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Ciprobex Otic NDA 21-537

Alcon, Inc.

3.A.2. Batent Certification

Following are listed all patents known to the applicant that claim the drug or method of
using the drug that is the subject of this new drug application and with respect to which a
claim of patent infringement could reasonably be asserted if a person not licensed by the
owner of the patent engaged in the manufacture, use, or sale of the drug product.

Patent Number: 4,844,902 T
Owner: Bayer Aktiengesellschafl -
Claim Type: Drug Product T
Expiration Date: | 02/11/08 S
Patent Number: 6,284,804 T
- 'Owner: Alcon, Inc. - R:—_%—':
- | Claim Type: Drug Product
Expiration Date: | 08/10/20
Patent Number: 6,359,016 ST
Owmer: Alcon, Inc. - -
Claim Type: Drug Product ~ ]
Expiration Date: | 08/10/20 S

/

The undersigned declares that U.S. Patent Nos. 4,844,902, 6,284,804 and 6,359,016
cover the composition, formulation, andfor method of use of CIPRODEX® OTIC
(ciprofloxacin 0.3% HCI and dexamethasone 0.1% otic suspension). This product is the
subject of this application for which approval is being sought.

%2‘7 a@,(,,-— ‘5% 3/on
Patrick™. Ryan [ Date
Assistani General Counsel

Tel. 817-551-3066

3.4.2. Patent Certification, Page [




Patent Information Pursuant to 21 C.F.R. 314.53 for NDA #21-537

Trade Name:

Active Ingredient(s):
Strength(s):

Dosage Form:
Approval Date:

The @Iowing is provided in accordance with the Drug Price Competition and Patent
Term Restoration Act of 1984:

CIPRODEX®

ciprofloxacin, dexamethasone
0.3%; 0.1%

Suspension, Otic

July 18, 2003

U.S. Patent Number:
Expiration Date:
Type of Patent:

Name of Patent Owner:

U.5. Agent:

4844902 —— e
February 11, 2008
1. Drug Substance (active ingredient):

2. Drug Product (composition/formulation): Yes
3. Method of Use:

Bayer Aktiengesellschaft
Leverkusen, Germany -
Sprung Horn Kramer & Woods

U.S. Patent Number:;
Expiration Date:
Type of Patent:

Name of Patent Owner:

U.S. Agent.

16,284,804 -
August 10, 2020
1. Drug Substance (active ingredient):

2. Drug Product (composition/formulation); Yes
3. Method of Use:

Alcon, Inc.
Hunenberg, Switzerland
Alcon Research, Ltd , Patent Department

U.S. Patent Number:
Expiration Date:
Type of Patent:

Name of Patent Owner:

U.S. Agent:

6,350,016 ———
February 11, 2008
1. Drug Substance (active ingredient):

2. Drug Product (composition/formulation): Yes
3. Method of Use: '

Alcon, inc. -
Hunenberg, Switzerland

On behalf of Alcon, Inc.

Signed:

Date.

Telephone No.

Alcon Research, Ltd., Patent Department

The undersigned declares that the above stated United States Patent Numbers
4,844 902; 6,284,804, and 6,359,016 cover the drug substance, composition and/or
method of use of CIPRODEX® (ciprofloxacin 0 3% and dexamethasone 0.1%) Sterile

Otic Suspension. This product is currently approved under section 505 of the Federal
Food, Drug, and Cosmetic Act.

—

' 1 - f/’
ST F(&Jl."."’ )
Patrick M. Ryan &/~

2

817-551-3066




CiproDex Otic NDA 21-537 Alcon, Inc.

3. Ad‘l?{inistrative Documents

3. A. Administrative Documents

3.A.1. PATENT INFORMATION

A. Patents

Pursuant to 21 CFR §314.53, the applicant hereby submits information on each patent that

claims the drug or a method of using the drug that is the subject of this new drug application

and with respect to which a claim of patent infringement could reasonably be asserted if a

person not licensed by the owner of the patent engaged in the manufacture, use, or sale of the

drug product.

Patent Number: 4,844,902 B )
Owner: Bayer Aktiengesellschaft
Claim Type: Drug Product o
Expiration Date: | 02/11/08 - )
Patent Number: 6,284 804 - S
Owner: Alcon, Inc.
Claim Type: Drug Product

. Expiration Date: | 08/10/20 ' N
Patent Number: 6,359,016 -
Owner: Alcon, Inc. T
Claim Type: Drug Product o i
Expiration Date: | 08/10/20 o

-

Administrative Documents, Page 1



CiproDex Otic NDA 21-537

United States Patent y9
Grohe

Alcon, Inc.

(11} Patent Number:;
(45} Date of Patent:

4,844,902
Jul. 4, 1989

[54] TOPICALLY APPLICABLE
FORMULATIONS OF GYRASE INHIBITORS
N COMBINATION WITH
CORTICOSTEROIDS

[75] Inventor: Klaus Grohe, Odenthal, Fed. Rep. of
Germany

[73] Assignee: Bayer Aktiengesellschaft, -
Leverkusen, Fed. Rep. of Germany

[21] Appl. No.: 154,835

{22} Filed: Peb. 11, 1988
30 Foreign Application Priority Data
Feb. 17, 1987 [DE) Fed. Rep. of Germany ... 3704907
[51] Imt, QU* AGIF 13/00
[52] US.CQL e eecsssinrans 424/849; 424/447
{58] Field of Search 424/449
[s6] References Clted
U.S. PATENT DOCUMENTS
4,659,603 471987 Groke et al .orncsiemeen 147254
4,681,876 7/1987 Marpla et al .oorrersmeees ST4/182
OTHER PUBLICATIONS

BE-A- 829 197 (L. Grosjean).
GB-A-2 116 425 (Rhom Pharma).
Embase 86048074, 01505009021 10.

Primary Examiner—Ellis P. Robinson
Assistant Examiner—Leon R, Horne

Attorney, Agent. or Firm—Sprung Hom Kramer &
Woods

57 ABSTRACT

Tapically applicable formaulations comprising known
ciprofioxacin-type antibactenals of the formuja

0 0
x ] V-
= .CCOOR-
o
I A
L
in which
AisMor C-R?,

-

and corticosteroids are especially effective in therapy,
particularfy in the oral cavity. The formutations can be

used in the form of plasters, gels, suspensions, emulsions
and solutions.

11 Qlaims, No Drawings

APPEARS THIS WAY
ON ORIGINAL

US Patent #4,844,902, Page 1



CiproDex Otic NDA 21-537

Uhnited States Patent

Alcon, Inc.

AR A

02) (10) Patent No.: US 6,284,804 B1
_ Singh et al. (35) Date of Patent: Sep. 4, 2001
(34} TOPICAL SUSPENSION FORMULATIONS WO 9001933 390 (WO .
N CONTAINING CIPROFLOXACIN AND 00/18386 472000 (WQ) .
DEXAMETHASONE OO/I8387 472000 (WO} . —
00/18388 42000 (WO) .
' (75} lnvenlors: Onkar N. Singh, Arlington; Haresh G. Q0/18404 472000 (WO) .
Bhagat, Fort Wonh, both of TX (US) OTHER PUBLICATIONS
(73) Assigoee: Alcon Universal Lid., Huneaberg (CH) Product insent for Vexol® 19 (Rimexolonc Ophthalmic
Suspensicn).
(*) Notice:  Subject to any disclaimer, the term of this~ Engel ct al., “Effectivencss of Specific Antibiotic/Steroid
patent is extended or adjusted under 35 Combinations for Therapy of Experimental Pseudomonas
- - U S.C. 154(b) by O days. aeruginosa Keralilis,” Current Eye Research, pp. 229-234
{1994).
(21}  Appl. No.: D9/636,563 Hobdep et al., “Ciprofloxacin 2nd Prednisolone Therapy for
. : Experimenial  Pscudomonas  Keratitis,” Currenl  Eye
(22) Filed: Aug. 10, 2000 Rescarch, vol. 11(3), pp. 259-266 (1992).
Hobden et al., “Prednisolone Acctate or Prednisolone Phos-
: Relnteq U'_S' Appllcal.ic_m Data phate Concurrently Administered With Ciprofioxacin for the
{60} g‘;‘g—m“' application No. 60/155,942, filed on Sep. 24, “Therapy of Experimental Pseudomonas Aeruginosa Kerame
. tis,” Current Eye Research, vol. 12(5), pp. 469473 (1993).
1) Int. €L . ABIK 47/32; AG1K 31/74;  “Biametil-D” Product Insent.
AB1K 31/56 “Sleroid and Antibiotic Solutions and Suspensions,” Oph-
(52) US.Ch oo S514/7724; 514912; 514/169; thaimic Drug Facts 1999, pp. 121-122 (199%).
' 514/171; 424/718.04 Doshi ¢t al,, “Preparation and Evatuatio of New Eye-Drops
(58) Field of Search oo s 424118, 427, 428, Containing a Combination of Ciprofioxacin and Dexamelha-
424/85; 5147724, 912, 169, 171 soue,""Tadian Drugs, vol. 37(4); pp. 190-195 (2000).
Sucker et al, “Pharmazeutische Technologice,” Thieme Ver-
(56) References Cited fag, pp. 643661 {1992).
Ciloxan® Product Informaticn, Physicians’ Desk Reference
U.S. PATENT DOCUMENTS for Ophthalmalogy, pp. 209-211 (1998).
3,134,718 51964 Nobile ... e 16765 « cited .
4670444 6/1987 Grobe et al . S14/300 ciled by examiner
:’gﬁ‘g; %::79 g:l::hk " - i;:‘;:r; Primary Examiner—Thurman K. Page
S 793 493 611993 Bollulik“ N S147180 Assistant Examiner—DBlessing Fubara
5:420:120 51995 Bohralik .. T sunm (1) Anerney, Ageni, or Firm—Patnck M. Ryan
5,540,230 W96 Guy ¢ al. 424/427 -
5679336 1071997 Alietal ... laumm O ABSTRACT
g’m 15211nggg ;“ ! u‘:] al. ;ﬁ:’:ﬁ Suspension formulations centaining dexamelhasone and
5'863.841 111999 [.ml ]' - - 5145555 ciprofloxacin are disclosed. The formulations contain a
e T - wonionic polymer, a nonionic surfactant and an leoic toaicity
FOREIGN PATENT DOCUMENTS agent, but arc physically stable and easily re-suspeaded. The
0661 055 AL 11995 (EP). £ormu!alci.ons are intended for lopical applicalioh 1o the eye.
088919 A2 1071998 (EP). A1 OF nosc.
2065846 8/1995 (ES).
WO-90/01933 = 31990 (WQ).

1 Ciaim, No Drawings

APPEARS THIS WAY
ON ORIGINAL

US Patent #6,284,804, Page 1




CiproDex Otic NDA 21-537

a2 United States Patent
Singh et al,

Alcoun, Inc.

A L0 A RS A

US 6,359,016 B2
*#Mar. 19, 2002

10y Patent No.:
a5y Date of Patent:

(54) TOPICAL SUSPENSION FORMULATIONS
CONTAINING CIPROFLOXACIN AND
DEXAMETHASONE

(75) Inventors: Oukar N. Singh, Arlington; Haresh G.
Bhagat, Fort Worth, both of TX (US)

(73) Assignee: Alcon Universal Ltd., Huncoberg (CH}
(*) Notice:  Subject 1o any disclaimer, the term of this
palent is extended or adjusted under 35

-- U.S.C. 154(5) by 0 days.

This patent is subject to a terminal dis-
Claimer.

(21) Appl. No.: 09/865,783
{22) Filed: May 25, 2001
Related US. Application Data

(63) Continuation of applicxtion No. 09/636,563, filed on Aug.
10, 2000, now Pat. No. 6,284,804, .

(60) Provisional application No. £0/155,942, filed on Sep- 24,
1999,

(51) It CL7 oo AGIK 47732; A61K 31/56;
A61K 31/74

(52) US.Cl oo - 5141772.4; 514/912; 5141169
514/171; 424/78.04

(58) Field of Search .....owumreenncr 51477724, 777,

514/912, 913, 914, 915, 950, 954, 955,
964; 424/427, 428, 485, 488, 78.04
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EP 0661055 AL 71995
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w0 90/01933 311990
WO 90101933 * 31959
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wo 00718387 472000
wo 0018388 442000
wo 0G/18404 472000

OTHER FUBLICATIONS

Database Registry oa STN, American Chemical Society,
(Columbus, OH, USA).*

“Biamotil-D"Product lasert,

Ciloxan® Product loformalion, Physicians' Desk Reference
Jor Ophthalmology, pp. 209-211 (1998).

Daoshi et al., “Preparation and Evalration of New Eye—-Drops
Conlzaining a Combination of Ciprofioxacin and Dexametha-
sonc,” Indian Drugs, vol. 37(4), pp. 190-195 (2000).
Engel et al, “Effectiveness of Specific Antibictic/Steraid
Combioations for Therapy of Experimental Pseudomonas
aeruginosa Keratitis,” Current Eye Research, pp. 229-234
(1994).

Hobden ct al., “Ciprofloxacin and Prednisolone Therapy for
Experimental Pseudomonas  Kerattis,” Currenl  Eye
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Hobden et al., “Predwisclene Acetite or Predaisolone Phos-
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tis,” Current Eyc Research, vol. 12(5), pp. 469473 (1993).
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67 ABSTRACT

Suspension formulations containing dexamelhasone apd
cprofloxacin are disclosed. The formulations conlain a
gonionic polymer, a nooionic surfactant and an ionic tomicity
agent, but arc physically stable and easily re-suspeaded. The
formulations are intended for topical application to the ¢ye,
€ar or nose.

5 Claims, No Drawings
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EXCLUSIVITY SUMMARY for NDA # 21-537 SUPPL #
Trade Name Ciprodex Sterile Otic Suspension
Generic™Name ciprofloxacin 0.3% and dexamethasone 0.1%

Applicant Name Alcon Research, Ltd. HFD-520
Approval Date July 18, 2003

PART I: IS AN EXCLUSIVITY DETERMINATION NEEDED?

-« An =xclusivity determlnation will be made v all originz
appilcations, but only for certain supplemenls. Complezs
Parts Il and TTI of this Exclusivity Summar, only if you
answer "YES" to one or more of tLhe following gquestions zpout
the submission.

al Is it an original NDA? YES/¥/ NO /[
o' Is it an effectiveness suppliement? YRS [ / NQ’/::/

f yes, what type(SEl, SEZ, etc.:?

2) Dig it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? (If it required review anly o! bicavailability
or biloequivalence data, answer "NO.™;

YES /YNNG /)

If your answer is "no" because you believe the study is a
picavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it 1s 3 bicavailability study,
“including your reasons for disagreeinuy with any arguments
made by the applicant that the study was not simply a
bicavailability study.

If it 1s a supplement requiring thes review of clinical
data but 1t is not an effectiveness sipplement, describe
the—change or claim that 1s supported by the clinical
data:

d) Did the applicant request oxclusivity:

Page 1




) YRS / / NO Y/
- N
If the answer to (d) is "yes," how manvy years of
exclusivity did the applicant reques.

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

VES S/ NG /¥ /

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

-

a product with the same active lngredioeni(st,

(W]
o
&4

s dosace form,
trenath, route of administration, and dosing schedule

s
previously been approved by FDA for the same use? (Rx to OTC)
s

witches should be answered Mo - Please indicate as such).

YES NO /Y

If ves, 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 DES] upgrade?

YES / NO- -/ ¥/

IF THE ANSWER TO QUESTICON 3 IS "YES," GO DIRECTLY TO THE

SIGNATURE BLOCKS ON Page 9 (even if a study was required for the
upgrade} .

Page 2



PART II: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Fnswer*elther #1 or #2, as appropriate]

. Zingle active ingredient product.

Has FLZ previously approved under secticn 507 oL the AcCT any
drug product containing the same active moiety as “hie drug
under consideration? Answer "yes" 1f the as_ive noety
{including other esterified forms, salts, complexes, chelates

or clarthrates) has been previously approvad, but tri:
particular form of the active moiety, e.g., ~“his 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 "nce' if
the compound requires metabolic conversion {(other than
deesterification of an esterified form cf the drua.

to produace
an already approved active moiety.

-

YEs ;NGO Y

If "ves,” identify the approved drug product (s)

[ containing the
actlive molety, and, 1f known, the NDA #is!}.

NDA #
NDA #

NDA &

[+

. Cocmbiration product,

If the product contains more than one actlive meolety (as
defined in Part II, #1), has FDA previously approvad an
application under section 505 containing an, one cf the active
moieties in the drug product? 1If, for example, the -
combination contains one never-hefore-approved active moiety
and one previously approved active moiety, answer "ves.™  (An
active molety that is marketed under an OTC monograph, but
that was never approved under an NDA, is
previgusly approved.)

cornsidorad not

TES Y NG/

| i X / /

Page 3




SR

BEST POSSIBLE COPY

T "yesg," identify the approved drug product(s' containing “he
zZive molilety, and, 1L known, the NDA #H(s).
-

NDE & 20-805, Cipro HC

NDZ = 11-984, Decadron Ophthalmic/Otic Soluntion
NDZ & =4-855, Dexamethasone Sodium Phosphate Otic ZoluT:iosn
NDL = 3%-771, Dexamethascne Sodium Phospahte Ophthalm:o Jtic 7 ution
NDLZ = 40u-069, Dexamethasone Sodium Phospahre Cphtnalm-:- 21 - _tion

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

ITI.

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

T2 qualify for three years of exclusivity, an appllication cr
zocplemen- must contain "reports of new clinical i1nvestigations
cZher tran bicavaillability studies) essential Zo the approval
—ne application and conducted or sponsored by the azpplicant.”
Tmis secticon should be completed only if the answer to PART TI,

Juestion 1 or 2, was "yes."

. Does the application contain repcrts of clinical
investigations? (The Agency interprets "clinical
investigations" to mean investfigations Zonducted on bumans
other than bicavailability studies.) If the application
contains clinical investigations only by virtue of a right of
reference to clinical investigaticns 1n another appllcation,
answexr "vyes," then skip to question 3{a). [ Che aniwer fo
3(ar €8 "yes" for any investigation referroed fo v aroc i
application, do not complete remainder of summary for that
investigation.

YES /Y NG/

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

2. A c¢clirical investigation 1s "essentiar "o the approval"™ f 1o

Agenc. could not have approved rthe applicariosn or supplazment

withcut relyving on that investigation. Thus, the .

investigation is not essential ro the appr wal 1t 1i oo '

clin>2al investigatlon 1s necessary to Zupport Dho Gapp . omen’
L

b

or apclication in light of previousiy aoproved applicat.ong

o
(i.e., 1nformation other than clinical trials, such as
bicavailability data, would be sufficient =0 provide aJasis

Page J



for arproval as an ANDA Cr 505k 12 applicat ton rodainis ol
what s already known abcut a previcusly approved brod.oo

oD, r
2) tiwere are published reports of studies {other Thanr nose
conducted or sponsored by the applicant) or other nubl s ol
available data that inderendently would have peen cuffooiany
to suppcrt approval of tre applicarion, wilthoul reror=i’2
the c_irical investigati-n submitted in the applioaf T
For tre opurposes of this section, studics comparin.g i
products with the same ingredient ... are conmdero b ol
bicavazilability studies.
Lal in light of previously approved applicatl yons, :
~linical investigation {(either conducted b the
-~ applicant or available from some other source,
. including the puklished literature) necessary o=
support approval of the application or supplement?
YRS /Y N /
If "no," state the basis for your conclusion thal a

clinical trial 1s not necessary for approval AND GO
DIRECTLY TO SIGNATURE RLOCK ON Page 9:

(b* Did the applicant submit a list of published studles
relevant to the safety and effect.veness of this drug
product and a statement =—hat the publicly avaiianple
data would not independenti support appraval 20 the

. application?

Es S/ NG /Y

1} If the answer to 2(b} is "yes," do you perscnally
know of any reascon to disagree with the applicant.'s
conclusion? If not applicable, answer NC.

YES / /ONQ /Y

If ves, explain:

Fage O




(2y If the answer to 2(b} -z "nc," are you aware

= published studies not conducted =¥ sponsored ooy oz
applicant or other publicl, available data thar oo
independently demonstral« fthe s<Iiaty and ofte re e s
of thls drug product?

If yes, explain:

(c) If the answers to (b){l) and (b, =1 were bath "nc,. "
identify the clinical investigani-ng submiiies 1 o
application that are essential o the approval:

-Investigation #1, Study # C-9£-12
Investigation #2, Study # «¢-%b8-19

Investigaticn #3, Study # C-+=9-57

Investigation #4, Study # C-00-52

3. In addition to being essential, investications must e "naw"

toc support excliusivity. The agency 1nterprets "new olinzzal
investigation" fo mean an investigation that 17 has not raen
relied on by the agency to demonstrate tnhe effectiveness of a
previously approved drug for any indication and Z) does ot
duplicate the results of another 1invest:gation that was reallied
on by the agency to demonstrate the effectiveness of a
previously approved drug product, 1.c¢., does not redemonztrate
something the agency considers ro have been demonst rated In an
already approved application.

(a) For each investigation identified as "essential to The
approval," has the investigation been relied oun by Lne
agency to demonstrate the eriectiveness of a prevacusly
approved drug product? (1T The 1nuvestigation was relled
on only to support the safel s of o previously aoppraorod
drug, answer "no.")

Investigation #1 YES s/ NG/

Investigation #2 RS / MO /if

Investigation #3

Page o




)

I1f you have answered "7yes™ 7 one <1 more

. x [ 4

~investlgations, ident.fy eact. such investigation an: he

8BDA in which each was relied upon:

NDA # Stus, F®
NDA # Stuny o=
NDA 4 Stuny

For each investigaticn ident.li1ed as "essentiatd
approval,”™ does the irnvestius-

of another investigation thset was relied on by the
o support the effectiveness »of a previousl
drug product?

1on duplicate the ros ol

2dendy
Vodpproved

Investigation #1 YES / NO /Y
investigation #2 RS /) NO /Y
Investigation #3 TES S NO /Y -
Investigation #4 L A NO /v,

1L you have answered "vyes'" ior one or more
investigations, ldentify the NDA in whicna

a similar
investigation was relied on:

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

1T the answers to 3{a! and i, are no, lidentity eacn
"new" investlgatlon 1n the asppliication or supplement that
is essential to the approval! (i.e., the investigations
listed 1n #2(c), less anvy that are not "new"):
investigation #1, Study # M-95-1%

investigation #2, Study # (-95-19

~hvestigatlon #3, Study & 7-93-1.9

nvestigation #4, Study § T-00-5%2

3

s

W
e

T




. To be zligible for exclusivity,
essential to approval must also have been conducted or

sponsered by the applicant.

or sponsored by”"

»L the IND named in

An

the applicant if,
zenduct of the investigation,

L
the form FDA

a new ilnvestigation that L=
investigation was "conductaod
before or during the

the applicant was the soo: s
1971 filed with the Agerno

or 2) the applicant (or its predecessor in interest) prov
supstantial support for the study. Ordinarily, substantiz.
support will mean providing 50 percent or more of tHe cosco
the studv.

{a) For each investigation identified
question 3(c): 1f the investigation was carriecq ourn
under an IND, was the applicant identified on the 277

-~ 1571 as the sponsor?

ln response to

Investigation(s) #1,2,3,4 !

IND # 54,670 YES /Y/ !
1
|
!
/

For each’investigation not carried out under an IND o7

for which the applicant was not identified as the

sponsor, did the applicant certify that it or the

applicant's predecessor in interest provided

substantial support for the study?

Not Applicable

Investigation #1 !
YES / / Explain !

NO / / Explain

Investigation #2 !

TES / / Explain

Exprain




{c)

Notwithstanding an answer of "yes" to (a}

there other reasons to believe that the applicant

or

(L)

should not be credited with having "conducted or

sponsored” the study?
used as the basis for exclusivity.

rights to the drug are purchased
the drug),

sponsored or conducted the studies
conducted by i1ts predecessor in interest.)

iz

[She

,oAare

(Purchased studies may not be
However,
(not just studies on
the applicant may be considered to have

sponsored

all

YES /0 NO /¥ /
If yes, explain: _ i
T / -
Daniel Nguyen -
Signature of Preparer Date €~X‘OA5
Title: Requlatory Health Project Manager 7/

\

Janice Soreth .;4;765£;n75

Signature of Offige/or Division Director

co

Archival NDA

HFD- /Divisicn File
HFD- /RPM

HFD-610/Mary Ann Holovac
HFD-104/PEDS/T.Crescenzi
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CiproDex Otic NDA 21-537

E3

-

3.A3. DEBARMENT CERTIFICATION

hereby certify that it did not and will not use in any capacity the services of any person

debarred under section 306 of the Federal Food, Drug and Cosmetic Act in connection with

this application.

. %“"’ 8/23/02.

Alcon, Inc. and its affiliated companies, Alcon Research Ltd., and Alcon Laboratories Inc.,

Alcon, Inc.

Seane D Jones, C Date
Assistant Direcloy, R¢gulatory Affairs
Tel. 817-568-6296
APPEARS THIS WAY
ON ORIGINAL

3.A.3. Debarment Certification, Page 1

L




PEDIATRIC PAGE
(Complete for all APPROVED original applications and efficacy supplements)

==DA/BLA #:21-537 Supplement Type (e.g. SES): Supplement Number:
-
Stamp Date; (19-25-02 Action Date: 07-18-013

HFD 520 Trade and generic names/dosage form: Ciprodex (ciprofloxacin 1.3% and dexamethasone 0).1%) Sterile Otic

Applicant: Alcon Rescarch, Lid. Therapeutic Class: Anti-Infective Otic Combination

Indication(s) previously approved:

Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.
Number of indications for this application(s):_2

Indication #1: Acute Otitis Media in pediatric patients (age 6 months and older) with tvympanostomy tubes due to

Staphviococcus aureus, Strepiococens pneumoniae, Haemophilus influenzae. Moraxella catarrhalis, and Pyeudomonas

aernginosa.

Is there a full waiver for this indication (check one)?
1 Yes: Please proceed to Section A.
v'No: Please check all that apply: Partial Waiver Deferred _¥_Completed

NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and complete as necessary.

Section A: Fully Waived Studies

Reasongs) for full waiver:
L

i Products in this class for this indication have heen studied/labeled for pediatric population
U] Disease/condition does not exist in children

W Too few children with disease to study

(3 There are safety concerns

<] Other:

If studies are fullc waived, then pediatric information is complete for tus indication. [f there is another indication, please see
Anachment 1. Otherwise. this Pediatric Page is complete and should he entered into DFS.

Section B: Partially Waived Studies

Agehweight range being partially waived:

Min kg mo. yr. Tanner Stage
Max kg mo. NT. Tanner Stage

Reason(s) for partial waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

ooou




NDA 21-537
Page 2

_.. = Adult studies ready for approval
- Formulatiogpeeded
1 Other:

If studies are deferved. proceed w Section C. [f siudies are completed. procecd 1o Section ). Otherwise, this Pediatnc Page s complete
and should be entered imio DFS.

Section C: Deferred Studies

- Ageiweight range being deferred:

Min kg mo, M Tanner Stage
Max ke mo. NT. Tanner Stage

Reason(s) for deferral:

Products in this class for this indication have heen studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed "

Other:

oopuud

Date studies are due (mm/dd/vy):

If stndies are completed, proceed 1o Section D. Otherwise, this Pediatric Page 15 complete and should be enteved into DEYS.

Section D: Completed Studies

Age/weight rangeg of completed studies:

Min ke mo.__ 6 LB Tanner Stage
Max kg mo. vr._12 Tanner Stage

Comments: Studies included relevant pediatric age distribution for this indication. Product is laheled for ages 6 months
and older.

If there are udditionad indications, please proceed to Anachment 1. Otherwise, this Pediatrie Page ts complete and showld be entered

into DFS.

This page was completed by:

 Danie N,f/ @/

Regulatory?zi{jec{ Manager

ce: NDA
HFD-95(/ Terrie Crescenzi
HFD-960/ Grace Carmouze
(revised 9-24-02)

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT, PEDIATRIC TEAM, HFD-960
301-594-7337




NDA 21-537
Page 5

. - Attachment A
(Thisastachment is to be completed for those applications with multiple indications onty.}

Indication #2: Acute Otitis Externa in pediatric (age 6 months and older). adult and ¢lderh pauents duc oStaphviococens
anreus and Pyendomonas aeriginosa.

Ls there a full waiver for this indication (check one)?

J  Yes: Please proceed to Section A.

v'No: Please check all that apply: Partial Waiver Deferred ¥ Completed
NOTE: More than one may apply
Please proceg to Section B, Section C, and/or Section D and complete as necessary.

Section A: Fully Waived Studies

Reason(s) for full waiver:

Products in this class for this indication have been studiedlabeled for pediatric population
Disease/condition does not exist-in children

Too few children with disease to study

There are safety ¢oncerns

Other:

o000

If studies are fulle waived. then pediatric information is complete for this mdicaton. If there 1s another mdication. please see
Atzcchment 4. Qtherwise, this Pediatric Page is complete and should be entered into DES,

Section B: Partially Waived Studies
=

Agefweight range being partially waived:

Min kg mo, yr. Tanner Stage
Max kg mo. LS Tanner Stage

Reason(s) for partial waiver:

Products in this class for this indication have heen studied/iabeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety cTn_cerns

Adult studies ready for approval

Formulation needed

Other:

CO0OCOUO

I siudies are deferred. proceed 1o Section (. If siudies are completed, proceed o Section . Otherwise. this Pediatric Page is complete
ar s shonld be entered inio DFN.




NDA 21-537
Page 4

:I:Ection C: Deferresl Studies

— Agefweight range heing deferred:

Min kg mo. VI Tanner Stage
- Max kg mao. VI Tanner Stage

Reason(s) for deferral:

Products in this class for this indication have heen studied/laheled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

000ooOoC

Date studies are due (mm/dd/vy):

{f studies are completed, proceed 1o Section D. Otherwise, this Pediatric Page is complete and sitould be entered into DFS

Section D: Completed Studies

Agefweight range of completed studies:

Min kg mo. yr.__1 Tanner Stage
Max ke me. yr._adult Tanner Stage

Comments: Studies included relevant pediatric age distribution for this indication. Product is labeled for ages 6 months

and older.

If there are additional indications, please copy the fields above and complete pediatric information as directed. If there are na other
indications, this Pediatric Page is complete and should be entered into DFS.

This page was completed by:

Daniel Nguy 207 /
Regulatory Pl’ﬁ( ect Manager ' /

ce: NDA
HFD-96(¥ Terrie Crescenzi
{revised I-18-002)

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT, PEDIATRIC TEAM HFD-%60
301-594-7337




NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

b3
Rl

. Applicatid f i Information’s .,

'?Efﬁcacy Supplement Type: NA

NDA 21-537 Supplement Number: NA

Drug: CIPRODEX? (ciprofloxacin 0.3% and dexamethasone
0.1% Y Sterile Otic Suspension

Applicant: Alcon Research [Ltd.

RPM: Daniel Nguyen HFD-520

Phaone # 301-827-2216

Application Type: ( ) 505(b)(1) (¥) 505(b)(2)

Reference Listed Drug (NDA 7. Drug name): NA

 Application Classifications:

«  Review priority

7 (‘/) Standard ) Pnorlty

o *  Chem class (NDAs only) 7_ Type 3 -
- e  Other (e.g; orphan, CTC) NA
¢ User Fee Goal Dates 07-25-03
%+ Special programs (indicate all that apply) (/ ) None
Subpart H
(} 21 CFR 3 4.510 (accelerated
approval)

()21 CFR 314520
(restricted distribution}
() Fast Track

)

s User Fee Information

e User Fee

s  User Fee waiver

+  User Fee exception

e 23

( ) Rolimg Revn:w

-_ (\/) Paid

() Small business

() Public health

{ } Bamer-to-Innovation

() Other o
O Orphdn demgnat:on

{ ) No-fee 505(b)(2)

Application Integrity Policy (AIP)

i () Other

= Applicant is on the AIP

¢ This application is on the AIP

»  Exception for review (Center Director’s memo)
*  OC clearance for approval

() Yes ( V) No

OYes (¥

» Debarment certification: verified that qualifying language (e.g., willingly, knowingly) was
not used in certification and certifications from foreign applicants are co-signed by U.5.
agent.

(\/) Verified

|
O

Patent

e Information: Venfy that patent mformatton was submmcd

Patent certification [505(b)(2) apphcatlons] Verify type of certifications
submitted

s  For paragraph IV ccrtlﬁcatlon verlfy that the applicant notified the patem
holder(s) of their certification that the patent(s) is invalid, unenforceable, or wi'l

not be infringed (certification of notification and documentation of receipt of
notice).

(‘/)Vcnﬁed
21 CFR 314, 50(1)(1)(1)(A)
Ol (yu (yIr (v

21 CFR 314.50(i)(1)

O Gy @y
()} Verified =

Version: 3 27 2002




NDA 21-537
Page 2

Exclusivity (approvals only)

»  Exclusivify summary

v

_ « I[s there an existing orphan drug exclusivity protection for the active moicty for
— the proposed indication(s)? Refer to 21 CFR 316.3(b}(13) for the definition of

() Yes, Application ¥

sameness for an orphan drug (i.e., active moiety). This definition ts NOT the (\/ ) No
same as that used for NDA chemical classification!
" K Adnumstratwe Reviews (Proj tManager ADRA) (mdlcate date of each review)

NA !

< Actions

»  Proposed action

e Previous actions (specify type and date for each action taken)

B e  Status of advertising (approvals only)

_ (YIAP ()TA ()AE ()NA
NONE

(‘/) Materials lcquestul n AP letter

<+ Public communications

¢ Press Office notified of action (approval only)

() Reviewed for Subpart H

( ,),,Y,C,S (‘/)Not ap_p_lic_ab_l‘e__‘

(\/ ) None
( } Press Release
e Indicate what types (if any) of information dissemination are anticipated () Talk Paper
( ) Dear Health Care Professional
Letter
¢+ Labeling (package insert, patient package insert (if apphcable) MedGuide (if apphcable)
e Division’s proposed labeling (only if generated after latest applicant submission v
- 07-17-03
o of labeling) o -
*  Most recent applicant-proposed labehing v 07-15-03
| +  Original applicant-proposed labeling v 09-23-02

reviews and meetings)

| = -3

=  Other relevant labeling (e.g., most recent 3 in class, class labelmg)

e  Labeling reviews (including DDMAC, Office of Drug Safety trade name review,
nomenclature reviews) and minutes of labeling meetings findicate dates of

‘/lrade Namc Rcvtew 04 10 03
[abeling meetings: 07-07-03,
07-15-03, 07-17-03 (See Memos

and Felecon Section)

<+ Labels (immediate container & carton labels)

¢  Division proposed (only if generated after latest applicant submissioﬁj N 07-17-03  ~
| *  Applicant proposed - v 07--15-03" i
= Reviews i S o - -
% Post-marketing commitments g
= Agency request for post-marketmg commitments o ) NA
B ¢ Documentation of discussions aind;’or;gré};;;:g;é{;iing o post marketmg - -
commitments ]
“+  Outgoing correspondence (i.e., letters, E-mails, faxes) PT/? N -
<+ Memoranda and Telecons o v - S
R’i’ Minutes of Meetings | ) w —
= EOP2 meetmé (mdlcate date) I Not held o }
T Pre-NDA mcetmg (mdlcate date) - v {03-29- 02)‘:- 7 7 ‘
- . 7l;r7é-—Approval Safety Confcrence {mdlcaté_c-l-a_-t; approva%s (mly) 1 Not held - - 7
L »  Other {Teleconferences) 1 i ) ,,,ﬁ_**i

Versian: 3/27/2002
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NDA 21-537
Page 3

Advisory Committee Meeting
¢ Date of Weeting

s  48-hour alert

P U, VP

NA
NA

-
e

Federal Register Notices, DESI documents, NAS, NRC (if any are appllcablc)

NA

Summary Revaews (e g Ofﬁcc Dlrector Dmsmn Dlrector MCdlCdl Team Leadcr)

(indicate date for each review, NA
%+ Clinical review(s) (indicate date for each review) v (08-07-03)
%+ Microbiology (efficacy) review(s) (indicate date for each review) v —(07 -21-03)
*+ Safety Update review(s) (indicate date or location if incorporated in another review) NA o
“  Pediatric Page(sepreii'ate page for each indication addressing status of all age groups) v
< Statistical review(s) (indicate date for each review) v {071 8-03)
< Biopharmaceutical review(s) (indicate date for each review) v (07-18-03)

*  Controlled Substance Staff review(s} and recommendation for scheduling (indicate date
for each review)

> Clinical Inspection Review Summary (DSI)

*  Clinical studies

. Bloequlvalence studles

v (04-25-03)
NA

CMC ICVICW(S) (mdicate date for each review)

[
ot

Environmental Assessment

¢  Categorical Exclusion {indicate review date)

e Review & FONSI (indicate date of review)

* Review & Environmental Impact Statement (indicate date of mch review, )

-Granted. {07-16-03)

NA
NA

L)
L]

Micro (validation of sterilization & product sterility) review(s) (indicate date for cach
review)

%

-

v (02-21-03)

Facilities inspection (provide EER report)

Date completed: 04-07-03
(V/) Acceptable
{ } Withhold recommendation

+
o

Methods validation

{ ) Completed
(‘/) Requested

() Not yet requested

Pharm/tox review(s), including referenced [ND reviews (md;cate date for each review)

¥ (06-18-03, 07-01-03)

* Nonclinical inspection review summary

NA A
<+ Statistical review(s) of carcinogenicity studies {indicate date for each review) NA
< CAC/ECAC report P NA

Version: 3/27 2002




Airborne Express Airbill Number 4340372960

August 1472003

Dr. Janice M. Soreth, M.D. SLe Bouth Fiseway

Division of Anti-Infective Drug Products Fort Worth, Texas /61354-2099
Office of Drug Evaluation IV (HFD-520) (8173 293-0450

Center for Drug Evaluation and Research
Food and Drug Administration

Seane . Jones. MS. R.AC
. 4 : : o
Document Control Room N ODDLXP) Assistant Direclor
9201 Corporate Boulevard chg{\iﬁmry Aftairs
Rockville, MD 20850 MENDM
NDA SUPPL A RECEIVED

RE: CIPRODEX® OTIC, NDA 21-537

Correspondence: Time Sensitive Patent Information AUG 1 5 2003

MEGA/CDER

Dear Dr. Soreth: -

Pursuant to 21 CFR 314.53(c)(2)(i) attached please find time sensitive patent

information for NDA 21-537, Ciprodex® (ciprofloxacin 0.3% and dexamethasone 0.1%)
Sterile Otic Suspension.

The NDA was approved July 18, 2003. US patents 4,844,902, 6,284,804, and

6,353,016 claim the drug product, drug substance and method of use that was
approved.

A copy of this information has also been submitted to the Information Services Team of
the Division of Data Management and Services for publication in The Orange Book.

If there are any questions or comments concerning this information, please contact me
at 817/ 568-6296.

/._7
Seane . Upnes. MS, RAC
Assistant irector, Regulatory Affairs

Enclosures as Indicated.

cc Lt Daniel Nguyen, Project Manager Division of Anti infective Drug Products B
Information Services Team (Division of Data Management and Servicesa




MEMORANDUM OF TELECON

DATE: July 17,2003

TIME: 11:15 AM  LOCATION: §$-346

APPLICATION NUMBER: NDA 21-537

DRUG NAME: Ciprodex (ciproflioxacin/dexamethasone) Otic Suspension

BETWEEN:

Name:

Michael Wall, PhlD
Shery Dupre, BS

Peter Conroy, PhD, JD
Celeste McLean, ASCP
David W. Stroman, PhD
Leslie Lemke, PhD
Susan Potts, MS
Michael Pfieger, JD
Seane Jones, MS, RAC
Gale Cupp, MS

Chuck Inman, BS "
Heather Drennan, BS

Sr. Director, Otic/Nasal Product Development
Assistant Director, Otic Clinical Development
Associate Director, Otic/Nasal Product Development
Scientist {{, Microbiology

Director, Anti-Infective Microbiology

Sr. Scientist, Toxicology

Manager, Biostatistics-ENT and Anti-Infectives

Sr. Director, Regulatory Aftairs -
Assistant Director, Regulatory Affairs

Principle Scientist, Microbiology

* Group Product Director, Otic

Assistant Product Manager, Otic

Representing: Alcon Research Ltd. (Alcon)

AND
Name:

Janice Soreth, MD
Aean Mulinde, MD

Tom Smth, MD

Peter Kim, MD

Amy Ellis, PhD

Harold Silver

Al Sheldon, PhD

Paul Buehler, PharmD, PhD
Joel Jiang, PhD
Susmita Samanta, MD
LT Danny Nguyen, RPh

Director, DAIDP

Medical Team leader

Clinical Reviewer

Clinical Reviewer

Pharmacology/Toxicology Reviewer
Clinical Microbiclogy Reviewer -
Climcal Microbiology Team [eader -
Clinical Pharmacology/Pharmmacokinetics Reviewer
Biostatistical Reviewer

Regulatory Health Project Manager
Regulatory Health Project Manager

Representing: Diviston of Anti-Infective Drug Products (DALDP), HFD-520




—— BACKGROUND:

-
On July 15, 2003, DAIDP requested a telecon with Alcon to discuss labeling revisions. The
— ~ telecon was scheduled for July 17, 2003. On July 16, 2003, DAIDP cmailed to Alcon a list of

discussion points to be addressed for the coming telecon (italicized within the DISCUSSION
& RECOMMENDATIONS section).

: MEETING OBJECTIVE:

To discuss labeling revisions proposed by Alcon.

- DISCUSSION AND RECOMMENDATIONS:

1.

Lines 24, 28, 29, deletion of spaces within the chem formulas.

Alcon agreed to the above proposed changes.

Line 74, addition of the word “generally” is acceplable.
/ -

The Division found the word “generally” added to the label on line 74 and find this to be
acceptable. Alcon concurs.

Line 113, “isolates” to replace ~re.

Alcon agreed to the above proposed changes.

Line 168-169, parentheses added before “This product...”, and close parentheses after
“...ophthalmic use.”

Alcon agreed to the above proposed changes. ‘ .

Line 200, parentheses added before “This product. ", and close parentheses after “...in
the eye.”

Alcon agreed to the above proposed changes.

Line 200-215 reordering of the statements in the section “Information for Patients.”

Alcon agreed to the above proposed changes.

Line 419 _.. changed to 86% (rounding error).

Alcon agreed to the above proposed changes.




i The sponsor asked for guidance from the Division concerning resistance claims for topical
anti-infgctive products.

» The Division stated that in general a Sponsor would be expected to demonstrate
efficacy of the product in treatment of a broad range of patients. Efficacy would also
need to be demonstrated in a smaller number of well characterized and evaluable

v patients with drug-resistant pathogeus.

e The Division stated that it is difficult to identify a specific number of patients needed
tor a — since this in part depends on the quahty of the data submitted and
the efficacy of the product. The Division commented that they will consider the totality
of the package. The Division will evaluaie the drug based on how it performs with

— orgamisms. The data must include both microbiological and
-clinically evaluable patients.

ACTION ITEMS:

The sponsor will incorporate the above revisions 1ato the final label.

LT Daniel Nguyen: RPh
Regulatory Health Project Manager
Minutes Recorder

Janice Soreth, MD
Director, Division of Anti-Infective
= Drug Products

Attachment: Drafted Label pages 1-18

APPEARS THIS WAY
ON ORIGINAL



1% Page(s) Withheld

§ 552(b)(4) Trade Secret / Confidential

§ 552(b)(5) Deliberative Process

_ /§ 552(b)(5) Draft Labeling




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

* Daniel Nguyen

8/8/03 03:57:05 PM —
' Ccso

07-17-03 Telecon

Frances LeSane
8/8/03 04:00:47 PM
CcsO

4

Jean Mulinde
8/8/03 04:03:22 PM
MEDICAL QFFICER

¢

Janice Soreth
8/8/03 04:41:25 PM
MEDICAL OFFICER

APPEARS THIS WAY
ON ORIGINAL

|
b




DATE:

-

MEMORANDUM OF TELECON

July 15, 2003 TIME: 11:50 AM LOCATION: 8-3G0

APPLICATION NUMBER: NDA 21-537

DRUG NAME: Ciprodex (ciprofloxacin/dexamethasone) Otic Suspension

BETWEEN:

Name:

Michael Wall, PhD
Shery Dupre, BS

Peter Conroy, PhD, 1D
Celeste McLean, ASCP
David W Stroman, PhD
Leslie Lemke, PhD
Shivakumar Patil, PhD
Susan Potts, MS

Darell Turner, PhD
Michael Pfleger, JD
Seane Jones, MS, RAC

Sr. Director, Otic/Nasal Product Development
Assistant Director, Otic Clinical Development
Associate Director, Otic/Nasal Product Development
Scientist 11, Microbiology

Director, Anti-Infective Microbiology

Sr. Scientist, Toxicology

Associate Director, Clinical Pharmacology

Manager, Biostatistics-ENT and Anti-Infectives

Sr. Director, Biostatistics & Chnical Data Management
Sr. Director, Regulatory Affaurs

- Assistant Director, Regulatory Affairs

Representing: Alcon Research Lid. (Alcon)

AND
Name:

Janice Soreth, MD

Jean Mulinde, MD

Tom Smith, MD

Peter Kim, MD

Amy Ellis, PhD

Harold Silver

Phil Colangelo, PharmD, PhD
Paul Buehler, PharmD, PhD
Daphne Lin, PhD

Susmita Samanta, MD

LT Danny Nguyen, RPh

Director, DAIDP

Medical Team Leader

Clinical Reviewer

Clinicai Reviewer

Pharmacology/Toxicology Reviewer

Clinical Microbiology Reviewer

Clinical Pharmacology/Pharmacokinetics Team Leader
Clinical Pharmacology/Pharmacokinetics Reviewer
Biostatistical Team Leader

Regulatory Health Project Manager

Regulatory Health Project Manager

Representing: Division of Anti-Infective Drug Products (DAIDP), HFD-520




e BACKGROUND:

On Jul? 13, 2003, Alcon requested a telecon with DAIDP to discuss labeling revisions. The
telecon was scheduled for July 15, 2003. On the morning of July 15, 2003, Alcon emailed to
DAIDP a list of discussion points to be addressed for the coming telecon (italicized within the
DISCUSSION & RECOMMENDATIONS section).

\MEETING OBJECTIVE: -

To discuss labeling revisions proposed by Alcon.

- DISCUSSION AND RECOMMENDATIONS:

Package Insert — Revision Teleconference Discussion Points

I N




-

e The Division agreed to the above four proposed changes 1o the “Patient Information”
section.

ACTION ITEMS:

The spensor will incorporate the above revisions into the final label.

Regulatory Health Project Manager
Minutes Recorder

- Janice Soreth N
Director, Division of Anti-Infective
Drug Products

APPEARS THIS WAY ‘ -
ON ORIGINAL ’



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

Janice Soreth
8/8/03 03:27:31 PM

APPEARS THIS WAY
ON ORIGINAL




COPRY

Airborne Express Airbili Number 4340372562

July 15, 2003

65201 South Freeway

Division of Anti-infective Drug Products Fort Worth. Texas 76134-2099

Office of Drug Evaluation IV (HFD-520)

i 293-0450

Center for Drug Evaluation and Research (817)293-045

Food and Drug Adeinistration Seane D. Jones, M.S., R AC.
Document Control Room e o e

9201 Corporate Boulevard R .lato IA Cf? _r‘
Rockville, MD 20850 gulatory aurs

RE: CIPRODEX® OTIC SUSPENSION, NDA 21-537
Amendment — CMC, Response to July 15, 2003 Facsimile

Dear Sir/Madam:

Alcon, Inc. hereby submits an amendment {o our pending application in accordance with 21
CFR 314.60.

-

On July 15, 2003 Alcon received a facsimile from the CMC reviewers. Alcon provides the
following responses.

1. Please revise the acceptance criteria for the boric acid assay to inCliIde ume=ss  (release)
and .wsww  (shelf life} of label.

Alcon agrees 1o revise the acceptance criteria for the boric acid assay to include ==

s of
label at release and wweesm | of label for shelf life.

2. We recommend an expiration period of ~— from evaluation of all the supporting data
submitted. The results of the primary stability studies demonstrate satisfactory stability for
24 months. Under the approved protocol, Alcon may wish to extend the shelf life (via the

Annual Report) in accordance with Section XI.C.1 of the November 18389 Guidance on
Changes to an Approved NDA or ANDA.

Alcan agrees to the recommended expiry pefiod of wsms  for Ciprodex® Olic Suspension.

If there are any questions or comments concerning this information, please contact me at
817/ 568-6296.

Assistant Director, Reguiatory Affairs

Enclosures as Indicated.

cc: Lt. Daniel Nguyen, Project Manager Division of Anti-Infective Drug Products




ATTACHMENT #2;

From: = Nguyen, Daniel

Sent: Monday, July 07, 2003 11:36 AM

To: ‘Seane.Jones@AlconLabs.com’

Subject: NDA 21-537 {Ciprodex}): Labeling Negoltiations PharmTox
Hi Seane,

The following are comments from Dr. Amy Ellis, the Pharmacology/Toxicology Reviewer. Itis in
response to your previous email which stated Alcon's position to the revisions made by the-Pharm/Tox

reviewer Lo your proposed label. Hopefully, this will set the stage for a productive telecon this
afternoon.

Regards,
Danny

Pharmacology/Toxicology Reviewer's Comments:

Regarding the ciprofioxacin oral fertility study, we used a dose comparison based on a patient of 10 kg
body weight since the product is approved for children. The exact dose multiple calculated was 141.
Fertility information applies to both children and adults and the product will be labeled for use by both
pediatric and adult populations. The dose multiple is still so large that we would expectitlo be =
reassuring to a practitioner and we think it demonstrates that fertility issues would not be of concern for
ciprofioxacin given by an otic route.

Regarding the dexamethasone dermal study, we propose to delete the e . but leave the
rest of the paragraph intact with addition of one qualifier. Keep the first 2 sentences as written and have
the last sentence read "The relevance of this study for short term otic use is unknown.”, deleting the
rest of this sentence from ™ e onward.




Daniel Nguyen
7/23/03 09:14:00 AM
Cs0

07-07-03 Telecon
Please sign off

Frances LeSane

7/23/03 11:47:54 AM
CS0O -~

Amy Ellis
7/23/03 03:50:51 PM
PHARMACOLOGIST




MEMORANDUM OF TELECON

DATE: July 07, 2003 TIME: 2:00 PM LOCATION: S5-300

APPLICATION NUMBER: NDA 21-537

DRUG NAME: Ciprodex (ciprofloxacin/dexamethasone) Otic Suspension

BETWEEN:
Name:
Robert Hackett, PhD Vice President, Product Safety
Leslie Lemke, PhD, MS Sr. Scientist, Otic/Nasal, Toxicology
- Michael Wall, PhD Director, Otic/Nasal Product Development

- Seane Jones, MS, RAC Assistant Director, Regulatory Affairs

Representing: Alcon Research Ltd. (Alcon)

AND

Name: -
Jean Mulinde, MD © Medical Team Leader
Amy Ellis, PhD Pharmacology/Toxicology Reviewer
LT Danny Nguyen, RPh Regulatory Health Project Manager

Representing: Division of Anti-Infective Drug Products (DAIDP), HFD-520

BACKGROUND:

-

On July 3, 2003, Alcon requested a telecon with DAIDP to discuss the labeling revisions
suggested by the Pharmacology/Toxicology reviewer (attachment #1). The telecon was
scheduled for July 7, 2003 at 2:00 PM. On the morning of fuly 7, 2003, DAIDP emailed to the
sponsor further comments from the Pharmacology/Toxicology reviewer (attachment #2).

MEETING OBJECTIVE:

To discuss the proposed Pharmacology/Toxicology labeling revisions.




NDA, # 21-537
PAGEgH 2

DISCUSSION AND RECOMMENDATIONS:

The sponsor agreed with the suggested Pharmacology/Toxicology revisions in light of the
comments from the Division received on the morning of July 7, 2003,

ACTION ITEMS:

The sponsor wili incorporate the Pharmacology/Toxicology revisions into the proposed label.

LT Daniel Nguyen, RPh

Regulatory Health Project Manager
Minutes Recorder

Amy Ellis, PhD
Pharmacology/Toxicology Reviewer

APPEARS THIS WAY
ON ORIGINAL




ATTACHMENT #1:

-
From: Nguyen, Daniel
Sent: Thursday, July 03, 2003 11:15 AM
To: 'Seane.Jones@AlconLabs.com’
Subject: NDA 21-537 {Ciprodex). Pharm/Tox Labeling

Hi Seane,

Attached please find the proposed revisions to the PRECAUTIONS section, Carcinogenesis,
Mutagenesis, Impairment of Fertility, Pregnancy - Teratogenic Effects. Pregnancy Category C,
and Pediatric Use subsections of the CIPRODEX Otic Suspension labeling. These comments were
provided by the Pharmacology/Toxicology Reviewer.

Should you have any questions or need clarification, please do not hesitale to contact me by email or
just drop me.a phone call. Additional suggested revisions will be provided once they are available.

Regards,
Danny

Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term carcinogenicity studies in mice and rats have been completed for ciprofloxacin. After daily
oral doses of 750 mg/kg (mice) and 250 mg/kg (rats) were administered for up to 2 years, there was no
evidence that ciprofloxacin had any carcinogenic or tumorigenic effects in these species. No long term
studies of CIPRODEX® Otic suspension have been performed to evaluate carcinogenic patential.

Eight in vifro mutagenicity tests have been conducted with ciprofloxacin, and the test results are listed
below:

Salmonella/Microsome Test {Negative)

E. coli DNA Repair Assay (Negative)

Mouse Lymphoma Cell Forward Mutation Assay (Positivej

Chinese Hamster V 7o Cell HGPRT Test (Negative)

Syrian Hamster Embryo Cell Transformation Assay (Negative)

Saccharomyces cerevisiae Point Mutation Assay (Negative)

Saccharomyces cerevisiae Mitotic Crossover and Gene Conversion Assay (Negalive)
Rat Hepatecyte DNA Repair Assay (Posttive)

Thus, 2 of the 8 tests were positive, but results of the following 3 i vivo lest systems gave negative
results:

Rat Hepatocyte DNA Repair Assay .
Micronucleus Test {(Mice)
Dominant Lethal Test {Mice)

Fertility studies performed in rats at oral doses of ciprofloxacin up to 100 mg/kg/day revealed no
evidence of impairment. This would be over 100 times the maximum recommended clinical dose of
ototopical ciprofloxacin based upon body surface area, assuming total absarption of ciprofioxacin from
the ear of a patient treated with CIPRODEX® Otic twice per day according to label directions.

Long term studies have not been performed to evaluale the carcinogenic potential of topical olic
dexamethasone. Dexamethasone has been tested for in vitro and in viva genoloxic potential and shown
to be positive in the following assays; chromosomat aberrations, sister-chromatid exchange in human
lymphocytes and micronuclei and sister-chromatid exchanges in mouse bone marraw. However, the
Ames/Salmanella assay, both with and without $9 mix, did not show any increase in His™ revertants.

. -
The effect of dexamethasone on fertility has not been investigated following topical otic application.
However, the lowest toxic dose of dexamethasone identified following topical dermal application was




1.802 mgl/kg in a 26-week study in
duct, prostate, seminal vessicle, C
topical otic Use is unknown. —

male rats and resulted in changes to the testes, epididymis, sperm
owper's gland and accessory glands. The relevance of this study for

Pregnancy

Teratogenic Effects. Pregnancy Category C: Reproduction studies have been performed in rats and
mice using oral doses of up to 100 mg/kg and IV doses up to 30 mg/kg and have revealed no evidence
of harm to the fetus as a result of ciprofloxacin. In rabbits, ciprofloxacin (30 and 100 mg/kg oraily}
produced gastrointestinal disturbances resuiting in maternal weight loss and an increased incidence of
abortion, but no teratogenicity was observed at either dose. After intravenous administration of doses

up to 20 mg/kg. no maternal toxicity was produced in the rabbit, and no embryotoxicity or teratogenicity
was observed.

Corticosteroids are generally teratogenic in laboratory animais when administered systemically at

relatively low dosage levels. The more potent corticosteroids have been shown to be teratogenic after
dermal application in laboratory animals.

Animal reproduction studies have not been conducted with CIPRODEX® Otic. No adequate and well

controlled studies have been performed in pregnant women. Caution should be exercised when

CIPRODEX® Otic is used by a pregnant woman.

-

Pediatric Use:

The safety and efficacy of CIPRODEX® Otic have been established in pediatric patients 6 months and
older (937 patients) in adequate and well-controlled clinical triats. Although no data are available on
patients less than age © months, there are no known safety concerns or differences in the disease

process in this population that would preclude use of this product. See DOSAGE AND
ADMINISTRATION.

No clinically relevant changes in hearing function were observe

d in 69 pediatric patients treated with
CIPRODEX® Olic and tested for audiometric parameters.




MEMORANDUM OF TELECON

=
DATE: June 30, 2003 TIME: 1030 AM  LOCATION: $-300

APPLICATION NUMBER: NDA 21-537

DRUG NAME: Ciprodex (ciprofloxacin/dexamethasone) Otic Suspension

BETWEEN:
Name:
Rex Hall, PhD Associate Director, Analytical Chemistry
Randali Kolega, PhD Sr. Scientist II, Analytical Chemistry
-~ Danny Dunn, PhD Vice President, Analytical Chemistry
- Haresh Bhagat, M5 Senior Director, Pharmaceutics
Suresh Dixit, PhD Associate Director, Formuiation Dev /External Diseases
Joseph Bullock, PhD Sr. Scientist I, Formulation Dev./Extemal Diseases
Tom Wernet, MS Semor Director, Technical Documentation
Sean Griffin, BS Sr. Document Analyst, Technical Documentation
Michael Wall, PhD Director, Otic/Nasal Product Development
Seane Jones, MS, RAC Assistant Director, Regulatory Affairs

Representing: Alcon Research Litd. (Alcon)

AND
Name:
Jean Mulinde, MD Medical Team Leader
Anitra Dunson, MD Clinical Reviewer
Jim Vidra, PhD Chemistry Team Leader
= Milton Sloan, PhD Chemistry Reviewer

LT Danny Nguyen, RPh Regulatory Heaith Project Manager
Representing: Division of Anti-Infective Drug Products (DAIDP), HFD-520

BACKGROUND:
On June 27, 2003, DAIDP requested a telecon with the sponsor to discuss chemistry stability

issues.  The telecon was scheduled for June 30, 2003 at {0:30 AM. In preparation for the

telecon, preliminary comments, from the chemistry reviewer were faxed to the sponsor on June
29, 2003 (sec attached).

MEETING OBJECTIVE:

To discuss chemistry stability issues.




NDA # 21-537
PAGEY 2

DISCUSSION AND RECOMMENDATIONS:

» The sponsor agreed to review and revise acceptance criteria in view of the updated stability
data for Ciprodex.

¢ The sponsor agreed to revise stability protocol to include additional test and time point as
stated. Accelerated conditions were agreed 1o not be included.

ACTION ITEMS:

The sponsor will submit the requested information when available.

LT Daniel Nguyen, RPh
Regulatory Health Project Manager
Minutes Recorder

Jim Vidra, PhD
Chemistry Team Leader

APPEARS THIS WAY
ON ORIGINAL




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

Daniel Nguyen

7/23/03 01:53:57 PM

CSO N
06-30-03 Telecon

Please sign off

Frances LeSane
7/24/03 04:24:39 BPM
CS0

Jim Vidra
7/24/03 04:32:41 PM -
CHEMIST

APPEARS THIS WAY
ON ORIGINAL




Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation ODE 1V

FACSIMILE TRANSMITTAL SHEET

DATE: June 29, 2003

To: Seane Jones, MS, RAC From: LT Daniel Nguyen

Company: Alcon Research, Ltd. Division of Anti-Infective Drug Products
Fax number: 817-551-4630 Fax number: 301-827-2325

Phone number: 817-568-6296 Phone number: 301-827-2125

Subject: Chemistry Reviewer Comments

Total no. of pages including cover: 3

Comments: Please confirm the receipt of this fax with a follm_v-up email to me

(nguyenda@cder.fda.gov). Thaok you.

Document to be mailed: * WES M ~no

THIS DOCUMENT 1S INTENDED ONLY 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 this document to the addressee, you are
hereby notified that any review, disclosure, dissemination, copying, or other action based on the content
of this communication is not authorized. If you have received this document in error, please notify us
immediately by telephone at {(301) 827-2125. Thank you.



NDA 21-537

Reviewer Comments

Page 1

Sponser:  Alcon Research, Ltd,
Product: = Ciprodex Otic Suspension

Chemistry Comments:

CiproDex Otic Suspension Degradation Product - - . .

was reported at levels up te = of label through — 18t 25°C/10% RI and
upte ™ sf label througt  ~—  at40°C/15% RH. These levels were extrapolated to =~ of label
after 24 months (two years) at 25°C/40% RH. The specification for — (8 proposed at no more
than == >f label for the shelf life of the drug product based on a maximuin projected level of of label.

Reviewer Comment:
Please tighten the acceptance criteria (nmt - of label) for the degradation product —_—

—_— to levels closer to the actual observed.
Please update the . stability data in the NDA. The full 24-month data should now be
available in the primary stability batches to adequately suppert the proposed shelf life.
CiproDex Otic Suspension Degradation Product — —_— -
— was observed at levels up to .~ of labcel through at 25°C/H40%
RH and up to —— of label through — at 40°C/15% RH. These levels were extrapolated ic - M3
label after two years at 25°C/40% RH. The acceptance critenia for — is proposed at no more

than = of label for the shelf life of the drug product.

Reviewer Comment:

Please tighien the acceptance criteria (nmr —  of label) for the degradation product —
— .0 levels closer to the actual observed.

Please update the ~—  stability data in the NDA. The full 24-month data should now be
available in the primary stability batches to adequately support the proposed shelf life.

Total ciprofloxacin refated impurities was observed at levels upto —— of fabel through — at 25°C/40%
RH,upto - of label througt  ——— after ——  at40°C/13%RH

e
Reviewer Comment:

Please tighten the acceptance criteria (nmt  + of label} for the total ciprofloxacin related degradation
product to levels closer to the actual observed.

Please update the — ) stability data in the NDA. The full 2d-month data should now be
available in the primary stability batches 1o adequately support the proposed shelf life. T



5.

The dexamethasone degradation product  ——

e

. aas becn observed at levels up to = of labeld through
at 25°C/40% RH and at levelsupto — of label through ~ —  at40°C/15% RH. Based upon the
observed effects of - formatien of this degradation product, these levels have been
extrapolated to” ™ o of label alter two years at 25°C/40% RH. The specification for ——

is set at no
morethan —— of label for the shelf life of the drug product.

Reviewer Comment:

Please re-examine the proposed acceptance criteria for dexamethasone related degradation product with «
view toward tightened levels to reflect more closely the actual observed.

Please update the — stability data in the NDA. The full 24-month data should now bhe
available in the primary stability batches to adequately support the proposed shelf life.

in your proposed Stability Protocol and Commitment:

Please include the additional test for weight loss/gain.

Please include accelerated storage conditions.

Please include additional time points beyond 24 months in your study design to allow for possible exTension of

expiry dating based on the primary batches. Testing in second year of study may be done semi-annually and
thereafter annually.

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.

/s/ =
Daniel Nguyen
7/22/03 09:42:20 AM
Cs0

fax comments Chem 6-29-03

Please sign off, already faxed to sponsor back on .
June 29, 2003

Frances LeSane
7/22/03 12:42:03 PM
CSs0

Milton "Sloan
7/22/03 01:26:39 BPM
CHEMIST




Food and Drug Administration

" Center for Drug Evaluation and Research
l Office of Drug Evaluation ODE IV

FACSIMILE TRANSMITTAL SHEET

DATE: July 15, 2003

To: Seane Janes, MS, RAC From: LT Daniel Neguyen

Company: Alcon Research, Lid. Division of Anti-Infective Drug Products
Fax number: 817-551-4630 Fax number: 301-827-2325

Phone number: 817-568-6296 Phone number: 301-827-2123

Subject: Chemistry Reviewer Comments -

Total no. of pages including cover: 2

Comments: Please confirm the receipt of this fax with a follow-up email to me

(nguvenda(@cder.fda.gov). Thank you.

Document to be mailed: QvEes ’ NO

-

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 15 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 this document to the addressee, you are
hereby notified that any review, disclosure, dissemination, copying, or other action based on the content
of this comimunication is not authorized. If you have received this document in error, please notify us
immediately by telephone at (301) 827-2125. Thank you.




NDA 21-537

Submission Dated 7-3-03

Submission Reetived 7-7-03
. Reviewer Comments

" Page 1
Sponsor: Alcon Research, Ltd.
_ Product: Ciprodex Otic Suspension

Chemistry Comments:

1. Please revise the acceptance criteria for the boric acid assay to include - (release) and ~— shelf
life) of label.

. 2. We recommend an expiration periodof -—a  from evaluation of all the supporting data submitted. The
results of the primary stability studies demonstrate satisfactory stability for 24 months. Under the app roved

protocol; Alcon may wish to extend the shelf life (via the Annual Report) in accordance with Section X1.C.1 of
the November 1999 Guidance o Changes to an Approved NDA or ANDA.




...................................................

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

mm-

/s/
Dznaiel Nguyen
\ 7/15/03 03:14:00 PM
Cs0

fax comments Chem 7-15-03
_ezase sign off

Frances LeSane
7/16/03 07:18:08 PM
Cs0

Milton Sloan
7/17/03 09:18:39 AM
CHEMIST




Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation ODE IV

FACSIMILE TRANSMITTAL SHEET

DATE: June 13, 2003

To: Seane Jones, MS, RAC From: LT Daniel Nguyen
Company: Alcon Research, Ltd. Division of Anti-Infective Drug Products
Fax number: ‘817-551'-4630 Fax number: 301-827-2325
Phone number: 817-568-6296 Phone number: 301-827-2125
-

Subject: Micro request for information.

Total no. of pages including cover: 3

Comments: Please confirm the receipt of this fax with a follow-up email to me

{nguyenda@cder.fda.gov). Thank you.

Document to be mailed: * %Es M no

il

THIS DOCUMENT IS INTENDED ONLY 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 this document to the addressee, you are
hereby notified that any review, disclosure, dissemination, copying, or other action hased on the content
of this communication is not authorized. If you have received this document in error, please notify us
immediately by telephone at (301) 827-2125. Thank you.

[FEEESD
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NDA 21-537
Reviewer Comments

Page 1 -
Sponsor: Alcon Research, Ltd.
Product: Ciprodex Otic Suspension

Microbiology Comments:

To aid in the review of the NDA 21-537, please provide the following described clinical/bacteriological line listing tabies for
each indication:

. Presentation of Data:

-- Separate tables by AOMT and AOE indications,

-- Separate tables for each of the pivotal protocols (i.e., #C-00-52, C-39-59 and C-98-18, (C-98-19), respectively,
-- Separate tables for the MITT and MPP populations,

-- Combine the aforementioned population tables into 2-Summary tables (MITT & MPP).
-- Use revised MITT and MPP populations from May 5, 2003 submission.

QOverall Data:

—- All organisms are to be speciated in each table, -
-~ Group all organisms of the same species together.

Example AOMT or AOE Clinical/Micro Line Listing Table Format

Srudy Protocol Number and Title

Invesngator:

Targeted
Patienm Visit  Organisms CIPRODEX Comparator Chinical  Bactenological
18] Dav Isolated MIC Disc MIC Dasc Qutcome Quicome
i
MIC = ug/mL
Disk = mm
n - - . - - | aiad wat r




NDA 21-537

Reviewer Comments

Page 2 =

Sponsor: Alcon Research, Ltd.

— Product: Ciprodex Otic Suspension

APPEARS THIS WAY
ON ORIGINAL




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

--------------

Daniel Nguyen

6/13/03 12:24:24 BPM

Cso

fax comments micro 6-13-03

Frances LeSane
6/17/03 10:52:32 AM
(01210]

Harold Silvef
6/17/03 03:00:09 PM
MICROBIOLOGIST

APPEARS THIS WAY
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MEMORANDUM OF TELECON

DATE: June 12, 2003 TIME: 02:30 PM  LOCATION: S-333
APPLICATION NUMBER: NDA 21-537

DRUG NAME: Ciprodex (ciprofloxacin/dexamethasone) Otic Suspension —

BETWEEN:
Name:
Celeste McLean, ASCP Microbiologist
David Stroman, PhD Microbiologist
-~ Michael Pfleger, JD Senior Director, Regulatory Affairs

- Seane Jones, MS, RAC Assistant Director, Regulatory Affairs

Representing: Alcon Research Ltd. (Alcon)
AND
Name:

Harold V. Silver  Clinical Microbiology Reviewer
LT Danny Nguyen, RPh Regulatory Health Project Manager

Representing: Division of Anti-Infective Drug Products (DAIDP), HFD-520
BACKGROUND:
On June 11, 2003, DAIDP requested a tefecon with the sponsar to discuss microbiology

issues. The telecon was scheduled for June 12, 2003 ar 2:30 PM.

MEETING OBJECTIVE:

To request additional clinical microbiology information.




NDA # 21-537
PAGE #7

DISCUSSION AND RECOMMENDATIONS:

The sponsor agreed to provide the Division with the additional information as listed
under “ACTION ITEMS”.

ACTION ITEMS:

The sponsor will submit microbiology line listing tabies in the following format:

« Separate tables by AOMT and AOE indications.

e Separate tables for each of the pivotal protocols (1.e., #C-00-52, C-99-59 and C-98-
18, C-98-19), respectively.

e Separate tables for the MITT and MPP populations.
e Combine the aforementioned population tables into 2-Summary tables (MITT &

MPP). Use revised MITT and MPP populations from May 5, 2003 submission. -
The sponsor will submit this additional information by June 24, 2002.

An example of the line listing tables requested will be faxed to the sponsor.

LT Daniel N guyelul,‘ﬁi’-h
Regulatory Health Project Manager
Minutes Recorder

Harold V. Silver
Clinical Microbiology Reviewer

APPEARS THIS WAY
ON ORIGINAL
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this page is the manifestation of the electronic signature.

Daniel Nguyen

7/9/03 09:10:31 MM
CS50

06-12-03 Telecon

. Please sign off.

Frances LeSane
7/9/03 06:53:10 PM
Cso -

Harcold Silver
7/9/03 07:51:30 PM
MICROBIOLOGIST

Please sign off.

APPEARS THIS WAY
ON ORIGINAL




COPRY

Airborne Express Airbill Number 4340372260

July 3, 2003

RESEARCH, Ltd.

Division of Anti-Infective Drug Products 6201 South Freeway

Office of Drug Evaluation IV (HFD-520) Fort Worth, Texas 76134-2099
Center for Drug Evaluation and Research {817) 293-0450

Food and Drug Administration

Document Control Room

9204 Corporate Boulevard Seane D. Jones, M.S., R.A.C.
Rockville, MD 20850 Assistant Direcfor

Regulatory Affairs
RE: CIPRODEX® OTIC SUSPENSION, NDA 21-537
Amendment - CMC, Response to June 30, 20023 Teleconference

Dear SirfMadam:

Alcon, Inc. hereby submits an amendment in accordance with 21 CFR 314.60. =

On June 30, 2003 Aicon and FDA Chemists held a teleconference to discuss the
tightening of specifications for our product under review, Ciprodex® Otic Suspension.

Alcon has reviewed the stability data for all primary stability batches. Following the
discussion with FDA, the limits of specification have been reviewed with the intent to
further tighten the limits where applicable. The revisions are based on the statistical

analysis of real time primary stability data and projection for the  — shelf life for
the trade package sizes. :

Provided in this amendment are our revised specifications, post approval stability
protacol, stability commitment and updated stability data.

A copy of this supplement is being submitted simultaneously to our Dallas District office.

If there are any questions or comments concerning this information, ptease contact me
at 817/ 568-6296.

Enclosures as Indicated.

cc: Lt Daniel Nguyen, Project Manager Division of Anti-Infective Drug Product§




000 |58
ORIG AMENDMENT \“JOOO\Q)“

Airborne Express Airbill Number 4340371965 i
-_—

B R
S, -

;! e
?

June 24, 2003

6201 South Freeway
Fort Worth, Texas 76134-2229

Division of Anti-Infective Drug Products (817)293-0430

Office of Drug Evaluation IV (HFD-520) -

Center for Drug Evaluation and Research Seane D. Jones, M5, RA.C.

Food and Drug Administration gzsg'ﬁfz{grgﬁgﬁg HECEIVED
Document Control Room

9201 Corporate Boulevard JUN 2 5 2003

Rockville, MD 20850

MEGA/CDER
RE: CIPRODEX® OTIC SUSPENSION, NDA 21-537

General Correspondence — June 12, 2003 Teleconference Response With
Patient Listings for AOMT/ACE and — for AOMT/ACE

Dear Sir/fMadam:

Provided in this submission are the following Microbiological / Biostat tables as agreed
upon in our June 12, 2003 teleconference with FDA team members Dr. Harold Silver
and Lt. Daniel Nguyen.
« Acute Otitis Media —_— ) "~ iympanostomy tube -

major pathogens, MITT and MPP datasets.

+ Acute Otitis Media with Otorrhea through tympanostomy tube patient listing for major
pathogens — all specimens, MITT and MPP datasets.

¢+ Acute Otitis Externa major pathogens, MITT and MPP datasets.

» Acute Gtitis Externa patient fisting for major pathogens — all specimens, MITT and
MPP datasets.

if there are any questions or comments concerning this information, please c_dntact me
at 817/ 568-6296. -

Sean. Johes, MS, RAC
Assistant Director, Regulatory Affairs

Enclosures as Indicated.

&=

cc: Lt Daniel Nguyen, Project Manager Division of Anti-Infective Drug Products

ORIGINAL
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Airborne Express Airbill Number 4340371862 ”’\X J [ Eal
T A e o Y
May 30, 2093 RECEIVED RESEAACH, Lid

Division of Ani-infective Drug Product JUN 02 2003 o0 south Freews,
ivision of Anti-infective Drug Products ‘ Cort Worth. Texas 76 132-2099
Office of Drug Evaluation IV (HFD-520) MEG A/CDER ort Worth, Texas 7o

Center for Drug Evaluation and Research (817} 293-0450

Food and Drug Administration —

Document Contral Room Sea_ne D. Jc_)nes, MS . RAC.
Assistant Director

9201 Corporate Boulevard Regulatory Affairs

Rockville, MD 20850 9

RE: CIPRODEX® OTIC SUSPENSION, NDA 21-537

General Correspondence — May 23, 2003 Teleconference Response With Biostat
Report

Dear Sir/Madam:

Provided in this submission are the following Biostat Reports as agreed upon in our May 23,
2003 teleconference with FDA.
+ Updated patient accounting tables. -

« [solate level patients who were exciuded from MRP analyses because or reinfection,
superinfection, sterile exit culture, etc., and

* SAGS transport file differences between original data files and data files provided {or
Biostatistics Report pc1582.05.

in addition, an error was discovered in fulfilling request #2, above. It was noted that the
microbiological outcome classification was incorrect in the original data set for 2 patients in
Study C-98-19. This error did not affect the patient level outcomes, but it did cause them to be
erroneously excluded from the isolate level analyses of the MPP data set. This affected 2

tables fromthe Biostatistics Report pc1582.05 which have now been corrected and provided in
this report.

if there are any questions or comments concerning this information, please contact me at
817/ 568- . '

Seane D -"n RAC

Assistant Difector, Regulatory Affairs

Enclosures as Indicated. O R \ G \ N A ‘_

cc: Lt Daniel Nguyen, Project Manager Division of Anti-Infective Drug Products =




MEMORANDUM OF TELECON

DATE: May 23. 2003 TIME: 11:00 AM  LOCATION: S-346

APPLICATION NUMBER: NDA 21-537

DRUG NAME: Ciprodex (ciprofloxacin/dexamethasone) Otic Suspension

BETWEEN:
Name:
Celeste McLean, ASCP Scientist [1 Microbiologist
Allen Epp Senior SAS Programmer 11, Biostatistics
-~ Shervl Dupre, BS Assistant Director, Otic Clinical Development
- Susan Potts, MS Manager, Biostatistics & Clinical Data Management
Darell Turner, PhD Senior Director, Biostatistics & Clinical Data Management
Peter Conroy, PhD, JD Associate Director, Clinical Science
Seane Jones, MS, RAC Assistant Director, Regulatory Affairs

Representing: Alcon Research Lid. {Alcon)

AND

Name:
Jean Mulinde, MD Medical Team Leader
Tom Smith, MD Clinical Reviewer
Joel Jiang, PhD Biostatistical Reviewer

I.T Danny Nguyen, RPh Regulatory Health Project Manager
Representing: Division of Anti-Infective Drug Products (DAIDP), 1IF1)-520

BACKGROUND:

On April 4, 2003 DAIDP sent Alcon a facsimile requesting that the sponsor cofiduct

some additional biostatistical analyses. On May 6, 2003 the spousor submitted the
requested information.

MEETING OBJECTIVE:

To request additional information on the biostatistical analyses submitied on May 6,
2003.




NDA #31-537
PAGE #2

DISCUSSION AND RECOMMENDATIONS:

The sponsor agreed to provide the Division with the additional information as listed
under “ACTION ITEMS”.

ACTION ITEMS:

The sponsor will submit the foliowing regarding the biosiatistical analyses submitted on
May 6, 2003:

o The sponsor will provide Accounting Tables for the revised data sets from all four
studies.

The sponsor will provide listings of patients in each of the four studies who were
excluded from the analyses because of reinfection or superinfection. -

The sponsor will provide names and definitions for the variables that were added to
the new SAS transport data sets.

The sponsor will submit this additional information within two weeks from this telecon.

LT Daniel Nguyen, RPh
Regulatory Health Project Manager
Minutes Recorder

]Ea_n Mulindié,r MD
Medical Team [.eader

APPEARS THIS WAY
ON ORIGINAL
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Dzniel Nguyen
6/17/03 10:27:04 AM
C50

05-23-03 Telecon

Frances LeSane
6/17/03 10:59:38 AM
CsSO .

Jean Mulinde
6/18/03 10:29:20 AM
M=DICAL OFFICER
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Alrborne Express Airbill Number 4340371663

May 5, 20@3 R

w?’) uth Fracusay
Division of Anti-Infective Drug Products Wor h Texas 7613--2089
Office of Drug Evaluation IV (HFD-520) \91 ) 2930450
Center for Drug Evaluation and Research o
Food and Drug Administration RECEWVED
Document Control Room WAY 0 6 2003
8201 Carporate Boulevard _
Rockville, MD 20850 MEGA/CDER

RE: CIPRODEX® OTIC SUSPENSION, NDA 21-537

Gengral Correspondence — Request for Additional info/Analysis From
Clinical and Biostatistical Reviewers

Dear Sir/Madam: ORIG A[V]tNUlVlt i

Provided are additional analyses and information as requested in your April 4, 2003
facsimile.

If there are any questions or comments concerning this information, please contact me
at 817/ 568-6296.

Assistany Director, Regulatory Affairs

Enclosures as Indicated.

cc: Lt. Daniel Nguyen, Project Manager Division of Anti-Infective Drug Products

CRIGINAL



ORIG AMENDMENT SV 2ol /5

Airborne Express Airbill Number 4340374161

April 29, 2003 .
P OC RECEIVER
APR L
4.0 200: 6201 South Freeway
ME Fort Worth, Texas 763517000
Division of Anti-Infective Drug Products GA/CDER (527) 2;,3_0558% ®
Office of Drug Evaluation IV (HFD-520) R
Center for Drug Evaluation and Research Seane D. Jones M.S.. RA.C.
Food and Drug Administration Assistant Director
Document Control Room Regulatory Affairs

9201 Corporate Boulevard
Rockville, MD 20850

RE: CIPRODEX® OTIC SUSPENSION, NDA 21-537
General Correspondence — Patient Case Report Forms

Dear Sir/fMadam: -

As per your April 28, 2003 request, the following 7 patient case report forms from
clinical study C-00-52 are provided.

2702
2712
2713
2714
2739
2741
2742

If there are any questions or comments concerning this information, please contact me
at 817/ 568-6296.

Sea NJones, MS, RAC
Assistant Director, Regulatory Affairs

Enclosures as Indicated.

cc: Lt Daniel Nguyen, Project Manager Division of Anti-Infective Drug Products

ORIGINAL
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Ciprodex Otic Suspension (NDAZ1-537)
Study C9818
ARandom Sample of Patients in Each Treatment Arm

Obs PAT . INV
-
1 4008 2517
2 4009 2517
3 4011 2517
4 4013 2517
5 4015 2517
6 4017 2517
7 4019 2517
8 4021 2517
g 4203 2272
10 4306 2090
) 11 4307 2090
) 12 4311 2090
13 4325 2090
14 4402 2507
15 4404 2507
16 4405 2507
17 4407 2507
18 4411 2507
19 5111 2210
20 5112 2210
21 5124 2210
22 5801 2404
23 5804 2404
24 5821 2404
25 6206 2280
26 8207 2280
I 6304 2328
28 6805 2223
29 6808 2223
30 6823 2223
31 6836 2223
32 6837 2223
33 7009 2356
34 7010 2356
35 7012 2356
36 7025 2356
37 7033 2356
38 7035 2356
39 7207 2397
40 7209 2397
41 7211 2397
42 7301 2358
43 7304 2358
44 7306 2358
45 7308 2358
46 7314 2358
47 7403 2274




64
65
66
67
68
69
70
71
72
73
74

7639
7641
7806
7809
7815
7817
8020
8030
8038
9315
9316

2367
2367
2414
2414
2414
2414
2371
2371
2371
2451
2451




Ciprodex Otic Suspension (NDA21-537)
Study C9818
Random Sample of Patients in Each Treatment Arm

ez Obs PAT . INV
=

= 75 9321 2451

76 9323 2451

77 9330 2451

- 78 9404 2424

79 9718 2471

80 9721 2471

81 9811 2475

82 9825 2475

83 9828 2475

84 9830 2475

. T 85 9840 2475

" 86 9841 2475

87 9901 2502

88 9903 2502

89 9904 2502

90 89914 2502

91 9917 2502

92 9914 2502

I




Ciprodex Otic Suspension (NDA21-537)

Random Sample of Patients in Each Treatment Arm

Obs

0~ DD R W =

CAJ(DLQCQI\JMMI\)MI\JMNNM—‘—‘—‘-*-‘—*—‘—*:—‘
ﬁa&ﬁgﬁﬁg%ga%a%@m—lO(.OCO"\IG’)U'I-&CDT\)-‘OLOO’J'QO)@&GJM o ©

Study C9819

PAT

1001
1102
1306
1308
1309
1311
1313
1315
1707
1709
1710
1712
1724
1725
1727
1729
1811
1812
1906
1907
2017
2101
2106
2110
2207
2211
2505
251
2818
2823
2904
2905
2811
2914
2916
2923
2930
2932
2938
3002
3003
3007
3010
3014
3018
3020
3022

INV

2212
2381
2365
2365
2365
2365
2365
2365
2284
2284
2284
2284
2284
2284
2284
2284
2362
2362
2398
2398
2271
1689
1689
1689
2395
2395
2228
2228
2332
2332
2359
2359
2359
2359
2359
2359
2359
2359
2359
2234
2234
2234
2234
2234
2234
2234
2234







Ciprodex 0tic Suspension (NDA21-537)
Study C8959
Random Sample of Patilents in Each Treatment Arm

szemT Obs

m o~ s WN

h
-—l—h—‘_l.—t_l.—l
; L R RN DN R NN RN e s =
ﬁ g 3 i 3 % z 3 % % %[g g ﬁ S LYUEDPOo N0 RDON -0 00NN

PAT

1001
1002
1003
1004
1201
1203
1204
1206
1209
1211
1309
1310
1311
1312
1313
1314
1315
1316
1401
1404
1605
1606
1607
1802
1805
1813
1814
1817
1818
2001
2004
2008
2105
2107
2111
2113
2114
21156
2201
2205
2302
2304
2309
2318
2319
2320
2325

INV

2138
2138
2138
2138
2228
2228
2228
2228
2228
2228
2280
2280
2280
2280
2280
2280
2280
2280
2287
2287
2612
2612
2612
2807
2807
2807
2807
2807
2807
2829
2829
2829
2830
2830
2830
2830
2830
2830
2839
2839
2842
2842
2842
2842
2842
2842
2842






Ciprodex Otic Suspension (NDA21-537)
Study C0052
Random Sample of Patients in Each Treatment Arm

Obs PAT . INV
-

1 1301 2986

2 1302 2986

3 1305 2986

4 1306 2986

5 1309 2986

6 1310 2986

7 2001 2991

8 2002 2991

9 2015 2991

10 2016 2991

B B 2019 2991

2 2020 2991

13 2041 2991

14 2042 2991

15 2220 3027

16 2222 3027

17 2715 2995

18 2724 2995

19 2757 2995

20 2902 2996

21 2914 2996

22 3003 2506

23 3004 2506

24 3013 2506

25 3019 2506

26 3030 2506

= 27 3031 2506

28 3035 2506

29 3037 2506

30 3042 2506

31 3046 2506

32 3047 2506

33 3050 2506

34 3101 2997

35 3102 2997

36 3103 2997

37 3204 2998

38 3401 3000

39 3402 3000

40 3405 3000

41 3412 3000

42 3602 3015

43 3901 3005

a4 3903 3005

45 3909 3005

a6 3912 3005

47 3952 3005
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E CONSULTATION RESPONSE

— DIVISION OF MEDICATION ERRORS AND TECHNICAL SUPPORT
= OFFICE OF DRUG SAFETY
(DMETS; HFD-420)

P

DATE RECEIVED: December 3, 2002 DUE DATE: March 30, 2003

oTes

ODS CONSULT #: 02-0216

TO: Janice Soreth
Director, Division of Anti-Infective Drug Products
HFD-520

THROUGH: Daniel Nguyen
Project Manager
HFD-520

PRODUCT NAME:
Ciprodex
(Ciprofloxacin and Dexamethasone Otic Suspension) 0.3%/0.1%

NDA SPONSOR:
Alcon Inc.

NDA: 21-537

SAFETY EVALUATOR: Denise P. Toyer, Pharm.D.

SUMMARY: In response to a consult from the Division of Anti-Infective Drug Products (HFD-320), the
Division of Medication Errors and Technical Support (DMETS) conducted a review of the proposed proprietary

.name “Ciprodex” to determine the potential for confusien with approved proprietary and established names as
well as pending names.

DMETS RECOMMENDATION:
1. DMETS has no objections to the use of the proprietary name Ciprodex.

2. /

. - In addition, to the labeling revisions outlined in Section [T of this review, the Ciprodex labels and
labeling should be clearly distinguished from other Alcon ophthalmic and otic products using contrasting
design, color, boxing, or some other means.

3. DDMAC finds the proprietary name Ciprodex acceptable from a promotional perspective.

This is considered a tentative decision and the firm should be notified that this name with its assocrated labels and
labeling must be re-evaluated approximately 90 days prior to the expected approval of the NDA. A re-review of
the name prior to NDA approval will rule out any objections bused upon approvals of other proprietary and
established names from this date forward.

Carol Holquist, RPh

Deputy Director,

Division of Medication Errors and Technical Support
Office of Drug Safety

Phone: (301) 827-3242 Fax: (301) 443-9664

Jerry Phallips, RPh

Associate Director

Office of Drug Safety

Center for Drug Evaluation and Research
Food and Drug Administration




Division of Medication Errors and Technical Support (DMETS)
Office of Drug Safety
HFD-420; Parklawn Rin. 6-34
4 Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

* DATE OF REVIEW: April 9, 2003
NDA#: 21-537
NAME OF DRUG: Ciprodex

(Ciprofloxacin and Dexamethasone Otic Suspension) 0.3%/0.1%

NDA HOLDER: Alcon Inc

1L

***NOTE: This review contains proprietary and confidential information that should not be
released to the public.***

-

INTRODUCTION:

This consult was written in response to a request from the Division of Anti-Infective Drug Products, to
review the proprietary name Ciprodex, regarding potential name confusion with other
proprietary/established drug names. The container labels, carton and package insert labeling were
reviewed for possible interventions to minimize medication ¢rrors.

PRODUCT INFORMATION

Ciprodex (ciprofloxacin and dexamethasone) Otic Suspension is an antibiotic and steroid
combination indicated for the treatment of infections caused by susceptible organisms. The
recommended dose of Ciprodex for Acute Otitis Media ™ ind Acute Otitis Externa (1
patients older than six months of age) is 4 drops instilled into the affected ear two times a day for
seven days. Ciprodex will be marketed in 5 mL and 7.5 mlL. DROP-TAINER dispensers.

RISK ASSESSMENT:

The medication error staff of DMETS conducted a scarch of several standard published drug product
reference texts' as well as several FDA databases” for existing drug names which sound-alike or
jook-alike to “Ciprodex” to a degree where potential confusion between drug names could occur
under the usual clinical practice settings. A search of the electronic online version of the U.S. Patent
and Trademark-©Office’s Text and Image Database was also conducted” The Sacgis® Pharma-In-Use

! Facts and Comparisons, 2003, Facts and Comparisons, St. Louss, Mo. httpfiwww.efactsweb com/index. asp
MICROMEDEX Integrated index, 003, MICROMEDEX, Inc., 6200 South Syracuse Way, Suite 300, Englewood, Culorado
30111-4740, which includes all products/databases within ChemKnowledye, DrugKnowledge, and RegsKnowledge Systems
and PDR/Physician’s Desk Reference (Medical Economics Company Inc, 2003).
2 The Division of Medication Errors and Technical Support [DMETS] database of Proprietary name consullation requests,
New Drug Approvals 98-03, and the electranic online version of the FDA Orange Book. =
*WWW location http://www.uspto.gov/main/trademarks htm
* Data provided by Thomison & Thomson's SAEGIS™ Ontine Scrvice, available at www thomson-thomson.com
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database was searched for drug names with potential for confusion. An expert panel discussion was
conducted to review all findings from the searches. In addition, DMETS conducted three
prescription analysis studies consisting of two written prescription studies (inpatient and outpatient)
and one vetbal prescription study, involving health care practitioners within FDA. This exercise was
conducted to simulate the prescription ordering process in order to evaluate potential errors in
handwriting and verbal communication of the name.

AL EXPERT PANEL DISCUSSION

An Expert Panel discussion was held by DMETS to gather professional opinions on the
safety of the proprietary name “Ciprodex.” Potential concerns regarding drug marketing and
promotion related to the proposed name were aiso discussed. The members of this panel
include DMETS’ Medication Errors Prevention Staff and representation from the Division of
Drug Marketing, Advertising, and Communications {DDMAC). The group relies on their
clinical and other professional experiences and a number of standard references when making
a decision on the acceptability of a proprietary name.

1. The Expert Panel identified Carbodex DM and ~ — as having the potential for

confusion with “Ciprodex.” These products are listed in Table 1 (sce below ag_d on Page -1},
along with the dosage forms available and usual dosage.

2. The Expert Panel also noted that during the proprietary name review for ™
~— “ipra HC, Codeprex, and Casodex were
reviewed as potential sound and/or look-alike names. DMETS determined that the potential
for medication errors due to name confusion between Ciprodex and Cipro HC, Codeprex. or
Casodex was minimal. Thi. — would have no impact on the prior assessment.
3. Through independent review, DMETS also identified Repronex, Aciphex, and Cerebyx as

having the potential for confusion with “Ciprodex.” These products are listed in Table | (see
below and on Page 4).

4, =DDMAC did not have concems about the name Ciprodex with regard to promotional clzims.

Table 1
Potentlal Sound—AllkeJLook-Ahke Names Identified by DMETS Expert Panel

Product-Name | Dosagelform Usual adult dose*. Other**
Clprodex { Four drops-in affected(s)’ N/A

: =+ |seven days
Carbodcx DM Bromphemramme 4mg and 5 mL four times a day SA

Pseudoephedrine HCI 45 mg and
Dextromethorphan HBr 15 mg per Smkb. Syrup

/ / )

/

Repronex Menotropins (HMG) 75 [U per vial Anovulation: 75 1U dzitly SOQAM for 5 da_\'s’  frasa

IVE [nduction: 225 TU daily SQ/AM for 12 days '
{maximum)

Aciphex Rabeprazole 20 mg Tablets 20 mg 1o 60 myg per day depending upon indication | SA

of use (Maximurm adult dose 120 mg/day) o




Table t
Potential Sound-Alike/Loak-Alike Names Identified by DMETS Expert Panel

Product Name | Dosage form(s), Established name Usual adult dose*

Other**

Ciprodex

glproﬂoxacm and uxamethaso {Otic i |Four drops in affccted(s) ear two nmcs a day for N/A
Suspension ) £ L seven days

Cerchyx

Fosphenytoin Sodmm 75 mg per mL Injection {Leading doses: 10 mg to 20 mg (PE) perkg IV/IM SA
Mamtenance dose: 4 mg to 6 mg (PT) per kg IV or
IM per day. {PE—phenytoin equivalent]

Depending upon indication of use

*

Frequently used, not ail-inclusive.

** [ /A (look-alike), S/A (sound-alike)

***Pending Approval

B.

PRESCRIPTION ANALYSIS STUDIES

l. Methodology:

. Three separate studies were conducted within FDA for the proposed proprietary name to
determine the degree of confusion of Ciprodex with other U.S. drug names due to
similarity in visual appearance with handwritten prescriptions or verbal pronunciation of
the drug name. These studies employed a totat of 104 health care professionals
(pharmacists, physicians, and nurses). This exercise was conducted in an attempt to
simulate the prescription ordering process. An inpatient order and outpatient
prescriptions were written, each consisting of a combination of marketed and unapproved
drug products’ and a prescription for Ciprodex (see below). These prescriptions were
optically scanned and one prescription was delivered to a random sample of the
participating health professmnals via e-mail. In addition, the outpatient orders were
recorded on voice mail. The voice mail messages were then sent to a random sample of
the participating health professionals for their interpretations and review. After receiving

either the written or verbal prescription orders, the participants sent their interpretations
of the orders via e-mail to the medication error statf.

HANDWRITTEN PRESCRIPTION VERBAL PRESCRIPTION
Ouwspatient RX:

C/L{-V soue O+ %3"% G ub

!, ..The first is for Ciprodex Otic
' Suspension 3 drops twice daily as

directed. Dispense One.

Inpatient RX:

APPEARS THIS WAY
ON ORIGINAL




2. Results:

The results are summarized in Table L

-
Tablc }
Study # of #of” _-Corre_gtm[y 4, incorrectly
Participants | Responses Interpreted Interpreted
| %
P Written 39 23 (59%) 19 (83%) 4 (17%)
Inpatient
Written 33 23 {(76%) 1 (4%) 22 (96%)
Qutpatient
Verbal 32 18 (56%) 13 (72%) 5 (26%)
-Total 104 64 (62%) 33 (52%) 31 (49%)

25

Written {Inpatient)

Written (Outpatient)

OCorrect Name

Hincorrect Name

In the verbal study 5 of 18 (26%) participants interpreted “Ciprodex” incorrectly. The
majority of the incorrect name interpretations were phonetic variations of “Ciprodex.”
These include Cipradex (2), Cipravox (1), Cipridex (1), and Procipedex (1). None of the

misinterpreted names were similar to an approved product.

Among the two written studies, 26 of 46 (57%) participants interpreted the nanie

incorrectly. The majority of the misinterpretations included: Ciprodix (1), Ceprodix (2),
and Ceprodux (2), Cipradex (3), and Ceprodex (18). None of the misinterpreted names

were similar to an approved product.

SAFETY EVALUATOR RISK ASSESSMENT

In reviewing the proprietary name Ciprodex, the primary concerns raised were related to
sound and/or look-alike names that currently exist in the US market’ o
Carbodex DM, Repronex, Aciphex, and Cercbryx.

DMETS conducted prescription studies to simulate the prescription ordering process. In this
case, there was no confirmation that Cipredex could be confused with
Repronex, Aciphex, and Cerebryx. However, negative findings are not predicative as to what
may occur once the drug is widely prescribed, as these studies have limitations primarnly due to

small sample size. The majority of interpretations from the verbal and written prescription studies
were phonetic or spelling misinterpretations of the drug name Ciprodex. =

Carbodex DM.




***NQTE: This review contains proprietary and confidential information that should not be
reieased to the public. **#*

[. SWund-Alike and Look—Aiike Names

Carbodex DM and Ciprodex may sound alike depending upon how they are pronounced.
Carbodex is a combination antihistamine, cough suppressant, and decongestant product,

Both names share the same first letters (C) and the last four letters {odex). However, the first
syllables of both names are distinct when pronounced *Car’ vs. *Ci,” especially since the *C”
sound in Carbodex is pronounced using 2 ‘k’ sound. Additionally, when the ‘DM’ modifier
is used the similarity decreases. The products have different routes of administration (oral vs.
-ephthalmic), dosing intervals (BID vs. QID), and dosage forms (syrup vs. suspension).
Carbodex DM is usually prescribed in malliliters whereas Ciprodex is prescribed in drops.
The two dosing increments do not overlap (5 mL vs. 4 drops). The differences in the

beginnings of each name help to minimize the potential name confusion between Carbodex
DM and Ciprodex. ’

Repronex and Ciprodex have sound and look-alike characteristics (see Page 7). Repronex is
indicated for the treatment of infertility in women. The second syllable of both names
contains the same letters (pro) and two letters in the last syllables are the same (ex). This
contributes to the look and sound-alike similarities. However, the beginning sound of each
name-1s phonetically different when pronounced (Re vs. Ci), which decreases the sound-alike
similanities. When scripted Ciprodex contains an upstroke (the letter d) in the last syllable
whereas Repronex does not. This upstroke helps to distinguish the twe names when scripred.
Differences between the two products include the route of administration (intramuscular ar
subcutancous vs. ophthalmic), dosing interval (daily vs, twice daily), and dosage form
(injectable vs. suspension). Repronex is marketed in two strengths (75 IU and 150 1U)
whereas Ciprodex is a combination product marketed in a single strength. Thug prescribers
would need to specify the strength on Repronex prescriptions. In contrast, Ciprodex

prescriptions may be written without indicating a strength. The prescriber population for
6




Repronex will usually be in vitro fertilization specialists whereas preseribers of Ciprodex will
include general practitioners, family practice physicians, nurse practitioners, ot pediatricians.
The labeling for Repronex states ‘Repronex is a drug that should only be used by physicians

Fwho are thoroughly familiar with infertility problems.” Additionally, Repronex is an
expensive drug, which may not be stocked in most pharmacies. Overall the product
differences and conditions of use will help to minimize name confusion between Repronex
and Ciprodex. '

REPRONEX CIPRODEX

Aciphex and Ciprodex may look alike when scripted (see below). Aciphex is indicated
..for the treatment of gastroesophageal reflux disease (GERD) and Zollinger Ellison
_syndrome. Depending upon how the letters A and C are written they may look alike.

Additionally, both names end in the same letters ‘ex.” These charactenistics contribute

to the look-alike similarities of the two names. However, the upstrokes and

downstrokes of the two names appear in different positions. With Aciphex, thg_
upstrokes and downstrokes are next to each other and are a part of the same syllable.

The upstrokes and downstrokes in Ciprodex aren’t in close proximity to each other and

are in different syllables. Although, a scripted ‘A’ can and has been misinterpreted as

a ‘C’, the placement of the upstrokes and downstrokes in each name help to distinguish

them when scripted. There are additional differences between the two products. They

have different routes of administration (oral vs. otic), dosage forms (tablet vs.
suspension), and most likely would not be stored near each other on pharmacy shelves.

Both Aciphex and Ciprodex are marketed in single strengths and thus may be

prescribed without listing a strength. Although Aciphex is available i a single

strength and is usually prescribed as a 20 mg dose, the dose may be more than 20 mg

per day. Therefore, prescriptions may contain a strength when written. In an

outpatient setting, if a prescription for ‘Ciprodex UD” was musinterpreted as *Aciphex
=JD’ the quantity to be dispensed would help to distinguish the two products {(i.e.,

Ciprodex quantities include 5 mL, 7.5 mL, #1 whereas Aciphex would usually be a

multiple of 30). In the inpatient setting it 15 less likely that “UD’ directions would be

used because the nursing staff would need specific instructions to enter on the -
medication administration record. The differences in two names and the product

differences will help to minimize the potential for name confusion between Aciphex
and Ciprodex.

ACIPHEX CIPRODEX

— ﬁ il ( / 5: ‘ f / _‘ ‘



Cerebyx and Ciprodex may sound alike depending upon how they are pronounced. Cerebyx
is indicated for the control of generalized convulsive status epilepticus and prevention and

reatment of seizures occurring during neurosurgery. The beginnings and endings of each
name sound similar (Ce vs. Ci and byx vs. dex). However. the second syllables of the names
are distinct when pronounced. The ‘pro’ sound of Ciprodex ts phonetically difterent that the
‘re’ of Cerebyx. There are additional differences, which help distinguish the two names. The
route of administration (intravenous or intramuscularly vs. ophthalinic), dosage forms
(injection vs. suspension), and the products most likely would not be stored near cach other
on pharmacy shelves. Prescriptions for Cerebyx will generally require that a strength be
noted whereas Ciprodex will be marketed in a single strength which can be omitied on
prescriptions. Additionally, there is no overlap in strength. The phonetic differences in the
second syllable of both names and the differences in the strengths will help to mininuze the
potential for name confusion between Cercbyx and Ciprodex.

2. .Packaging Related Safety [ssues

_— . Although, DMETS had no objections to the use of the name memess
mamttam— DMETS has received post-marketing reports associated with
medication etrors due to confusion among the various ophthalmic products currently
manufactured by Alcon and it’s affiliate Falcon. The packaging configuration (e.g., carton
appearance) of the various ophthalmic products is similar and has resulted in medication
errors. Overall, the potential for medication errors due to selection errors may increase due to

availability of -_— containing ciprofloxacin (Otics: Cipro HC and
- and Ophthalmics: Ciloxan — “hat are manufactured by Alcon.
— . Moreover,

ophthalmic and otic products may be stored in close proximity to each other when stored
alphabetically by proprietary/established name which may also increase selection errors.

gy
— . All of these factors increase the potential of
medication errors due to selection errors with Ciprodex. -

/

DMETS’ conducted a scarch of the Adverse Event Reporting System (AERS) database to
determine if any reports of medication errors due to either name confusion or selection errors
have occurred between otic and ophthalmic products containing ciprofloxacin. AERS was
also searched for any reports relating to medication crrors between another ophthalmic and
otic product that share the same proprietary name (i.c., Cortisporin). The AERS search
revealed one case (ISR# 3760238-3-00-01) where a prescriber ordered the generic version of
Cortisporin Ophthalmic but the patient received generic Cortisporin Otic. No outcome
information was provided. The Drug Quality Reporting System (DQRS) was Tlso searched
for any reports associated with Cortisporin Ophthalmic or Cortisporin Otic. The DORS
search did not wdentify any additional cases. However, there are anecdotal reports of
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I11.

pharmacists confusing Cortisporin Ophthalmic Suspension. Cortisporin Otic Suspension, and
Cortisporin Otic Solution. The consequences of a patient receiving an ophthalmic product in
lieu of the otic product may not be severe if the active ingredients are the same. However, a
fatient who receives an otic product m lieu of an ophthalmic product (even if both contain
the same active ingredients) may experience ophthalmic trritation o other severe ophthalmic
problems. Additionally. these adverse events could have serious outcomes if the

administered product also contains a corticosteroid, but the prescribed product contains onty
ciprofloxacin.

During the launch of Ciprodex Otic, the potential for medication errors du¢ to name
confusion may increase because practitioners are unfamiliur with the product and the
proprietary name. The product unfamiliarity and any similarity m packaging among the
Alcon otic and ophthaimic products reinforces the need to educate healthcare providers upon
the Ciprodex launch in order to prevent errors. —

LABELING, PACKAGING, AND SAFETY RELATED ISSUES

The Ciprodex labels and labeling were submitted in draft forat, which did not allow for a
comprehensive evaluation of the color, format, etc. However, DMETS has attempted to focus on safety

issues relating to possible medication errors and identified the following areas of possible 1mprovement,
which might minimize potential user error.

A, GENERAL COMMENT

Waesrecommend that the active ingredient be expressed in percent and mg/ml. .~

B. PATIENT INFORMATION INSTRUCTIONS

1.

The statement prior to Instruction Four states: —Ry

kAT
This
statement may be confusing to patients if they are unaware or unsure of their diagnosis.

/

/

Instruction Four

The picture should identify the location of the “Tragus.”
Instruction Five

The picture should identify the location of the ‘Outer bar Lobe.”

9




2. Do Not Take By Mouth Section

The statement ===
T srormaae s » is confusing. What constitutes — ! Revise accordingly.

RECOMMENDATIONS:

A DMETS has no objection to the use of the proprietary name Ciprodex.

B _.

/ .. In addition, 1o the labeling revisions outlined in
Section I of this review, the Ciprodex labels and labeling should be clearly distinguished from
other Alcon ophthalmic and otic products using contrasting design, color, boxing, or some other
means.

C. DDMAC finds the proprietary name Ciprodex acceptable from a promotional perspective.

This is considered a tentative decision and the firm shouid be notified that this name with 4s associated
labels and labeling must be re-evaluated approximately 90 days prior to the expecied approval of the
NDA. A re-review of the name prior to NDA approval will rule out any objections based upon
approvals of other proprietary and established names from this date forward.

DMETS would appreciate feedback of the final outcome of this consult. We would be willing to meet
with the Division for further discussion, if needed. If you have further questions or need clarifications,
please contact Sammie Beam, project manager, at 301-827-3242.

Denise P. Toyer, Pharm.D.
Safety Evaluator/Team Leader

Division of Medication Errors and Technical Support
Office of Drug Safety

APPEARS THIS WAY
ON ORIGINAL
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This is-arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Denise Toyer

4/9/03 03:39:15 PM
PHARMACIST

Carol Holguist
4/9/03 04:00:03 BM
PHARMAQIST

Jerry Phillips
4/10/03 10:15:05 AM
DIRECTOR
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MEMORANDUM OF TELECON

-

DATE: April 7, 2003

TIME: 3:00PM

LOCATION: 5-3406

APPLICATION NUMBER: NDA 21-337

DRUG NAME: Ciprodex (ciprofloxacin/dexamethasonc) Otic Suspension

BETWEEN:

Name:
David Stroman, PhD
Michael Pfleger, 1D

-- Sheryl Dupre

Peter Conroy, PhDD, JD
Susan Potts, MS
Darell Turner, PhD
Michael Wall, PhD
Seane Jones, MS, RAC

Representing: Alcon Research Ltd.

AND
Name:
Jean Mulinde, MD
Daphne Lin, PhD
Tom Smith, MD
Joel Jiang, PhD
LT Danny Nguyen, RPh

Director, Anti-Infective Microbiology
Senior Director, Regulatory A ffairs
Assistant Director, Clinical

Associate Director, Clinical

Manager, Biostatistics

Senior Director, Biostatistics
Director, R&D Development
Assistant Director, Regulatory Affuirs

Medical Team Leader
Biostatistical Team Leader
Clinical Reviewer

Biostatistical Reviewer

Regulatory Health Project Manager

Representing: Division of Anti-Infective Drug Products (DAIDP), HFD-520

BACKGROUND:

On April 4, 2003 DAIDP sent Alcon a facsimile requesting that the sponsor conduct
some additional biostatistical analyses on the data in the submission.

MEETING OBJECTIVE:

To clarify any questions the sponsor has regarding the request outiined in the Dhvision’s

facsimile.




NDA # 21-537
PAGE &2

DISCUSSION AND RECOMMENDATIONS:

The sponsor agreed to provide the Division with the information requested in the
facsimile (see attached fax).

Additionally, the following analysis will be added to #4 under AOE studies:

e Patients with any pathogens isolated at base line

ACTION ITEMS:

The presentation of the data from the additional analyses will be 1 the same format as the
samples provided in the April 4, 2003 facsimile from DAIDP.

The sponsor wiil submit the additional biostatistical analyses by April 21, 2003.

LT Daniel Nguyen, RPh
Regulatory Health Project Manager
Minutes Recorder

Jean Mulinde, MD
= Medical Team Leader

APPEARS THIS WAY
ON ORIGINAL




Food and Drug Administration
Center for Drug Evaluation and
Research

Office of Drug Evaluation ODE 1V

FACSIMILE TRANSMITTAL SHEET

DATE: April 4, 2003 —

To: SeaneD. Jones, MS, RAC From: LT Daniel Nguyen, RPh

Company: Alcon Research, Lid. Division of Anti-Infeclive Drug Products
Fax m_gnber: 817-551-4630 Fax number: 301-827-2325

Phoné number: 817-568-6296 Phone number: 301-827-2125

Subject: Request for additional Ciprodex analyses.

Total no. of pages including cover: 17

Comments: Please confirm the receipt of this fax with a follow-up email to me

(nguvenda@ecder.fda.gov). Thank you.

Document to be mailed; O ves M ~o

THIS DOCUMENT IS INTENDED ONLY 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 this document to the i
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content of this communication is not authorized. If you have -

received this document in error, please notify us immediately by telephone at {(301) 827-
2125. Thank you.

Hi Seane,

This is a request for additional info/analyses from the Clinical and Biostatistical Reviewer. If you
feel that a teleeon is necessary for clarification on what they need, let me know ASAP via emait.

Regards,
Danny

FAEED

O30 M



NDA # 21-537

Submission Date: September 25, 2002
Reviewer Comments
Page 1

-

Sponsor: Alcon Research, Ltd.
Product: Ciprodex Otic Suspension (ciprofioxacin 0.3% and dexamethasone (.1%)

Request for additional Ciprodex analyses

1.

Many of the microorganisms listed in the INDICATIONS AND USAGE section of
the proposed label are not generally recognized pathogens in acute otitis externa
(AOE) or acute otitis media in patients with tympanostomy tubes {AOMT). Please
provide scientific justification for the inclusion of the following organisms:

AOE: "

’__.__.——n“

AOMT:

FI T

PrBvide revised per protocol (PP) and intent to treat (I'T1) analyses for ali studies. In
these revised analyses, patients who were discontinued because of treatment failure
should be included with the test of cure outcome assigned as failure.

For each proposed pathogen in the draft label, provide tables listing climical and -

microbiologic outcomes at test of cure using the revised MPP and MITT populations
for each study.

APPEARS THIS WAY
ON ORIGINAL - =



NDA # 21-537

Submission Date: September 25, 2002
Reviewer Comments
Page?Z

4. Using these revised PP and [TT populations, provide modified PP {MPP) and
modified [TT (MITT) analyses for the following subsets of patients:

v AQE studies:

¢ Patients with Pseudomonas aeruginosa or Staphylococcus awreus

s Patients with P. aeruginosa, S. aureus, or any other Gram-negative bacteria
e Patients with any organism in the proposcd label
AOMT studies:
..= Patients with Streptococcus pneumoniae, S. aurcus, Haemophilus influcnzae,
Moraxella catarrhalis, ov P. aeruginosa
»

Patients with any organism in the proposed label

APPEARS THIS WAY
ON ORIGINAL




NDA #21-537

Submission Date: September 25, 2002

Reviewer Comments
Page 3
-

ANALYSES FOR CLINICAL RESPONSES AT TOC OF ITT AND PP

SUBJECTS

For the four studies (98-18, 98-19, 99-59, and 00-52), pleasc provide the analyses resules for
clinical responses at TOC of ITT and PP subjects, and the data fides accordingly, afrer
correcting and adjusting the evaluability status and outcome assessment tor those

discontinued from the study due to treatment failure,

TABLE 1: STUDY Cxx-xx: CLINICAL RESPONSES OF I'T'T SUBJLCTS AT

22 (78.1%)

TOC
Clinical Response Ciprodex Comparator
Cure 102 {100%) 100 (100%)
Not Cure

20 (72.8%0)

-

vs. Comparator:

Difference in Response Rate Ciprodex

2.2%, 95% C1:-3.0%, 5.5%

TABLE 2: STUDY Cxx-xx: CLINICAL RESPONSES OF PP SUBJECTS AT

TOC
Clinical Response Ciprodex o Comparator
Cure 102 (100%) 100 (100%)
Not Cure 22 {78.1%) 20 (72.8%) ]

vs. Comparator;

Difference in Response Rate Ciprodex

2.2%, 95% C.1: -3.0%, 5.5%

-

APPEARS THIS WAY

ON ORIGINAL




NDA # 21-537
Submission Date: September 25, 2002
Reviewer Comments

------ Page 4

-
) SUBGROUP ANALYSES FOR MICROBIOLOGICAL RESPONSES
AND CLINICAL RESPONSES AT TOC OF MITT AND MPP
SUBJECTS

For AOE studies (98-18 and 98-19)

INote: For the MPP analysis, should also mclude those MITT subjects discontinued trom the
studv due to treatment failure.

PATHOGEI\. OF MITT SUBJECTS AT TOC

Pathogen C_iprodcx Comparator *
Aerobic, Gram-Posiuve

— —

V Stapbytococcns anrens | 910000 | 9/10@00% |
/ /
/
/ / /
Aerobic, Gram-Negative
Prendomonas aernginosa _ 9 / 10 (90 0%) 9/10 (V0.0%)

/ //

— APPEARS THIS way
ON ORIGINAL




NDA # 21-537
Submission Date: September 25, 2002
Reviewer Comments
Page 5
e

TABLE 4: STUDY Cxx-xx: MICROBIOLOGICAL RESPONSE RATES BY
PATHOGEN OF MPP SUBTECTS AT TOC

Pathogen K lpr()dL\ Comparator
Aerobic, Gram-Positive

—— ————

N Stavhviococcas anrens I 9/10 (90.07%0 G/10 (90.0%)

AETODIC, Aryram-iN cgalve

Preudomonas aeruginosa ‘ 9/10 (90.0%) 9/10 (90.0%)

I ~ - L

TABLE 5: STUDY Cxx-xx: CLINICAL RESPONSE RATES BY PATHOGEN
OF MITT SUBJECTS AT TOC

Pathogen Ciprodex Comparator
Aerobic, Gram-Positive :

e

W Starbvioroceus anraue | /10 90 ﬂoﬂx-\ | 9/10 (‘Qﬂ DD/H’\ u

Aerobic, Gram-Negative
Psendomonas aeruginosa ‘ 9/10 (90.0%) 9/10 (90.0%)

/




NDA # 21-537

Submission Date: September 25, 2002
Reviewer Comments
Page 6

-

TABLE 6: STUDY Cxx-xx: CLINICAL RESPONSE RATES BY PATHOGEN u
OF MPP SUBJECTS AT TOC,

Pathogen

__( iprodex

(Jomp arator

Acrobic, Gram-Positive

Ctabhvincncesec anretc

Aerobic, yram-INegative
Psendomonas aeruginosa

9/10 o000 |

9/10 (90.0%)

0710 190 (0

9/10 (90.0%)

I

Set One:

Including subjects with any pathogens isolated at baseline:

(1) MICROBIOLOGICAL RESPONSES

TABLE 7: STUDY Cxx-xx: MICROBIOLOGICAL RESPONSES OF MI'TT

SUBJECTS AT TOC

Microbiological Response Ciprodex Comparator
Success 102 (100%) 100 (100%)
Not Success 22 (78.1%) 20 (72.8%)
Difference in Response Rate Ciprodex 22%, 95% C.1: -3.0%, 5.5%

vs. Comparator:

TABLE 8: STUDY Cxx-xx: MICROBIOLOGICAL RESPONSES OF MPP
SUBJECTS AT 'TOC

Microbiological Response Ciprodex Comparator
Success 102 (100%) 100 (100%)
Not Success 22 (T8.1%) 24 (72.8%)
Difference in Response Rate Ciprodex 2.2%, 95% (.1 -3.0%, 5.5%

vs. Comparator:
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{2y CLINICAL RESPONSES

TABLE 9: STUDY Cxx-xe: CLINICAL RESPONSES OF MITT SUBJECTS

ATTOC
Clinical Response Ciprodex Comparator
Cure 102 (100%) 100 (100%)
Not Cure 22 (78.1%) 20 (72.8%)
Difference in Response Rate Ciprodex 2.2%, 95% C.L: -3.0%, 5.5%
v§. Comparator:

TABLE 10: STUDY Cxx-xx: CLINICAL RESPONSES OF MPP SUBJECTS T

AT TOC
Clinical Response Ciprodex Comparator o
Cure 102 (100%) 100 (100%)
Not Cure 22 (78.1%) 20 (72.8%)
Difference in Response Rate Ciprodex 2.2%, 95% (.1 -3.0%, 5.5%
vs. Comparatot:

APPEARS THIS WAY
ON ORIGINAL
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Submission Date: September 25, 2002
Reviewer Comments
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Set Two:

Including subjects with the following pathogens or pathogen classes isolated at bascline:

Prestdomonas aeruginosa
Staphylococcns aurens

/

And excludineg those with:

/

(1) MICROBIOLOGICAL RESPONSES

TABLE 11: STUDY Cxx-xx: MICROBIOLOGICAL RESPONSES OF MITT
SUBJECTS AT TOC

Microbiological Responsc Ciprodex Comparator
Success 102 (100%) 100 (100%)
Not Success 22 (78.1%) 20 (72.8%)

e
vs. Comparator:

Difference in Response Rate Ciprodex

225, 05% ClL: 3.0%, 5.5%

TABLE 12: STUDY Cxx-xx: MICROBIOLOGICAL RESPONSES OF MPP

SUBJECTS AT TOC
Microbiological Response Ciprodex Comparator
Success 102 (100%) 100 (106%a)
Not Success 22 (78.1%) 20 (72.8%)
Difference in Response Rate Ciprodex 2.2%, 95% C.1: -3.0%, 5.5%
vs. Comparator:
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(2) CLINICAL RESPONSES

TABLE 13: STUDY Cxx-xx: CLINICAL RESPONSES OF MITT SUBJECTS

ATTOC o
Clinical Response Ciprodex m(if)mpﬁratm
Cure 102 (100%) 100 (100%)
Not Cure 22 (18.1%; 20 (72.8%)
Difference in Response Rate Ciprodex 2.2%, 95% C.1: -3.0%, 5.5%
vs Comparator:

TABLE 14: STUDY Cxx-xx: CLINICAL RESPONSES OF MPP SUBJECTS

ATTOC T
Clinical Response Caprodex Comparator
Cure 102 (100%4) 100 {100%;
Not Cure : 22 (78.1%) 20 (72.8%)
Difference in Response Rate Ciprodex 2.2%, 95% C.1.:-3.0%, 5.5%

vs. Comparator:

APPEARS THIS WAY
ON ORIGINAL
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Set Three;

Including subjects with the following pathogens or pathogen classes molated at baseline:
Prendamonas aeruginosa o
Staplylococcus arnrens

And excluding those with:

(1) MICROBIOLOGICAL RESPONSES
TABLE 15 STUDY Cxx-xx: MICROBIOLOGECAT RESPONSES OF MITY
SUBJECTS AT 1TOC o ]

Microbiclogical Response Ciprodex | Comparator
Success 102 (100%) 100 (100%)

Nor Success 2.2 (78.1%) 20 (72.8%0)
Ditference in Response Rate Ciprodex 2.2%, 5% (11 3.0, 555

VS, i(-:u:)rnp:slrato fr: s

TABLE 16: STUDY Cxx-xx: MICROBIOLOGIC AL RESPONSES OF MPP

SUBJECTS AT TOC
Microbiological Response Ciprodex __(_o—mE arator
Success 162 (160%) 100 (100%)
Not Success 22 (78.1%) 20 (72.8%)
Ditference in Response Rate Ciprodex 22%, 950 C L 3%, 5.5% |
vs. Comparator:
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(2) CLINICAL RESPONSES

TABLE 17: STUDY Cxx-xx: CLINICAL RIS \[’( 1\‘ SEs OF ST SUBH TS

ATTOC ]
Clinical Response Cip ﬂdf % __ ,,,l Comparator
Cure 102 (000 | 100 (100%)
Not Care 22 (T8.1%) 20 (72.8%)

Difterence in Response Rate Ciprodex
Vs, Comparator

2200, O5% C1: -3.0%, 55%

TABLE 18: STUDY Cxx-xx: CLINICAL RESPONSES OF MPP SUBJECTS 4
AT TOC

Chindcal Response

Cure
Not Cure

( 1prndc\ o Comparator
102 (100%) 100 (100%)

22 (78.1%) 20 (72.8%) |

Ditference in Response Rate Ciprodex
vs. Comparator:

2 A ()“J“ i ( A Uo/n 5.5%

APPEARS THIS WAY

ON ORIGINAL
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For AOMT studies (99-59 and 00-52)

Note: For the MPP analysis, should also include those MITT subjects discontinued from the
study due 10 treatment failure.

TABLE 19: STUDY Cxx-xx: MICROBIOL.OGICAL RESPONSE RATES BY
PATHOGEN OF MITT SUBJECTS AT TOC

Ciprodex

Pathogen

Aerobic, Gram-Posiuve
Streptococcus pnesmoniae
Staphylococcus anrens

Comparator

9710 (90.0%)
9/ 10 (90.0%)

9/10 (90.0%;
9710 (90.0%0)

Aerobic, Gram-Negative

Haemophilus influenzae 9/10 (90.0%%) 9710 (90.0%)
——

Morasxcella catarrhalis 9710 (90.0°%) 9/10 (90.0%)

Prerdomonas aeruginosa G/ 10 (90.0%0) 9/10 (90.0%)

TABLE 20: STUDY Cxx-xx: MICROBIOLOGICAL RESPONSL RATES BY
_ PATHOGEN OF MPP SUBJFRCTS AT TOC
Pathogen Ciprodex Comparator
Acrobic, Gram-Positve
Streprococcus preuroniae 9/10 (90.0%) 9/10 (90.0%)
Staphylococcus avrens 9710 (90.0%) 9/10 (90.0%)
/
Aerobic, Gram-Negative
Haemophilus imflaenzae 1 9/ 10 (90.0%) 9/10 {90.0%)
Moraxella catarrbalis 9/ 10 (90.0%) 9/10 (90.0%)
Pseudonionas aeruginosa , 9/10 (90.0%) 9/10 (90.0%)
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TABLE 21: STUDY Cxx-xx: CLINICAL RESPONSE RATLES BY
PATHOGEN OF MITT SUBJECTS AT 1TOC
Pathogen Ciprodex C(;mparator

Aerobic, Gram-Positdve
Streptococens prenmoniae
Staphylococcns aurens

Aerobic, Gram-Negative
Haemophilus influenzae

Morascella catarvbalis

Prendomonas aerugenosa

/

9/10 (90.0%)
9/10 (90.03/0)

9/10 (90.0%)

9/10 (90.0%)
9/10 (90.0%)

9/10 (90.0%)
9/10 (90.0%)

9/10 (90.0%)

9/10 (90.0%)
9/10 (90.0%)

TABLE 22: STUDY Cxx-xx: CLINICAL RESPONSE RATES BY
PATHOGEN OF MPP SUBJECTS AT TOC

Pathogen

Ciprodex

Comparator

Aerobic, Gram-Paositive
Streptococcus prenmoniae
Staphylococcus anrens

Aerobic, Gram-Negative
Haemophilus influenzae

Moraxella catarrbalis

9/10 (90.0%)
9/10 (90.0%)

9710 (90.0%)

9/10 (90.0%)
9/10 (90.0%)

9/10 (90.0%)

_ 9/10 (90.0%) 9/10 (90.0%)
Preudomonas aernginosa 9/10 (90.0%; 9/10 (90.0%)
APPEARS THIS WAY

ON ORIGINAL
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Set One:

Including subjects with any pathogens isolated at baseline:

(1) MICROBIOLOGICAL RESPONSES

TABLE 23: STUDY Cxx-xx: MICROBIOLOGICAL RESPONSES OF MITT

SUBJECTS AT TOC
Microbiological Response Ciprodex Comparator
Success 102 (100%) 100 (100%)
Not Success 22 (78.1%) 20 (72.8%)
Difterence in Response Rate Ciprodex 2.2%, 95% C.1.: -3.0%, 5.5%
vs. Comparator:

TABLE 24 STUDY Cxxoxx: MICROBIOLOGICAL RESPONSES OF MPP |

SUBJECTS AT TOC

Microbiological Response Ciprodex Compartator
Success 102 (100%) 100 (100%)
Not Success 22 (78.1%) 20 (72.8%)

Difference in Response Rate Ciprodex
vs. Comparator:

2.2%, 95% C.1.: -3.0%, 5.5%

(2) CLINICAL RESPONSES

i

TABLE 25 STUDY Crxxx: CLINICAL RESPONSIES OF MITT SUBJECTS |

AT TOC
Clinical Response Ciprodex Comparator
Cure 102 (100%) 100 (100%)
Not Cure 22 (78.1%) 20 (72.8%0)

Difference in Response Rate Ciprodex
vs. Comparator:

2.2%, 95% C.L: -3.0%, 5.5%

TABLE 26: STUDY Cxx-xx: CLINICAL RESPONSLS OF MIPP SUBJECTS

AT TOC B
Clinical Response Ciprodex Comparator
Cure 102 (100%) 100 (100%)
Not Cure

22 (78.1%)

20 (72.8%)

Difference in Response Rate Ciprodex
vs. Comparatot:

2.2%, 95% .1.: -3.0%, 5.5%
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Including subjects with the following pathogens or pathogen classes isolated at baschine:

#  Streptococcus preamoniae
Staphylecoceus aurens
Haemophilus influenzae
Moraxella catarrbalis
Prendomonas aeraginosa

(1) MICROBIOLOGICAL RESPONSES

TABLE 27: STUDY Cxx-xx: MICROBIOLOGICAL RESPONSES OF MITT

q

SUBJECTS AT TOC

Microbiological Response

Ciprodex Comparator
Success 102 (100%) 100 {100%)
Not Success 22 (78.1%) 20 (72.8%)

Difference in Response Rate Ciprodex
vs, Comparator;

2.2%, 95% C.1.: -3.0%, 5.5%

TABLE 28: STUDY Cxx-xx: MICROBIOLOGICAL RESPONSES OF MPP
SUBJECTS AT TOC

Microbiological Response

Ciprodex

Comparator

Success
e
Not Success

102 (100%)
22, (78.1%)

160 (100%)
20 (72.8%)

Difference in Response Rate Ciprodex

vs. Comparator:

2.2%, 95% C.1.: -3.0%, 5.5%

(2) CLINICAL RESPONSES

TABLE 29 STUDY Cxx—xx: CLINICAL RESPONSES OF MITT SUBJECTS |

AT TOC
Clinical Response Ciprodex Comparator
Cure 102 (100%) 100 (100%
Not Cure

22 (78.1%)

20 (72.8%0)

Difference in Response Rate Ciprodex

vs. Comparator:

2.2%. 95% C.1: -3.0%, 5.5%




NDA # 21-537

Submission Date: September, 25, 2002
Reviewer Comments

Page 16

TABLE 30: STUDY Cxx-xx: CLINICAL RISPONSES OF MPP SUBJECTS
AT TOC

Clinical Response

Cor parator

Ciprodex

Cure
Not Cure

M2 (100%) | 100 (100%)
22 (78.1%, 20 (72.8°%)

Difference in Response Rate Ciprodex
vs. Comparator:

2.25%, 95% C.1 -3.0% 5.5%

APPEARS THIS WAY

ON ORIGINAL




This is aj;presentation of an electronic record that was signed electronically and
this page’is the manifestation of the electronic signature.

Daniel Nguyen
4/4/03 10:39:27 AM
CSo

fax comments clin & stat 04-04-03
Please sing off

Frances LeSane
4/10/03 09:39:53 AM
CSO

Jean Mulinde
4/11/03 09:37:35 AM
MEDICAL CFFICER

APPEARS THIS WAY
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201 South Freeway

o _ _ Fort Worth. Texas 76134-200¢
Division of Anti-Infective Drug Products

(817) 20930450
Office of Drug Evaluation IV (HFD-520)
Center for Drug Evaluation and Research Seane D. Jones; M.S. RAC.
Food and Drug Administration RECEIVED giSii!tggrDEgﬁg
Document Control Room 31 7003 = Y
9201 Corporate Boulevard MAR
Rockville, MD 20850 MEGNCDER

RE: NDA 21-537, CIPRODEX™ OTIC SUSPENSION
Amendment - PK Technica! Report 003:69:0303

Dear Sir/fMadam:

Enclosed is the PK Technical Report 003:69:0303 analyzing 10 patients combined from
clinical PK studies C-00-68 and C-02-58. The Technical Report and its contents were
agreed upon by the Agency in our February 5, 2003 teleconference.

If there are any questions or comments concerning this information, please contact me
at 817/ 568-6296.

Sincerely

Seaneg’D. Jones, MS, RAC
Assistant Director, Regulatory Affairs

Enclosures as Indicated.

cc: Lt. Daniel Nguyen, Project Manager Division of Anti-Infective Drug Products

ORIGINAL
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Airborne Express Airbill Number 4340371066 y @g n
March 18, 2003 @ @ Pv RESEARCH, Ltd.

6201 South Freeway

Division of Anti-Infective Drug Products Fort WO“,H' Texas 76134-2099
Office of Drug Evaluation IV (HFD-520) (817) 293-0450

Center for Drug Evaluation and Research Seane D. Jones, M.S., RA.C.
Food and Drug Administration Assistant Director—
Document Control Room

Regulatory Affairs
9201 Corporate Boulevard

Rockvilie, MD 20850

RE: IND 54,670
CIPRODEX™ OTIC SUSPENSION

IND Amendment — Amendment to C-02-58
SN: 045

Dear SirfMadam:

-

Alcon Inc., hereby submits a protocol amendment in accordance with 21 CFR 312.30(b).

Please be advised that IND 54,670 is being amended to add an interim lock of the database as

discussed with the Agency, clarify the plasma collection and processing, allow 2 short- -acting
antibiotics and add 2 additional investigators,

Enclosed in triplicate is the protocol amendment detailing the above mentioned changes.
The above referenced IND is being amended with two additional US physicians as principal

investigators for the C-02-58 Clinical PK protocol. Enclosed for each of these investigators are
their respective 1572 forms, CV's and IRB information.

y

if there are any questions or comments concerning this information, please contact me at
817/ 568-6296.

Enclosures as Indicated.

cc: Lt. Daniel Nguyen, Project Manager Division of Anti-Infective Drug Products



TELECON MINUTES

Meeting Date: February 5. 2003 Time: 2:30-3:00 P M.
Location: Corporate Building Spensor: Alcon rescarch, Ltd.
NDA Number: 21-337, Ciprodex” Otic Suspension

IND Number: 54,670, Ciprodex™ Otic Suspension

Participants from Division of Anti-Infective, HFD-52):
lanice Sorcth, M.D., Division Director

Phil Colangelo, Ph.D., Team Leader, Bio-Pharmaccutics
Paul Buehler, Ph.D., Reviewer, Bio-Pharmaceutics
Thomas Smith, M.D., Clinical Reviewer

Frances V -LeSane, Chief, Project Management Staff
Daniel Nguyen, Pharm. D., Project Manager

Susmita Samanta, M.D., Project Manager

Participants from Alcon:

Scane Jones Regulatory Atfairs -
Michae! Wall Otic/Nasal Product Development
Peter Conroy Clinical Sciences

Darell Turner Biostatistics

Ken Sullivan Biostatistics

Susan Potts Biostatistics

Lewis Silver Product Safety

David Dahlin Pharmacokinetics

Robert Faulkner Pharmacokinetics

Mark Jasek Pharmacokinetics

Backerouud:

On September 23, 2002, Alcon submitted a New Drug application for Ciprodex ™ Otic Suspension.
Part of this NDA was a PK study. number C-00-68. conducted in two centers, onc —
~ ,onein — Because of protocol violation reported in the — center. the
Division could not accept the data generated in that center. On January 16, 2003, Alcon subnutted a
new Phasc | protocol, C-02-38, to obtain additional patients to meet the required number of patients

tor this PK study. This rcleconference was scheduled to discuss the timehne for the current study
-02-38.

After introduction of the attendees, the following discussion took place:

» The Division notificd Alcon that the Final Study Report (FSR) for C-02-538 should be subnutted
to the NDA before April 25, 2003, which is ninety days betore the action date of this NDA

This casures enough time to review the new data and incorporate the mtormation in the
labehing.



« The I§R should contain the safety analysis, validation of methods, assessment of adverse
reactions.

«  The Sponsor explained that they are trying to obtam six pore patients 1o this study and oxpedt
to completc it betfore April 25,2003, The Sponsor agreed to provide the FSR betore tis date

L]

The Sponsor also agreed to provide clectronic and paper copivs ot the dati and the tables.

Minutes prepared by: Susmita Samanta
Concurred by: Janice Soreth. M.D.

APPEARS THIS WAY
ON ORIGINAL




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

/s/

Janice Screth
3/4/03 D1:35:45 PM

APPEARS THIS WAY
ON ORIGINAL




Airborne Express Airbili Number 4340370764

s
£

January 21, 2003 Ltd.
-

RESEARCH,
5201 South Freeway

Division of Anti-infective Drug Products Fort Worth, Texas 76134-2099

Office of Drug Evaluation 1V (HFD-520) {8:7)293-0450

Center for Drug Evai.ue.ition.and Research Seane D. Jones, M.S., RA.C.
Food and Drug Administration Assistant Director
Document Control Room Reqgulatory Affairs

9201 Corporate Boulevard

Rockville, MD 20850

RE: CIPRODEX™ OTIC SUSPENSION, NDA 21-537
Four Month Safety Update

Dear SirfMadam:

-

Alcon, Inc. hereby submits three copies of the four-month safety update for
Ciprodex Otic Suspension per CFR 314.50 and 505(i) of the act.

Since the filing of the Ciprodex Otic Suspension on September 23, 2002 no
additional ciinical trials have been initiated with Ciprodex Otic Suspension during
the subsequent four-month period. In addition, there were no ongoing clinical
studies at the time of the NDA submission. Thus, there is no new clinical safety
data to report in this four-month post-NDA safety update.

However post-submission review of the NDA revealed that a safety statement was

made in the precaution section of the package insert (Module 1, 3.B.1) for which no
supportive study was included:;

“No signs of local irritation were found when CIPRODEX® Otic was applied topically
in the rabbit eye.”

[
——

and for this
reason, an initial oversight was made in failing to include the technical report to

support the  — safety statement made in the submitted package insert.
Enclosed please find the attached technical report 099:30:0202 (belongs in Module
4, 4.2.3.2) ard Toxicology Tabulated Summary Table 2.6 7.3 E (Module 2,

2.6.7.3.E) for consideration and support of this statement. We apologize for this
oversight.




If there are any questions or comments concerning this information, please contact
me at 817/ 568-6296.
-

nes, MS, RAC

Assistant Director, Regulatory Affairs

Enclosures as Indicated.

cc. Lt. Daniel Nguyen, Project Manager Division of Anti-infective Drug Products

- APPEARS THIS WAY
ON ORIGINAL
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Airbome Express Airbill Number 4340370462 ed \‘\ i T 4.1;;2‘-'-‘1 BTRN
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6201 South Freeway
Fort Worth, Texas 76134-2720

Division of Anti-Infective Drug Products (817) 293-0450

Office of Drug Evaluation IV (HFD-520)

Center for Drug Evaluation and Research o fy\eanne Dt- é_one?,ﬁ'\ﬁ.s., RA.C.
Food and Drug Administration RECEIVED  /ssistant Director
Regulatory Affairs
Document Control Room ,
9201 Corporate Boulevard NOV 1 92002
Rockville, MD 20850 EWEGAJCDER %7..

RE: NDA 21-537 ORIG AMENDMENT
CIPRODEX® OTIC SUSPENSION
Case Report Forms For: C-99-59, C-00-52, C-98-19 and C-98-18;
Import SAS Transport Files Program and Microbiologist Answer to Questign

Dear Sir/Madam:

As per the November 6, 2002 teleconference between FDA and Alcon we are providing CD

copies of the Case Report Forms from clinical studies: C-99-59, C-00-52, C-98-19 and C-98-18,
as requested.

Also provided in this submission is the import SAS transport files program to aid the reviewing
statisticians.

Following the teleconference Dr. Harold Silver, reviewing microbiologist, requested the location

of the semi—(}lantitativc data. An email response to this question was given on November 12,
2002. Attached is that email response.

This should complete the action items owed to the Agency to complete your fileability review of
our NDA 21-537,

Should you need additional copies we will be glad to accommodate.

If there are any questions or comments concerning this submission, please contact me by
telephone at 817/568-6296 or via facsimile at 817/551-4630.

Sincggl\y, :

N s

SeaneZﬂdhcs, MS, RAC

Assistant Director, Regulatory Affairs : =

Enclosures as Indicated.
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Airborne Express Airbill Number 4340369865 s

- ESLIACH, L
October 31, 2002 65201 Soulh Fre: i',*
Fort Waortt Tex YEAZ-20094
(81729 ()45@

Lt. Danny Nguyen
Division of Anti-Infective Drug Products
Office of Drug Evaluation IV (HFD-520)

Seane D. Jones, M.S., R A.C.
Assistant Director

Regulatory Affairs

Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard RECEVED
Rockvilke, MD 20850 B .

: ORIG AMENDMENT NOY 0 1 2002

AR AT =

RE: NDA 21-537 ME“W‘“’DTE'

CIPRODEX® OTIC SUSPENSION

Clinical Treatment Code Tables, Complete Data Sets With Patient
ID’s & Patient Codes And Reasons For Exclusion Codes

Dear Lt. Nguyen:

As per our teleconference this afternoon we are providing the clinical treatment

code tabies, complete data sets with patlent IDs and patient codes and reasons
for exclusion codes.

If there gre any questions or comments concerning this submission, nlease
contact me directly at 817/568-6296.

Sip,eerely
>

Se D\J ones, MS, RAC
Assistant Director, Regulatory Affairs

Enclosures as Indicated.




Airbarne Express Airbill Number 1113247461

Ry
Octobeg2, 2002 W rmggpspﬂ MRETS

-
6201 South Fraz vz,

Fort Wortn, Texz:s 7213 1-0010G

Dr. Susmita Samanta and (817 293-045C
Dr. Danny Nguyen . _
Division of Anti-Infective Drug Products soane D Jones 415, RAC.
Office of Drug Evaluation IV (HFD-520) Regulatary Affairs
Center for Drug Evaluation and Research
Food and Drug Administration EiyEr
Document Control Room RECEIVE.
9201 Corporate Boulevard 0CT 03 2007
Rockville, MD 20850 o

: MEGA/CDER
RE: NDA 21-537, CIPRODEX® OTIC SUSPENSION -

SAS Transport Files (CDs) and Electronic Review Aide CDs

Dear Drs. Samanta and Nguyen:

I am enclosing 2 copies of the SAS transport files (CDs) as promised.

Also included in this mailing are 5 copies of the electronic review aide for our

NDA submission. Our publishing group has printed 5 copies of instructions of
how to access these CDs, for ease of use.

If you n€ed additional copies we will be glad to accommodate your requests.

If there are any questions or comments concerning this information, please
contact me at 817/568-6296.

Singerely,

Seané.B. Jbnes, MS, RAC
Assistant Birector, Regulatory Affairs

Enclosures as indicated.



CIprovex wuc NVA £1-337 Awun, Inc.
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-

Division of Anti-Infective Drug Products

6201 South Freeway
Office of Drug Evaluation IV (HFD-520)

Fort Worth, Texas 76134-2099

Center for Drug Evaluation and Research (817) 293-0450

Food and Drug Administration

Document Control Room igg{;fagt' E’)?rr;if('):“'s" RAC.
9201 Corporate Boulevard Regulatory Affairs”~
Rockville, MD 20850

RE: NDA 21-537
CIPRODEX® OTIC SUSPENSION
(ciprofioxacin 0.3% and dexamethasone 0.1% otic suspension)
“Original New Drug Application — User Fee 1D #4412
‘EXPEDITED REVIEW REQUESTED

Dear SirfMadam:

As an authorized U.S. representative of Alcon, Inc., | hereby submit an original
New Drug Application (NDA) for Ciprodex® Otic Suspension. This NDA is being
submitted pursuant to21 CFR §314.54 and Section 505(b)(1) of the Federal
Food, Drug, and Cosmetic Act. The drug product will be marketed as a

prescription product and is indicated for the topical treatment of otic bacterial
infections and inflammation (AOMT and ACE).

Alcon requests an expedited review of our NDA application, CIPRODEX Otic
Suspension. Our basis for requesting an expedited review is detailed inan
attachment immediately following this cover letter.

CiproRoxacin hydrochloride as well as the trademark name CIPRODEX® is
licensed from Bayer AG, who manufactures Cipro® for the treatment of various
infections. A letter of authorization from Bayer AG granting permission to
reference their U.S. DMF is included in Module 3 (3.2.5). '

This application was prepared in the common technical document format in ‘
accordance with FDA and {CH guidance documents.

This application consists of an archival capy and review copy. These copies have
been generated utilizing CoreDossier.

Consistent with the FDA guidance, Submiiting Marketing Applications According
to the ICH-CTD Format — General Considerations, pagination is at the document

R —

Letter and Expedited Review Request, Page 1




R T II R R R EEEEEEEETIII T T
CAPrUorex JUC (YA £4-00 ¢
NDA 21-537 -
CIPRODEX® OTIC SUSPENSION
Page 2
September 23, 2002

SRALULL, AL,

level, volumes are identified by module and numbered sequentially within a
modul®.

A list of the facilities listed in this application is included as an attachment in
Module 1. All the facilities listed are ready for inspection.

If there are any questions or comments concemning this submission, please
contact me by telephone at 817/568-6296 or via facsimile at 817/551-4630.

Assistant Difector, Regulatory Affairs

APPEARS TH!IS WAY
ON ORIGINAL

) -
Letter and Expedited Review Request, Page 2




TELECOM MEETING MINUTES

TMEETINGDAT?E: 11-8-02 - TIME: 11:00 am LOCATION: S-346

DRUG: Ciprodex Otic Suspension

APPLICATION #: 21537
SPONSOR: Alcon

'f'DA ATTENDEES:
Daphne Lin

- Joel Jiang
Danny Nguyen

EXTERNAL ATTENDEES:

NAME

Darrell Turner
Susan Potts
Gary Elliott
Michael Pfleger

MEETING OBJECTIVES:

TITLE

Biostatistics Team Leader
Biostatistics

Project Manager

TITLE -
Biostatistics

Biostatistics

Biostatistics

Regulatory Affairs

e To clarify additional data set issues discovered by the FDA.

DISCUSSION AND RECOMMENDATIONS:

e FDA convgyed to the sponsor the discrepancy that I'DA discovered in the data sets between the SAS
transport files data sets and the raw data sets (version 8) submitted as desk copy to the FDA. There are
more data sets in the raw data sets (version 8) for certain studies when compared to the number of data
sets originally submitted as SAS transport files for the same studies.

e The sponsor conveyed to the FDA the extra data sets present in the raw data sets (versiormr 8} are used to

calculate confidence intervals only.

« To avoid further confusions with the data sets, the sponsor suggested that they will submit to the FDA. -
as desk copy, the software used to convert SAS transport files data sets (version 6) to raw data sets

(version 8). FDA concurs.




UNRESOLVED ISSUES OR ISSUES REQUIRING FURTHER DISCUSION:

=% There are no unresolved 1ssues.
-

ACTION ITEMS:
e  Nopne.

Drafied by: DKN 7 11-13-02
T mtialad by SS T
Final: dae

LT Danie!l K. Nguyen
Regulatory Health Project Manager

Jean Mulinde, M.D.
Medical Team Leader
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MEMORANDUM OF TELECON

DATE: Novgmber 6,2002 TIME: 3:00 PM LOCATION: S-346

APPLICATION NUMBER: NDA 21-537

DRUG NAME: Ciprodex Otic Suspension (ciprofloxacin 0.1% and dexamethasone 0.1% otic

suspenston)

BETWEEN:
Name:

Michael Wall, PhD
Michael Pfleger, JD
Seane Jones, MS, RAC
Darell Turner, PhD
Susan Potts, MS

Gary Elliott, MS

David W. Stroman, PhD
Peter J. Conroy, PhD, D
Leshe E. Lemke, MS, PhD
David Dahlin, PhD

Gail Hogg, BS

Robert Faulkner, PhD
James E. Chastain, PhD
Sheryl Dupre, BS

Lewis H. Silver, PhD

Director, Otic/Nasal Product Development

St. Director, Consumer Products, Otic/Nasal Prod., Regulatory Affairs
Assistant Director, Otic/Nasal Products, Regulatory Affairs

Sr. Director, Biostatistics & Clinical Data Management

Manager, Biostatistics, ENT & Anti-Infectives, Biostatistics & Climical
Data Management

Manager, SAS Programming, Biostatistics & Clinical Data Management
Director, Anti-Infective Microbiology -

Associate Director, Clinical Science, Otic/Nasal Product Development
Sr. Scientist, Otic/Nasal, Toxicology

“ Senior Director, PK/ADME, Pharmacokinetics/Drug Metabolism

Senior Product Safety Specialist 11
Director, Clinical Pharmacology, Pharmacokinetics

Assistant Director, Pharmacokinetics/Drug Metabolism, Pharmacokinetics
Assistant Director, Otic Clinical Development
Senior Director, Product Safety

Representing: Alcon Research, Ltd.

AND
Name:

Janice Soreth, MD

Jean Mulinde, MD

Tom Smith, MD

Daphne Lin, PhD

Joel Jiang, PhD

Phil Colangelo, PharmD, PhD
Sue Chih Lee, PhDD

Susmita Samanta, MD

LT Daniel Nguyen, RPh

Director

Medical Team Leader

Clinical Reviewer b
Biostatistics Team Leader

Biostatistics Reviewer

Biopharmaceutics Team Leader

Biopharmaceutics Reviewer

Regulatory Health Project Manager

Regulatory Health Project Manager

Representing: Division of Anti-Infective Drug Products, HFD-520




MEETING OBJECTIVES:

1.

ol

The need for additional Case Report Forms.

Discuss status of the PK study (investigation into the protocol violation with study # C-00-68
Chinical PK Study at ———

Discuss the reasons why the FDA is not granting Alcon’s reques: for expedited review of the
NDA.

DISCUSSION AND RECOMMENDATIONS:

1.

The Division requested that the sponsor submit additional Case Report Forms in PDF format.
The Division agreed to fax a list of patient numbers, categorized by study, by COB 11-07-02.

The Division anticipates that the Division of Scientific Investigation (DSI) will find the PK data
from Dr. —_ to be unacceptable due to issues with data integrity. Therefore, the

Division recommends that the sponsor select another clinical site and repeat the PK study. The

sponsor asked the Division if the PK data from the four existing patients at the = clinical
sitc would be enough to support the NDA provided the sponsor agreed to perform a sgparate PK
study as a Phase IV Commitment. The Division stated that the data from the four patients at the

—= .hinical site are not acceptable alone and that another PK study would be necessary. The
sponsor agreed to conduct another PK study identical to the one already conducted. The

Division will accept study results from ten new patients plus the four — patients to support
the PK for Ciprodex.

The sponsor will submit the PK study protocol to the Division within the next two to three
weeks.

4. The Division stated that expedited review was not granted for the NDA because:

a. The proposed indication is not considered serious or life threatening.
b. There are multiple alternatives for the treatment of the disease state.

-

LT Daniel Nguyen, RPh

Regulatory Health Project Manager
Minutes Recorder

Jean Mulin&ic, MD
Medical Team Leader
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation ODE IV

FACSIMILE TRANSMITTAL SHEET

DATE: November 4, 2002

To: Seane D. Jones From: [.T Danicl Nguyen

Company: Alcon Research LTD Division of Division ol Anti-Infective Drug
- Products

Fax number: 817-551-4630 Fax number: 301-827-2325

Phone number: 817-568-6296 Phone number: 501-827-2125

Subject: Stat and Clinical comments on SAS data sets -

Total no. of pages including cover: 4

Comments:

Document to be mailed: OYES M NO

THIS DOCUMENT IS INTENDED ONLY 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 this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action ‘based on the
content of this communication is not authorized. If you have received this document i error, please
notify us immediately by telephone at (301) 827-2125. Thank you.
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Statistical Comments
NDA 21,537 (Ciprodex)

-

General Rules for Submission of Data Sets Requested by Statistical Reviewer:
b, Luch subject must be identified with a single, unique number for the entire application.

7. “The variables should be represented as column headings with cach resubt or observation for
an individual subject in the rows, allowing for multiple rows per subjects.

3. When at all possible, the same variable names and codes should be used across studies.

4. Include variable descriptions and codes in the column header. ”

5 The format of variables for similar types of data should also be consislent within and across
studies.

0.

Data variable names should be limited to 8 characters with a more descriptive name, up 1o
12 characters, provided as data variable label.

According to the Guidance for Industry: Providing Regulatory Submisstons to Office of Food

Additive Safety in Electronic Format-General Considerations, each data set as a SAS transport
file should be provided.

The major problems encountered with the data files submitted are:

1. The values or codes of some variables seem unidentified and not interpretable (See attached
examples). [If the regular SAS data sets are adequately set as assumed, the problems for
those codes and values that are not interpretable or unidentified might have been caused
when sequential file formats (transport files) were created. The Sponsor will need to review
all SAS transport files submitted in support of the NDA to resolve these 1ssues.j

2. There is only one SAS "format.sc2” for the data sets of Study C0052, but none for the other
studies.

Clinical Comment

Can the Applicant identify the location in the Electronic Review Aid where a listing of the code
detinitions uged in each data set (similar to those provided for the evaluability data set in the
October 31, 2002 submission) can be found. If such a listing 1s not available, please provide as
an amendment to the NDA.

E&ESD
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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.

Daniel Nguyen

11/4/02 03:12:22 PM
€S0

Faxed on 11/4/02
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation ODE 1V

- o e — e e T— T e S

FACSIMILE TRANSMITTAL SHEET

DATE: November 4, 2002

Ta: Scane D. Jones From: LT Daniel Nguven

Company: Alcon Research LTD Division of Division of Anti-lnfective Drug
Products

Fax number: §17-551-4630 Fax number: 301-827-2325

Phone numpber: 817-568-6296 Phone number: 301-827-212%

Subject: Stat and Clinical comments on SAS data sets

Total no. of pages including cover: 4

Comments:

. S A

Document to be mailed: OYES B NO

THIS DOCUMENT IS INTENDED ONLY 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.

£X
If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, digciosure, dissemination, copying, or other action based on the
content of this communication is not authorized, |f you have received this document in error, please
notify us immediately by telephone at (301) B27-2125. Thank you.




Division of Anti-Infective Drug Products
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard. HI'D-320
Rockville, MD 20850
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TELECOM MEETING MINUTES

vz MEETING DATE:  10-31-02 ~ TIME: 4:00 pm LOCATION: §5-346
-
DRUG: Ciprodex Otic Suspension
APPLICATION #: 21537

v SPONSOR: Alcon

"FDA ATTENDEES:

NAME TITLE

Jean Mulinde Medical Team Leader
Tom Smith Medical Officer
Daphne Lin o Biostatistics Team Leader
Joel Jiang . ‘ Biostatistics

Susmita Samanta Project Manager
Danny Nguyen Project Manager
EXTERNAL ATTENDEES:

NAME , TITLE

Darreil Turner ' Biostatistics

Susan Potts Biostatistics

Gary Elliott Biostatistics

Michael Wall Project Manager

Michael Pfleger Reguiatory Affairs
Seane Jones Regulatory Affairs

MEETING OBJECTIVES:

e To clarify issues that Dr. Jiang (Biostatistics) has conceming the SAS transport files data sets that were
submitted By the sponsor.

DISCUSSION AND RECOMMENDATIONS:

e FDA conveyed to sponsor that there might be some technical problem with the SAS transport files data
sets that were submitted.

1. When data sets from the SAS transport files were extrapolated into JMP4, unidentifiable
vanables appear.

7. There are no definition sets for the variables.

+ Sponsor agree to overnight to FDA (as desk copies):

1. Data sets-with patient # and treatment code for cach of the four pivotal studies on SAS transport
files in CDs (three copies).

2. Hard copy set of defmitions for the variables.

e  FDA recommended for the sponsor to look into the possibility of problems in converting the raw SAS
data sets into SAS transport files.

-




UNRESOLVED ISSUES OR ISSUES REQUIRING FURTHER DISCUSION:
e  FDA will follow up with the sponsor on their analysis of possible techinical problems with the SAS
e transport files data sets that was submtted.
¢ Sponsor éfailed to FDA their rationale for expedited review of Ciprodex Otic Suspension (attached)
requesting the explanation for FDA decline for expedited review.

ACTION ITEMS:

¢  Nope
LT Daniel K. Nguyen
Regulatory Health Project Manager
Jean Mulinde, M.D.
) - Medical Team Leader

Drafted by: DR/ 11-18-02

Initialed by: 55

Finai: date
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10-31-02 Telecon Minutes
Please sign off

Daphne Lin
1/6/03 04:06:19 PM
BIOMETRICS

Jean Mulinde
1/8/03 07:05:03 AM
MEDICAL OFFICER
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Food and Drug Administration
Rackwville, MD 20857

NDA 21-

A
]

Alcon Rescarch, Ltd.

Attention: Scane D. Jones, MS, RAC
Assistant Director, Regulatory Aftairs
6201 South Frecway

Fort Worth, TX 76134-2099

Dear Ms. Jones:

We have received your new drug application (NDA) submitted under section 3035(h) of tle
Federal Food. Drug, and Cosmetic Act for the following:

Name of Drug Product:  CIPRODEX® OTIC SUSPENSION, (Ciprotloxacin HCL
0.3%/Dexamethasone 0.1 otic suspension)

Review Prionity Classification: Standard (S)
Datc of Application: September 23, 2002
Date of Receipt: September 25, 2002

Our Reference Number: NDA 21-337
Unless we notity you within 60 days of the receipt date that the application 15 not sufficiently
complete to permit a substantive review, we will filc the application on Noveinber 22, 2002 in

accordance with 21 CFR 314.101(a). If the application is filed, the user fec ghal date will-be
July 25, 2003.

Plcase cite the NDA number listed above at the top of the first puge of any co nmunications
conceming this application. Address all communications concerning this N A as follows:

UJ.S. Postal Service:

Food and Drug Admiunistration

Center for Drug Evaluation and Research

Division of Anti-lntective Drug Products, HFD-520
Aftention: Division Document Room

3600 Fishers Lane

Rockville. MD 20857




NDA 21-537

Page 2

Cournervcemight Mail;

Food and Drug Administration

Center for Drug Evaluation and Rescarch

Dmvision of Anti-intective Drug Products, HFD-520

Atentton: Document Room

9201 Corporate Blvd.

Rockville, MD 20850 *

It you have any questions, call LT Daniel Nguyen, Regulatory Health Project Manager, at (301)
827-2125.

Sincerely,
{See uppended elecironic sisnanre page
SR 0

Frances V. LeSane
Chief, Project Management Staft

Division of Anti-Infective Drug Products, HFD-520
7 "~ Office of Drug Evaluation 1V

Center for Prug Evaluation and Research

APPEARS THIS WAY
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Frances LeSane
10/11/02 04:17:27 PM
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= INDUSTRY MEETING MINUTES

Meeting Date: February 13, 2002

Location: Corporate Building ~Room S-300
IND: 54,670
Drug: CiproDex™"" Otic Suspension
- (0.3% ciprofloxacin hydrochloride and 0.1% dexaraethasone)
Sponsor: Alcon Research, Ltd.
Type of Meeting: Pre-NDA
Meeting Chair:  Dikoe Makhene, M.D.
Clinical Team Leader

Division of Anti-infective Drug Products (HEF13-320)

Minutes Recorder: Susmita Samanta/ Project Manager

FDA Attendees:
Janice Soreth, M.D.
Dikoe Makhene, M.D.
Tom Smith, M.D.
David Roeder
Jenny Zheng, Ph.D.
Frank Pelsor, Ph.D.
Albert Sheldon, Ph.D.
Daphne Lin, Ph.D.
Joel Jiang, Ph.D.
Harold Silver
David Katague, Ph.D.
Milton Sloan, Ph.D.
Terry Peters, D.V.M.
Amy Eliis, Ph.D.
Susmita Samanta

Alcon Research Attendees:

Dr. Michael Wall
Mr. Michael Pfleger
Ms. Seane Jones
Dr. Leshie Lemke
Dr. Peter Conroy

Titles:

Division Director

Medical Team Leader

Clinical Reviewer

Associate Director for Regulatory Affairs
Clinical Pharmacology Reviewer
Team Leader/Clinical Pharmacology
Team Leader/Microbiology

Team Leader/Statistics

Statistical Reviewer

Microbiology Reviewer

Chemistry Team Leader

Chemistry Reviewer

Acting Pharmacology Team Leader
Pharmacology Reviewer

Project Manager

Titles:
ENT Products R&D
Regulatory Affairs
Regulatory affairs
Toxicology

Offices:

HEFD-520
HFD-520
HED-520
HFD-104
HED-520
HEFD-320
HrD-520
HEFD-725
HFD-725
HFD-520
HFD-520
HFI>-520
HIFD-520
HFD-520
HEFD-520




Dr. PeRr Roland " Clinical

Dr. Perrin White Medical Advisor

Dr. Robert Faulkner Medical Advisor

Dr. David Stroman Clinicai Pharmacology

Ms. Susan Potts Microbiology

Dr. Joe Bullock Biostatistics

Dr. Kent Sternitzke Pharmaceutics
Analytical Chenustry

Background Information:

The Sponsor plans to submit an NDA in second quarter of 2002 to provide for the use of
CiproDex™ Otic Suspension In the treatment of acute otifis externa and acute otitis
media with tympanostomy tubes. The Sponsor requested a pre-NDA mceting with the
Division on December 21, 2001 to discuss various questions. The briefing document was
received on December 26, 2001. -

Discussion Points:

After introduction of the meeting attendees, the following questions were discussed.

Chemistry:

1. Does the FDA agree that the drug product tests and specifications are acceptable (see
Tables 2.2-3 and 2.2-8)?

The tests appear to be acceptable. The specifications of the total degradants for each
active seem loose and are without justification, Recommend re-examination of the
specifications for degradants with a view toward tightening.

2. We propose to submit in the NDA —=— drug product stability data in

support ofan — expiry date for the drug product. Is this
acceptable to the FDA?

Yes, in addition ——  ofaccelerated data should be included. A
statistical analysis of the data showing projected shelf-life should also be
included. The Sponsor has agreed to look at  data.

Toxicology:

3. Alcon proposes to submit all preclinical toxicology reports for the two active
ingredients in CiproDex™ otic suspension with the NDA m early surnmer 2002. The
final toxicology study conducted to determine the safety of CiproDex™ degradation
products in the guinea pig middle ear will not be available until August 2002, Is =




accefable to file the NDA with the in-life phase of this study to be followed by the
final complete report in August 20027

Normally, we would not be averse (o accepting a final repart of one study after the
NDA has been filed (especially one focusing on degradation products in the
suspension that is not really expected to demonstrate any ototoxicity). However. the
Division sought assurance that the sponsot will submit the report in a timely manner
during the NDA review period. Review of the report will be necded for the Division
to take a final action. The Sponsor agreed.

4. The safety of Ciprofloxacin and Dexamethasone is well known. These agents are m

many marketed products with indications for administration by intravenous, oral and
topical routes. Due to the well characterized nature of these active ingredients, Alcon
Corporate Toxicology plans to support the preclinical Toxicology of ciprofloxacin
and dexamethasone in the NDA submission by referencing the published literature

data and Alcon ototoxicity data presented in this briefing packet. Docs the agency
have comments in regards to this plan?

Use of data from the published scientific literature on ciprofloxacin and
dexamethasone systemic toxicities to support the CiproDex™ NDA is acceptable, but
it would also be helpful to get permission to cross reference the NDA for oral or IV
Cipro. Data from the Cipro NDAs would be used to write some sections of the
proposed label (Mutagenesis/Carcinogenesis and Pregnancy/Reproduction sections)

for this product; the labels for all Cipro products (including the Cipro HC Ote
Suspension) should be consistent.

Nonclinical PK:

E

5. Does the FDA agree that Alcon can support the preclinical pharmacokinetics and

disposition of ciprofloxacin and dexamethasone by referencing data reported in the
literature and data generated by BAYER AG?

The Sponsor’s plan to use data from the literature and to cross reference Bayer's data
is acceptable to the Division.

APPEARS THIS WAY
ON ORIGINAL




Clinica¥PK:

6.

Does the FDA agree that study C-00-68 is adequate to provide systemic safety
pharmacokinetic data of ciprofloxacin and dexamethasone in children for the AOE
and AOMT indications”

The division agrees and recommends inclusion of exposure (AUC) i the andtysis of
the results of study C-00-68 for the NDA. Also, the Sponsor should reconcile the
doses (mL/drop) of ciprofloxacin and dexamethasone administered in the study C-00-
68 with the dose (mL/drop) recommended in the final product label.

Does the FDA agree that because of the low plasma concentration and short duration
of tréatment, no specific evaluation of the effects on HPA axis suppression is
necéssary for CIPRODEX™ administered by the topical otic route?

The Sponsor will submit the literature referred to in the briefing document first for
Divisional review.

-

Clinical:

8.

10.

Does the Agency agree that Alcon’s justification for (a) concentration of 0.3%

ciprofloxacin and 0.1% dexamethasone; and (b) posology (4 drops, twice daily for 7
days) is acceptable?

If these are the dose and regimen used in the studies, they are acceptable. (This was
confirmed by the Sponsor).

Is Alcon’s plan to file an NDA for an AOMT indication in pediatric patients based on
thetesults from two studies demonstrating that CiproDex™ Otic Suspension 1s
superior to CILOXAN Solution (C-99-59) and non-inferior to FLOXIN Otic Solution
(C-00-52) acceptable?

The Division does not have any specific issue regarding this plan. The clearest wur is
when the study drug shows superiority but without that it is important to show that
use of CiproDex™ provides an advantage to use of ciprofloxacin alone.

Given the demonstration of the effect of the steroid component
dexamethasone) in the time to end of otorrhea for the AOMT indication,
is Alcon’s plan to file an AOE indication acceptable?
This is a review issue. As mentioned before, data needs to show use of CiproDex™
provides clear advantage of the combination over plain ciprofloxacin.

Comments from Statistical reviewer:

The Sponsor should clarify the definition of the primary efficacy variable. The
briefing package contains inconsistency in this regard. In the protocol, the definition




of prifffary efficacy variable is clinical improvement as measured on a 4-point scale at
the TOC visit which means that patients declared as cured and improved should be
included as success. However, the tables displaying the results included only those
patients with clinical cure as success and excluded patients classified as climcal
wiprovement.

Microbielogy:

11. Although —_— s considered normal skin flora, it 15 also
recognized as a pathogen in ocular infections, endocarditis, intravenous catheter
infections, bacteremia, osteomyelitis, wound infections, and urinary tract infections.
Does the FDA agree that, if evidence is presented on specific strains and their
association with otic infections (i.e., AE, AOMT) as distinct from the strains
recovered from healthy ear canals and a sufficient number of successful outcomes
are achieved | | — can be listed in the package insert as one
of the species for which CiproDex™ is indicated. -
The Sponsor will need to show clinical efficacy and indication relevancy and
provide justification for addition of any organisms to the list of pathogens, other
than recognized pathogens of AOMT or AE. Only those pathogens allowed in the
Indication and Usage section will be allowed in the label. The ciprofloxacin HC otic
suspension and offoxacin otic solution labels are examples the Sponsor can refer to.

Additional Comments:

e The package insert will only contain a first list because the second list is based
on breakpoints which reflect drug concentrations in blood. Since breakpoints
are not established for topical drug products, the second list is not appropnate.

e As to the data to be analyzed, the Sponsor should use M-23 of the NCCLS,

since breakpoints are not established for topical drugs, some sections may not
be relevant.

» The Sponsor was provided with the desired Table of Contents {TOC) for -
“Jtem 7. Microbiology Section of a New Drug Application”. The Sponsor
was asked to submit the NDA with topics and headings as described in the
“Table of contents™ (TOC).

e The Sponsor was asked if they had performed any “semi-quantitative culture
technique” procedures to help characterize the presence of pathogens in
microbiological samples. They stated that they did and agreed to provide
information on the semi-quantitative technique used and the results obtained.




Regulatory:

12. Alcon intends to submit an NDA for CiproDex'™ Otic in 2002 utilizing the CTD
format. Is this acceptable?

It is acceptable. The Division will work with the Sponsor since it new to us as well

[3. Alcon intends to submit the archive copy of this NDA partly in paper and partly in
electronic format; paper archive and review copics for all 5 modules with the
exception of case report forms, and patient listings being submitted only
electronically in PDF format, SAS Transport files containing the biostatistical data
will be provided on CD-ROM.

Seems fine, SAS transport file should be submitted to EDR.

The Sponsor indicated that the NDA is going to be submitted in two parts, the {irst part
will be submitted during second quarter of 2002 and the second part will be submitted
120 days later. However, the PDUFA clock will be activated when all the components of
the NDA have been submitted.

The discussion was concluded and the meeting adjourned.

Minutes Prepared By: S. Samanta

-

Minutes Concurred By: Janice Soreth
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CiproDex Otic NDA 21-53.

-

—
P

Alcon, Inc.

DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

Form Approved: OMB No. 09100207
Explration Date: Fabruary 28, 200

USER FEE COVER SHEET

carTbe found on CDER's website: http:/fwww fda.govicder/pduta/default. htm
1. APPLICANTS NAME AND ADDRESS

See Instructions -on Reverse Side Before Completing This Form

-
A completed form must be signed and accompany each new drug or biologic product application and each new su
reverse side. If payment is sent by U.S. mail or courier, please include a co

pplement. See exceptions on the
py of this completed form with payment. Payment instructions and fee rates

ALCON, INC.
_P.OBOX 62
"BOSCH 69
CH-6331 HUNENBERG
SWITZERLAND

4. BLA SUBMISSION TRACKING NUMBER (STN)/ NOA NUMBER
NO21537

'S T DOES THIS APPLICATION REQUIRE CUNICAL DATE FOR APPROVAL 7
< vES [“_'| NG

IF YOUR RESPONSE IS "NQO™ AND THIS 1S FOR A SUPPLEMENT, STOP HERE
AND SIGN THIS FORM.

IF RESPONSE 1S YES', CHECK THE APPROPRIATE RESPONSE BELOW:

@ THE REQUIRED CLINICAL DATA ARE CONTAINED iN THE APPLICATION.
D THE REQUIRED CLINICAL DATA ARE SUBMITTED BY

<. TELEPHONE NUMBER (include Ares Code)

(817 ) s568-6296
3. PRODUCT NAME

REFERENCE TO:

(APPLICATION KO. CONTAINING THE DATA].

ciprofloxacin 0.3% and dexamethasone 0.1% otic susp

& USER FEE1D. NUMBER
4412

D A LARGE VOLUME PARENTERAL DRUG PRODUCT
APPROVED UNDER SECTION 50§ OF THE FEDERAL
FOOD, DRUG, AND COSMETIC ACT BEFORE 9/1/92
{Self Explanatory)

D THE APPLICATION QUAUFIES FOR THE ORPHAN

EXCEPTION UNDER SECTION T36{a){1 XE) of the Fedaral Food,
Drug, and Cosmetic Act

{See Hem 7, reverse side befors checking box.}

COMMERCIALLY
{Self Explenatory)

7. 15 THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.

D A SD5(bKZ) APPLICATION THAT DOES NOT REQUIRE A FEE
{Ses tem 7, roverse side before checking box.)

D THE APPLICATION IS A PEDIATRIC SUPPLEMENT THAT
QUALIFIES FOR THE EXCEPTION UNDER SECTION 736(a){1)XF)of
the Federal Food, Drug, and Cosmetic Act
{See item 7, reverse side before checking box.}

D THE APPLICATION IS SUBMITTED BY A STATE OR FEDERAL
GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED

"

8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION?

O ves B3 no

{See em &, reverse side ff answered YES)

Depaniment of Health and Human Senrvices
Food and Drug Admenistration

CBER, HFM-99

1401 Rockvile Pike

T -kville, MD 20852-1448

CDER, HFD-94
and

Rockville, MD 20852

SIGRATURE OF AUTHORIZED COMPANY REFRESENTATIVE

Public reporting burden for this collection of Information is estimated to average 30 minutes per response, including the time for reviewing instructions,
searching existing data sources, gathenng and maintaining the data needed, and
regarding this burden estimate or any other aspect of this collection of information.,

Food and Dug Administraton

12420 Parklawn Drive. Room 3046

completing and reviewing the cofllection of information. Send commerhs
ncluding suggestions for reducing this burden to;

An agency may nol conduct or sponsor, and a personis not
required to respond to, @ collection of informaticn unfess K
displays a currently valid OMB cgatrol number.

TITLE

Seane D. Jones
FORM FDA 3397 (4/01)

Assistant Director
Regulatory Affairs

DATE

August 23, 2002

VA

3.A5. User Fee Cover Sheekageadan aon o B



