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Attached is a copy of correspondence
regarding NDA 21-445. The original
document will arrive via US Mail.
Don’t hesitate to call with any questions!
TO: FROM:
Name: Deborah Urquhart, Ph.D. Name: William C. Koch, R.Ph.
U.S. Regulatory Affairs Regulatory Project Manager
Fax No.: (908) 740-6500 Fax No.  301-443-9282
Phone No.: (908) 740-2451 Phone No. 301-827-6412

Location: Schering Corporation, Agent for MSP Singapore Company, LLC
PAGES (including this cover sheet): ()

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 10
-.f-_-dellver the document to the addressee, you are hereby notified that any review, disclosure, dissemination, copy, or other action based on the content of this
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above the above address by mail. Thank you!
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NDA 21-445

Zetia (ezetimibe) Tablets, 10 mg

The preceding Action Letter has been reviewed by the undersigned:
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D. G. Orloff, M.D. Division Director /Q/

7 &7




NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

NDA 21-445 /SE.

Drug _Zetia (ezetimibe, SCH58235) Tablets,

Applicant _MSP Singapore Company, LLC

10 mg

RPM_ William C. Koch, R.Ph. Phone_(301) 827-6412

X 505(b)(1)
J505(b)(2) Reference listed drug

OJFast Track ORolling Review Review priority: X S OP
Pivotal IND(s) -~
Application classifications: PDUFA Goal Dates:
Chem Class 1 Primary October 27, 2002
Other (e.g., orphan, OTC)

Secondary October 27, 2002

Arrange package in the following order: Indicate N/A (not applicable),

X (completed), or add a
GENERAL INFORMATION: comment.

 User Fee Information: X User Fee Paid ~
0O User Fee Waiver (attach waiver notification letter)
O User Fee Exemption

@ ACHON Lot T . oot en et e OAP X AE ONA

¢ Labeling & Labels
FDA revised labeling and reviews.........ocoiiiiiiiiiiiiiiiiiiiiiiiie

Original proposed labeling (package insert, patient package insert)

.......... X

Other labeling in class (most recent 3) or class labeling........................ N/A

Has DDMAC reviewed the labeling? ... O Yes (include review) U No
Immediate container and carton labels ...............c..o X
NOMENCIAtUTE TEVIEW ..ottt itii et et ee e eaaees X

¢+ Application Integrity Policy (AIP): Applicant is NOT on the AIP.

Exception for review (Center Director’s memo)

OC Clearance for approval

Continued ©



¢+ Federal Register Notices, DESI documents

Status of advertising (if AP action) [0 Reviewed (for Subpart H — attach
review)

Post-marketing Commitments
Agency request for Phase 4 Commitments
Copy of Applicant’s commitments

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

Patent
Information [505(b)(1)]
Patent Certification [505(b)(2)]
Copy of notification to patent holder [21 CFR 314.50 (i)(4)]

Exclusivity Summary
Debarment Statement

Financial Disclosure
No disclosable information
Disclosable information — indicate where review is located

Correspondence/Memoranda/Faxes

Minutes of Meetings :
Date of EOP2 Meeting _October 4, 1999
Date of pre NDA Meeting _April 25, 2001
Date of pre-AP Safety Conference _September 23, 2002

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

Advisory Committee Meeting
Date of Meeting
Questions considered by the committee
Minutes or 48-hour alert or pertinent section of transcript

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

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

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

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

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

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

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

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

X Matenals requested
in AP letter

N/A

O Yes XNo

X

e

X

N/A

N/A

CLINICAL INFORMATION:

vy
_ o Dap Yl
¢ Summary memoranda (e.g., Office Director’s memo, Divis T T

memo, Group Leader’s memo)

¢ Clinical review(s) and memoranda Ve

/A (not applicable),
ted), or add a

Continued =
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¢ Safety Update review(s) ...ooceiieeieiiiiii e X

¢ Pediatric Information

0O Waiver/partial waiver (Indicate location of rationale for waiver) X Deferred
Pediatric Page....ooovveiiieiii i X

O Pediatric Exclusivity requested? 0O Demed 0 Granted [J Not Applicable

¢ Statistical review(s) and memoranda .............ccooiiiiiiiiiiiiiiiiie >X\

¢ Biopharmaceutical review(s) and memoranda.....................ouuuueeereennnn..n. X

¢ Abuse Liability reVIEW(S) .....ouviuiiiiiiiiii i N/A
Recommendation for scheduling ............cooooiiii i

¢ Microbiology (efficacy) review(s) and memoranda .............coeiiiiiiiiiiean. N/A

¢ DSTAudits .....coooveeniiennein. e, R X

X Clinical studies [1 bioequivalence studies

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

CMC INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment. A

¢ CMCreview(s)and memoranda .............ooooiiiiiiiiiiiiiiii i X

¢ Statistics review(s) and memoranda regarding dissolution and/or sfébility ...... N/A

@ DIME TEVIEW(S) .ttt ettt et anns N/A

+ Environmental Assessment review/FONSI/Categorical exemption ............... X

¢ Micro (validation of sterilization) review(s) and memoranda ...................... N/A

¢ Facilities Inspection (include EES report)

Date completed e O Acceptable [J Not Acceptable
¢ Methods Validation ............cooiiiiiiiiiiiiiii e, O Completed X Not Completed
PRECLINICAL PHARM/TOX INFORMATION: Indicate N/A (not applicable),

X (completed), or add a
comment.
¢ Pharm/Tox review(s) and memoranda ..............coooeiiiiiiiiieiiiiniiiiinaannas X
¢ Memo from DSI regarding GLP inspection (if any) ............cooeeiviiiiiiiainn., N/A

Continued =



¢ Statistical review(s) of carcinogenicity Studies ...........coiviiiiiiiiiiiieinenen.

@ CACTECACTEPOIt c.iueitiiieieeiet et ettt et e e ettt e aeeeaneeaaesnrenesens
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DEPARTMENT OF HEALTH AND HUMAN
PUBLIC %}%I‘IA‘IIJI'I?IIIBSSERVICE ODS POSTMARKETING
FOOD AND DRUG ADMINSTRATION SAFETY REVIEW
TO: FROM: ODS PID #
Julie Beitz, M.D., Director, Division of Drug Jennie Chang, Pharm.D., | D020426
Risk Evaluation, HFD 430 Safety Evaluator, Office of
Drug Safety, HFD-430
DRUG (Est): Ezetimibe NDA/IND # SPONSOR:
21-445 —
DRUG NAME (Trade): Zetia THERAPEUTIC CLASSIFICATION: Lipid-
lowering

EVENT: Pre-Approval Safety Conference

Executive Summary:

The purpose of this memo is to document information presénted at the Pre-Approval Safety Conference (PSC)
on September 23, 2002 for ezetimibe by ODS. Ezetimibe is a novel lipid-lowering agent that inhibits intestinal

absorption of cholesterol and related phytosterols. Data was presented on the safety and efficacy of this drug by
Jean Temeck, M.D., and Bruce Stadel, M.D., M.P.H., respectively.

Recommendations by ODS to the package label were as follows:

1. Additional statement in the “Dosage and Administration” section of label to include the caution against the
administration of —— concomitantly with ezetimibe.

Placement of a similar bolded statement about —— as noted in the “Warnings” section in the
“Adverse Reactions” section.

Concern on the safety of simvastatin in conjunction with ezetimibe, especially at higher doses of

(93]

simvastatin. 7 /,‘
APPEARS THIS WAY |
0N GRIGINAL
Reviewer’s Signature / Date: Team Leader’s Signature / Date:
Jennie Chang, September 24, 2002 Lanh Green, R.Ph., M.P.H., September 24, 2002

cc: NDA #21-445
HFD-430 Beitz / Green / Chang / Brinker / La Grenade / Birdsong / Drug file
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CONSULTATION RESPONSE
Division of Medication Errors and Technical Support
Office of Drug Safety
(ODS; HFD-400)

DATE RECEIVED: 1-3-2002 DUE DATE: 5-10-2002 ODS CONSULT #: 01-0157-1
TO: David Orloff, MD
Director, Division of Metabolic and Endocrine Drug Products
HFD-510
THROUGH: William C. Koch, Project Manager
HFD-510
PRODUCT NAME: SPONSOR: Schering Corporation, Agent for MSP Singapore
Zetia Company, LLC
(Ezetimibe Tablets)
10 mg
NDA #: 21-445

SAFETY EVALUATOR: Marci Ann Lee, PharmD

SUMMARY: In response to a consult from the Division of Metabolic and Endocrine Drug Products,
the Division of Medication Errors and Technical Support (DMETS) conducted a review of the
proposed proprietary name “Zetia” to determine the potential for confusion with approved proprietary
and established names as well as pending names.

DMETS RECOMMENDATION: DMETS does not recommend the use of the proprietary name “Zetia”.

DMETS recommends revising the labels and labeling as described in section Il of this review.

APPEARS THIS WAY
ON ORIGINAL

Carol Holquist, RPh Jerry Phillips, RPh

Deputy Director Associate Director

Division of Medication Errors and Technical Support Office of Drug Safety

Office of Drug Safety : Center for Drug Evaluation and Research
Phone: (301) 827-3242 Fax: (301) 443-5161 Food and Drug Administration




Division of Medication Errors and Technical Support
Office of Drug Safety
HFD-400; Rm. 15B32
Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

DATE OF REVIEW: April 8, 2002

NDA NUMBER: 21-445

NAME OF DRUG: Zetia (Ezetimibe Tabléts) 10 mg

NDA SPONSOR: Schering Corporation, Agent for MSP Singapore Company, LLC
I INTRODUCTION

This consult was written in response to a request from the Division of Metabolic and Endocrine
Drug Products, for assessment of the proprietary name “Zetia”, regarding potential name
confusion with other proprietary or established drug names.

On November 20, 2001, the Division of Metabolic and Endocrine Drug Products received a
letter from the sponsor indicating their wish to withdraw the proposed trademark candidate,
—— The new proposed name for ezetimibe is Zetia.

PRODUCT INFORMATION

Zetia is in a new class of lipid-lowering agents that selectively inhibit the intestinal absorption of
cholesterol and related phytosterols. Zetia (ezetimibe) is used to treat primary
hypercholesterolemia, homozygous familial hypercholesterolemia and homozygous
sitosterolemia. Zetia is administered alone or in combination with an HMG-CoA reductase
inhibitor. The recommended dose for Zetia is 10 mg by mouth daily. Zetia can be administered
any time of day, with or without food. The patient should be placed on a standard cholesterol-
lowering diet before and during Zetia treatment. Zetia will be available as a 10 mg oral tablet.

RISK ASSESSMENT

The medication error staff of DMETS conducted a search of several standard published drug
product reference texts"" as well as several FDA databases” for existing drug names that
sound or look similar to Zetia to a degree where potential confusion between drug names
could occur under the usual clinical practice settings. The Saegis" Pharma-In-Use 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, to simulate the prescription ordering process.

' MICROMEDEX Healthcare Intranet Series, 102, MICROMEDEX, Inc., 610 South Syracuse Way, Suite 300, Englewood, Colorado 80111-4740, which
includes the following published texts: DrugDex, PoisINDex, Martindale (Parfitt K (Ed), Martindale: The Complete Drug Reference. London:
Pharmaceutical Press. Electronic version.), INDex Nominum, and PDR/Physician’s Desk Reference (Medical Economics Co. Inc, 102).

"Facts and Comparisons, 102, Facts and Comparisons, St. Louis, MO.

* The Division of Medication Errors and Technical Support [DMETS] database of Proprietary name consultation requests, New Drug Approvals 98-02, and
online version of the FDA Orange Book.

" Data provided by Thomson & Thomson’s SAEGIS(tm) Online Service, available at www.thomson-thomson.com.

—~



A. EXPERT PANEL DISCUSSION

An Expert Panel discussion was held by DMETS to gather professional opinions on the
safety of the proprietary name, Zetia. Potential concerns regarding drug marketing and
promotion related to each proposed name were also discussed. This group is composed
of 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. DDMAC did not have any concerns with Zetia in regard to promotional claims.

2. The Expert Panel identified seven medication hames that have potential for
confusion with Zetia. These products are listed in Table 1, along with the dosage
forms available and usual FDA-approved dosage.

ebeta

Table 1 Potentlal sound alike and look-alike names identified b DMETS Expert Panel

Bisoprolol 5 to 10 mg by mouth once daily Sound ahke
5 mg, 10 mg oral tablets
Zestril Lisinopril 20 to 40 mg once daily Look-alike
2.5 mg, 5 mg, 10 mg, 20 mg, 30
mg, 40 mg oral tablets
*|Cartia XT |Diltiazem 180 to 240 mg once daily. Do not |Look-alike
120 mg, 180 mg, 240 mg, exceed 540 mg once daily. and
300 mg extended release capsules _ Sound-alike
-1Zovia Ethinyl estradiol and ethynodiol-~ | One tablet once daily. Look-alike
diacetate and
1/35 and 1/50 Sound-alike
21 and 28 day packs
Zerit Stavudine 30 mg to 40 mg every 12 hours Look-alike
15 mg, 20 mg, 30 mg, 40 mg
oral tablets
1 mg/mL powder for oral solution
ReVia Naltrexone 50 mg once daily Look-alike
50 mg oral tablet and
Sound-alike
Zetar 1 % whole coal tar Rub shampoo into wet hair and Look-alike
over-the-counter (OTC) shampoo |scalp. Rinse and repeat as
30 % whole coal tar needed. Use once daily to at least
Rx only emulsion formulation twice a week.
* Frequently used, not all inclusive




B. PRESCRIPTION ANALYSIS STUDIES

APPEARS THIS WAY
ON ORIGINAL

1. Methodology for Zetia studies

Studies were conducted within FDA for the proposed proprietary name to determine the
degree of confusion of Zetia 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 total of 114 health care professionals (nurses, pharmacists, and
physicians). This exercise was conducted in an attempt to simulate the prescription
ordering process. DMETS staff members wrote inpatient and outpatient prescriptions for
Zetia, each consisting of a combination of marketed and unapproved drug products.

These written prescriptions were optically scanned and one prescription was delivered via
email to each study participant. In addition, one DMETS staff member recorded a verbal
outpatient prescription that was then delivered to a group of study participants via
telephone voicemail. Each reviewer was then requested to provide an interpretation of the

prescription via email.

HANDWRITTEN PRESCRIPTIONS | VERBAL PRESCRIPTION
Zetia
I'z/plafient: BAY XD, IY\ 11740 5 .
t M Verbal:

—/C_\)‘._ ’ An\.il\ﬁ L ’Wﬁbln g
One tablet by mouth once
daily.

2o A {0y Dispense 30.

i po el
#30

Outpatient:

2. Results for Zetia studies

Results of these exercises are summanzed below
Study | No.of HE S Others
participants ;r'esponse SE
Written: 39 21 (54%) 19 (90%) 2 (10%)
Inpatient
Written 35 26 (74%) 2 (8%) 24 (92%)
Outpatient
40 29 (73%) 0 (0%) 29 (100%)
Verbal:
114 76 (67%) 21 (28%) 55 (72%)
Total:



B Zetia Correct
Zetia Incorrect

Among the two written prescription studies, 26 of 47 (565 %) participants interpreted the
name incorrectly. The most common misinterpretation was Zetra. Other incorrect
responses included Zastra, Zebra, Zestra, Zetin, Zetrin and Zofran. Zofran is the
proprietary name of a product currently marketed in the US.

Among the verbal prescription study participants for Zetia, 29 of 29 (100 %) participants
interpreted the name incorrectly. However many of the incorrect responses were
phonetically equivalent to Zetia. These responses included Zedia, Zedea and Zidia. Other
misinterpretations included Aridia, Azedia, Expedia, Vedia and Zidiac. Although none of
the misinterpretations are marketed products in the US, there is a product called Aredia in
the US, which is very similar to Aridia.

. SAFETY EVALUATOR RISK ASSESSMENT

In reviewing the proprietary name, Zetia, the primary concerns raised by the expert panel
were related to several proprietary names (see Table 1) that already exist in the US
marketplace. We conducted prescription studies to simulate the prescription ordering
process. There was no confirmation that Zetia could be confused with Zebeta, Zestril, Zetar,
Zovia, Zerit, ReVia or Cartia XT. However, negative findings afe not predicative as to what

may occur once the drug is widely prescribed, as these studies have limitations primarily due
to a small sample size.

Zebeta and Zetia have sound-alike similarity. Both names have the same beginning and
ending sounds as well as the same number of syliables. Zetia and Zebeta have overlapping
dosage strengths and dosing schedules. The risk for confusion is further increased because
these products are used in a similar patient population. Zetia is used to treat patients with
hypercholesterolemia, while Zebeta is used to treat hypertension. Both products will likely be
prescribed by cardiologists and general family physicians. It is also likely that Zetia and
Zebeta will be stored near each other in some pharmacies.

Zestril was identified by the expert panel to have potential for look-alike confusion with Zetia.
In addition, while Zetia was not misinterpreted as Zestril in our written prescription simulation
studies, two study participants noted that Zestril looked similar to Zetia. Although Zetia and
Zestril have different indications, they are likely to be used in a similar patient population and
prescribed by the same type of specialist as well as a general family physician. Both Zetia
and Zestril are available as 10 mg oral tablet and administered once daily. Since the
medications start with “Zet-* and “Zes-", it is likely that they will be stored near each other in
some pharmacies.

2000 DIV 7 e



Cartia (actual name is Cartia XT) has potential for look-alike and sound-alike confusion with
Zetia. Cartia XT is used to treat hypertension and Zetia will be used to treat patients with
hypercholesterolemia. Cartia XT and Zetia are used to treat a similar patient population and
will be prescribed by cardiologists as well as general family physicians. There are no
overlapping dosage strengths, however both medications are administered once daily. All of
these factors increase the likelihood for confusion between Cartia XT and Zetia.

lowe, 24~ (patp, T

Zovia has potential for look-alike and sound-alike confusion. The names share the same
beginning and ending letters and the same number of letters and syllables, which contributes
to their similarity. Despite this similarity, Zovia is a combination product that has a different
indication, different dosage strengths, different packaging configuration and is typically used

to treat a different patient population. All of these factors minimize the likelihood for confusion
between these products.

\N

2600 Zofie- TaINe~ Zidlen zeNe~ 70,

Zerit has potential for look-alike confusion with Zetia. Both names contain the same number
of letters and start with “ZE-*, which contributes to their look-alike similarity. However the risk
for confusion is minimized because there is no overlap in their dosage strengths, dosing
schedule, or indication. Zerit is typically prescribed by a specialist for patients with HIV

infections. Zetia will be prescribed for an aduit patient population by general family
physicians. ’ '

oy 2 2k Zoum

ReVia has potential for look-alike and sound-alike confusion with Zetia. The letters “Z2” and
“R” can look similar when handwritten. The endings “-etia” and “-evia” can look and sound
similar depending on how they are written and pronounced. These names share the same
number of letters and syllables, which also contributes to their similarity. However the risk for
confusion is minimized because ReVia is prescribed for a very specific patient population.
ReVia is used to treat patients in detox programs and to treat patients with alcoholism. The

risk for confusion is further decreased because there is no overlap in the dosage strengths
available for these medications.

—g«(})\\'\ TRV oo~ A%




Zetar and Zetia have potential for look-alike confusion. Both names begin with the letters
“ZET-“ however Zetar is available as an over-the-counter shampoo and with a prescription as
30% emulsion, unlike Zetia. Zetar has a different indication, different dosage formulations
and different route of administration, minimizing the likelihood for confusion.

JoAN— zie— TN Zoxte—

In addition to the medication names identified by the Expert Panel, our study participants
identified two additional names that are similar to Zetia. These products are listed in Table 2,
along with the dosage forms available and usual FDA-approved dosage.

Table 2. Potential sound-alike and look-alike hames idntiﬁed by Stud artici

ants

fe

Ondansetron 8 mg twice daily (first dose 30 minutes | Look-alike
4 mg, 8 mg, 24 mg oral tablets before start of emetogenic

4 mg/5 mL oral solution chemotherapy; next dose 8 hours

2 mg/mL injection later; continue every 12 hours for 1 or

32 mg/50 mL premixed injection 2 days after treatment)

{Also Zofran ODT as 4 mg and 8 mg 1 to 2 hours before each fraction

8 mg orally disintegrating tablets) of radiotherapy;

16 mg as a single dose 1 hour before
induction of anesthesia;
Various regimens depending upon

indication.
Aredia Pamidronate Disodium 60-90 mg single IV infusion over 2 to | Sound-alike
30 mg and 80 mg 24 hours;
Lyophilized powder for Injection 30 mg daily as a 4 hour infusion on 3

consecutive days;

90 mg as a 2 hour infusion every 3 to
4 weeks;

various other regimens

Zofran has potential for look-alike confusion with Zetia. One study participant indicated that
the outpatient prescription was for Zofran. Zofran is used for a different indication, typically
associated with a surgical procedure or course of emetogenic therapy. Zofran is available in
dosage strengths that differ from Zetia and is administered on a different dosing schedule.
The clinical characteristics and context of use for Zofran decrease the likelihood for confusion

with Zetia. :

Aredia has potential for sound-alike confusion with Zetia. One study participant in the voice
prescription study reported hearing “Aridia”. Although there is no product with this name as
the participant spelled it, there is a product available in the US market known as “Aredia”.
Aredia is used to treat patients with moderate to severe hypercalcemia associated with
malignant neoplasms. The risk for confusion with Aredia and Zetia is minimized because
there is no overlap in the indication, dosing, dosage formulation, route of administration,
typical practice setting, or prescribing specialists. -

7



COMMENTS TO BE PROVIDED TO THE SPONSOR

DMETS does not recommend use of the proprietary name, Zetia. See below for a description
of some of the potential look-alike and sound-alike names that were identified.

Zebeta and Zetia have sound-alike similarity. Both names have the same beginning and
ending sounds as well as the same number of syllables. Zetia and Zebeta have overlapping
dosage strengths and dosing schedules. The risk for confusion is further increased because
these products are used in a similar patient population. Zetia is used to treat patients with
hypercholesterolemia, while Zebeta is used to treat hypertension. Both products will likely be
prescribed by cardiologists and general family physicians. ltis also likely that Zetia and
Zebeta will be stored near each other in some pharmacies.

Zestril was identified to have potential for look-alike confusion with Zetia. In addition, while
Zetia was not misinterpreted as Zestril in our written prescription simulation studies, two study
participants noted that Zestril looked similar to Zetia. Although Zetia and Zestril have different
indications, they are likely to be used in a similar patient population and prescribed by the
same type of specialist as well as a general family physician. Both Zetia and Zestril are
available as 10 mg oral tablet and administered once daily. Since the medications start with
“Zet-* and “Zes-“, it is likely that they will be stored near each other in some pharmacies.

2080 2= 7 e

Cartia (actual name is Cartia XT) has potential for look-alike and sound-alike confusion with
Zetia. Cartia XT is used to treat hypertension and Zetia will be used to treat patients with
hypercholesterolemia. Cartia XT and Zetia are used to treat a similar patient population and
will be prescribed by cardiologists as well as general family physicians. There are no
overlapping dosage strengths, however both medications are administered once daily. All of
these factors increase the likelihood for confusion between Cartia XT and Zetia.

lode, 27~ (otiey GYe-

Zovia has potential for look-alike and sound-alike confusion. The names share the same
beginning and ending letters and the same number of letters and syliables, which contributes
to their similarity. Despite this similarity, Zovia is a combination product that has a different
indication, different dosage strengths, different packaging configuration and is typically used

to treat a different patient population. All of these factors minimize the likelihood for confusion
between these products.

AN
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In the review of the container label, carton labeling, insert labeling and patient information
leaflet for Zetia, DMETS has attempted to focus on safety issues relating to possible
medication errors. DMETS has identified areas of possible improvement, in the interest of
minimizing potential user error.

A. BLISTER CONTAINER LABEL (10s)

1.

2.

B. BLISTER CARTON LABELING

1.

Clarify what information is intended at the bottom right in place of “XXXXXXX™.

The established name should be revised to include the dosage formulation “tablet”.
(i.e., “Ezetimibe Tablet”).

Improve readability of the product name by modifying the use of the box surrounding
the established name so that it does not run into the proprietary name above.

There is potential for destruction of the bar codes because they are placed along the
perforation for the blister card. In the case of institutions that use bar code technology
to document medication administration, a practitioner would not be able to scan a torn
bar code. Consider relocating the bar code. s

If possible, remove the —. from the label to make room for .,
increasing the prominence of the product name and dosage strength. se®

-
3

Consider relocating the tablet quantity information to the bottom portlon of the carton,
away from the dosage strength.

. The established name should be revised to include the dosage formulation “tablets”.

(i.e., “Ezetimibe Tablets”).

C. CONTAINER LABEL (30s, 90s, 500s)

1.

The established name should be revised to include the dosage formulation
(i.e., “Ezetimibe Tablets”).

Consider relocating the dosage strength information directly beneath the established
name.

Please ensure that the tablet quantity is located away from the dosage strength to
prevent confusion between the number of tablets in the container and the dosage
strength information.

Remove . — from the main focus
area of the label.

Revise usual dosage statement to read, “One tablet daily. See insert.”

Since the “30s and 90s” are unit-of-use size bottles, please assure that the packaging is
child-resistant. -



. SAMPLE BLISTER CONTAINER LABEL (7s)

1. Remove or decrease the prominence of the word —————"—" " 50 that the
product name is the most prominent. Revise — toread ————

2. Increase the prominence of the dosage strength.

3. Consider listing the LOT and EXP on the bottom portion of the label to increase the
prominence of the product name.

. SAMPLE BLISTER CARTON LABELING (7s)

1. The established name should be revised to include the dosage formulation
(i.e., “Ezetimibe Tablets").

2. Revise usual dosage statement to read, “One tablet daily. See insert.”

3. Clarify what information is intended in place of “XOOOCKXXX™.

. SAMPLE CONTAINER LABEL (30s)

1. See comments above.

2. Revise -~ -~ " to read

. PATIENT INFORMATION LEAFLET

1. If possible increase the font size of the type for the patient information leaflet.

2. Remove
confusion in the section titled *

to prevent

APPEARS THIS WAY
ON ORIGINAL
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RECOMMENDATIONS
A. DMETS does not recommend the use of the proprietary name “Zetia”.

B. DMETS recommends the above labelihg revisions that might lead to safer use of the
product.

DMETS would appreciate feedback of the final outcome of this consult (e.g., copy of revised
labels/labeling). We are willing to meet with the Division for further discussion as well. If you
have any questions concerning this review, please contact

Sammie Beam at 301-827-3242.

Marci Lee, PharmD
Safety Evaluator
Division of Medication Errors and Technical Support (DMETS)

APPEARS THIS WAY
ON ORIGINAL
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SCHERING CORPORATION

aqbe
KENILWORTH, N.J. o70336 R l G ‘ N A L

TELEPHONE: (908) 298-4000

; IND ———
Division of Metabolic and Endocrine Drug Products SCH 58235 - -
Food and Drug Administration Tablets Cholesterol Inhibitor
Center for Drug Evaluation and Research Serial No.: 209

HFD-510, Room 14B-19
5600 Fishers Lane
Rockville, MD 20857

SUBJECT: GENERAL CORRESPONDENCE: PROPOSAL FOR TRADEMARK

Dear Dr. Orloff,

Reference is made to our submission of June 5, 2001 requesting review by the
Office of Post-Marketmg Drug Risk Assessment (OPDRA) of as a proposed
trademark candidate for ezetimibe.

We wish to withdraw — as a candidate and request review of the following as
the proposed trademark candidate for ezetimibe:

ZETIA

The data in our NDA (target 12/01) will support the following indication statements in
the labeling:

TRADEMARK, administered alone or with an HMG-CoA reductase inhibitor,
is indicated as adjunctive therapy to diet for the reduction of elevated total
cholesterol  (total-C),  low-density  lipoprotein  cholesterol  (LDL-C),
apolipoprotein B : —— S
in patients with primary (heterozygous familial and non-familial)
hypercholesterolemia.

TRADEMARK, administered with an HMG-CoA reductase inhibitor approved
for homozygous familial hypercholesterolemia, is indicated for the reductiog of
elevated total-C and LDL-C levels in patients with homozygous familial
hypercholesterolemia, as an adjunct to other lipid-lowering treatmefits (e.g.
LDL apheresis) or if such treatments are unavailable.
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DIVISION OF METABOLISM AND ENDOCRINE DRUG PRODUCTS NOVEMBER 19, 2001
IND —— SERIALNO.: 209 . PAGE 2

.

-’

TRADEMARK is indicated as adjunctive therapy for the reduction of elevated
sitosterol, —————— levels in patients with homozygous familial
sitosterolemia. :

Please be advised that the material and data contained in this submission are
considered to be confidential. The legal protection of such confidential commercial
material is claimed under the applicable provisions of 18 U.S.C., Section 1905 or 21
U.S.C., Section 331(j) as well as the FDA regulations.

Sincerely,

D baents U

Joseph F. Lamendola, Ph.D.
Vice President
U.S. Regulatory Affairs

DU/jv
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SCH 58235 (EZETIMIBE) PAGE 1

SECTION 13. PATENT INFORMATION

PATENT INFORMATION PURSUANT TO 21 CFR § 314.53(Section 13)

RE: TRADEMARK (brand of ezetimibe) tablets for the following indications (i) the
use of ezetimibe alone, or in combination with an HMG CoA reductase inhibitor, as

adjunctive therapy to diet, for the reduction of elevated total-C, LDL-C, Apo B, —

in patients with primary (heterozygous
familial and non-familial) hypercholesterolemia; (ii) the use of ezetimibe in

combination with an HMG CoA reductase inhibitor, approved for
hypercholesterolemia, for the reduction of elevated total-C and LDL-C levels in
patients with homozygous familial hypercholesterolemia, as an adjunct to other lipid-
lowering treatments; and (iii) the use of ezetimibe as adjunctive therapy for the
reduction of elevated sitosterol, ——————— levels in patients with

homozygous familial sitosterolemia.

Trade Name: - TRADEMARK

Active Ingredient: ezetimibe

Strength: 10 mg ’
Dosage Form: Tablets - Y

Pursuant to the provisions of 21 CFR §314.53, we hereby supply the following
patent information for the captioned Schering Corporation NDA: '

1A. U.S. Patent No.: 5,767,115
Expiration Date: June 16, 2015
Type of Patent: ezetimibe, 1-(4-fluorophenyl)-3(R)-[3(S)-(4-

fluorophenyl)-3-hydroxypropyl]-4(S)-(4-

hydroxyphenyl)-2-azetidinone as the compound
per se, the active ingredient in the TRADEMARK
(brand of ezetimibe) tablets, pharmaceutical

compositions containing ezetimibe and rgethods of
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SECTION 13. PATENT INFORMATION
using ezetimibe to reduce plasma cholesterol
levels in a mammal.

Patent Owner: Schering Corporation

1B. U.S. Patent No.: 5,846,966

Expiration Date: September 21, 2013

Type of Patent: Pharmaceutical compositions for reduction of
plasma cholesterol levels containing ezetimibe in
combination with an HMG CoA reductase inhibitor
including, among others, simvastatin and methods
of reducing plasma cholesterol levels by
administering to a mammal ezetimibe in
combination with a cholesterol biosynthesis
inhibitor selected from the grodp consisting of
HMG CoA reductase inhi'b'itlor'sl,' inéludirig,mér-h-b-hg. S
others, simvastatin

Patent Owner: Schering Corporation p

o

The undersigned declares (a) that U.S. Patent No. 5,767,115 covers
ezetimibe as the compound per se, pharmaceutical compositions containing
ezetimibe and a method of using ezetimibe to reduce plasma cholesterol levels in a
mammal; (b) that U.S. Patent No. 5,846,966 covers (i) pharmaceutical compositions
containing ezetimibe for the reduction of plasma cholesterol levels in combination
with an HMG CoA reductase inhibitor in a pharmaceutically acceptable carrier, and
(i) methods of reducing plasma cholesterol levels by administering to a mammal
ezetimibe in combination with a cholesterol biosynthesis inhibitor selected from the
group consisting of HMG CoA reductase inhibitors, - including, among others,
simvastatin; (c) that ezetimibe is the active ingredient in the tablet product used
alone, or in combination with an HMG CoA reductase inhibitor, for the below-listed

e indications for which approval is being sought; and (d) that (i) the use otfszetimibe

alone, or in combination with an HMG CoA reductase inhibitor, as adjunctive therapy
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SECTION 13. PATENT INFORMATION

to diet, for the reduction of elevated total-C, LDL-C, Apo B, -

e————— levels in patients with primary (heterozygous familial and non-
familial) hypercholesterolemia; (ii) the use of ezetimibe in combination with an HMG
CoA reductase inhibitor, approved for hypercholesterolemia, for the reduction of
elevated total-C and LDL-C levels in patients with homozygous familial
hypercholesterolemia, as an adjunct to other lipid-lowering treatments; and (jii) the
use of ezetimibe as adjunctive therapy for the reduction of elevated sitosterol,
N levels in patients with homozygous familial sitosterolemia are the
indications for which approval is being sought.

The undersigned further declares that (a) approval of the ezetimibe tablet
product for the above-listed indications is being sought under section 505 of the
Federal Food, Drug and Cosmetic Act, 21 USC § 355, and that (b) each of U.S.
Patent Nos. 5,767,115 and 5,846,966 claims ezetimibe, and a method using
ezetimibe, and a claim of patent infringement under one or both of U.S. Patent Nos.
5,767,115 and 5,846,966 could reasonatiy be asserted if a person not licensed by -
the owner of each of the above-listed U.S. Patents engaged in the manufacture, use,

or sale of ezetimibe for use in the ezetimibe tablet product for the indications for
which approval is being sought. ' |

%707/07/

/
éph/F. Lamendola, Ph.D. Date
ice Fresident
. egulatory Affairs, SPRI
gent for the MSP Singapore Co. LLC
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Exclusivity Checklist

NDA: 21-445

[Trade Name: Zetia Tablets, 10mg

eneric Name: ezetimibe

JApplicant Name: MSP Singapore Company, LL.C
Division: HFD-510

Project Manager: William C. Koch, R.Ph.
lApproval Date: October 25, 2002

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 IT and IIT of this Exclusivity Summary only if you answer "yes" to one or more of the
following questions about the submission.

. Is it an original NDA?
b. Is it an effectiveness supplement?
c. If yes, what type? (SEI, SE2, etc.)

LDxd it require the review of clinical data other than to suppon a safety clalm or change

in labeling related to safety? (If it required review only of bioavailability or Yes X [No
bioequivalence data, answer "no.")

Yes X [No
Yes No | X

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

Explanation:

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

Explanation:

d. Did the applicant request exclusivity? Yes I X tNo |
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? five

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

E Has a product with the same active ingredient(s), dosage form, strength, route of
d

ministration, and dosing schedule previously been approved by FDA for the same  [Yes [No
use?

If yes, NDA #
IDrug Name:

IF THE ANSWER TO QUESTION 21S "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS.
3. Is this drug product or indication a DESI upgrade? IYes l INo J X

I¥ THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGN
{even if a study was required for the upgrade).

NATURE BLOCKS
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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. lYes | X {No
as FDA previously approved under section 505 of the Act any drug product
ontaining the same active moiety as the drug under consideration? Answer "yes" if
he active moiety (including other esterified forms, salts, complexes, chelates or
lathrates) has been previously approved, but this particular form of the active moiety,
.g., this particular ester or salt (including salts with hydrogen or coordination Yes No X
onding) or other non-covalent derivative (such as a complex, chelate, or clathrate)
as 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
pproved active moiety.
[f "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA #(s).
Drug Product
NDA #
Drug Product
INDA #
Drug Product
INDA # ' B A
2. Combination product. Yes [No
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
ctive moieties in the drug product? If, for example, the combination contains one
ever-before-approved active moiety and one previously approved active moiety,
nswer "yes." (An active moiety that is marketed under an OTC monograph, but that
was never approved under an NDA, is considered not previously approved.)
[f "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA #(s).
IDrug Product - : :
NDA # ’
IDrug Product

INDA #
[Drug Product
INDA #

FIF THE ANSWER TO QUESTION 1 OR 2 UNDER PART I 1S "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS. IF "YES." GO TO PART IIl.

s

'Yes [No

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

To qualify for three years of exclusivity, an application or supplement must contain "reports of new clinical
investigations (other than bioavailability 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 | or 2,
was "yes."

1. Does the application contain reports of clinical investigations? (The Agency
interprets "clinical investigations” to mean investigations conducted on humans other
than bioavailability studies.) If the application contains clinical investigations only by
virtue of a right of reference to clinical investigations in another application, answer  [Yes No
"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.

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS.
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2. A clinical investigation is "essential to the approval” if the Agency could not have approved the application
r 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
pproved applications (i.e., information other than clinical trials, such as bioavailability data, would be
ufficient to provide a basis for approval as an ANDA or 505(b)(2) application because of what is already
own about a previously approved product), or 2) there are published reports of studies (other than those
onducted or sponsored by the applicant) or other publicly available data that independently would have been
ufficient to support approval of the application, without reference to the clinical investigation submitted in
he application. For the purposes of this section, studies comparing two products with the same ingredient(s)
re considered to be bioavailability studies.

) In light of previously approved appllcatlons, is a clinical investigation (either
conducted by the applicant or available from some other source, including the Yes [No
published literature) necessary to support approval of the application or supplement?
{f "no,” state the basis for your conclusion that a clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCKS.
asis for conclusion: '

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 avaxlable data Yes No
'would not independently support approval of the application?

1) If the answer to 2 b) is "yes," do you personally know of any reason to disagree Yes No
with the applicant's conclusion? If not applicable, answer NO.

If yes, explain:

) 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  [Yes No
demonstrate the safety and effectiveness of this drug product?

If yes, explain:

c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations submitted in the
pplication 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.")
Tnvestigation #1 Yes

No
Investigation #2 [Yes | [No
[nvestigation #3 es [No

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

Investigation #1 -- NDA Number
Investigation #2 -- NDA Number
Investigation #3 -- NDA Number




Page 5

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?

nvestigation #1 Yes No
nvestigation #2 Yes No
Jinvestigation #3 es No

[f you have answered "yes" for one or more investigations, identify the NDA in which a similar investigation
was relied on:

[nvestigation #1 -- NDA Number
[nvestigation #2 -- NDA Number
Investigation #3 -- NDA Number
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 #1

Investigation #2
Investigation #3

4. 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.

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

Investigation#1 ‘ {Yes l No l
IND#: »

Explain: . Y
[nvestigation #2 ‘ : Yes |  [No |
IND#:

Explain:
Investigation #3 Yes l No l
IND#:

Explain:

b. 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?

Investigation #1 Yes | W) I
IND#: '

[Explain:
Investigation #2 Yes I [No I
IND#: :

Explain:
Investigation #3 Yes ] lﬁo ]
TND#:

Explain:
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. Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe
hat the applicant should not be credited with having "conducted or sponsored"” the
tudy? (Purchased studies may not be used as the basis for exclusivity. However, if all Yes
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.)

If yes, explain:

{See appended electronic signarure page}

Signature of PM Date:

{See appended electronic signature page}

Signature of Division or Office Director Date:
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SECTION 20.A. -OTHER

Claim for Exclusivity (Section 20)

1. Pursuant to the provisions of Sections 505(c)(3)(D)(ii) and 505 (j)(5)(D)(ii) of
the Food, Drug and Cosmetic Act (FDCA) and 21 CFR § 314.108(b)(2), the

applicant claims _five (5)\years of exclusivity for its TRADEMARK (brand of
"—_//_-V* - - . - -
ezetimibe) for the following indications: (i) the use of ezetimibe alone, or in

combination with an HMG CoA reductase inhibitor, as adjunctive therapy to diet, for
the reduction of elevated total-C, LDL-C, Apo B,

— levels in patients with primary (heterozygous familial and non-familial)
hypercholesterolemia; (ii) the use of ezetimibe in combination with an HMG CoA
reductase inhibitor, approved for hypercholestero[emia, for the reduction of elevated
total-C and LDL-C levels in patients with homozygous familial hypercholesterolemia,
as an adjunct to other lipid-lowering treatments; and (iii) the use of ezetimibe as

adjunctive therapy for the reduction of elevated sitosterol, 1 levels

in patients with homozygous familial sitosterolemia.

2. The applicant certifies that to the best of the applic/éht’s knowledge each of
the clinical investigations included in the application meets the definition of “new
clinical investigation” set forth in 21 CFR § 314.108(a).

3. A list of all published studies or publicly available reports of clinical
investigations known to the applicant through a computer-assisted literature search
that are relevant to the conditions for which the applicant is seeking approval is
provided as Attachment 1.

4. The applicant certifies that it has thoroughly searched the scientific literature
through a computer-assisted search of the Scholar database, and Dialog database
encompassing the following subfiles: CHEMSEARCH, covering the period from
January 1, 1990 to July 25, 2001; MEDLINE covering the period from January 1,
1990 to July 25, 2001; and EMBASE covering the period from January 1,_1990 to
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July 25, 2001, for English and non-English literature relating to ezetimibe tablets in
humans.

5. To the best of the applicant's knowledge, the list of scientific literature
pertaining to ezetimibe tablets is complete and accurate, and in the opinion of the
applicant, such published studies or publicly available information do not provide a
sufficient basis for the approval of the use of ezetimibe tablets alone or in
combination with a cholesterol inhibitor, including an HMG CoA reductase inhibitor,
for the above-listed indications. The applicant's opinion that the studies or reports

are insufficient is based on the following:

The literature does not contain adequate characterization of the efficacy and
safety profile of ezetimibe tablets alone or in combination with a cholesterol inhibitor,
including an HMG CoA reductase inhibitor, for the above-listed indications which is
established by the data from the new clinical studies conducted by the applicant

under IND, —— , and included in this application.

The applicant was the sponsor named in the Form FDA-1571 for IND ——

under which the new clinical.trials were conducted.

APPEARS THIS WAY
ON ORIGINAL
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SN 16. DEBARMENT CERTIFICATION

The MSP Singapore Company, LLC hereby certifies 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.

/
v‘\_/ﬁ/)./.\ 2] OV
osgbh £. Lamendola, Ph.D. ate
ide President

.SRegulatory Affairs, SPRI
Agent for the MSP Singapore Co. LLC

APPEARS THIS WAY
ON ORIGINAL



Robert E. Silverman, M.D_, Ph.D.

ert . Merck & Co., Inc.
Senior Director BLA-20
Regulatory Affairs PO.Box 4

West Point PA 12486-0004
Tel 484 344 2944
Fax 484 344 2515

December 27, 2001

€9 MERCK

David Orloff, M.D., Director
Division of Metabolic and Endocrine Drug Products

Central Document Room

Food and Drug Administration

Center for Drug Evaluation and Research
12229 Wilkins Avenue

Rockville, MD 20852

Dear Dr. Orloff:

NDA 21-445: ZETIA™ Tablets (Ezetimibe)
Original New Drug Application

Reference is made to the original New Drug Application (NDA) cited above for ZETIATM,
submitted as an electronic archive on December 28, 2001 by MSP Singapore Co., LLP.

Reference is also made to an October 19, 2001 telephone conversation between Mr.
William Koch of FDA and Dr. Deborah Urquhart of Schering-Plough Research Institute.
This discussion involved the MSP Singapore Financial Disclosure information for NDA
21-445, in particular, the appropriate mechanism whereby Merck & Co., Inc. and
Schering-Plough Research Institute could submit the financial disclosure information in a
manner that would retain the confidentiality of the individual companies involved. Mr.
Koch indicated that the Financial Disclosure information for both Merck and Schering-
Plbugh would need to be submitted simultaneously with the NDA application.
Additional reference is made to a December 5, 2001 email and subsequent December 7.
2001 telephone conversation between Dr. Urquhart (SPRI) and Dr. Linda Carter (FDA)
during which Dr. Carter stated it acceptable for Merck to submit financial information in
paper as described below and she would let the Division of Metabolic and Endocrine
Drug Products know that the planned procedure was not a refuse-to-file issue.

Merck & Co., Inc. will provide MSP Singapore Co., LLP the Merck Financial Disclosure
information in a sealed package marked confidential to be included with the submission of
the original NDA 21-445. A copy of the cover letter will be supplied to Schering-Plough
for inclusion in the NDA Administrative binder. Any questions the Division has with
regard to the Merck Financial Disclosure information should be directed to Merck to
maintain the confidentiality of the information. Merck Financial Disclosure #dormation
should not be disclosed to Schering-Plough Research Institute.



David Orloff, M.D., Director
NDA 21-445: ZETIA™ Tablets (Ezetimibe)
Page 2

With this submission, Merck is providing the Merck & Co., Inc. Financial Disclosure
information for the original submission of NDA 21-445. All information is in an
electronic format as indicated in the Table of Contents for this submission.

We consider the information included in this submission to be a confidential matter, and
request that the Food and Drug Administration not make its content; nor any future

communications in regard to it, public without first obtaining the written permission of
Merck & Co., Inc.

Questions concerning this submission should be directed to Robert E. Silverman, M.D.,
Ph.D. (484-344-2944) or, in my absence, to Bonnie J.- Goldmann, M.D. (484-344-2383).

Sincerely,
A
Ly : .

Robert E. Silverman, M.D., Ph.D.
Senior Director, Regulatory Affairs

Enclosure: CD
Hand Deliver

Q:\Nolt\MSP Singapore\Merck_FD.doc

APPEARS THIS WAY
ON ORIGINAL
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FINANCIAL INFORMATION

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service
Food and Drug Administration

CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

Form Approved: OMB No. 09100396
Explration Date: 3/31/02

With respect to all covered clinical studies {or specific clinical studies listed below (if appropriate)) submitted
in support of this application, { certify to one of the statements below as appropriate. | understand that this
certification is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a cfinical-
investigator includes the spouse and each dependent child of the investigator as defined in 21 CFR 54.2(d).

[ Please mark the applicable checkbox. 1

(1) As the sponsor of the submitted studies, 1 cetlify that | have not entered into any financial
arrangement with the listed clinical investigators (enter names of clinical investigators below or attach
list of names to this form) whereby the value of compensation to the investigator could be affected by
the outcome of the study as defined in 21 CFR 54.2(a). | also cedify that each listed clinical
investigalor required to disclose to the sponsor whether the investigator had a proprietary interest in
this product or a significant equity in the sponsor as defined in 21 CFR 54.2(b) did not disclose any
such interests. | further certify that no listed investigator was the recipient of significant payments of
other sorts as defined in 21 CFR 54.2(f).

Clinical Investigators

(2) As the applicant who is submitling @ study or studies sponsored by a firm or party other than the
applicant, | certify that based on information oblained from the sponsor or from participating dlinical
investigators, the listed clinical investigators (attach list of names to this form) did not participate in
any financial arrangement with the sponsor of a covered study whereby the value of compensation to
the investigator for conducting the study could be affected by the oulcome of the study (as defined in
21 CFR 54.2(a)); had no proprietary interest in this product o significant equity interest in the sponsor
of the covered study (as defined in 21 CFR 54.2(b)); and was not the recipient of significant payments
of other sorts (as defined in 21 CFR 54.2(f)).

(3) As the applicant who is submilling a study or studies sponsored by a firm or party other than the
applicant, | cerlify that t have acted with due diligence to obtain from the listed clinical investigators
(attach list of names) or from the sponsor the information required under 54.4 and it was not possible
to do so. The reason why this information could not be obtained is attached.

NAME TITLE
Enrico P. Veltd, MD Vice President, Clinical Research CV & Medical &
7 Safery Service
: FIRM/ORGANIZATION ”

Schering Plough Research Institute

SIGNATURE/@,\; K UML o Dﬁf; ql Ma/

Paperwork Reduction Act Statement
An 2pency may not conduct or sponsor. and a person is nol required to respond to. a collection of

information unless it displays a currently valid OMB conerol number. Public reporting butden foe this Department of Health and Human Services
collection of information is estimated 10 sverage 1 bour per responsce. including time for reviewing Food “'_'d Drug Administration
instructions, searching existing dara sources, gathering and maintaining the necessaty data, and m?‘*‘"" Lane, Room 14C-03
completing and revicwing the collection of information. Scnd comments seyarding this burden Rockville, MD 20857

estimate or any other aspect of this collection of information to the address to the right:

FORM FDA 3454 (3/99)

Cromod by: PSC Make ars (3012443 M5¢  EF




CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service
Food and Drug Administration

Form Approved: OMB No. 0910-0396
Expiration Date: 3/31/02

T0 BE COMPLETED BY APPLICANT

With respect to all covered clinical studies (or specific clinical studies listed below (if appropriate)) submitted
in support of this application, | certify to one of the statements below as appropriate. | understand that this
certification is 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).

| @

1(2)

3

l Please mark the applicable checkbox. ]

As the sponsor of the submitted studies, | certify that | have not entered into any financial
arrangement with the listed clinical investigators (enter names of clinical investigators below or attach
list of names to this form) whereby the value of compensation to the investigator could be affected by
the outcome of the study as defined in 21 CFR 54.2(a). | also certify that each listed clinical
investigator required to disclose to the sponsor whether the investigator had a proprietary interest in
this product or a significant equity in the sponsor as defined in 21 CFR 54.2(b) did not disclose any

such interests. | further certify that no listed investigator was the recipient of significant payments of
other sorts as defined in 21 CFR 54.2(f).

Clinical Investigators

As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, | certify that based on information obtained from the sponsor or from participating clinical
investigators, the listed clinical investigators (attach list-of names to this form) did not participate in
any financial arrangement with the sponsor of a covered study whereby the value of compensation to
the investigator for conducting the study could be affected by the outcome 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 covered study (as defined in 21 CFR 54.2(b)); and was not the recipient of significant payments
of other sorts (as defined in 21 CFR 54.2(f)).

As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, | certify that | have acted with due diligence to obtain from the listed clinical investigators
sattach list of names) or from the sponsor the information required under 54.4 and it was not possible
o do so. The reason why this information could not be obtained is attached.

NAME

David Arkowitz

TITLE

Controller, MRL Financial Services

FIRM/ORGANIZATION
Merck & Co., Inc

SIGNATURE

DATE
.nw/’% !I\)Ou?,mbg_r l\, J ool

Paperwork Reduction Act Statement

An agency may not conduct or sponsor, and a person is not required to respond to, a collection of

information unless it displays a currently valid OMB control number. Public reporting burden for this Department of Health and l—!uman Services
collection of information is estimated to average 1 hour per response, including time for reviewing Food af'd Drug Administasion
instructions, searching existing data sources, gathering and maintaining the necessary data, and 5600 F ishers Lane, Room 14C-03
completing and reviewing the collection of information. Send comments regarding this burden Rockville, MD 20857

estimate or any other aspect of this collection of information to the address to the right:

FORM FDA 3454 (3/99)

Creared by Elecuonic Documaz SanvicesUSDITIS: (30 432222

EF



