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Patent and Exclusivity Search Results from query on Appl No 019766 Product 001 in the OB_Rx list.

Patent Data
Appl Prod Patent Patent Drug Substance Drug Product Patent Use
No No No Expiration Claim Claim Code ; “,
019766 Q01 4444784 DEC 23,2005 u-59 7 Nﬂ[@wék ¢ -—{1‘1
019766 (01 4444784*PED JUN 23,2006 u-59
019766 Q1 RE36481 JUL 10,2007 U-300
019766 Q01 RE36481*PED JAN 10,2008 U-300 . ' P e,
00 ) OUIJGH P o
019766 Q01 RE36520 MAY 26,2009 uU-300
019766 001 RE36520*PED NOQV 26,2009 U-300

Exclusivity Data

Appl No Prod No Exclusivity Code Exclusivity Expiration

019766 001 {-390 APR 16,2006 L Jf .

| > dpations
019766 001 1-350 OCT 18,2005
019766 001 PED APR 18,2006 Pg&ﬁ s Chban uaﬁ.}

Additional information:

1. Patents are published upon receipt by the Orange Book Staff and may not reflect the official receipt date as
described in 21 CFR 314.53(c){(3)(5).

2. Patents submitted on FDA Form 3542 and listed after August 18, 2003 will have one to three patent codes
indicating specific patent claims as submitted by the sponsor and are detailed in the above table.

3. Patents listed prior to August 18, 2003 are flagged with method of use claims only as applicable and submitted
by the sponsor. These patents may not be flagged with respect to other claims which may apply.

4. *PED and PED represent pediatric exclusivity. Patents with pediatric exclusivity granted after August 18, 2003
will be indicated with *PED as was done prior to August 18, 2003. Patents with *PED added after August 18, 2003
will not contain any information relative to the patent itself other than the *PED extension. Information related
specifically to the patent will be conveyed on the original patent only.

View a list of all patent use codes
View a list of ali exclusivity codes

Return to Electronic Orange Book Home Page

FDA/Center for Drug Evaluation and Research
Office of Generic Drugs
Division of Labeling and Program Support
Update Frequency:

Orange Book Data - Monthly

http://www.accessdata.fda.gov/scripts/cder/ob/docs/patexclnew.cfm?Appl_No=019766&Pr... 7/14/2004
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Patent and Exclusivity Search Results from query on Appl No 021445 Product 001 in the OB_Rx list.

Patent Data

Appl Prod Patent Patent Drug Substance Drug Product Patent Use -

No No No Expiration Claim Claim Code )
021445 (01 5846966 SEP 21,2013 U474 > L), nchic bedi o
021445 Q01 RE37721 JUN 16,2015 u-473

é Pfcwcuc Mﬂf‘z"a‘

Exclusivity Data [zef s

Appl No Prod No Exclusivity Code Exclusivity Expiration
021445 o001 NCE QCT 25,2007 Weee? Ciu_/w “w}?‘_ @ ,‘}H"{a_

Additional information:

1. Patents are published upon receipt by the Orange Book Staff and may not reﬂect the official receipt date as
described in 21 CFR 314.53(c)(3)(5).

2. Patents submitted on FDA Form 3542 and listed after August 18, 2003 will have one to three patent codes
indicating specific patent claims as submitted by the sponsor and are detailed in the above table.

3. Patents listed prior to August 18, 2003 are flagged with method of use claims only as applicable and submitted
by the sponsor. These patents may not be flagged with respect to other claims which may apply.

4. *PED and PED represent pediatric exclusivity. Patents with pediatric exclusivity granted after August 18, 2003
will be indicated with *PED as was done prior to August 18, 2003, Patents with *PED added after August 18, 2003
will not contain any information relative to the patent itself other than the *PED extension. Information related
specifically to the patent will be conveyed on the original patent onty.

View a list of all patent use codes
View a list of all exclusivity codes

Return to Electronic Crange Book Home Page

FDAJ/Center for Drug Evaluation and Research
Office of Generic Drugs
Division of Labeling and Program Support
Update Frequency:
Orange Book Data - Monthly
Qrange Book Data Updated Through May, 2004
Orange Book Patent Data Only - Daily
Patent Data Last Updated: July 13, 2004

http://www.accessdata.fda.gov/scripts/cder/ob/docs/patexclnew.cfm?Appl No=021445&Pr... 7/14/2004



Department of Health and Human Services
Food and Drug Administration

OF AN NDA, AMENDMENT, OR SUPPLEMENT
For Each Patent That Claims a Drug Substance

Composition) and/or Method of Use

PATENT INFORMATION SUBMITTED WITH THE FILING

(Active Ingredient}, Drug Product (Formulation and

Form Approved: OMB No. 09310-0513
Expiration Data: 073106

NDA NUMBER
To be assigned

NAME OF APPLICANT / NDA HOLDER
MSP Singapore Co., LLC

The following is provided in accordance with Section 505(b) and (c} of the Federal Food, Drug, and Cosmetic AcL.

TRADE NAME (OR PROPOSED TRADE NAME}
VYTORIN (ezelimibe/simvastatin) Tablets

ACTIVE INGREDIENT(S)

STRENGTH(S)

Ezetimibe Ezetimibe/Simvastatin: 10mg/10mg; 10 mg/20 my;
Simvastatin —i 10mg/40myg; and 10 mg/80 mq. )
DOSAGE FORM

Tablets

after approval of an NDA or suppl

for listing a patent in the Orange Book,

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d}{4). Within thirty (30} days
ement, or within thirty (30) days of Issuance of a new patent, a new patent declaration must be
submitted pursuant to 21 CFR 314.563(c){2)(ii) with all of the required infermation based on tha approved NDA or supplement. The
information submitled in the declaration form submilted upon or after approval will be the only information relied upon by the FDA

For hand-written or typewriter versions (only) of this report: if additional space is required for any narrative answer (i.e., one
that doas not require a "Yes" or "No” response), please attach an additional page referencing the question number.

patent is not eligible for listing.

FDA will not list patent information If you submit an incomplete patent declaration or the patent declaration indicates the

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you mus!t submit all the
Information described below. If you are not submitting any patents for this pending NDA, amendment or supplement,

complete above section and sections 5 and 6.
1 GENERAL:: L

P

o Py
e AR

e

a. United States Patent Number

4,444,784 4/24/1984

b. Issue Date of Patent

12/23/2005

d. Name of Patent Owner

" Address (of Patent Owner)
P. O. Box HM 1429

City/State

Hamilton HM FX Bermuda

MSD Technology, L. P.
ZiP Code

not applicable

FAX Number (if available)

441-294-1556

Telephone Number

E-Mail Address {if avaifable)

. Name of agent or representative who
resides or maintains a place of business
within the United States authorized to

Address (of agent or representative named in 1.e.}

One Merck Drive, P. O. Box 1000

recelve notice of patent certification under
section 505(b)(3)and §H{2)(E) of the
Federal Food, Drug, and Cosmetic Act
and 21 CFR 314.52 and 314.95 (if patent

City/Gtate

Whitehouse Station, New Jersey

owner or NDA applicant/holder does not
reside or have a place of business within
the United States)

ZiP Code
08889-0100

FAX Number (if available}
908-735-1244

Office of General Counse!
908-423-5259

Telephone Number

E-Mail Address (if available)

ken_frazier@merck.com

f. 1s the patent referenced above a patent that has been submitted previousty for the
approved NDA or supplement referanced above? D Yes No
g. If the patent referenced above has been submitted previously for listing, is the
expiration date a new expiration date? D Yes D No
! ) Page 1

Computer generated lorm "Patant Submission with MDA (Miscellanaous folder) Merck & Co | Inc. B/27/200!



TR _.;.,,;.- T

Gmecl

Rrecirming?

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmelic Acl. This time-
sensitive palent information Is submitled pursuant to 21 CFR 314.53. | attest that | am famlliar with 21 CFR 314.53
and this submission complies with the requirements of the regulation. 1 verify under penalty of perjury that !he
foregoing is true and correct.

Warning: A willfully and knowingly false statement is a criminat offense under 18 U.5.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner {Attomey, Agent, Date Signed
Represantative or other Authorized ) { Provide Information below}

/""——’L September 9, 2003

NOTE: Only an NDA applicant/holder may submit this declaraﬁoﬁ directly to the FDA. A patent owner who is not the NDA
applicant/holder is authorized to sign the deciaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)}{(4).

Check applicable box and provide information betow.

D NDA Applicant/Holder [ NDA Applicant's/Holder's Atlomey, Agent {Representative)
or other Authorized Official
. Patent Owner's Attorney, Agent (Representative) or Other
(L1 patent Owner IX] Aithorized Offcat
Name

Meivin Winokur, Patent Department, Merck & Co., Inc

Address City/State
126 East Lincoln Ave., P.O. Box 2000 Rahway, NJ
ZIP Code Telephone Number
07065-0907 (732) 594-7234
FAX Number (if available) E-Mail Address (if available)
{732) 594-4720 mel_ winokur@merck.com
FORM FDA 3542a (7/03) Page 3
APPEARS THIS WAY

ON ORIGINAL

Gomputer generated form "Patent Submussion wilh NDA" {Miscellaneous foldar) Merck & Go , Inc. B/27720(



For the patent referenced above, provide the folfowing information on the drug substance, drug product and/or method of use
that Is the subject of the pending NDA, amendment, or supplement.

n the drug product

described in the pending NDA, amendment, or supplement?

2.2 Does the patent claim a drug substance that is a different polymarph of the active
ingredient described in the NDA, amendment, or supplement?

2.3 If the answer to question 2.2 is *Yes,* do you certify that, as of the date of this declaration,
you have test data demonstrating that a drug product centaining the polymorph will
perform the same as the drug product described in the NDA? The type of lest data D Yes D No
required is described at 21 CFR 314.53(b).

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only & melabotite of the active ingredient pending in the NDA or supplement?
{Complete the information in section 4 below if the patent claims a pending method of using the
pending drug product to administer the metabalite.) [] Yes X no

2.6 Does the patent claim only an intermediate? D Yes No

2.7 If the patent referenced in 2.1 is a product-by-process patent, is the product claimed in tha
patent novel? {An answer is requirad only if the patent is a product-by-process patent.) [:, Yes [:] No

3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? Yes D No

. im ord i jate?
3.2 Does the patent claim ondy an intermediate [:I Yes g No

3.3 If the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yes D No

e e o

Use mE o % - O

o3 ke |

o e

o L ) - )

Sponsors must submit the information in section 4 separately for each paleni clalm claiming a methad ol using the pending
drug product for which approval is belng sought. For each method of use claim referenced, provide the following information:

4.1 Does the patent claim one or more methods of uss for which approval is being sought
in the pending NDA, amendment, or supplemant? Yes D No
4.2 Claim Number {as fisted in the patent Does the patent claim referenced in 4.2 claim &
pending method of use for which approval is being
12 sought in the pending NDA, amendment, Yes D No
or supplement?

4.2a if the answer to 4.2 is|  Use: (Submit indication or method of use information as identified specifically in the proposed labefing.}

;Ygz;;ié?e"!}i’g with VYTORIN is indicated as adjunctive therapy to diet for the reduction of elevated total-C, LDL-C,
“';m refetrye noel:ie Apo B, TG, and non-HDL-C, and to increase HDL-C in patients with primary {(heterozygous
the proposed labeting farnilial and non-familial) hypercholesterolemia or mixed hyperttipidemia.

for the drug product. VYTORIN is indicated for the reduction of efevated total-C and LDL-C in patients with
homozygous familiat hypercholesterolemia, as an adjunct to ether lipid-lowering treatments

{e.g., LDL apheresis) or it such treatments are unavailable.

For this pending NDA, amendment or supplement, there are no relevant patents that claim the approved drug substance

(active ingredient), drug preduct (formulation or compasition} or methods(s) of use, for which the applicant is seeking D Yes
approval and with respect to which a claim of patent infringement could reasonably be asserted if a person not .
licensed by the owner of the patent engaged in the manufacture, use or sale of the drug product.

FORM FDA 3542a (7/03) Page 2

Computer generated form “Patent Subrnission with NDA® (Miscellaneous tolder) Merck & Ca., Inc. 8/27/20C



Department of Health and Human Services Foom Approved: OMB No. 0910-0513

F nd Drug Administration Expiration Date: 7/31/08
ood a 9 See OMB Staternent on Page 3.

PATENT INFORMATION SUBMITTED WITH THE NOA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 176 Be Assigned

For Each Patent That Claims a Drug Substance NAME OF APPLICANT /NDA HOLDER
(Active Ingredient), Drug Product (Formulation and MSP Singapore Company, LLC
Composition) andlor Method of Use

The followiny is provided In accordance with Section 505(b) and (c} of the Federal Food, Drug, and Cosmetic Act.

TRADE NAME (OR PROPOSED TRADE NAM )
(ezetimibe/simvastatin) Tablets

VYTORINTM
ACTIVE INGREDIENT(S}) STRENGTH(S)
Ezetimibe fg:{tﬁ‘;ﬁe/ Sﬁ;aigzt;g OiOmg/ 10mg; 10mg/20mg 3
Simvastatin g B3 I:4 5-
DOSAGE FORM
Tablets

This patent declaration formn is required to be submitted to the Food and Diug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d){4).

Within thirty (30} days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a naw patent
dediaration must be submitted pursuant to 21 CFR 314.53(c}{2){ii} with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: if additional space is required for any narrative answer (i.e., one
that does not require a "Yes" or "No" response), please attach an additional page referencing the question number.

FDA will not list patent information if you submit an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described befow. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above secbon and sections §and 6.

a. Umted Slates Patent Nurnber . b. Issue Dale of Palent c Expirauon Dala of Falenl

RE 37,721 5/28/2002 6/16/2015
d. Name of Patent Owner Address {of Patent Owner)

SCHERING CORPORATION 2000 Galloping Hill Road

City/State
Kenilworth, New Jersey
ZIP Code FAX Number (if available)
07033-0530 (908)298-~5388
[ Telephone Number E-Mail Address (if available}
{908)298-5037 thomas.hoffman@spcorp.com

e. Name of agent or representalive who resides or maintains | A of age rese e named in 1.¢.)
a place of business within the United Stales authorized to SdgﬁE%{(INGQ ?f 'fﬂ) atent Dept. K-6-1-1990

receive notice of patent certification under section 505(b)(3)] 2000 Gallop ing Hill Road
and (J{2)(B) of the Federal Food, Drug, and Cosmetic Act
and 21 CFR 344.52 and 314.95 (if patent owner or NDA | City/State

applicantholder dees not reside or have a place of Kenilworth, New Jersey
business within the United States) ZIF Code FAX Number {F avaifable)
07033-0530 (908)298-5388
Thomas D. Hoffman Telephone Number E-Mail Address (if available)
(908)298-5037 thomag,hof fman@spcorp, com
f. Is the patent referenced above a palent that has been submitted previously for the
approved NDA or supplement referenced above? - B Yes No
a. If the patent referenced above has been submitled previousty for listing, is the expiration
date a new expiration date? [ves Kino
FORM FDA 3542a (7/03) Page 1

BSC hledia A (301} 443-10%0  EF



6-1 'ﬂre undersigned declares thal this is an accurate and compilete submlss:on of patent lnfonnaﬂon for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drirg, and Cosmetic Act. This time-
- sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and

" this submission complies with the requirements of the regulation. I verify under penalty of perfury that the foregoing
Is true and correct.

Wamning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signalure of NDA ApplicantHolder or Patent Owner (Afforney, Agent, Representative or
other Authorized Official) (Provide Information bel

Date Signed

September 9, 2003

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c){4) and (d){4).

Check applicable box and provide information below,

u NDA Applicant/Holder D NDA Applicant’s/Holder's Attorney, Agent (Representative) or other
Authorized Offictal

[ patent Owner Patent Ownar's Attomey, Agent (Representative) or Other Authorized
Official

Name
Thomas D. Hoffman

Addiess  GCHRERING CORPORATION CityiStata
Patent Dept., K-6-1-199¢

2000 Galloping Hill Road

Kenilworth, New Jersey

ZIP Code Telephone Number
07033 {908) 298-5037
FAX Number (if availabla) ] E-Mail Address (if avaifable)
{908)298-5388 : thomas.hoffman@spcorp.com

Food and Drug Administration
CDER (3IFD-007)

5600 Fishers Lanc

Rockville, MD 20857

information unless it displays a currently valid OMB control number.

The public reporting burden for this collection of information has been estimated 1o avetage 9 hours per response, inchuding the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collestion of information. Send
commeats regarding this burder estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

An agency may not conduci or sponsor, and a person is not reguired to respond 1a, a collection of

FORM FDA 3542a (7/03)

Page 3



For the patent referenced above, provide the following information on the drug substance, driug product andior method of
use that is the sub]ect of the pendmg NDA, amendment, or supplement.

2 1 Does the patenl dlaim the drug subslanee lhat is the active ingrecﬁen{ in Lhe drug product

described in the pending NDA, amendment, or supplement? BYes Clno
2.2 Does the patent claim a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendment, or supplement? Jves Ko

2.3 H the answer to question 2.2 is "Yes," do you certify that, as of the date of this declaration, you have test
data demonstrating that a drug product containing the polymorph will perform the same as the drug
product described in the NDA? The type of test data required is described at 21 CFR 314.53(b). [lves Cne

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test resulls described in 2.3.

L

2.5 Does the patent claim only a metabolile of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 below if the patent daims a pending method of using the pending
drug product to administer the metabotite.) ves No

2.6 Does the patent claim only an intermediate?

2.7 If the patent referenced in 2.1 is a product-by-process patent, is the praduct claimed in the
patent novel? (An answer is required only if the patent is a product-by-pracess patent.) m Yes m No
e T : TR 7

aHodicHicompostioni.onnl

3.1 Does the patent claim the drug produd, as der ned in 21 CFR 314 3 in the pandmg NDA
amendment, or supplement? . ﬁYes Clne

3.2 Does the patent claim only an intermediate?

O Yes EIne
3.3 N the palent referenced in 3.1 is a product-by-process patent, is the product claimed in the
pateni novel? (An answer is required only if the patent is a product-by-process patent ) D Yes D No

Sponsors must submit the lnfonﬂaaon in secnon 4 separal‘ely for each patent claim claiming a method of usfng the pendlng d’mg
product for which approval Is being sought. For each method of use clalm referenced, provide the following Information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in
the pending NDA, amendment, or supplement? m Yes [:I No

4.2 Claim Number {as listed in the paten§ | Does the patent claim referenced in 4.2 claim a pending method
of use for which approval is being sought in the pending NDA,
13 amendment, or supptement? E Yes m Ng

42a If the answerto 4.2is Use: {Submit indication or method of use informationr asidentified specifically in the proposed labeling.)

"Yes," identify with speci- {VYTORIN is indicated (1)as adjunctive therapy to diet for the

ficity the use with refer-  {roduction of elevated total-C, LDL-C, Apo B, TG, and non-HDL-GC,and

:Zl‘:i;;t;er &f’:ﬁ:;d to increase HDL-C in patients with primary (heterozygous familial

product. and non-familial} hypercholesterolemia or mixed hyperlipidemial(2)

for the reduction of elevated total-C and LDL-C in patients with

homozygous familial hypercholesterolemia, as an adjunct to other

T 7 TEG AT o1 SR Fe Iy o : S T e T T T s s TE
B e R R R e T e e
For this pending NDA, amendment, or supplement, there are no relavant patents that claim the drug substance (active ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to
which a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in
the manufacture, use, or sale of the drug product.

FORM FDA 3542a (7/03) Page 2




EXCLUSIVITY SUMMARY FOR NDA # 21-687 SUPPL #

Trade Name _Vytorin
Generic Name ezetimibe/simvastatin tablets [10/10, 10/20, 10/40,
10/801]

Applicant Name MSP Singapore Company
Approval Date If Known July 23, 2004

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, and all efficacy supplements. Complete PARTS II and
III of this Exclusivity Summary only if you answer "yes" to one or
more of the following question about the submigsion.

a) It a 505(b) {1}, 505(b) (2) or efficacy supplement?
YES / X / NO /_ [

If yes, what type? Specify 505 (b) (1), 505(b){(2), SE1, SE2, SE3,SE4,
SES, SE6, SE7, SE8

505 (b) (1)

¢) 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 bicavailability or
biocequivalence data, answer "no.")

YES / / NO /X _/

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

Note: A bioequivalence study was required for approval.

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:

N/A

d) Did the applicant reguest exclusivity?

Page 1



YES /_/ NO /_X_/

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

N/A

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

YES /_X / NO /_ /

Note: simvastatin, yes ; ezetimibe,no

If the angwer to the above guegtion in YES, is this approval

a result of the studies submitted in responge to the Pediatric
Writen Request?

NO

IF YOU HAVE ANSWERED "“"NO" TO ALL OF THE ABOVE QUESTIQONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. 1Is this drug product or indication a DESI upgrade?
YES / [/ NO /_X/

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR ﬁEW 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.

. N/A
If "yes," identify the approved drug product(s) containing the

Page 2



active moiety, and, if known, the NDA #(s).
N/A

NDA#

NDA#

NDA#

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 "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is
considered not previously approved.)

YES / X / NO / _ /

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

NDA# _ 21-445_

NDA# _ 19-766__

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY
TO THE SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part
ITI of the summary should only be answered “NO” for original
approvals of new molecular entities.) IF “YES” GO TO PART III.

PART IIXII THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

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

1. Does the application contain reports of clinical
investigations? (The Agency interprets "clinical investigations"

Page 3



to mean invegtigations conducted on humans other than
biocavailability 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 /___ [/

Note: Protocol mno. P005 and P038, 2 new studies Primary
Hypercholesterolemia

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

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

{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 / / NO / X /

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 8:

Biocequivalence study was the only study needed for approval,
the c¢linical studies mentioned in item #1 above, were for
modification of the package insert, but were not required for
approval.

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

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

YES / / NO / /
If yves, explain:
N/2
(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 effectivenegs of
this drug product?

YES /[ NO /X/

If yes, explain:

() 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:

None

Studies comparing two products with the same ingredient(s) are
considered to be bicavailability studies for the purpose of this
section.

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, 1.e., does not redemonstrate sgomething the agency
considers to have been demonstrated in an already approved
application.

Page 5



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.")

NOT APPLICABLE

Investigation #1 YES / [/ NO / /

Investigation #2 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:

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 / /
Investigation #2 YES / / NO / /

If you have answered "yes" for one or more investigation,
identify the NDA in which a similar investigation was relied
OIl:

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"): N/A

4. To be eligible for exclusivity, a new investigation that is
egsential to approval must also have been conducted or sponsored by
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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.

NOT APPLICABLE

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 spongor?

Investigation #1 !

IND # YES / /! NO /__/ Explain:
|
Investigation #2 i

1
IND # YES /_/ ' NO / / EBxplain:

{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? N/A

Investigation #1

I
{
YES / / Explain ! NO / / Explain
!
!

t
!

Investigation #2

YES / / Explain NO / / Explain

tem b amm e A b Amm b= b

(¢} 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 wmay not be used as the basis for
exclugivity. However, if all rights to the drug are purchased
{not just studies on the drug), the applicant may be
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considered to have sponsored or conducted the studies
sponsored or conducted by its predecessor in interest.)

YES / / NCO / X /
If yes, explain:
Signature Monika Johnson, PharmD Date RAugust 3, 2004
Title:_ Project Manager
Signature of Date: August 3, 2004

Division Director
David G. Orloff, MD

Form OGD-011347 Revised 05/10/2004

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

Mary Parks
8/3/04 04:28:01 PM
for Dr. Orloff

APPEARS THIS WAY
ON ORIGINAL



PEDIATRIC PAGE

" (Complete for all filed original applications and efficacy supplements)

NDA/BLA #:_21-687 Supplement Type (e.g. SES): Supplement Number:

tamp Date:  September 24, 2003 Action Date:____July 23, 2004

HFD -510 Trade and generic names/dosage form: Vytorin (ezetimibe/simvastatin) 10/10, 10/20, 10/40 amd 10/80 mg

tablets

Applicant: __MSP Singapore Company, LLC Therapeutic Class: ___ Lipid altering agent

Indication(s) previously approved:__None for Vytorin
Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.
Number of indications for this application(s):__ 2

Indication #1: as adjunctive therapy to diet, to reduce elevated total-C, LDL-C, Apo B, TG, and
non-HDL-C, and to increase HDL-C in patients with primary (heterozygous familial and non-
familial) hypercholesterolemia or mixed hyperlipidemia

Is there a full waiver for this indication (check one)?
Yes: Please proceed to Section A.

X No: Please check all that apply: _x ___ Partial Waiver (0-9yrs) x_ Deferred (10-16 yrs) Completed
NOTE: More than one may apply

Please proceed to Section B, Section C, and/or Section D and complete as necessary.

Section A: Fully Waived Studies

Reason(s) for full waiver:

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

Too few children with disease to study

There are safety concerns

Other:__

cocoo

If studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Age/weight range being partially waived:

Min kg no.___ 0 yr. Tanner Stage
Max kg mo, yr._ 9 Tanner Stage

Reason(s) for partial waiver:

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

O Too few children with disease to study

O There are safety concerns




NDA 21-687
Page 2

0] Adult studies ready for approval
0 Formaulation needed
X Other: Disease/condition not clinically significant jn this age group.

If studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS.

Section C: Deferred Studies

Agefweight range being deferred:

Min kg mo. yr.__10 Tanner Stage
Max kg mo. yr.__ 16 Tanner Stage
Reason(s) for deferral:

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

{0 Too few children with discase to study

L) There are safety concerns

X Adult studies ready for approval Note: WR for Zetia (NDA 21-445) for subgroup/indication, tmt herozygous
familial hypercholesterolemia. No WR for remaining age group b/c of too few patients, may reconsider at a later date

J Formulation needed
Other:

Date studies are due (mm/dd/yy): __ 7/31/09

If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section D: Completed Studies

Age/weight range of completed studies:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage
Comments:

If there are additional indications, please proceed to Attachment A. Otherwise, this Pediatric Page is complete and should be entered
into DFS.

This page was completed by:

See appended electrsnic signatire pugel

Regulatory Project Manager

cc: NDA
HED-960/ Grace Carmouze

(revised 12-22-03)




NDA 21-687
Page 3

Attachment A
(This attachment is to be completed for those applications with multiple indications only.)

Indication #2: for the reduction of elevated total-C and LDL-C in patients with homozygous
familial hypercholesterolemia, as an adjunct to other lipid-lowering treatments (e.g., LDL
apheresis) or alone, if such treatments are unavailable.

Is there a full waiver for this indication (check one)?
X  Yes: Please proceed to Section A.
0 No: Please check all that apply: Partial Waiver Deferred Completed

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

Section A: Fully Waived Studies

Reason(s) for full waiver:

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

Too few children with disease to study

There are safety concerns

Other:

CO*0C0O

If studies are fully waived, then pediatric mformation 1s complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Age/weight range being partially waived:

Min kg mo. yr. Tanner Stage

Max kg mo. ¥r. Tanner Stage

Reason(s) for partial waiver:

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

Too few children with discase to study

There are safety concerns

Adult studies ready for approval

Formulation nceded

Other: :

LCuooo0Dn

If studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS.




NDA 21-687
Page 4

Section C: Deferred Studies

Agefweight range being deferred:

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

Reason(s) for deferral:

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

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

COoC0000

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

If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

_2ction D: Completed Studies

Agelweight range of completed studies:
!

Min kg mo. yr. Tanner Stage
Max kg mo, yr. Tanner Stage
Comments:

If there are additional indications, please copy the fields above and complete pediatric information as directed. If there are no
other indications, this Pediatric Page is complete and should be entered into DFS.

This page was completed by:

{See uppended elevi-oude \fynature page}

Regulatory Project Manager

cc: NDA 21-687
HFD-960/ Grace Carmouze

(revised 10-14-03})




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

Monika Johnson
8/3/04 04:38:48 PM
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Ezetimibe/Simvastatin Combination Tablet
Item 16 - Debarment Certification

As required by §306(k)(1) of 21 U.S.C. 335a(k)(1), we hereby certify that, in connection
with this application, MSP Singapore Company, LLC, a joint venture between Merck &
Co., Inc. and Schering Corporation, did not and will not use in any capacity the services
of any person debarred under subsections 306(a) or (b) of the Act.

L 9/24/2003
[ahon Date

Vice President and General Manager

\\(@/"\L M'ﬂ-&ﬂ, w‘{{/wzmom

Diane C. Louie, M.D., M.P.H. Date
Associate Director
Regulatory Affairs

APPEARS THIS WAY

ON ORIGINAL
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Ezetimibe/Simvastatin Combination Tablet
Item 16 - Debarment Certification

As required by §306(k)(1) of 21 U.S.C. 335a(k)(1), we hereby certify that, in connection
with this application, MSP Singapore Company, LLC, a joint venture between Merck &
Co., Inc. and Schering Corporation, did not and will not use in any capacity the services
of any person debarred under subsections 306(a} or (b) of the Act.

NM CC@—V‘-—-—&,« o, P January 23, 2004

Diane C. Louie, M.D., M.P.H. Date
Associate Director
Regulatory Affairs

APPEARS THIS WAY
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Ezetimibe/Simvastatin Combination Tablet
Item 16 - Debarment Certification

As required by §306(k)(1) of 21 U.S.C. 335a(k)(1), wc hereby certify that, in connection
with this application, MSP Singapore Company, LLC, a joint venture between Merck &
Co., Inc. and Schering Corporation, did not and will not use in any capacity the services
of any person debarred under subsections 306(a) or (b) of the Act.

Woe Clorn o b wdl—  alou[sz

Diane C. Lowe, M.D., M.P.H. Date
Associate Director
Regulatory Affairs

APPEARS THIS WAY

ON ORIGINAL
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Ezetimibe/Simvastatin Combination Tablet
Financial Disclosure Information

Financial Disclosure Information

A. Introduction

In compliance with the U.S. Food and Drug Administration’s regulation Financial
Disclosure by Clinical Investigators published February 02, 1998 and revised
December 31, 1998, the following item details the requested information
concerning the financial interests of and compensation to investigators
participating in the clinical studies presented in this application.

B. Discussion

Financial Disclosure information is not required with the supplemental marketing
application as the clinical studies do not meet the definition of a “covered study”

as defined by the regulation (21 CFR 54.2(¢)).

APPEARS THIS WAY
ON ORIGINAL



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0396

Public Health Service Expiration Date: 3/31/02
Food and Crug Administration

CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO 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).

I Please mark the applicable checkbox. I

(1) 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 o 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).

See Tables C-1 and C-2

Ezetimibe/Simvastatin Combination Tablet

Clinica! Investigators

0 (2) As the applicant who is submilting 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)}.

D (3) 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
{(attach list of names) or from the sponsor the information required under 54.4 and it was not possible
fo do so. The reason why this information could not be obtained is attached.

NAME TITLE

Melissa King Controller, Merck Corporate Finance
FIRM /ORGANIZATION

Merck & Co., Inc.

SIGNATURE DATE

Melerya Moas; Yl

. Paperwork Reduction Act Statement

An agency may not conduct or sponsor, and a person 15 not required to respond to, a collection of
information unless it displays a currently vahd OMB control number. Public reporting burden for this
collection of information is estimated to average | hour per response, including time for reviewing "
instructions, searching existing data sources, gathering and maintaining the necessary data, and 5600 Fishers Lane, Roem 14C-03
completing and revicwing the collection of infermation, Send comments regarding this burden Rockville, MD 20857

esfinate or any other aspect of this collection of information to the address to the nghe:

Department of Health and Human Services
Food and Drug Administration

FORM FDA 3454 (3/99) Created by Elecirome Docament ScrvicesUSDHHS, (101) 4432454 EF



CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

Form Approved: OMB No. 0910-0396

DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: February 28, 2006.

Food and Drug Administration

TO BE COMPLETED BY APPLICANT

&

0@

With regpect to all- covered clinical studies (or specific clinical studies listed below (if appropriate)) submitted in
support of this applucatuon | cerify to one of the statements below as appropriate. | understand that this
cbitifi cahon is made-in comphance with 21 CFR part 54 and that for the purposes of this statement, a clinical
mvestlgator mcludes the spouse and each dependent child of the investigator as defined in 21 CFR 54.2(d).

Please mark the applicable checkbox.

As the sponsor of the submitted studies, | certify that | have not entered into any financial arrangement
wﬂh the listed clinical uwestlgators {enter names of clinical investigators below or attach list of names to
th:s form) whareby 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 deflned in 21 CFR 54.2(b) did not disclose any such interests. | further certify that no
llsted mvestsgator was the recipient of sugnlf'cant payments of other sorts as defuned in 21 CFH 54 2(f)

See: Auached List - T T

Clinical nvewigdors | )

a;ipl:cant who is submitting a study or studies sponsored by a-firm or party other than the
‘appl;canté*{ ‘certify that based on information obtained from the sponsor or from participating clinical

_m\?’é‘"étlgators the listed clinical investigatars (attach list of names to this form) did not participate in any

i i Ctal'arrangement with the sponsor of a covered study whereby the value of compensation to the
mvestlgator {for conducting the study could be affected by the outcome of the study (as defined in 21
éFH 54; 2(a)) had'no, propnetary 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 defiried’in 21 CFR 54.2(f)).

A,s ‘the’ apphcant who:is submitting a study or studies sponsored by a firm or parly other than the
appjlcant o, certlfy that.l have acted with due diligence to obtain from the listed clinical investigators
(atta‘éh list of narnes) or from tha sponsor the information required under 54.4 and it was not possible to
do '§0! The reason why this information could not be obtained is attached.

NAME

'Ennoo-P Velm, MD

THLE
V.P. Cardiovascular Department

s
IRy

ATEq (e1103

iw,l/’U&éL

An ugency m.ay not conduct or spansor, and-a:person is not required to respond (o, a collection of
mformauoa;unlessytt r.hsplays a currently va]xd OMB control number. Public reporting burden for this
coliection of mfonnau:fm :s'esumatod o avmgc 1 hour per response, inclading time for reviewing
mstrucuons searphmﬁ ensung 'dita sources;- gathering and maintaining: e necessary data, and
'compleungnand mﬁcqmg thc co]lacuon :of information. Send comments regarding this burden

Paperwork Reduction Act Statement

Department of Health and Human Services
Food and Drug Administration
5600 Fishers Lane, Room 14C-03
Rockville, MD 20857

sumw or any other g§pect of uus collectinn of lnformauan 10 the address (o the nghl:.

L L e ._«.‘u"l»‘

&

FORM FDA 3454 (2/03)

Crreaod byz PSC Media Arts Brinck (K1) $43-1690 EF



B Farm Approved: OMB No. 0910-0396
DEPARTMENT OF HEALTH AND HUMAN SERVICES b .
Food and Drug Administration Expiration Date: February 28, 2006

DISCLOSURE: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY AFPLICANT

The following information concerning _ —™——— - R ., who par-
e o A Fonster
ticipated as a clinical investigator in the submitted study ——e
" : Name of

, is8 bmlttedln accordance with 21 CFR part

linical seudy
- 54. The named individual has participated in financial arrangeméﬁts or holds financial interests that
are-required to be disclosed as follows:

--‘l'l e

I
5 "

I  Pléase mark the épplical;lg checkboxes. :-

1 any financial arrangement entered into between the sporsor of the covered study and the
clinical investigator involved in the conduct of the coveréd: study, whereby the value of the
compensation to the clinical investigator for conducting the_study co