9BUILBW YIM 1OBILOD Uf
sjugjpasbu) Jayio Aue 1o a)euoon(B aujpIxayiojyo o} s1Bis||e a1e NoA |«  8Sn jou oq
Ajuo esn |eu4e)xa Jo4
sBujuiem
Buysues(d uys |esousb pue punom upys «
Asebuns o) Joud upjs sjuaned ey) jo uopesedaid :uopjeledasd uys aajesadossd Justted «
2sBas|p 85ned ued Ajepusiod jey) epsioeq aonpal sdjay iysempuey jeuuosied aleoyjeay «
aJeo jusiied o Jiebins o) soud suueesof pue
spuey ay) uo stusjuebioololw Jo Jaquinu ay) seonpas Ajuesy(ubls :qnias puey |ea|Bins «
S9SN

Buisueao upys [eieusb pue punom ups
uojjeiedaud unjs eapeiadoaid jueped
ysempuey jauuosiad aieoyjesy

qnios puey |eoibins
sesodingd

uonnjos %z @jeucon|d auipixayiojya
Juaipalbuj eAjoy
sjoe4 brug

‘Reme Jybu Jayuen
105U0D UOSIOd B JoBjU0O Jo djay [eoipewl 106 ‘pamojjems J| ‘UaJpjiys Jo yoea. jo Jno deey

"UONIPLIOD SNOLIBsS & 40 subis aq
Aewi asay | "51n990 UOjjoRe1 0IBIB|IB JO UOIBZISUBS ‘UONE}L §) J0300P € yse pue osh dojg

upis e Jo uopeinded |eeloeq 8U) 93npas ) AIBSS8I8U J) S@XEL UORIPUOD Bulkpapun
8L} usyMm Jdadxe suop 8q J0u pjnoys sease Apog eble| Jo Buisuesio ups (2Jeush pejeada: «
pajeau) AlBupnol 2q 10U PINOYS US 84} JO S1oAe] [[oLedns ey LBL) SJ0W SAIOAU] YOIM SPUNOM «
1e1em yum AjyBnoloy) pue Ajiduwiosd Jno asul ‘seele asaly) POBIUCD PINCYS UORNJOS i «
(ponunuoo) spoeq bniqg

iejeq 'dx3
tlequin 301

(1684°€) (1B6 1) 20 | g2} :suBUOD JON

NINO ST TVNUALLX HO:1
60909 ‘1] "05EdIYT) DU "$IUVILIOQET WHLNY iAgQ pIANJOBINURBA
DIBUQIN[L) DUIPIXAYIOIYD) %47 SulBIUOT)

opdasyuy
(uoyn[oy 9%z 91BN JUIPIXSIIO[YD)

« XHH-VNAd

S-1201-281L1 OAN

24






Periodic Safety Update Report for NDA 19-422

_ Chlorhexidine gluconate has repeatedly been proven effective in reducing

bacteria. Most hospitals use chlorhexidine gluconate as a surgical scrub, patient
preoperative skin preparation, and/ or healthcare personnel handwash. Chlorhexidine
gluconate has also proved to be effective as an oral rinse. Several recent articles have
reinforced these claims. After the incidences of anthrax in October and November of
2001, researchers sought to test the efficacy of chlorhexidine gluconate against the
anthrax bacteria. A surrogate of the anthrax bacteria was used. Use of 2% chlorhexidine
gluconate solution reduced spore contamination as compared to. ethyl alcohol.! In
addition, further investigation is also warranted after initial testing demonstrating that
chlorhexidine is effective against agents causing fungal keratitis.> Chlorhexidine
gluconate has also been tested against agents that cause sexually transmltted disease.
Further studies are still needed, but initial results show promising results.” Chlorhexidine
gluconate has also been studied after root canal. Concentrations of 2% and 0.2% have
been used. According to researchers, “chlorhexidine gluconate resulted in the greatest
percentage reduction of microbial flora.””*

approved numerous NDAs and ANDAs with chlorhexidine gluconate as the active
ingredient. '

Review of recent literature has found that most adverse reactions to chlorhexidine
gluconate have been relatively mild. When chlorhexidine gluconate Was used as an oral’
rinse, adverse reactions were relatively mild in nature and short- lived®. There were also
instances of adverse reactions when chlorhexidine gluconate was used as a healthcare
personnel handwash as most Xttrium CHG products are. In these instances,
chlorhexidine gluconate was shown to produce some dryness while being more effective
than alcohol.” Other instances of adverse reactions when using as a handwash occurred
in health care workers who were older, theoretically because their skin is less pliable. In
addition, in these cases, damage is long term and may not be treated easily. ® In one
instance, a patient developed acute urticaria after showering with chlorhex1d1ne
gluconate. However, after treatment with steroids, the problem was resolved in 6 hours.”
There were instances, however, or anaphylactic shock. These instances mostly occurred
in Japan and Denmark where use of chlorhexidine gluconate in catheters is more
prevalent. [ 1213 14 15

Since the last amendment for supplement 32 for this NDA on February 10, 2003,
there has been only one reported adverse reaction to this product. A surgical technician
experienced redness from fingertips to elbows after using this product for a period of
three weeks. A complaint was made to the distributor of the product. The distributor
then forwarded the complaint to Xttrium Laboratories, Inc. The health care practitioner
of the complainant (with prior permission from that complainant) released a statement
that chlorhexidine was most likely not the cause of the reaction. All test results
demonstrated that the product fell within finished product specifications. A 15-day report
was filed with the FDA as per 21 CFR 314.80. In addition, according to Xttrium
standard operating procedures, a full investigation was conducted. A copy of the 15-day
report is found as Attachment 7.

Chlorhexidine gluconate has also been shown
to reduce incidences of infections related to catheters.” In addition, the FDA has
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XTTRIUMI

LABORATORIES

INNOVATIONS IN
PRODUCTS AND SYSTEMS

. August 18, 2003

Central Document Room
12229 Wilkins Ave.
Rockville, MD 20852

To whom it may concern,

{«J
Enclosed 1s a MedWatch FDA Form 3500A. This report is compiled and completed as
per 21 CFR 314.80.

There was one report of redness resulting from use of 2% Chlorhexidine Gluconate NDA
19-422. The lot number in question is 210-1022-70. The report was received at Xttrium
Laboratories, Inc..on August 13, 2003. The retained samples have been analyzed. All
chemical testing results demonstrated that the product fell within finished product
specifications. In addition, testing by the complainant’s health care practitioners has
concluded that she is fot allergic to chlorhexidine. A statement to this effect has been
attached. N

A copy of this report will be included in the Periodic Adverse Experience Submission to
be submitted after December 17, 2003. Please feel free to contact me at (773) 268-5800
or via e-mail at rchakroborty@xttrium.com if you have any questions or concerns
regarding this matter

Sincerely,

Vice President
Xttrium Laboratories, Inc.

XTTRIUM LABORATORIES, INC 415 WEST PERSHING ROAD CHICAGO, ILLINOIS 60609
PHONE (773) 268-5800 WWW.XTTRIUM.COM FAX (773) 924-6002
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MEDWATCH

SEBLACK INK

PLEASE TYD: --

U.S. Department of Health and Human Services

e FDA Safety Information and
.dverse Event Reporting Program

" For use by user-facilities,
distributors and manufacturers for

Page _[_ of _Q "

1. ‘Patient Identifier |2. Age attime ..
Date |
B. Adverse event or prodct problem
{check all that apply)
{77 tite-threatening " permanent impaitmentdamage

of event:
of birth:
[ JKdverse event  andlor . D Product problem (e.g., defects/malfunctions)
. D death - ' D congenital anomaly
[] nospitalization — Initial or ;;rolonged [D-other: % EN&S

d |2. Dose, frequency & route used 3. Therapy dates (if unknown, give duration)
- #omto (o best estimate) ‘q '
ORI Q- ‘
ICIE #2 : )
4. Diagnosis for use (indication) 5. Event abated after use
- ‘stopped or dose reduced

M maica -EH:.[Q 'E@[_[E .

A. Patient information
or -
. . Inconfidence R
2. Outcomes attributed to adverse event
: [ disabiiity -
+ (moldaylym) ] required intervention to prevent
4. date of

3 Date of . i
b /00 BaE cgllslos

5. Describe event or problem”
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6. Relevant tests/laboratory data, including dates

[CE72 nvE O \SPILES LOECE SINBCYEED
s S/AS/2003 | e TETINE RELITY
EMIONSTRATED 7HE AROOUCT TR
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q

7. Other relevant history, including preexisting medica! conditions (e.g., allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dystunction, etc.)

T TETINE SHEED A REACTION 70
S JEUB A cOECC A OHEL JC2UD

NOAPS

Form Approved: OMB No. 0910-0210 Expires:
Soe OMS ststement an?;n.fﬂf

N repoct #

VE/Tlat report §

ORY reporting

¥DA Use Only

C. Suspect medication(s) - . §

1. Name (give labeled strength & mislabeler, i known)
" B ARD R CARE. SLIBRCACHAND SPURSY,

#2

o Lt B L

2 .
- doesn't
6. Lot # (i known) 7 Exp. date (i known) | 12 LIYeS Do CIS3%
#1 _ - #1 8. Event réappeared akter
reintroduction .
#?2 #2 #1 [Jyes [Jno [t
apply

9. NDC # - for product problems only (if known)

- - #2[ Jyes D no D gggg,"'f

10. Concomitant medical products and therapy dates (exclude treatment of event)

D. Suspect medical device

1. .Brand name -

2. Type ot device

4. Operator of device
D health professional
D'Iay user/patient

3. Manufacturer name & address

[ other: .
4 -
A v
- . 5. Expiration date
6. Smddaylyv)
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model # B -
» . 7. It implanted, give date
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Oy Ol 0 i
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‘E¢ Initial rpofte'r B

1" Name & addrass

Submission of a report does not constitute an
admisslon that medical personnel, user facility,
distributor, manufacturer or product caused or
contributed to the event.

FIDY/A

FDA Form 3500A (11/02}

Initial reporter also
sent report to FDA
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Medication and Device Submission of a report does not constitute DA T A ey AP VICES

~ars an admission that medical personnel, user
ExPe"ence Rep ort , facliity, distributor, manufacturer or product
(continued) . caused or contributed tcgbe event. )
Qefer to guidelines for specnr c instructions _ Page of . ] FDA Use Only
For use by user facnhtyl distributor — devices only H. Device manufacturers only
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[Jno {moldaylyr) [] ether. — [] reptace [} patient monitoring 9. 1 action reported o FDA under
relabeling modificatior/ 21 USC 360i(1), list correchonlremoval
14. Manutacturer name/address g O adjustment - reporting number:
other:
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From firm’s September 3, 2003
submission |

“Attachment 10, FDA Action Letter”
14 pages removed as duplicates

“See 8/11/03 Approvable Letter
located 1n earlier section “Approvable

Letter(s)”
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—(: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

“rg

Food and Drug Administration
Rockville, MD 20857

‘NDA 19-422\S-032 ' INFORMATION REQUEST LETTER

Xttrium Laboratories
Attention: Ram Chakroborty, Ph.D.
Vice President

415 West Pershing Road

Chicago, lllinois 60609-2731

~Dear Dr. Chakroborty:

Please refer to your January 10, 2002 supplemental new drug application submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Exidine (2% chlorhexidine gluconate)

solution.

We also refer to your submissions dated June 20, July 2 and 18, 2002, and
August 12, 15, and 30, 2002.

We have completed a cursory review of the final study report (#010206-102) for the
Microbiology section of your submission, and have the following information requests. The
information requested is necessary in order for us to completely evaluate your submission.
“When you respond to this information request, include only the data and information requested,
and refrain from providing your own interpretation of the consequences of your study design and
conduct. '

1. Section 12.11.7 states for the test product that “Subjects performed a final rinse under
running tap water maintained at 40°=2°C such that each hand and forearm was rinsed for
thirty (30) seconds (for a total rinse time of one (1) minute).” In Section 12.11.19, it states
for the control product, “Subjects performed a final rinse under running tap water such that
each hand and forearm was rinsed for one (1) minute (for a total rinse time of two (2)
minutes).” This difference introduces a bias in favor of the test product. Please explain why
this difference in rinsing regimen was implemented. :

2. Provide additional explanation for three of the "Protocol and/or SOP deviation recording
~ forms" you submitted, as outlined below:

a. In the first form it states that 3 stacks of baseline plates had to be incubated for 113
hours as opposed to the protocol-specified 72 hours.



NDA 19-422/5-032
Microbiology Information Requests
Page 2

1) Please explain why it was neceééary to incubate the 3 stacks for 113 hours,
as opposed to 72 hours.

il) Submit data collected during any follow-up investigations that were made
to explain the observation, if you c.onducted these. '

i1i) Clarify whether the plates represented the test or control product.
1v) What subjects were these samples taken from?
v) Was this data used in the final analysis?

b. The second form states that some samples were taken at times prior to 3 and 6 hours
post-scrub, and at times that exceeded 3 and 6 hours post scrub.

(i) Please identify the subjects in which this occurred, and specify whether
the noted sample times represent test and/or control drug product.

(1) Provide the actual times that sampling occurred, and clarify whether or not
the data was used in the analysis?

c. In the third form, it is stated that there were three occurrences where washes occurred
prior to the protocol defined one hour time. Please identify the subject in which this
occurred, the time frames actually used in the study, and whether they represent the
test or control product.

We may have additional questions regarding your neutralization validation experiments and/or
the clinical simulations study once we complete an in-depth review of your submission.

If you have any questions, call Tia Frazier, Project manager, at 301-827-2271.
Sincerely yours,
{See appended electronic signature page}
David Hilfiker
Supervisor, Project Management Staff
Division of Over-the-Counter Drug Products

Office of Drug Evaluation V.
Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electromcally and
this page is the manifestation of the electronic signature.

"David Hilfiker
$/24/02 11:13:07 AM



-/(: .DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heatlth Service

Food and Drug Administration
Rockville, MD 20857

NDA 19-422:\S-032 _ INFORMATION REQUEST LETTER

Xttrium Laboratories, Inc. -
Attention: Ram Chakraborty, Ph.D.
Vice President

415 West Pershing Road

Chicago, IL 60609-2731

Dear Dr. Chakroborty:

Please refer to ybur January 10, 2002 supplemental new drug application submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Exidine (2% chlorhexidine gluconate
solution).

We also refer to your submission dated July 18, 2002, and to a teleconference between
Mr. Creevy and Tia Frazier on June 5, 2002, in which an update of all adverse event reports and
-other information related to the product’s safety was requested.

We are reviewing the clinical section of your submission, and find the reports of clinical
experience related to safety that are required under 21 CFR 314.50(d)(5)(vi)(b) to be missing.
We request a prompt written responae in order to continue our evaluation of your supplemental
NDA.

-We remind you that the requirements for a safety update, as described at 21 CFR
314.50(d)(3)(v1)(b), include data from all non-clinical and clinical studies of the drug under
consideration regardless of indication, dosage form, or dose level

1. Describe in detail any significant changes or findings in the safety profile.

2. When assembling the sections describing discontinuations due to adverse events, serious
- adverse events, and common adverse events, incorporate new safety data as follows:

e Present any new safety data from the studies for the proposed indication using the same
format as the original supplemental NDA submission.

e Present tabulations of the new safety data combined with the original NDA data.

¢ Include tables that compare frequencies of adverse events in the original NDA with the
retabulated frequencies described above. '

e For indications other than the proposed indication, provide separate tables for the frequencies
of adverse events occurring in clinical trials.



NDA 19-422/5-032

Page 2
APPEARS THIS WAY
ON ORIGINAL
Present a retabulation of the reasons for premature study discontinuation by incorporating the

7.

drop-outs from the newly completed studies. Describe any new trends or patterns identified.

Provide case report forms and narrative summaries for each patient who died during a
clinical study or who did not complete a study because of an adverse event. In addition,
provide narrative summaries for serious adverse events.

Describe any information that suggests a substantial change in the incidence of common, but
less serious, adverse events between the new data and the original NDA data.

Provide a summary of worldwide experience on the safety of this drug. Include an updated

estimate of use for drug marketed in other countries.

Provide English translations of current approved foreign labeling not previously submitted.

-If you have further questions, call Tia Frazier, Project Manager, at 301-827-2271.

Sincerely yours,
{See appended electronic signature page}

David Hilfiker, M.S.

Supervisor, Project Management Staff
Division of Over-the-Counter Drug Products
Office of Drug Evaluation V

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

David Hilfiker
8/30/02 01:06:16 PM
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.-(: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 19-422\S-032 INFORMATION REQUEST LETTER

Xttrium Laboratories
Attention: Kevin Creevy
President, Xttrium Laboratories
415 West Pershing Road
Chicago, IL 60609

Dear Mr: Creevy:

Please refer to your January 10, 2002, supplemental new drug application submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Exidine (2% chlorhexidine N
gluconate solution).

We are reviewing your submission, and have the following information request. Submit a more
precise representation of the to-be-marketed labeling, so that we have an understanding of how
the label will be read and understood by consumers at the time of purchase. Also submit
annotated specifications for the font size for headings, text, bullets, and bar/hairlines, in
accordance with 21 CFR 201.66(d). More detailed labeling comments will be provided when
these items are received.

In terms of the timing of your response to this information request, we remind you that we intend
(as stipulated under 21 CFR 314.71 and 314.100) to review and act on this supplemental
application, with or without an amendment, on or before August 25, 2002.

If you have any questions, please call Tia Frazier, Regulatory Project Manager, at
(301) 827-2271. : '

Sincerely yours,
{See appended electronic signature page}

David Hilfiker, M.S.

Supervisor, Project Management Staff
Division of Over-the-Counter Drug Products
Office of Drug Evaluation V

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

David Hilfiker
6/20/02 08:35:56 AM



CENTER FOR DRUG EVALUATION AND RESEARCH
FOOD AND DRUG ADMINISTRATION

FACSIMILE TRANSMISSION RECORD

DATE: October 22, 2003
FROM: Tia Frazier, R.N., M.S,
Division of OTC Drug Products, HFD-560
PHONE: 301-827-2271 FAX: 301-827-2315
TO: Ram Chakroborty, Ph.D.
FAX #: 773-268-9790 No. of pages (including cover) 2
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This document is intended for the use of the party to whom it is addressed and may contain
information that is privileged, confidential, and protected from disclosure under applicable
law. If you are not the addressee, or a person authorized to deliver the document to the addressee,
you are hereby notified that any view, disclosure, copying, or other action based on the content of
this communication is NOT authorized.



Label Negotiation
October 22, 2003
Page 2 of 2

Message: Please refer to the labeling submitted on September 3, 2003, for 2% Chlorhexidine
Gluconate Solution.

According to our telephone conversation on October 21, 2003, you agreed to make the following
labeling revision in order for this supplement to be approved:

1. Add the phase "Peel here for Drug Facts>" to the outermost surface of their 4-
and 8-ounce containers. It appears that the statement was placed on the wrong
panel and should not be part of Drug Facts. As currently placed the statement
appears inside the folded label.

2. Remove the hairline after the header Directions on the last page of label for the
4-ounce container and on page 4 of the 8-ounce container label.

If you have any questions, please contact Tia Frazier, Regulatory Project Manager, at 301-827-2271.

APPEARS THIS WAY
ON ORIGINAL



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Tia Frazier

10/27/03 11:36:13 AM
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Sent on 10-22-03, noted not to be in DFS

on 10-27-03. Assume computer problems, and DFS’d second
time.



