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Azelastine Eye Drops
Patent Certification

Patent Number: 5,164,194
Expiry Date:  11/01/2010

Type of Patent: Medicament for nasal use or for the eye containing as active ingredient azelastine or a
physiolgically acceptable salt )

Name of Patent Owner: ASTA Pharma Aktiengesellschaft, Fed. Rep. of Germany " .

Name and Address of Agent:  Dr. Juergen Bachmann, AWD, Fed. Rep. of Germany 2

Original Declaration:

The undex;signed declares that Patent No. 5,164,194 covers the formulation, composition and/or method of

use of Azelastine Eye Drops. This product is the subject of this application for which approval is being
sought.

[
Drf. Juergen Bachmann
Phtent Specialist
AWD
Dresden, Fed. Rep. of Germany

1) ASTA Medica Aktiengesellschaft had been named at the time of patent approval ASTA Pharma
Aktiengesellschaft

2) AWD is a 100% owned subsidiary of ASTA Medica Aktiengesclischaft

CA\TEMP\PATCERT.DOC
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EXCLUSIVITY SUMMARY for NDA # 21-127

Trade Name OPTIVAR Generic Name Azelastine Hydrochloride
_ Ophthalmic Solution, 0.05
Applicant Name Asta Medica HFD~ 550

Approval Date  May , 2000

PART I: IS AN EXCLUSIVITY DETERMINATION NEEDED?

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

a) Is it an original NDA? YES/ XX / NO / /

b) Is it an effectiveness supplement? YES / / NO / /

If yes, what type(SEl, SEZ2, etc.)?

¢) Did 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 only of biocavailability
or bioceguivalence data, answer "NO.")

YES / XX / NO /___/

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

If it is a supplement requiring the review of clinical
data but it is not an effectiveness supplement, describe
the change or claim that is supported by the clinical

- data: :

d) Did the applicant request exclusivity?
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YES / XX / NO /__ /

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

e) Has pediatric exclusivity been granted for this Active

Moiety?
YES /QK / NO / /

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

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

YES / / NO / XX/

If yes, NDA # ' : Drug Name

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

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

YES /___/ NO / XX/

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

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as the drug
under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates
or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex,
chelate, or clathrate) has not been approved. Answer "no" if
the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce
an already approved active moiety.

YES / X / NO /  /

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

NDA # 20-114

NDA # eseswem————

2. Combination product.

If the product contains more than one active moiety (as
defined in Part II, #1), has FDA previously approved an
application under section 505 containing any one of the active
moieties in the drug product? If, for example, the
combination contains one never-before-approved active moiety
and one previously approved active moiety, answer "yves." (An
active moiety that is marketed under an OTC monograph, but
that was never approved under an NDA, is considered not

previously approved.)
YES / / NO / XX /
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If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s). :

NDA #

NDA #

NDA #

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

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

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

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

YES / X / NO 7/ /

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

2. A clinical investigation is "essential to the approval” if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the
investigation is not essential to the approval if 1) no
clinical investigation is necessary to support the supplement
or application in light of previously approved applications
{(i.e., information other than c¢linical trials, such as
bicavailability data, would be sufficient to provide a basis
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for approval as an ANDA or 505(b) (2) application because of
what is already known about a previously approved product), or
2) there are published reports of studies (other than those
conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient
"to support approval of the application, without reference to
the clinical investigation submitted in the application.

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

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

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

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

YES / XX / NO / /
(1) If the answer to 2(b) is "yes," do you personally

know of any reason to disagree with the applicant's
conclusion? I1f not applicable, answer NO.

YES /__/ NO / XX /

If yes,'explain:




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

YES /  / NO / /

If yes, explain:

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

Investigation #1, Study #

Investigation #2, Study #

'Investigation #3, Study #

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

to support exclusivity. The agency interprets "new clinical
investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not
duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a
previously approved drug product, i.e., does not redemonstrate
something the agency considers to have been demonstrated in an
already approved application. '

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

Investigation #1 YES / / NO / XX /
Investigation #2 YES / / NO / XX /
Investigation #3 YES / / NO / /

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

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

Investigation #1 YES / / NO / /

XX
Investigation #2 - - YES / / NO / XX /
If you have answered "yes" for one or more

investigations, identify the NDA in which a similar
investigation was relied on:

Study #  400-301 Study # 2982
Study # _ 2983 Study # 2985
Study # Study # 3021

(c) If the answers to 3(a) and 3(b) are no, identify each
"new" investigation in the application or supplement that
is essential to the approval (i.e., the investigations
listed in #2(c), less any that are not "new"): :

Investigation # . ewwmmesy , Study # ALL Studies

. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or
sponsored by the applicant. An investigation was "conducted
or sponsored by" the applicant if, before or during the
conduct of the investigation, 1) the applicant was the sponsor
of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided
substantial support for the study. Ordinarily, substantial
support will mean providing 50 percent or more of the cost of
the study.
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Inves

IND #

Inves

IND #

Investigation #1

YES / / Explain

For each investigation identified in response to
question 3(c): if the investigation was carried out
under an IND, was the applicant identified on the FDA
1571 as the sponsor? :

tigation #1 )
| .
r———  YES / XX/ ! NO / / Explain:
All Studies
|
!
!

tigation #2

YES / / NO / / Explain:

For each investigation not carried out under an IND or
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?

NO /__/ Explain

Investigation #2

YES / / Explain

NO / /  Explain
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If yes, explain:

Notwithstanding an answer of "yes" to (a) or {(b), are
there other reasons to believe that the applicant
should not be credited with having "conducted or
sponsored" the study? (Purchased studies may not be
used as the basis for exclusivity. However, if all
rights to the drug are purchased (not just studies on
the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or
conducted by its predecessor in interest.)

YES /__ / NO /XX /

/

i I

‘Signature ro% Prgpared ' Date

5|15|m

Title: Project Manager
1/55/, 5i/§y/cﬁb
Wiley AZ Chambers, M.D. _ Date
Deputy Director
HFD-550
cc:
NDA 21-127

HFD-550/DivFile
HFD-550/PM/Rodriguez
HFD-093/Mary Ann Holovac
HFD-104/PEDS/T.Crescenzi
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NEW DRUG APPLICATION
AS I A FDFORM 356H

MEDICA

AZELASTINE OPHTHALMIC SOLUTION

Title: Claimed Exclusivity

In accordance with 314.108(b)(4}) ASTA Medica, Inc. is claiming an exclusivity period of
three years for AZELASTINE OPHTHALMIC SOLUTION. Azelastine Hydrochloride in a nasal
spray was approved for the treatment of seasonal allergic rhinitis under NDA# 20,114 from
Wallace Laboratories on November 1, 1996.

This NDA is for an ophthalmic formulation, to be used for the prevention and relief of the
signs and symptoms of allergic conjunctivitis.

The drug product, AZELASTINE OPHTHALMIC SOLUTION, containing the same active
ingredient with the same conditions of approval, has not been previously approved.

A clinical development program for Azelastine Hydrochloride Eye Drops was conducted by
our parent company ASTA Medica AG in Europe. Five of these studies; four in adults (2967,
2982, 2983, 2985) and one in pediatric patients (3021) are adequate and well controlled
studies essential to approval of Azelastine Hydrochloride Eye Drops for the prevention and
relief of the signs and symptoms of allergic conjunctivitis in adults and children.

In December 1997, ASTA Medica, Inc. filed an IND for AZELASTINE OPHTHALMIC
SOLUTION IND wwemswe The clinical study conducted under this IND, Study #400-301, is
Hydrochloride 0.05 Ophthalmic Solution. This study was designed in accordance with the
recommendations from the Division of Anti-inflammatory, Analgesic & Ophthalmic Drug
Products at FDA.

The other clinical studies included in this NDA were sponsored, conducted and funded by
our parent company ASTA Medica AG. A list of the clinical investigations other than
bioavailability or bioequivalence studies, conducted by Muro/ASTA Medica, Inc. and its
parent company, ASTA Medica AG, together with the location of the study in the Clinical
Data Section of the NDA is attached. Please note that ASTA Medica, Inc. and Muro
Pharmaceutical, Inc. are both wholly owned subsidiaries of ASTA Medica AG.

To the best of our knowledge, published studies are not sufficient to form the basis of a
finding of substantial evidence of effectiveness for Azelastine Hydrochloride Ophthalmic
Solution 0.05%.

We believe that the above referenced studies are essential to the approval of this NDA for
Azelastine Hydrochloride Ophthalmic Solution 0.05%. There are no publications of studies
which were not sponsored by ASTA Medica that meet FDA’s definition of adequate and
well-controlled studies which could be used to document the efficacy and safety of
Azelastine Hydrochloride Ophthaimic Solution 0.05%.

Based on these data, we conclude that the studies included in this submission were
essential for the approval of AZELASTINE HYDROCHLORIDE OPHTHALMIC SCLUTION
0.05%. As a result, we are requesting 3 years of exclusivity upon approval of this NDA.

144
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NEW DRUG APPLICATION
FD FORM 356H

ASTA
MEDICA

AZELASTINE OPHTHALMIC SOLUTION

On April 8, 1999, we filed a request for a written request for pediatric studies. We received
the corresponding written request from FDA on April 16, 1999, This letter was superceded
by the May 3, 1299 letter which is attached. The studies included in this NDA include the
required pediatric studies, (Studies 3062, 3034 and 3021)

We are requesting a waiver of the requirernent to conduct studies in pediatric patients below
the age of 4 because allergic conjunctivitis is not a significant disease in this age group and
as a result is not likely to be used by a substantial number of pediatric patients below the
age of 4. ‘

We are requesting an additional 6 months of exclusivity based on the submission of pediatric
studies in this NDA,

(w5
Aileen Ryan
Director of Regulatory Affairs

ASTA Medica, Inc.

INAEDNDA\SECTI\NDAsum.doc 1 4 5




Add Pediatric Information for Application 021127  Page 1 of2

Add New Pediatric Information to this Submission

User Information Application Information
Preparer RAPHAEL RODRIGUEZ | [Application 021127
‘‘‘‘‘‘‘ ~ PROJECT Number
‘Title iMANAGER/CONSUMER|| |Application Clock | -nn- .
'SAFETY OFFICER Date 1995-08-04 00:00:00 |
Division |HFD-550 Application Type |N :
Applicant
Sponsor ASTA MEDICA (US)

Drug Trade Name  AZELASTINE HCL OPHTHALMIC SOLUTION 0.05%

g;‘l'l;‘!ec‘*“"“ EAZELASTINE HCL OPHTHALMIC SOLUTION 0.05%

(leave Sui)plement Type, Number and Date blank, ONL™
you are entering an original application)

e
Supplement Type | N ;
Supplement i :
Number TYPE HI

\

|

NUMBER ONLY

Supplement Date |

Proposed
Indication(s)

Has Proposed [!
Indication been “ T Check for YES

Approved?

Adequacy of
proposed label for lAdequate tor SOME ped'afrlc age groupS —I

‘Pediatric Dosing '_‘

ERegulatory Actloll;f UV

s there a i!
Pedlatrlc Phase 4
Commitment in

the Action Letter ! E Check if YES
for the Original |
Submission? l

“5/16/200 The studies support all ages
Comments & J above 3 ygqf‘d'
Recommendations|
(please date) l
' & YES, Pediatric data exists for at least one proposed indi
: which supports pediatric approval
jls there Pediatric | © YES, Pediatric data exists for at least one proposed indi
1 2edialnc . te t rt 1
‘Studies in this 2‘ but is inadequate to support pediatric approva
Submission? I  NO, no data was submitted for this indication, however,
Select One ongoing studies exist for pediatric patients
; " ¢ NO, Pediatric Studies are not necessary because of pedi
, . ¢ NO, No waiver and no pediatric data

I

http://cdsmlwebl/PediTrack/addnew.cfm?AN=021127&AT=N 5/16/00




Drug Needed for Pediatric Study, RAPHAEL RODRIGUEZ Page 1 of 1

Lser Informarion Additional Application Information - Enter any fields that appiv
Preparer RAPHAEL RODRIGUEZ | (Dosage Form (COMIS)
3 'PROJECT
Title' }MAN AGER/CONSUMER Dosage Form (User-Selected) } s
‘ .{SAF ETY OFFICER Select Intended Pediatric Ages
iDivision |HFD-550 NeoNates:
‘Appl_No 21127 0-30 days - =
'Suppl_No:0 Infants -
Drug  |AZELASTINEHCL | (124 months -
Nane ‘OPHTHALMIC | [Children ]
i ISOLUTION 0.05% 25 months - 12 years I
Adolescents
13 - 16 years =
| Pl Define Age R
Other Age Range: F . e O 0 2B° SI7EC

jflall ages above 3

Formulation Status:
[N

Are Further Studies Needed?

If Studies ARE NEEDED:

5/16/200 The studies suppo
above 3.

Comments &
Recommendations (please date)

http://cdsmlwebl/PediTrack/postNewRecord.cfm 5/16/00




(R IS ¢ aIPRO=NSPLZIIZ=Ndy upouuy mepisodppoer [1pad/1qampe:  +:dy

N\ .m.\
A . \,m.\
sre(] e \ _ T:dm:mﬁ

s _ ‘ \m\_

ZENONA0Y TAVHIVH YADIAA0 ALAIVS HAWNSNODMIDVNYIW LOALOUd € WoIj UoneuLioful uo Ppaseq papjdmod sem 236y m:_r-..

"¢ 9Aoqe sade [z poddns sa1prys ay | §0z/91/5
SINTFWHWOD

ON juoissiugng [emn311Q 3y} 10y 133)97] UCNIY Y} UI SHUIWNWWOY) p ISEYJ ANBIPIJ AUB 213y} A1y

) | sme)s Apmyg
Papa3u are SHIAN.LS 19yuny oN Pap3aaN sIpmyg

T smpe)g uone[nio |

sdno13 33e omeipad JNOS 10] 3jenbapy Asenbapy jaqe

€ dAroqe sage e :(past)) mn—sEO By oo X
(steax 9[-¢]) syuaosojopy (squoly $-1) siuweu]
(s7ea£ Z1-sqiuoy $7) uappy) ( skeq 9£-0) s31eNOIN

Juorssyuiqns sty 1o sdnoan a8y HNnwIpag AAANILNI T3 1€ J8AL

Teaoidde swerpad suoddns yornym uonesipur pasodoad suo ises] je Joj SISIXa viep oueIpad ‘SAA
¢NOISSINENS STHL NI SAIANLS ORILVIAdd TITHL TV

snIAnouUN{uod SIFIS[[e Yiim pajeidosse 343 3y JO Fulyoy Jo Juaunes) oy 10, :uonedipuy pasedorg dV :uondy Aiojemn3say

sraafeyydQ ‘sdoi(guonnjog JmEI0y agdesoqq :ad4y yuamiapddng
%S00 NOLLOTOS DINTVHIHAO TOH ANILSVIdZY :auie) duiauan LRquny jrawdddng
%S00 NOLL'IOS 224«550 dm‘m‘_zwﬂmﬁmﬁ oumieN apes], ij “aquiny yT8/VAN

(s1uawaddns £oea1yys (e pue uonesijdde jeurSie jpe 10§ a1e[dwo))

HOVd OHLVIAdd

[Jo [ adeq ZANDTIAOY TIVHJVY 10] Inojuq o3ed omneIpad




" Mo 2l- (27

. CENTER FOR DRUG EVALUATION AND RESEARCH ' MAPP 6020.6

' Attachment F
PEDIATRIC EXCLUSIVITY DETERMINATION CHECKLIST

PART I - TO BE COMPLETED BY THE REVIEWING DIVISION. UPON COMPLETION FORWARD TO THE
PEDIATRIC EXCLUSIVITY BOARD, HFD-002.
Date of Written Request from FDA _{/i/_ﬁ Application Written Request was made to: ND M R —

—

Timeframe Noted in Written Request for Submission of Studies d 1 . at bhme a V) quM

. NDA#_/- li% Supplement #__~—— Circle one: SE1 SE2 SE3 SE4 SE5 SE6 SE7 SE8 SLR
Sponsor 5 2 Wedica, :
Generic Name 5 . Trade Name
Strength __0 . 05 4 Dosage Form/Route ¢ ¢ e '0;7

Date of Submission of Reports of Studies § / 3/94 che vved
Pediatric Exclusivity Determination Due Date (60 or 90 days from date of submission of studies) & 1/ ﬁ

Was a formal Written Request made for the pediatric studies submitted? ' Y _ &
‘Were the studies submitted after the Written Request? Y &
Were the reports submitted as a supplement, amendment to an NDA, or NDA? Y . .
Was the ﬁmeframe noted in the Written Request for submission of studies met? Y 3

If there was a written agreement, were the studies conducted according to the
written agreement?

' OR : Y
If there was no written agreement, were the studies conducted in accord with good
scientific principles?

Were the studies responsive to the terms of the Written Request? Y _ 1~

FORWARD TO THE PEDIATRIC EXCLUSIVITY BOARD, HFD-002.

T e ——

Pediatric Exclusivity L Granted ___Denied
Existing Patent or Exclusivity Protection: '
NDA/Product # Eligible Patents/Exclusivity Current Expiration Date

&&MM#W"’H en. - o ad pdents sx
Lattog vhlen ASt<d Zfa&f? 2~ BF O oy |

¢

SIGNED____ / S/ _ DATE
- f 7 _

cc:

Archival NDA/IND ##-### /

Originator: Deputy Center Director (Review Management)
October 6, 1998

Page F-1




CENTER FOR DRUG EVALUATION AND RESEARCH

MAPP 6020.6

cc:
NDA 21-127

HFD-550/Division file
HFD-550/MOQ/Chambers
HFD-550/PM/Rodriguez

HFD-550/Clin Rev/Holmes

HFD-93/Division of Data Management Services
HFD-600/Office of Generic Drugs '
HFD-2/MLumpkin

HFD-104/DMurphy

HFD-6/KRoberts

PEDIATRIC EXCLUSIVITY DETERMINATION CHECKLIST

Originator: Deputy Center Director (Review Management)
October 6, 1998

Page F-2




NEW DRUG APPLICATION
AS l A | FD FORM 356H '

MEDICA

AZELASTINE OPHTHALMIC SOLUTION

Title: Debarment Certification

This is to certify that ASTA Medica did not and will not use in any capacity the services of
any person debarred under subsections (a) or (b) {section 306(a) or (b})}, in connection with
this NDA application for Azelastine Ophthalmic Solution.

N
@LA'
Aileen Ryan

Director of Regulatory Affairs
ASTA Medica, Inc.

143




LsQ FEuUeidd DNCEOLEL T VWi W, ot = f ety A wann = =

DEPAATMENT OF HEALTH AND HUMAN SEAVICES Formn Appeowed: CMB Nao. XICOX-X0OCK

Pubixc Haalth Service ) Expirygon Oare: J0UTEX
Food and Srog Admoiso ation -

CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO AZ COMPLETED BY APPLICANT

With resgect to all covered ciinical studies {or specific clinical studies listed below (if appropriate)] sub-
minted in support of this application, | centity to one ol the statements below as aprropriate. | understiand
that tiis csrtification is made in complianca with 21 CFR part 54 and that for the purposes of this
statement, & clinical investigator includes the spouse and each dependent child of the investigator as
dafired in 21 CFR 54.2(d).

- [ Please mark ¢ aoplicable checkbar. |

1) As the sponsor of the submitted studies, | certity that | have not entered into any financial
arrangement with the listad chinical investigators (enter names of clinical investigators below or
attach fist of names to this form) whereby the value of compensation to the investigator could be
attected by the outcome of tha study as defined in 21 CFR 54.2(a), | also carify that each listed

- clinical investigator required to disclose 10 the sponsor whaether tha investgater had a proprietary

. interest in this product or a significant equity in the sponsor &3 defined in 27 CFR 54.2(b) did not
disclose ‘any such interests. | further cerify that no Ested investigator was the recipient of
significant payments of other sorts as defined in 21 CFR 54.2(1).

Mitchell Friedlaender MD

Clinlcal Investigsions

{2) As the applicant'who is submitting a study of studies sponsored by a firm or party other than the
applicant, | certify that based on information obtained from the sponsor or lrom paricipating
linical investigaters, the listed clinical investigators (atach fist of names to this form} did not

_participate in any financial arrangement with the sponsor of a covered study whereby the value .
of compensation 10 the invastigator for conducting the study could be aHeced by the outcome
of the study (as defined in- 21 CFR 54.2{a)); had no propristary mterest in this product or
significant squity interest in the sponsor of the covered study (as defined in 21 CFR 54.2(b)); and
was not the recipiant of significant payments of other sorts (as defined in 21 CFR 54.2(f)).

13) As the applicant who is submitting & study or studies sponsored by a firm or party other than the

applicant, 1 cenify that | have acted with due difigencs to abtain from the listed clinical

investigators {artach fist of names) or from the sponsor the information required under 54.4 and
ot it was not possible 10 do so. The reascn why this information could not be obtained is attached.

MAME . RS .

Rainer Sgrotzki'_ Co CFrO

(FmAM/ CARGANZATION -

ASTA Medica, Inc, . '
2\

i T aif | |

P:puwklkdw.!m As? Statemeot

Mwmnmum.ﬂxmhmmhﬂbmd‘UJmumo_r
ammhﬁth.mmmuommmm,mmwﬂw:g@ P s and H
mhmdmawamlm.wmhddmﬁuhm g Drag Adspiminiruicn
muwmxvﬂd&#dmdwﬂaénumﬂmw&n:x

Demroney of Haith and Heman Servies

WD ALY

Paaswr DO NOT RETLRN 4 form » S addrees

FCAM EDA 3454 (10/98) [34

Gt b Do, S e A ZTROEL, TR w0 AN

LG SLCE 418310
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DEPAATMENT OF HEALTH AND HUMAN SERVICES | Form Approved: OME No, S

Public Health Service Expirstion Date: XXX
Foad avd Drug Adnvnictration >

CERTIFICATION: FINANCIAL INTERESTS AND -
ABRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT T

With respec: to all covered ¢linical studies lor specific clinical studies listed below (if appropriatel) sub.
mitted in support of this application, | certify to one of the statements below as appropriate. | ynderstang
that this cerufication I3 made in compliance with 21 CFR part 54 and that for the purposes of this
statement, a clinical investigator includes the spouse and each dependent child of the investigator as
defined in 21 CFR 54.2(d).

| Please mark the spplicable checkbor. |

{1} As the sponsor of the submitted studias, 1 cartify that | have: not emtered into any financial
arrangement with the fisted clinical Investigators (enter names of clinleal investigators below or
attach list of names to this form) whersby the vidue of compednsation to the investigater could be
affected by the cutcoma of tho study as defined in 21 CFR 54.2(2). | also certity that each listed
clinical investgator required to disclose to the sponsor whather the Investigator had a proprietary
intarest in this product or a significant equity in the sponsor as defined in 21 CFA 54.2(h} did not
disclose any such -interests. | further cerdfy that no listed investigator was the redpient of
significant payments of other sarts es definad in 21 CFR 54.2(1).

See attached list

Clinte1l Investigalarn

QY

{2) As the applicant who is submitting @ study or studies spensored by a firm or party ather than the
applicant, 1 cenify thet based on information obrained from the sponsor or from participsting
clinical investigators, the fisted chinical investigators lattach fist of names to this form} did not
participate in any financial arrangement with-the sponsor of a covered study whetsby the value
ot compensation to the investigator for corducting the study could be atfected by tha guicome
of the study {as defined in 21 CFR 54.2(a}); had no proprietary interest in this product or
significant equity interest in the sponsor of the cavered study (as defined in 21 CFR 64.2{b)); and
was not tha recipient of significant payments of other sorts (as defined in 21 CFR 54.2{f).

{3) As the applicant who is submitting a study or studles sponsored by a firm or party other than the

applicant, | certify that | have acted with due diligence to obtain from the fisted elinical

—— e investigators (attach Est of names) or from the sponsor the information required under 54.4 and
it was not possibla te do =o. The reason why this information could not be obtained is attached.

NAME : . TITLE
Rainer Skrotzki CrFO

RRM / ORGANIZATION ) -
ASTA Medica, Inc.

o Mt W

Paperwork Redoction Act Statetnent
Asn may mt CondieT Or rpemar, d;pumuﬂmﬂidhmdnaﬂdud .
mfmndmndmm:mummmmmmwzum wﬁﬂﬂﬁfﬂ&mw
ﬂﬂnn(“mumnmlhﬂwm wxindiag dmwe for wvicwing H_‘_“DWGMmf-':
instactoms, scarching caisting data- sowrced, gatharing And maatining the pomssary dan, amd 5500 Fiahers Lane, Room 14000
! compicting wad revicwing the collection of informnion. 5end Comimenrs popuding Wis burdea Beckville, MD 20857
e06omes of gy oura atpect of this collextiog of isformation 1o fe addreny b the righs

Fiease DO NOT RETURN @is form o this addcess.
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