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PATENT INFORMATION SUBMITTED WITH THE - 'NDA NUMBER
ZILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 21536
]
For Each Patent That Claims a Drug Substance NAME OF APPLICANT /NDA HOLDER
(Active Ingredient), Drug Product (Formulation and 11‘163"(): l\ﬁ]rdls; Iﬂg-w ,
it ollege Road Wes
Composition) and/or Method of Use Princeton. NJ 08540 USA

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

TRADE NAME (OR PROPOSED TRADE NAME)

To Be Assigned

ACTIVE INGREDIENT(S} STRENGTH(S}
insulin detemir 100 units/ml
DOSAGE FGRM

injectable; subcutaneous

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 after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitied pursuant to 21 CFR 314.53(c)(2){i)) with ali 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 guestion number.

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

. each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patenis for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

"a, United States Patent Number ' b. Issue Date of Patent ' T e Expiration Date of Patent
5,750,497 5/12/1998 5/12/2015
d. Name of Patent Owner Address (of Patent Owner}
Novo Nordisk A/S : Novo Alle
City/State
2880 Bagsvaerd
ZIP Code FAX Number {if available)
Denmark
Telephone Number E-Mail Address (if available)
45 444 48888

e. Name of agent or representative who resides or maintains  Address (of agent or representative named in 1.e.)
a place of business within the United States authorized to
receive notice of patent certification under section
505({b}(3) and (j}{(2}(B) of the Federal Food, Drug, and _
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicantholder does not reside or have a
place of business within the United States)

al ZIP Code FAX Number (if gvaifable)

Telephone Number E-Mail Address (if available)

f. Is the patent referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? Yes [:l No
g. If the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? [ ves X No
FORM FDA 3542a (7/03) Page 1
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For the patenl‘ referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pendmg NDA, amendment, or supplement

v‘.ib Does the patent c!almlthe drug'substance that is Ihe actwe |ngred|ent in the drug product W
described in the pending NDA, amendment, or supplernent? B Yes D No

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? D Yes m No

2.3 [ 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 314.63(b}. L__I Yes I:] No

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

2.5 Does the patent ¢laim only a metabolite 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 metabolite.) D Yes E No

2.6 Does the patent claim only an intermediate?

D Yes & No

2.7 |f the patent referenced in 2.1 is a preduct-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

B TR

)rug Product (ComposmonIFormulatlon)
.« Does the patenl claim the drug product, as defined in 21 CFR 314. 3 in the pending NDA

amendment, or supplement? E Yes D No
3.2 Does the patent claim only an intermediata?
|:| Yes E'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 reguired only if the patent is a product-by-process patent ) D Yes D No

,4 Methodoste R PR S [P L e e R

Sponsors must submir the mro.rmat:on in section 4 separately for each patent clarm c!arm!ng a method of using the pendmg drug
product for which approval is being sought. For each method of use claim referenced, provide the following information:

4.1 Does the patent claim cne or more methods of use for which approval is being soughtin

the pending NDA, amendment, or supplement? IZI Yes [:I No

4.2 Patent Claim Number (as fisted in the patent) Does the patent claim referenced in 4.2 claim a pending method

95 of use for which approval is being sought in the pending NDA,

amendment, or supplement? Yes D No

4.2a {f the answerto 4.2 is Use: {(Submit indication or method of use information as identified specifically in the approved labeling.)
Yes,” identify with Speci- | {46 of insulin detemir for once or twice-daily subcutaneous administration in the treatment of patients
ficity the use with refer- . . B . . . . .
ence to the proposed with diabetes mellitus who require basal (long acting coverage) insulin for the control of hyperglycemia
labeling for the drug
product.

'“:,.,,','o Relevant Patenls- i : _ : o L ” :

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug subslance (actlve ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to
'~h a claim of patent infringement could reasonably be asserted if a persan not licensed by the owner of the patent engaged in D Yes
nanufacture, use, or sale of the drug product.

FORM FDA 3542a (7/03) Page 2
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I The undersigned declares that thrs 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 Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. I attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing
is true and correct.

Warning: A willfully and }mowingly false statement is a criminal offense under 18 U.5.C. 1001.

6.2 Authorized Signature of N 3 ant/Holder or Patent Owner (Attomey, Agent, Representative or Date Signed

other Authorized Cfficial) dé Information below}
17 /Zﬂ / 0y

NOTE: Only an NDA applicanflholder 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.

[:I NDA, Applicant/Holder E NDA Applicant's/Holder's Attorney, Agent {Representative) or other
Authorized Official
D Patent Owner |:| Patent Owner's Attorney, Agent (Representative} or Other Authorized
Official
Name
Barry Reit, Ph.D.
Address City/State
100 College Road West Princeton, NJ
ZIP Code Telephone Number
08540 609-987-5822
FAX Number (if available)} E-Mail Address (if available}
609-987-3916 brei @nnpi.com

The public reporting burden for this cotlection of information has been estimated to average 9 hours per respoase, inciuding the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Dmug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockyville, MD 20857

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.

FORM FDA 3542a (7/03) Page 3
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Form Approved: OMB No. 0910-0513
Expiration Date: 07/31/06
See OMB Statement on Page 3.

Department of Health and Hurmnan Services
Food and Drug Administration

PATENT INFORMATION SUBMITTED WITH THE e e—
~ AILING OF AN NDA, AMENDMENT, OR SUPPLEMENT  |21.536

For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Novo Nordisk Inc

as anwor Method Of Use 100 CO“CgC Road West
Composition) Princeton, NJ 08540 USA

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

TRADE NAME {OR PROPGOSED TRADE NAME)
To Be Assigned

ACTIVE INGREDIENT(S) STRENGTH(S}
insulin detemir 100 units/ml

DOSAGE FORM
Injectable; subcutaneous

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 after approval of an NDA or supptement, or within thirty (30} days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(i) 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 file an incomplete patent declaration or the patent declaration indicates the
tent is not eligible for listing.

¢ each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submilting any patents for this pending NDA, amendment, or supplement,
mplete above section and sections 5and 6.

I - R

a. United States Patent Number — b; Issue Date of Patent c. E)@ir&tidn Date of Patent
5,866,538 2/2/1999 6/20/2017

d. Name of Patent Owner Address {of Patent Owner}
Novo Nordisk A/S Novo Alle

City/State
2880 Bagsvaerd

ZIP Code FAX Number (if avaiable)
Denmark

Telephone Number £-Mail Address (if avafiable)
45 444 48888

&. Name of agent or representative who resides or maintains  Address (of agent or representative named in le)
a place of business within the United States authorized to
receive notice of patant certification under section
505{b)(3) and {j{2)(B) of the Federal Food, Drug, and _
Cosmetic Act and 21 GFR 314.52 and 314.95 {if patent City/State
owner or NDA applicantholder does not reside or have a
place of business within the United Slates)

s ZIP Code FAX Number (if available)

Telephone Number E-Mail Address (if available)

f. is the patent referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? @ Yes D No
g. If the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? [ ves No
FORM FDA 3542a (7/03) Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

Fia
y

q A, L PRI ALY AR

A "Does the patent claim the drug substance that is the active ingredient in the drug product

described in the pending NDA, amendment, or supplement? ]:| Yes
3.2 Does the patent claim a drug substance that is a different polymorph of the active

ingredient described in the pending NDA, amendment, or supplement? D Yes
2.3 | the answer to guestion 2.2 is *Yes," do you certily 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). D Yes

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 a metabolite 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 metabolite.) [ Yes &l nNo

3.6 Does the patent claim only an intermediate?

D Yes E No

2.7 If the patent referenced in 2.1 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

rug Product(Composition/Formylation) .- . . .- L L
.. “Doas the patent claim the drug product, as defined in 21 CFR 3143, in the pending NDA,
amendment, or supplement? E Yes D No

DYes @No

3.2 Does the patent claim only an intermediate?

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-Dy-process patent.) D Yes [:l No

+

& . . PP
\ 1

“ 1l

4 Method of Use - - - |

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought. For each method of use claim referenced, provide the following infarmation:
4.1 Does the patent claim one or more methads of use for which approval is being soughtin

the pending NDA, amendment, or supplement? D Yes E No

4.2 Patent Claim Number (as lfsted in the patent) Does the patent claim referenced in 4.2 claim a pending method
of use for which appraval is being sought in the pending NDA,
amendment, or supplement? D Yes [:] No
4.2a If the answerto 4.2 s Use: (Submit indication or method of use information as identified specificaily in the approved labeling.)
"Yes," identify with speci-
ficity the use with refer-
ence to the proposed
labeling for the drug
product.

I . - = <ok i oo Lot

For this pending NDA, amendment, or supplement, there are no relevant 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
*h a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in D Yes

nanufacture, use, or sale of the drug product.

FORM FDA 3542a (7/03) Page 2
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~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 Cosmetic Act. This time- .
sensitive patent information is submitted pursuant fo 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 perjury that the foregoing
is true and correct.

Warning: A willfully and knowingly false stalement is a criminal offense under 18 U.S.C. 1001,

6.2 Authorized Signature of NDA Applj ntl]-’l?ér;or Patent Owner {Attomey, Agent, Representalive or Date Signed
other Authorized Official) (Providg Informatiori below) 126904

l

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

Check applicable box and provide information hefow.

D NDA Applicant/Holder E NDA Applicant's/Holder's Attorney, Agent (Representative) or other
Authorized Official
D Patent Owner D Patent Owner's Attorney, Agent (Representative} or Other Authorized
Official
Name
Barry Reit, Ph.D.
Address City/State
100 College Road West Princeton, NJ
ZIP Code Telephone Number
08540 609-987-5822
FAX Number (if available} E-Mail Address (if available)
6093-987-3916 brei@nnpi.com

The public reporting burden for this coliection of information has been estimated to average 9 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maiataining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 20857

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.

FORM FDA 3542a (7/03) Page 3
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. Form Approved: OMB No. 0910-0513
Department of Health and Human Services Expiration Date: 67/31/06

Food and Drug Administration See OMB Statement on Page 3.

PATENT INFORMATION SUBMITTED WITH THE e T—
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 21536

For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and ng’% l\{;’fdlslli I“; West
P ollege Road Wes
Composition) and/or Method of Use Princeton. NJ 08540 USA

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

TRADE NAME (OR PROPOSED TRADE NAME)

To Be Assigned

ACTIVE INGREDIENT(S) STRENGTH(S)
insulin detemir 100 units/mi
DOSAGE FORM

injectable; subcutaneous

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 after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration 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 file an incomplete patent declaration or the patent declaration indicates the
~fent is not eligible for listing.

+ each patent submitled for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or suppiement,
complete above section and gectiorqs 5 and 6.

b. is,sue Date of Patent ‘ c‘. Expiration *I.f)atéq of Paient
6,011,007 1/412000 9/16/2014

d. Name of Patent Qwner Address (of Patent Owner)
Novo Nordisk A/S Novo Alle

City/State
2880 Bagsvaerd

ZiP Code FAX Number (if available)
Denmark

Telephone Number E-Mail Address (if available}
45 444 48888

e. Name of agent or representative who resides or maintains  Address (of agent or representative named in 1.e.)
a place of business within the United States authorized to
receive notice of patent certification under section
505{b}(3) and (}){2)(B) of the Federal Food, Drug, and _
Cosmetic Act and 21 CFR 314.52 and 314.95 {if patent City/State
owner or NDA applicant/holder does not reside or have a
place of business within the United States)

v ZIP Code FAX Number (if available)

Telephone Number E-Mail Address (if available)

f. Is the patent referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? Yes D No
g. i the patent referenced above has been submitted previousty for listing, is the expiration
date a new expiration date? D Yes No
FORM FDA 3542a (7/03) Page 1

PSC Moz Aris (101} 443-4090  EF




For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that ls the sub;ect of the pending NDA, amendment, or supp!ement

. | VDoes the patent'clanm the drug substance that is the active mgredleni in the drug product

described in the pending NDA, amendment, or supplement? B ves [ No
2.2 Does the patent claim a drug substance that is a different potymorph of the active
ingredient described in the pending NDA, amendment, ot supplement? D Yos E No

2.3 Ifthe 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 preduct 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). [ ves o

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 ctaim only a metabolite of the active ingredient pending in the NDA or suppiement?
(Complete the information in section 4 below if the patent claims a pending methed of using the pending

drug product to administer the metabolite.) D Yes E No
2.6 Does the patent ctaim only an intermediate?
EI Yes E No
2.7 If the patent referenced in 2.1 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 E] No

¥ ComposatlonIFormulatlon)

Does the patenl claim the drug product as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? Yes D No
3.2 Does the patent claim only an intermediate?

E} Yes E 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

’4 Methodoste - "f

Spcnsors must submrt the mfarmat:on in section 4 separate!y for each pal‘ent cla:m clalmmg a method of using me pendmg drug
product for which approval is being sought. For each method of use claim 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? E Yes D No
4.2 Patent Claim Number (as fisted in the patent) Does the patent claim referenced in 4.2 claim a pending method
85 of use for which approval is being sought in the pending NDA,
amendment, or supplement? IE Yes D No
4.2a If the answer to 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labefing.)
ﬁ:: ;;S'm'gi';gywm':;gff’" Use of insulin detemir for once or twice-daily subcutaneous administration in the treatment of patients
ance 1o the proposed with diabetes mellitus who require basal (long acting coverage) insulin for the control of hyperglycemia
labeling for the drug ’
product.

For this pending NDA, amendment, or supplernent there are no relevant 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
h a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in [:] Yes
wanufacture, use, or sale of the drug product.

FORM FDA 3542a (7/03) Page 2
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} -~ 1 The undersigned declares that this Is an accurate and compiete submission of patent information for the NDA,
dmendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Acl. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that I am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the requlation. I verify under penality of perjury that the foregoing
is true and correct.

Warning: A willfully and knowingly false ;sate}rent is a criminal offense under 18 U.5.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder ¢ Patent Owner (Attomey, Agent, Representative or Date Signed
other Authorized Official) (Provide Information be, g;é)
(220 /a v
T T

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

;

Check applicable box and provide information below.

|:] NDA Applicant/Holder E NDA Applicant's/Holder's Attorney, Agent (Representative) or other
Authorized Official
]:l Patent Owner D Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official
Name
Barry Reit, Ph.D.
Address City/State
100 College Road West Princeton, NJ
ZIP Code Telephone Number
08540 609-987-5822
FAX Number (if available) E-Mail Address (if available)
609-987-3916 brei@nnpi.com

‘The public reporting burden for this collection of information has been estimated to average 9 howrs per response, inciuding the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collectian of information, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 206857

An agency may not conduct or sponsor, and @ person is not required to respond to, a collection of
information unless it displays a currently valid OMB control number.

FORM FDA 3542a (7/03) Page 3
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Time Sensitive Patent Information pursuant to 21 C.F.R. 314.53 for NDA#21-536

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

Trade Name: To Be Assigned

Active Ingredient(s): INSULIN DETEMIR

Strength(s): 100 UNITS/ML

Dosage Form: Injectable; Subcutaneous

Approval Date: To Be Determined

A. This information should be provided for each individual patent submitted.
U.S. Patent Number: 5,750,497

Expiration Date: May 12, 2015

Type of Patent -- Indicate all that apply:
Drug Substance (Active Ingredient) XY N

Drug Product (Composition/Formulation) XY _ N
Methodof Use XY N

i If patent claims method(s) of use, please specify approved method(s) of use or
method(s) of use for which approval is being sought that are covered by Patent:

A method of treating diabetes

Name of Patent Owner: Novo Nordisk A/S
Bagsvaerd, Denmark

U.S. Agent (if patent owner or applicant does not reside or have place of business in the US):




o/

B. Declaration Statement Required by 21 CFR 314.53

The undersigned declares that the above stated United States Patent Number 5,750,497 covers

the composition, formulation and/or method of use of INSULIN DETEMIR. This product is:
i currently approved under section 505 of the Federal Food, Drug, and Cosmetic Act
OR

« X the subject of this application for which approval is being sought.

Signed: Mﬁaﬂ
Date: Nepprenon. ?/ Aocr
Title (optional): S epuipn .S A}é‘?"—r?/k-

Telephone Number (optional): é CT—FGIFT=7852Yy

Appears This Way
On Original




“ " Fime Sensitive Patent Information pursuant to 21 C.F.R. 314.53 for NDA#21-536

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

Trade Name: To Be Assigned

Active Ingredient(s): INSULIN DETEMIR
Strength(s): 100 UNITS/ML

Dosage Form: Injectable; Subcutaneous
Approval Date: To Be Determined

A, This information should be provided for each individual patent submitted.
U.S. Patent Number: 6,011,007
Expiration Date: September 16, 2014
d Type of Patent -- Indicate al} that apply:
Drug Substance (Active Ingredient) XY _ N

Drug Product (Composition/Formulation) XY _ N
Method of Use XY _ N

L. If patent claims method(s) of use, please specify approved method(s) of use or
method(s) of use for which approval is being sought that are covered by Patent:

A method of treating diabetes

Name of Patent Owner: Novo Nordisk A/S
Bagsvaerd, Denmark

U.S. Agent (if patent owner or applicant does not reside or have place of business in the US):




e B.  Declaration Statement Required by 21 CFR 314.53

The undersigned declares that the above stated United States Patent Number 6,011,007 covers
the composition, formulation and/or method of use of INSULIN DETEMIR. This product is:

« .__currently approved under section 505 of the Federal Food, Drug, and Cosmetic Act

OR

« X the subject of this application for which approval is being sought.

Signed: L | Bk
Date: A e B '—Z/ DO
Title (optional): _ Senipn Lalipt AXt,- ’

Telephone Number (optional): 609—~q{q—182LY

Appears This Way
On Originalt



" Time Sensitive Patent Information pursuant to 21 C.F.R. 314.53 for NDA#21-536

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

Trade Name: To Be Assigned

Active Ingredient(s): INSULIN DETEMIR

Strength(s): 100 UNITS/ML

Dosage Form: Injectable; Subcutaneous

Approval Date: To Be Determined

A. This information should be provided for each individual patent submitted.
U.S. Patent Number: 5,866,538

Expiration Date: June 20, 2017
Type of Patent -- Indicate all that apply:
Drug Substance (Active Ingredient) _Y _ N

Drug Product (Composition/Formulation) XY _ N
Method of Use Y _ N

fi. If patent claims method(s) of use, please specify approved method(s) of use or
method(s) of use for which approval is being sought that are covered by Patent:

Name of Patent Owner: Novo Nordisk A/S
Bagsvaerd, Denmark

U.S. Agent (if patent owner or applicant does not reside or have place of business in the US):




v

B.  Declaration Statement Required by 21 CFR 314.53

The undersigned declares that the above stated United States Patent Number 5,866,538 covers
the composition, formulation and/or method of use of INSULIN DETEMIR. This product is:

« ___ currently approved under section 505 of the Federal Food, Drug, and Cosmetic Act

"~ OR

» _X_the subject of this application for which approval is being sought.

signed: ___fipand Berd

Date: Nd'u&mga'n_:?/ DO

Title (optional): __ S gair faiats ,F}W

Telephone Number (optional): §9¢—9/9—"T152Y




EXCLUSIVITY SUMMARY

NDA # 21-536 SUPPL # n/a HEFD # 510

Trade Name Levemir

Generic Name Insulin detemir {[rDNA origin] injection

Applicant Name Novo Nordisk

Approval Date, If Known June 16, 2005

- PART 1 IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS 1I and III of this Exclusivity Summary only if you answer "yes" to

one or more of the following questions about the submission.

a) Isita 505(b)1), 505(b)(2) or efficacy supplement?
YES NO []

If yes, what type? Specify S05(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, 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? (Ifit required review only of bioavailability or bioequivalence data,

answer "no."
YES (X NO[]

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

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:
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d) Did thé applicant request exclusivity?

YES [} NO 4]

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

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

YES[] NO X

If the answer to the above guestion in YES. is this approval a result of the studies submitted in
response to the Pediatric Written Request?

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

2. Is 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).
PARTII FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

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

YES [] NO [

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).
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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[] NO

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

NDA#

NDA#
NDA#

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

IF “YES,” GO TO PART III.

PART Il THREE-YEAR EXCLUSIVITY FOR NDAs 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 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations” to mean investigations conducted on humans other than bioavailability studies.) Ifthe
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). Ifthe answer to 3(a) is
"yes" for any investigation referred to in another application, do not complete remainder of summary
for that investigation.
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YEs [1 nNo[]

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

(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[]

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§:

(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 [ ] wNolJ

(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 yes, explain:

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

YES [ ] No [}

If yes, explain:
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(©) 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:

Studies comparing two products with the same ingredient(s) are considered to be bioavailability
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 resulis of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, ie., 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
relicd on by the agency to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support the safety of a previously
approved drug, answer "no.")

Investigation #1 YES[] NO ]
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[]
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if you have answered "yes" for one or more investigation, identify the NDA in which a similar
investigation was relied on:

¢) 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"):

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

Investigation #1

IND # YES [] NO []
Explain:
Investigation #2 !
!
IND # YES || ! NO [
! Explain:

(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 #! !
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Investigation #2

No [

Explain:

YES []
Explain:

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

YES ] NO[]

If yes, explain:

Name of person completing form:
Title:
Date:

Name of Office/Division Director signing form:

Title:

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05
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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.
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PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)
DA #:_21-536 Supplement Type (e.g. SE5): __n/a Supplement Number:
Stamp Date; December 5, 2002 Action Date:_ June 16, 2005 HFD-510

Trade and generic names/dosage form: Levemir (insulin detemir [rDNA origin] injection)

Applicant: _Novo Nerdisk Therapeutic Class: _18

Indication(s) previously approved: None

Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.
Number of indications for this application(s):_1

Indication #1: _ Levemir is indicated for once or twice-daily subcutaneous administration in the treatment of
adult patients with diabetes mellitus who require basal (long acting) insulin for the control of hyperglycemia.

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

Partial Waiver _ x Deferred _x_Ceompleted

U No: Please check all that apply:
NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and complete as necessary.

é/ré/or >

I 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:

cocoo

If studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Antachment 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, yr. Tanner Stage

Reason(s) for partial waiver:

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

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

000000



NDA 21-536
Page 2

O Other:

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

Age/weight range being deferred:

Min kg nto. yr._Birth Tanner Stage
Max kg ma. yr_5 Tanner Stage

Reason(s) for deferral;

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

[} Too few children with disease to study

U There are safety concerns

X Adult studies ready for approval

(1 Formulation needed
Other:

Date studies are due (min/dd/yy): June30, 2009

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

-ction D: Completed Studies

Age/weight range of completed studies:

Min kg mo. yr._ 6 Tanner Stage
Max kg mo. yr._ 17 Tanner Stage

Comments: NDA 21-878 was submitted on December 20, 2004, providing pediatric data.

[f 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 electronic signature page}

Regulatory Project Manager
cc: NDA 21-536
HFD-966/ Grace Carmouze

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE DIVISION OF PEDIATRIC DRUG
DEVELOPMENT, HFD-960, 3G1-594-7337.

(revised 12-22-03)




NDA 21-536 Response Date: December 20, 2004 Nova Nordisk
Insulin Detemir
CTD Moduie 1

Debarment Statement

Debarment Statement

Novo Nordisk Inc. 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.

I'%U\’JW& HWC}J\C'\CM'» ﬁ_u/ _B ch"-’T/_ f)l"D
Barry Reit, Ph.D. [V

Vice President
Regulatory Affairs & Quality Assurance




NDA 21-536
Insulin detemir
CTD Module |

Debarment Statement

Date: September 17, 2003 Novo Nordisk

Debarment Statement

Novo Nordisk Pharmaceuticals Inc. 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 Fooed, Drug and
Cosmetic Act in connection with this application.

Ml )m%sﬁﬁﬁa BRel

Barry Reit, Ph.D.
Vice President
Regulatory Affairs & Quality Assurance




NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

NDA: 21-536 Efficacy Supplement Type SE-

Supplement Number: NA

Drug: Levemir (insulin detemir [rDNA origin] injection)

Applicant: Novo Nordisk

RPM: Julie Rhee

HFD-510

Phone #: 827-6424

Application Type: ( X) 505(b)(1) () 505(b}2)

(This can be determined by consulting page 1 of the NDA
Regulatory Filing Review for this application or Appendix
A to this Action Package Checklist.)

If this is a 505(b)(2) application, please review and
confirm the information previously provided in
Appendix B to the NDA Regulatory Filing Review.
Please update any information (including patent
certification information) that is no longer correct.

{ ) Confirmed and/or corrected

Listed drug(s) referred to in 505(b)(2) application (NDA #(s), Drug

name(s)):

+ Application Classifications:

T N T

e g S %
B e e A R

s  Review priority

(X} Standard () Prlonty

s  Chem class (NDAs only)

1

e Other (e.g., orphan; OTC) NA
. User Fee Goal Dates June 20, 2005
< Special programs (indicate all that apply) (X ) None
Subpart H
()21 CFR 314.510 (accelerated
approval)

() 21 CFR 314.520
(restricted distribution)

{ ) Fast Track

{) Rolling Review

{ ) CMA Pilot 1

{ ) CMA Pilot 2

.

++ User Fee Information

¢ [ser Fee

(X)) Paid UF ID number: 445/

¢ User Fee waiver

( ) Small business

{ ) Public health

( ) Barrier-to-Innovation
() Other (specify)

e  User Fee exception

() Orphan designation

() No-fee 505(b}(2) (see NDA
Regulatory Filing Review for
instructions)

( ) Other (specify)

Application Integrity Policy (AIP)

» Applicant is on the AIP

() Yes (X)No

¢  This application is on the AIP

Version: 6/16/2004

{) Yes (X)No



NDA 21-536

Page 2

¢ Exception for review (Center Director’s memo)

s QC clearance for approval

< Dcbarment certification: verified that qualifying language (e.g., willingly, knowingly) was
not us