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PATENT INFORMATION SUBMITTED WITH THE o=

FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT |22-232

For Each Patent That Claims a Drug Substance NAME OF APPLICANT /NDA HOLDER
{Active Ingredient), Drug Product (Formulation and Novo Nordisk [nc.
- Composition) and/or Methad of Use

Department of Health and Human Services
Food and Drug Administration

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)

PrandiMet _
ACTIVE INGREDIENT{(S) STRENGTH(S)

repaglinide/metformin HCI 1 mg/500 mg; 2 mg/500 mg

DOSAGE FORM
Tablets

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 ali of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approvat will be the ‘only information relied
upon by FDA for listing a patent in the Orange Book. . :

For hand-written or typewtriter versions {only) of this report: if additional spaée 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. .

-1 FDA will not list patent information if you submit an incomplete patent declaration or the patenltﬂ deéiaréti&h 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 describéd below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections § and 6. : '

1. GENERAL . _ ) P T
a. United States Patent Number b. issue Date of Patent ~ ) ¢. Expiration Date of Patent
U.5.6,677,358 . 01/13/2004 06/12/2018
d. Name of Patent Owner ' Address (of Patent Owner)
Novo Nordisk A/S Novo Alle
City/State
2880 Bagsvaerd, Denmark o
ZiP Code FAX Number (if available)
Telephone Number E-Mail Address (if availablg)
{454) 444-8888 :

e. Name of agent or representative who resides or maintains | Address {of agent or representative named in .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 ownier or NDA | City/State
applicant/holder does not reside or have a place of

business within the United States) - ZIP Code V T FAX Number (if available}
= S

Telephone Number E-Mail Address (if avaitable) .

~} 1. [s the patent referenced above a patent that fias been submitted previously for the
approved NDA or supplement referenced above? s U Yes No

g. !f the patent referenced above has been submitted previously for listing, is the expiration s o
date a'new expiration date? , o ) D Yes : E] No R

FORM FDA 3542a (7/03)
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.| use that is the subject of the pending NDA, amendment, or supplement.

For the patent referenced above, provide the following information on the drug substance, drug product and/or method of

2. Drug-Substance {Activaingredien
2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? m 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? COves 1no

2.3 if the answer o question 2.2 is *Yes,” do you cerlify thiat, as of the date of this declasation, 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). 1 Yes Oro

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 a metabolite of the active ingredient pending in the NDA or supplément?
{Complete the information in section 4 below if the patent claims a pending method of using the pending
drug product to administer the metabolite.) : [ es Eno

Oves o

2.6 Does the patent claim only an intermediate?

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

g Product{Gim 'sltlonIFouHUl'_":; ation)

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

3.2 Does the patent claim only an intermediate?

[] Yes m No

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

4. Method 6f Use

Sponsors must submiit 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. Foreach 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 : o )
the pending NDA, amendment, or supplement? K Yes CIno

4.2 Claim Numb@r (as listed in the patent) | Does the patent claim referenced in 4.2 claim a pending method
) of use for which approval is being sought in the pending NDA,

4 amendment, or supplement? m Yes - : E No

4.2a If the answerto 4.2is . Use: (Submit indication or method of use information as identified specifically in the proposed iabel)fng.)
“Yes," identify wi i- ; - . X . . o
es,” identify with speci NN4440 is indicated as an adjunct to diet and exercise to improve glycemic control in patients with type 2 diabetes

gﬁgﬁi:ix;gzﬁr- meflitus when treatment with dual repagfinide and metformin therapy is appropriate.

labeling for the drug Impodant limitations for use: NN4440 shoutd not be used in patients with type 1 diabetes, for the treatment of
A - diabetic ketoacidosis or patients with known hypersensitivity to repaglinide, metformin hydrochloride or any

P rodupt. | inactive ingredients in NN4440,

5. NoRo!evant Paterits

Y

"X For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active ingredient);

{ which a claim of patent infringement could reasonably be asserted if a person not licerised by the owner of the patent engaged in

}drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with fespect to D Yes

the ‘manufaciur_e,- use, or sale of the drug product. ‘

FORM FDA 3542a (7/03) - O ' ' 'A _ I Page 2



1 NDA Applicant/Holder 21 DA Applicant'sitHotder's Attorney, Agent (Representative) or other
Authorized Official JE

O ratent Owner - _ D Patent Owner's Attorney, Agent {RepreSéntative) or.Gther Authorized

Name . P B . . ) RN

| Mary Ann McElligott ﬂ/VLd/VlL ('/<(: o R o

Address ' City/State

100 College Road West Princeton, NJ

ZIP Code ) Telephone Number -

08540 {609) 987-5831

) FAX Number (if available) ' E-Mail Address (if available)
(609} 819-7799 - MAMC @novonordisk.com

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 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 regulfation. | verify under penalty of perjury that the foregoing
is true and correct.

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

6.2 Authorized Signature of NDA ApplicantHolder or Patent Owner (Attorney, Agent, Representative or Date Signed
other Authofized Official) (Provide Information below}

el Uy | §lis [0+

NOTE: Only an NDA applicantholder may smeIt 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 applicabte box and pl;ovide information below,

The public reporting burden for this collection of information has been estimated to average 9 hours per response, including 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 Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 20857

" An dgency may not conduct or sponsor, and a person is not required 1o re.-cpand 0,a collecu‘a_ii of
: information unless it displays a currently valid OMB control number. N

' FORM FDA 3542a (7/03) B ' o | K ’ Page 3
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

¢ To submit patent information to the agency the appropriate
patent declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug
Application will determine which form you should use.

Form 3542a should be used when submitting patent
information with original NDA submissions, NDA amendments
and NDA supplements prior to approval.

Form 3542 should be used after NDA or supplemental
approval. This form is to be submitted within 30 days after
approval of an application. This form should also be used to
submit patent information relating to an approved supplement
under 21 CFR 314:53(d) to change the formulation, add a new
indication ar other condition of use, change the strength, or to
make any other patented change regarding the drug, drug
product, or any method of use.

Form 3542 is also to be used for patents issued after drug
approval. Patents issued after drug approval are required to be
submitted within 30 days of patent issuance for the patent to be
considered “timely filed."

Only information from form 3542 will be used for Orange
Book Publication purposes.

Forms should be submitted as described in 21 CFR 314.53. An
additional copy of form 3542 to the Orange Book Staff will
expedite patent publication in the Orange Book. The Orange
Book Staff address (as of July 2003) is: Orange Book Staff,
“Office of Generic Drugs OGD/HFD-610, 7500 Standish Place,
Rockville, MD 20855. - ) :

The receipt date is the date that the patent information is date
stamped in the central document room. Patents are considered
listed on the date received. :

* Additional copies of these forms may be downloaded from the
_ Internet at: hatp:Hforms.psc.goviforms/fdahim/fdahim. htm.
First Section

Complete all items in this section.

1. General Section

Complete all items in this section with reference to the patent
itself.

1¢) Inctude patent expiration date, including any Hatch-Waxman
patent extension 2already granted. Do not include any
applicable pediatric exclusivity. The agency will include
" pediatric exclusivities where applicable upon publication.

1d) Include full address of patent owner. If patent owner resides
outside the U.S. indicate the country in the zip code block.

le) Answer this question if applicable. If patent owner and NDA
applicant/holder reside in the United States, leave space
blank.

2. Drug Substance (Active Ingredient)

Complete ail items in this section if the patent claims the drug
substance that is the subject of the pending NDA, amendment, or
supplement.

2.4) Name the polymorphic form of the drug identified by the
patent.

2.5) A patent for a metabolite of the approved active ingredient
may not be submitted. If the patent claims an approved
method of using the approved drug product to administer
the metabolite, the patent may be submitted as a method of
use patent depending on the responses to section 4 of this
form.

2.7) Answer this question only if the patent is a product-by-
process patent.

3. Drug Product (Composition/Formulation) -

Complete all items in this section if the patent claims the drug
product that is the subject of the pending NDA, amendment, or -
supplement. )

3.3) Ananswer to this question is required only if the feferenced
patent is a product-by-process patent. ’

4. Method of Use

Complete all items in this section if the patent claims a method of
use of the drug product that is the subject of the pending NDA,
amendment, or supplement.

42) Identify by number each claim in the patent that claims the
use(s) of the drug for which approval is being sought.
Indicate whether or not each individual claim is a claim for
a method(s) of use of the drug for which approval is being
sought.

4.2a) Specify the part of the proposed drug labeling that is
claimed by the patent.
5. No Relevant Patents

Complete this section only if applicable.

6. Declaration Certification
Complete all items in this section.

6.2) Authorized signature. Check one of the four boxes that best
describes the authorized signature. S

- FORM FDA 3542a (7/03)
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Department of Health and Human Services Form Approved: OMB No. 0910-0513
Food and Drug Administration See%:gﬁ';&g;‘;:ﬁ’gge s
PATENT INFORMATION SUBMITTED WITH THE NOA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT |22-232
Active ingredient), Drug Product (Formulutionand  |Novostattne
‘ Cgmpositi);n) agd/or Methf:d of Use ;?3.32:9::? %E;adszvow

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

TRADE NAME (OR PROPOSED TRADE NAME)

Prandimet
ACTIVE INGREDIENT(S) STRENGTH(S)
repaglinide/metformin HC) 1 mg/500 mg; 2 mg/500 mg

DOSAGE FORM
Tablets

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: !f 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 irformation 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, amendmént, 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 supplement,
complete above section and sections 5 and 6.

1. GENERAL . ) . e
a. United States Patent Number b. Issue Date of Patent ¢. Expiration Date of Patent
U.S. RE37,085 £ . 01/30/2001 03/14/2009
d. Name of Patent Owner Address (of Patent Owner) '
Boehringer Ingetheim Pharma GmbH & Co. KG Bingerstrasse

City/State

55216 Ingelheim, Germany

ZiP Code FAX Number (if available)

. {490)613-2773
Telephone Number E-Mail Address (if availabie}
(490) 613-2770 presse @bhoehringer.ingelheim.de

e. Name of agent or representative who resides or mainlains | Address (of agent or representative named in 1.8.)
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 owner or NDA | City/State
applicant’halder does not reside or have a place of

business within the United States) ZIP Code FAX Number (if available)
Telephone Number E-Mait Address (if avaitable)
-1 1. Is the patent referenced above & patent that has been submitted previously for the
‘approved NDA or supplement referenced above? D Yes No -
‘1 9. If the patent referenced above has been-submitted previously for Iistidg, is the expiration . i
date a new expiration date? [ ves o - ,
FORM FDA 3542a (7/03) . - ' . Page 1

£SC Mcdia Ans (30() 4431090 - EF



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. .

2. Drug Substance:(Active Ingrgdfént) 2
2.1 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 B 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? O ves No

2.3 it 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 praduct contzining the polymormph will perform the same as the drug - -
product described in the NDA? The type of test data required is described al 21 CFR 314.53(b). : [ Yes Ore

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

2.5 Does the patent claim only a metabotite of the active ingredient pending in the NDA or supplement? )
{Complete the information in section 4 below if the patent claims a pending methad of using the pending
drug product to administer the metabolite.) D Yes No

DYes MNO

2.6 Does the patent claim only an intermediate?

2.7 Ii the patent referenced in 2.1is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patentis a product-by-process patent.} D Yes D No

| 3. DiFProduct (CompositionFormulation)

3.1 Does the patent claim the drug product, as defined in 21 CFR 31 4.3, in the pending NDA,

amendment, or supplement?

Ed ves Cine

3.2 Does the patent claim only an intermediate?
[ ves j/{ No

3.3 if the patent referenced in 3.1is 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. 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. Foreach method of use claim referenced, provide the following information: ' )

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

4.2 Claim Number _(as listed in the patent) | Does the patent claim referenced in' 4.2 claim a pending method
of use for which approval is being sought in the pending NDA,
amendment, or supplement? D Yes D No

4.2a If the answerto 4.2is Use: (Submit indication or method of use information as identified specifically in the proposed labeling.)
“Yes," identify with speci-
ficity the use with refer-
-ence to the proposed
labeling for the drug
product.

5 NoR eleyg_nt'Pat ants. - _ : o : A e :

A For this pending NDA, amendment, or supplement, thera are no relevant patents that claim the drug substance {active ingredient), L :
idrug product (formutation or compaosition) or method(s} of use, for which the applicant is seeking approval and with respectto £ Yes

A which a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in -

1 the manufacture, use, or sals of the drug product. . - o o

FORM FDA 35423 (7/03) T T R " Page2



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 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. { verify under penalty of perjury that the foregoing
is true and correct, ’

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

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner {Attorney, Agent, Representative or Date Signed
other Authorized Official) (Provide Infarmation below)

T Yu e %oy

NOTE: Only an NDA applicant/holder may L‘ubmit 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.

3 NDA ApplicantHolder - EZINDA Applicant's/Holder's Attorney, Agent (Representative) or other
Authorized Official .

ﬂ Patent Owner . D Patent Owner's Attormey, Agent (Representative) or Other Authorized
Officiat

Name
Mary Ann McElligott

Address City/State

100 College Road West Princeton, NJ

ZiP Code Telephone Number

08540 (609) 987-5831

FAX Number (if available) E-Mail Address (if available)
{609) 919-7799 MAMC @novonordisk.com

The public reporting burden for this collection of information has been estimated 1o average 9 hours per response, including 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 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 (;olleclion of
information untess it displays a currently valid OMB control number.

FORM FDA 3542z (7/03) Page 3




1

INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING

OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

* To submit patent information to the agency the appropriate
patent declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug
Application will determine which form you should use.

Form 3542a should be used when submitting  patent
information with original NDA submissions, NDA amendments
and NDA supplements prior to approval.

Form 3542 should be used after NDA or supplemental
approval. This form is to be submitted within 30 days after
approval of an application. This form should also be used to
submit patent information relating to an approved supplement
under 21 CFR 314.53(d) to change the formulation, add a aew
indication or other condition of use, change the strength, or to
make any other patented change regarding “the drug, drug
product, or any method of use.

.

Fonn 3542 is also fo be used for patents issued after drug
approval. Patents issued after drug approval are required to be
_ submitted within 30 days of patent issuance for the patent to be
considered "timely filed.”

Only information from form 3542 will be used for Orange
Book Publication purposes.

* Forms should be submitted as described in 21 CFR 314.53. An
additional copy of form 3542 to the Orange Book Staff will
expedite patent publication in the Orange Book. The Orange
Book Staff address (as. of July 2003) is: Orange Bock Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Place,
Rockville, MD 20855.

The receipt date is the date that the patent information is date
stamped in the central document room. Patenits are considered
listed on the date received.

* Additional copies of these forms may be downloaded from the
Internet at: http://fonns.psc.gov/fonn_.r/fdahtm/fdah!m.html.
First Seetion

Complete all items in this section.

1. General Section

Complete all items in this section ‘with reference to the patent
itself. :

1c) Include patent expiration date, including any Hatch-Waxman
patent extension. already granted. Do not  include any
applicable pediatric exclusivity. The agency will include
pediatric exclusivities where applicable upon pablication.

1d) Include full address of patént owner. If patent owner resides
outside the U.S. indicate the country in the zip code block.

le) Answer this question if applicable. If patent owner and NDA
applicant/holder reside in the United States, leave space
blank.

2. Drug Substance {Active Ingredient)

Complete- all items in this section if the patent claims the drug
substance that is the subject of the pending NDA, amendment, or
supplement.

2.4) Name the polymorphic form of the drug identified by the
patent.

2.5) A patent for a metabolite of the approved active ingredient
may not be submitted. I€ the patent claims an approved
method of using the approved -drug product to administer
the metabolite, the patent may be submitted as a method of
use patent ‘depending on the responses to section 4 of this
fom.. | | o

2.7y Answer this question only if the patent is a product-by-
process patent.

3. Drug Product (Compositidn/Formulation)

Complete all items in this section if the patent claims the drug
product that is the subject of the pending NDA, amendment, or
supplement. ~ 7 oo

33) Ananswer to this question is required only if the referenced
patent is a product-by-process patent.

4. Method of Use

Complete all items in this section if the patent claims a method of
use of the drug product that is the subject.of the.pending NDA,
amendment, or supplement.

4.2) Identify by number each claim in the ‘patent that claims the
use(s) of the drug for which approval . is being-sought.
Indicate whethes or not each.individual claim is a claim for
a method(s) of use of the drug for which approval is being
sought. - '

4.2a) Specity the part of the proposed drug labeling that is
claimed by the patent. | . .

5. No Relevant Patents

Complete this section only if applicable.. .

6. Declaration Certification
Complete all items in this section.

6.2) Authorized signature. Check one of the four boxes that best
describes the authorized signature.

FORM FDA 3542a (7/03)
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NN4440 Repaglinide/Metformin Module 1.3.5.2 Date: 21 May 2008
Tablets Patent Certification Version: 0.1
NDA 22-386 Status: Final

: Page: lofl

Patent Certification

Novo Nordisk

In the opinion and to the best knowledge of Novo Nordisk Inc., there are no patents
that claim the drug or drugs on which investigations that are relied upon in this

application were conducted or that claim a use of such drug or drugs

T {" Digitally signed by Lewis R. Pollack on
Lewis R. Pollack { g sressy o
DN: en=Lawis R. Pollack on behalf of M.

on behalf of M. _}?\{g‘(jgigon‘ ©=US, 0=Novo Nordisk, Inc..
H s w—:r-n-aa%:f:g:&disk com
MckEll lgOtt ,;77 Date: 2008.06.23 10:21:25 -04°00°
Mary Ann McElligott, Ph.D.
Associate Vice President, Regulatory Affairs




NN4440 Repaglinide/Metformin Module 1.3.5.2 Date: 11 April 2008 | Novo Nordisk

Tablets Patent Certification Version: 0.1
NDA 22-232 Status: Final
Page: 1oft

Patent Certification

In the opinion and to the best knowledge of Novo Nordisk Inc., there are no patents
that claim the drug or drugs on which investigations that are relied upon in this
application were conducted or that claim a use of such drug or drugs

en=Mary Ann McElligott, c=US,
=Novo Nordisk, ou=Regutatory Affairs,

McElligot}/-ssisarmzs

Mary Ann McElligott, Ph.D.
Associate Vice President, Regulatory Affairs

M ary An n j\iﬂ'ﬂl'v signed by Mary Ann McElfigatt
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EXCLUSIVITY SUMMARY

NDA #22-386 SUPPL # N/A HFD # 510
Trade Name PrandiMet
Generic Name repaglinide/metfoﬁnin HCI fixed dose combination tablets

Applicant Name Novo Nordisk, Inc.

-Approval Date, If Known June 23, 2008

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

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

one or more of the following questions about the submission.

a) Is 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)(2)

¢) 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 bioavailability or bioequivalence

data, answer "no.")
’ YESX] 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:

Page 1



d) Did the applicant request exclusivity?

YES [] NO X

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 question 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).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

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

vEs[] w~o[]

~ 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 IT, #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# 20-741 Prandin (repaglinide) Tablets
NDA# 20-357 Glucophage (metformin hydrochloride) Tablets
NDA# |

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART I IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should

only be answered “NO” for original approvals of new molecular entities.)
IF “YES,” GO TO PART 1L

PART III 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 I 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.) If
- the application contains clinical mvestlgatlons only by virtue of a right of reference to clinical
1nvest1gat10ns in another application, answer "yes," then skip to question 3(a). If the answer to 3(a)

"yes" for any investigation referred to in another application, do not complete remainder of
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summary for that investigation.

YES X NO[]
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.c., 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.

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

YES[X] NO[]

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 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 [] NO[X

(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[
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If yes, explain:

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

AGEEO053

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 results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in an already approved application.

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

Investigation #1 : YES X 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:

- AGEE053 - NDA 20-741 Prandin (repaglinide) Tablets
b) For each investigation identified as "essential to the approval", does the mvestigation
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 X

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:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
oor 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

1in interest) provided substantial support for the study. Ordinarily, substantial support will mean

providing 50 percent or more of the cost of the study.

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

Investigation #1 !
!
IND # 39,012 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
1dentified as the sponsor, did the applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study?
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Investigation #1 !

YES [] 1.NO []

Explain: ! Explain:
Investigation #2 N

. ! .
YES [] ! NO []
Explain: ! 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, ifall 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 X

If yes, explain:

Nélme of person completing form: Julie Marchick, MPH
Title: Regulatory Project Manager
Date: June 10, 2008

Name of Office/Division Director signing form: Hylton Joffe, MD, MMSc

Title: Clinical Team Leader

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05
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PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)

NDA/BLA#: 22-386 (formerly Supplement Number: N/A NDA Supplement Type (e.g. SE5): N/A
22-232)

Division Name: Division of PDUFA Goal Date: June 15, Stamp Date: August 15, 2007
Metabolism and Endocrinology 2008 ‘

Products

Proprietary Name: PrandiMet

Established/Generic Name: repaglinide/metformin fixed dose combination

Dosage Form: Tablets
Applicant/Sponsor:  Novo Nordisk, Inc.

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):
) I

@
3)
4)
Q1: Is this application in response to a PREA PMC? Yes [_] Continue
No [X] Please proceed to Question 2.
If Yes, NDA/BLA#: Supplement #: PMC #:

Does the division agree that this is a complete response to the PMC?
[[] Yes. Skip to signature block.
[ No. Please proceed to Question 2 and complete the Pediatric Page, as applicable.

Q2: Does this application provide for (If yes, please check all categories that apply and proceed to the next
question):

(a) NEW [ ] active ingredient(s); [] indication(s); [X] dosage form; [ ] dosing regimen: or [ ] route of
administration?*

(b) [ No. PREA does not apply. Skip to signature block.
* Note for CDER: SES5, SE6, and SE7 submissions may also trigger PREA.

Pediatric use for each pediatric subpopulation must be addressed for each indication covered by current
application under review. A Pediatric Page must be completed for each indication.

- Number of indications for this pending application(s):1
(Attach a completed Pediatric Page for each indication in current application.)

_Indication: As an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes
‘mellitus who are already treated with a meglitinide and metformin or who have inadequte glycemic control on a
megdlitinide alone or metformin alone.

Q3: Does this indication have orphan designation?
[_] Yes. PREA does not apply. Skip to signature block.
X No. Please proceed to the next question.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.



— NDA/BLA# 22-386 (formerly
22-232) Page 2
| Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?

Xl Yes: (Complete Section A.)

] No: Please check all that apply:
1 Partial Waiver for selected pediatric subpopulations (Complete Sections B)
[ Deferred for the remaining pediatric subpopulations (Complete Sections C)
[] Completed for some or all pediatric subpopulations (Complete Sections D)
] Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[] Extrapolation in One or More Pediatric Age Groups (Complete Section F)
(Please note that Section F may be used alone or in addition to Sections C, D, and/or E.)

lSectlon A: Fully Waived Studies (for all pediatric age groups)

Reason(s) for full waiver: (check, and attach a brief justification)
[] Necessary studies would be impossible or highly impracticable because:
[ Disease/condition does not exist in children
(1 Too few children with disease/condition to study check here
(] Other (e.g., patients geographically dispersed):

X Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

Evidence strongly suggests that product would be ineffective or unsafe in all pediatric
subpopulations (Note: if studies are fully waived on this ground, this information must be included in
the labeling.)

BX Justification attached.

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

PrandiMet is a fixed dose combination of two approved active ingredients: repaglinide and metformin.

Metformin

Metformin is the only major oral agent approved for the treatment of type 2 diabetes that causes weight loss.
Because obesity is a common feature of type 2 diabetes, particularly in children, metformin is considered to be
the treatment of choice. Unlike insulin and the insulin secretagogues, metformin does not cause hypoglycemia.
Pediatric studies with metformin have been completed and form the basis of labeling for pediatric patients on
metformin.

Repaglinide
Repaglinide should not be used in pediatric patients for the following reasons:

1. Obesity is a predominant feature of type 2 diabetes mellitus in children. In the 4-5 month comparison of
_metformin to repaglinide in the current label, there was a mean weight loss of 0.90 kg in patients treated with
- netformin compared to a mean gain of 3.0 kg in patients treated with repaglinide. Based on this result, there is
concern that treatment of pediatric patients with repaglinide will exacerbate the obesity.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.



~ NDA/BLA# 22-386 (formerly

22-232) Page 3

2. A study in pediatric patients with type 2 diabetes mellitus showed more favorable results with metformin than
with the sulfonylurea, glimepiride. Of particular importance was the apparently greater risk of weight gain and
hypoglycemia with glimeperide. Repaglinide and glimeperide are both insulin secretagogs and are both
associated with hypoglycemia and weight gain. It appears likely that use of repaglinide in pediatric patients with
type 2 diabetes mellitus would also cause weight gain and hypoglycemia in comparison to metformin.

3. As reflected in the current label for Prandin, there appears to be a greater risk of serious
cardiovascular events in patients treated with repaglinide than comparators.

Repaglinide/ Metformin HCI Fixed Dose Combination Tablets

There is evidence suggesting that the drug would be unsafe in all pediatric age groups and offers no advantage
over other available agents approved for this indication in the pediatric population. Repaglinide is associated
with hypoglycemia and weight gain. It appears likely that use of repaglinide in pediatric patients with type 2 _
diabetes mellitus would also cause greater weight gain and hypoglycemia in comparison to metformin. In
addition, as reflected in the current label for Prandin‘(repaglinide) Tablets, there may be a greater risk of serious
cardiovascular events in patients treated with repaglinide than comparators, especially in combination with
insulin.

- The addition of repaglinide to metformin may likely offset the benefit observed with metformin.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.



. NDA/BLA# 22-386 (formerly

22-232 Page 4
ISection B: Partially Waived Studies (for selected pediatric subpopulations) : ]

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria below):
Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).

Reason (see below for further detail):
. . . Not Not meani}ngful Ineffective or | Formulation
minimum maximum feasible® therape.uflc unsafe! failed?
benefit

[ ] | Neonate | _ wk.__mo.| __wk._ mo. ] ] ] ]
10 | other _yr.__mo. | __yr. __mo. ] ] ] O

[ | other __yr.__mo. | _yr.__mo. ] ] ] ]

[] | Other __yr._mo. | _yr.__mo. ] ] [ ]

[] | other __yr.__mo. | __yr. _ mo. ] ] | Il

Are the indicated age ranges (above) based on weight (kg)? [ No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [1 No; [] Yes.

Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
- Justification):

# Not feasible:

[[1 Necessary studies would be impossible or highly impracticable because:

[} Disease/condition does not exist in children

[] Too few children with disease/condition to study

[_] Other (e.g., patients geographically dispersed)
*  Not meaningful therapeutic benefit:

[] Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantial number of
pediatric patients in this/these pediatric subpopulation(s).

t Ineffective or unsafe:

[] Evidence strongly suggests that product would be ineffective or unsafe in this/these pediatric
population(s) (Note: if studies are partially waived on this ground, this information must be included in
the labeling.)

A Formulation failed:

[] Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pediatric formulation cannot be developed. This
submission will be posted on FDA's website if waiver is granted.) :

[] Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Sections C and F and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Sections D and F and complete
the PeRC Pediatric Assessment form); and/or (3) additional studies in other age groups that are not needed
because.the drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Sections E
and F). Note that more than one of these options may apply for this indication to cover all of the pediatric
subpopulations.

IF THERE ARE QUESTIONS, PLEASE CON TACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.



. NDA/BLA# 22-386 (formerly

22-232) Page 5

|Section C: Deferred Studies (for remaining pediatric subpopulations). Complete Section F on Extrapolation.

Check pediatric subpopulation for which pediatric studies are being deferred (and fill in applicable reason
below):

Applicant
. Reason for Deferral Certification
Deferrals (for each or all age groups): t
Other
Ready Need .
for Additional Appropriate
Approval | Adult Safety or Reason Yes No
P lation minimum maximum ' i
opulation n in Adults | Efficacy Data (spemfi/
below)
[] | Neonate _wk.__mo.|__wk.__mo. [ ] O ] ]
[] | other _yr.__mo. |__yr.__mo. ] | [l ] [
] | Other _yr._mo. |_yr.__mo. ] O O ] O
[] | other _yr.__mo. |__yr.__mo. Il Il U] ] [
[] | Other _yr.__mo. | __yr. _mo. R E | Il ]
All Pediatric '
O Populations Oyr.0 mo. 16 yr. 11 mo. | ] il | ]
Date studies are due (mm/dd/yy): ’
Are the indicated age ranges (above) based on weight (kg)? 1 No; [ Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ No; [] Yes.
* Other Reason:

T Note: Studies may only be deferred if an applicant submits a certification of grounds for deferring the studies,
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
- conducted with due diligence and at the earliest possible time. This requirement should be communicated to

the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.)

If all of the pediatric subpopulations have been covered through the partial waivers and deferrals, proceed to
Section F. For those pediatric subpopulations for which studies have been completed, proceed to Sections D
and F and complete the PeRC Pediatric Assessment form. For those pediatric subpopulations for which
additional studies are not needed because the drug is appropriately labeled in one or more pediatric
subpopulations, proceed to Sections E and F.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.
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I Section D: Completed Studies (for some or all pediatric subpopulations). Complete Section F on Extrapolation. |

Pediatric subpopulation(s) in which studies have been completed (check below):
Population minimum maximum PeRC Pediatric Assessment form
attached?.

[] | Neonate __wk._mo. | _wk.__mo. Yes [] No []
[] | other _yr._mo. |__yr._ mo. Yes [] No []
[ | other _yr._mo. |__yr.__mo. Yes [] No []
[] | Other _yr.__mo. |__yr.__mo. Yes [] No [1
[] | Other __yr.__mo. |__yr._ mo. Yes [} No []
[1 | All Pediatric Subpopulations | 0 yr. 0 mo. 16 yr. 11 mo. Yes [] No []
Are the indicated age ranges (above) based on weight (kg)? ] No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ ] No; [] Yes.

Note: For those pediatric subpopulations for which additional studies are not needed because the drug is
appropriately labeled in one or more pediatric subpopulations, proceed to Sections E and F. If there are no
further pediatric subpopulations to cover based on the partial waivers, deferrals and completed studies, go to

~ Section F.

Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations): (Complete section F)

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:
Population minimum maximum
O Neonate __wk. __mo. __wk. __mo.
O Other __yr.__mo. __yr.__mo.
Nl Other- __yr.__mo. __yr._mo.
O Other __yr.__mo. __yr.__mo.
il Other __yr.__mo. __yr.__mo.
1 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.
- Are tﬁe indicated age ranges (above) based on weight (kg)? [ No; [ Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ No; [ Yes.

If studies are not needed because efficacy is being extrapolated from other adult and/or pediatric studies,
proceed to Section F. Otherwise, this Pediatric Page is complete and should be signed and entered into DFS.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.
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| Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and completed studies)

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the target pediatric subpopulation needing
studies. Extrapolation of efficacy from studies in adults and/or other children usually requires supplementation

with other information obtained from the target pediatric subpopulatlon such as pharmacokinetic and safety
studies.

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
| extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
Extrapolated from:
Population minimum maximum o) ity
' Adult Studies? Other Pediatric
Studies?
[1 | Neonate _wk.__mo. | __wk._ _mo. U ]
[] | Other ' __yr.__mo. _yr.__mo ] N
[] | Other __yr.__mo. __yr.__mo ] H
{1 | Other __yr.__mo. __yr._mo ] ]
[] | Other __yr.__mo. _yr._mo J ]
e All Pediatric '
l:l Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. O |:]
Are the indicated age ranges (above) based on weight (kg)? [ No; [ Yes.

Are the indicated age rangeé (above) based on Tanner Stage? [ No; [ Yes.

- Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting
the extrapolation must be included in any pertinent reviews for the application.

If there are additional indications, please complete the attachment for each one of those indications.
Otherwise, this Pediatric Page is complete and should be signed and entered into DFS.

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager

(Revised: 4/2008)

NOTE: If you have no other indications for this application, you may delete the attachments from this
document.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.
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Attachment A
(This attachment is to be completed for those applications with muitiple indications only.)

Indication #2:

Q1: Does this indication have orphan designation? .
[] Yes. PREA does not apply. Skip to signature block.
[]No. Please proceed to the next question.
Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?
[] Yes: (Complete Section A.)
] No: Please check all that apply:
[] Partial Waiver for selected pediatric subpopulations (Complete Sections B)
] Deferred for the remaining pediatric subpopulations (Complete Sections C)
["] Completed for some or all pediatric subpopulations (Complete Sections D)
] Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
(] Extrapolation in One or More Pediatric Age Groups (Complete Section F)

(Please note that Section F may be used alone or in addition to Sections C, D, and/orE.)

| Section A: Fully Waived Studies (for all pediatric age groups)

Reason(s) for full waiver: (check, and attach a brief justification)
[] Necessary studies would be impossible or highly impracticable because:
(] Disease/condition does not exist in children
(] Too few children with disease/condition to study
[ ] Other (e.g., patients'geographically dispersed):

] Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

[ Evidence strongly suggests that product would be ineffective or unsafe in all pediatric
subpopulations (Note: if studies are fully waived on this ground, this information must be included in
the labeling.)

[ Justification attached.

If studies are fully waived, then pediatric information is complete for this indication. If there is another
~ Indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is
complete and should be signed and entered into DFS. '

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.
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ISection B: Partially Waived Studies (for selected pediatric subpopulations)

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria below):
Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).

Reason (see below for further detail):
minimum maximum N(.)t # N(t):\;?:sgmigfw |neffectiv§f or Forrr}ula/tlion
feasible benefit* unsafe failed
[] | Neonate | _ wk. __mo.|__wk. __mo. ] ] O] O
[] | Other _yr.__mo. |__yr.__mo.- il [ N ]
] | other __yr.__mo. | _yr. __mo. d [l O L]
[ | other __yr.__mo. |__yr. _mo. O O ] U]
‘ [] | Other __yr.__mo. | __yr._ mo. O O ] M
Are the indicated age ranges (above) based on weight (kg)? [ No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage?  [] No; [ ] Yes.

Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
justification):
# Notfeasible: _
[] Necessary studies would be impossible or highly impracticable because:
[] Disease/condition does not exist in children
[[] Too few children with disease/condition to study
[] Other (e.g., patients geographically dispersed): _
*  Not meaningful therapeutic benefit:
[] Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric

patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantial number of
pediatric patients in this/these pediatric subpopulation(s).

1 Ineffective or unsafe:

[] Evidence strongly suggests that product would be ineffective or unsafe in this/these pediatric
population(s) (Note: if studies are partially waived on this ground, this information must be included in
the labeling.) :

A Formulation failed:

] Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pediatric formulation cannot be developed. This
submission will be posted on FDA's website if waiver is granted.)

[1 Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Sections C and F and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Sections D and F and complete
the PeRC Pediatric Assessment form); and/or (3) additional studies in other age groups that are not needed
because the drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Sections E
= and F). Note that more than one of these options may apply for this indication to cover all of the pediatric
* ‘ubpopulations. :

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.
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|§e‘ction C: Deferred Studies (for remaining pediatric subpopulations). Complete Section F on Extrapolation.

Check pediatric subpopulation for which pediatric studies are being deferred (and fill in applicable reason

below):.
Applicant’
Reason for Deferral Certification
Deferrals (for each or all age groups): t
Other
Ready N??d Appropriate
for Additional
, A 1l Adult Saf Reason Yes No
Population minimum maximum | A\pprova uit Safety or (specify
in Adults | Efficacy Data %
_ below)
[ | Neonate _wk.__mo.|__wk.__mo. ] J 'l 1 U
] | other _yr.__mo. | _yr. __mo. O il ] ] [
] | other __yr.__mo. | __yr.__mo. | ] | [l O
‘[ | Other _yr._mo. | _yr. _mo. Il ] | il ]
[1 | other __yr.__mo. | __yr.__ mo. I ] ] | ]
- | All Pediatric
] Populations Oyr.Omo. | 16 yr. 11 mo. ] O ] ] 1
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? ] No; (] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ ] No; [ ] Yes.

* Other Reason:

1T Note: Studies may only be deferred if an applicant submits a certification of grounds for deferring the studies,
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated to

the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.)

If all of the pediatric subpopulations have been covered through the partial waivers and deferrals, proceed to
Section F. For those pediatric subpopulations for which studies have been completed, proceed to Sections D
and F and complete the PeRC Pediatric Assessment form. For those pediatric subpopulations for which
additional studies are not needed because the drug is appropriately labeled in one or more pediatric
subpopulations, proceed to Sections E and F.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.
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I Section D: Completed Studies (for some or all pediatric subpopulations). Complete Section F on Extrapolation.

Pediatric subpopulation(s) in which studies have been completed (check below):
Population minimum maximgm PeRC Pedizttrtg:cﬁzz?;sment form

[l | Neonate _wk.__mo. | _ wk.__ mo. Yes [] No []

[] | Other _yr.__mo. |__yr._ mo. Yes [ ] No []

1 | Other _yr._mo. |__yr.__mo. Yes [] No []

[] | other _yr.__mo. | yr.__ mo. Yes [] No []

[] | Other _yr._mo. |__yr.__ mo. Yes [} No []

L] | All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. Yes [] No []

Are the indicated age ranges (above) based on weight (kg)? [ No; [1 Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ No; [] Yes.

- Note: For those pediatric subpopulations for which additional studies are not needed because the drug is
appropriately labeled in one or more pediatric subpopulations, proceed to Sections E and F. If there are no

further pediatric subpopulations to cover based on the partial waivers, deferrals and completed studies, go fo

Section F.

Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations): (Complete section F)

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:
Population minimum maximum
1 Neonate __wk.__mo. _ wk. __mo.
] Other __yr.__mo. __yr.__mo.
] Other __yr._mo. __yr.__mo.
Il Other __yr.__mo. __yr.__mo.
il Other __yr.__mo. __yr.__mo.
] All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.
Are the indicated age ranges (above) based on weight (kg)? | [ No; [ Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ 1 No; [] Yes.

If studies are not needed because efficacy is being extrapolated from other adult and/or pediatric studies,
proceed to Section F. Otherwise, this Pediatric Page is complete and should be signed and entered into DFS.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.
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| Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and completed studies) ]

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the target pediatric subpopulation needing
studies. Extrapolation of efficacy from studies in adults and/or other children usually requires supplementation

with other information obtained from the target pediatric subpopulation, such as pharmacokinetic and safety
studies. '

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
Extrapolated from:
Population minimum maximum it
Adult Studies? Other Pediatric
Studies?
(] | Neonate __wk._mo. |__wk.__mo. ] ]
[ | other __yr.__mo. __yr.__mo. J ]
[] | Other __yr.__mo. __yr._mo. ] | ‘
1 | other __yr.__mo. __yr.__mo. O ]
] | Other __yr.__mo. __yr.__mo. ] il
: All Pediatric
'l Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. 1 ]
Are the indicated age ranges (above) based on weight (kg)? (] No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ ] No; [] Yes.

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting
the extrapolation must be included in any pertinent reviews for the application.

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 appended electronic signature page}

Julie Marchick, MPH
Regulatory Project Manager

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
STAFF at 301-796-0700

(Revised: 4/2008)

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL OR AT 301-796-0700.



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

Julie Marchick
6/23/2008 03:21:22 PM
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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.

" Mary Ann McElligott, Ph.D.
Associate Vice President, Regulatory Affairs

A %ﬁl

Novo Nordisk



Form Approved: OMB No. 0910-0396
Expiration Date: April 30, 2009

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug 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).

LPIease mark the applicable checkbox. 1

{1) As the sponsar of the submitted studies, L 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 fisted clinical investigator required to
disclose to the sponsor whether the investigator had a proprietary interest in this product or a
significant equity in the sponsor as defined in 21 CFR 54.2(b) did not disclose any such interests. |
further certify that no listed investigator was the recipient of significant payments of other sorts as
definedin 21 CFR 54.2(f).

See investigator lists in Module 5

Clinical Investigators

AN | m (2) As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, | certify that based on information obtained from the sponsor or from participating clinical
investigatars, 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
to do so. The reason why this information could not be obtained is attached.

NAME - ) TITLE
Karsten Wassermann Praoject Director
FIRM/ORGANIZATION
Nova Nordisk Ingc.
i/ .
SIGNATURE ) DATE

7 (o~ | FH &or

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

information unless it displays 2 currently valid OMB conurol number. Public reporting burden for this Department of Health and Human Services
coltection of information is estimated to average | hour per response. including time far reviewing Food af‘d Drug Administation
! instructions, searching existing data sources. gathering and maintaining ‘the necessary data, and 960 Fishers Lane, Room 14C-03
) \ campleting and reviewing the collection of information, Send commeats regarding this burden estimate Rockville, MD 20857

or any other aspect of this collection of information to the address 1o the right:

FORM FDA 3454 (4/06) : _ . : - P —-



DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockyville, MD 20857

NDA 22-386
NDA ACKNOWLEDGMENT

Novo Nordisk Inc. _
Attention: Mary Ann McElligott, Ph.D.
Associate Vice President, Regulatory Affairs
100 College Road West

Princeton, New Jersey 08540

Dear Dr. McElligott:

We have received your new drug application (NDA) submitted pursuant to section 505(b)(2) of
the Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product:  PrandiMet (repaglinide/metformin HCl fixed dose combination)
Tablets '

Date of Application: May 23, 2008
Date of Receipt: May 23, 2008
Our Reference Number: NDA 22-386

We acknowledge that this NDA was submitted to comply with section 505(b)(4)(A) of the Food,
Drug, & Cosmetic Act (FD&C Act), added by the Medicare Modernization Act.

If you have not already donme so, promptly submit the content of labeling [21 CFR
31450(D(1@E)]  in  structured product labeling (SPL) format as described at
http://www fda.gov/oc/datacouncil/spL.html. Failure to submit the content of labeling in SPL
format may result in a refusal-to-file action under 21 CFR 314.101(d)(3). The content of
labeling must be in the Prescribing Information (physician labeling rule) format.

The NDA number provided above should be cited at the top of the first page of all submissions
to this application. Send all submissions, electronic or paper, including those sent by overnight
mail or courier, to the following address:

Food and Drug Administration

Center for Drug Evaluation and Research -

Division of Metabolism and Endocrinology Products
5901-B Ammendale Road ’
Beltsville, MD 20705-1266



NDA 22-386
Page 2

All regulatory documents submitted in paper should be three-hole punched on the left side of the
page and bound. The left margin should be at least three-fourths of an inch to assure text is not
obscured in the fastened area. Standard paper size (8-1/2 by.11 inches) should be used; however,
it may occasionally be necessary to use individual pages larger than standard paper size. Non-
standard, large pages should be folded and mounted to allow the page to be opened for review
without disassembling the jacket and refolded without damage when the volume is shelved.
Shipping unbound documents may result in the loss of portions of the submission or an
unnecessary delay in processing which could have an adverse impact on the review of the
submission. For additional information, please see http:www.fda.gov/cder/ddms/binders.htm.

If you have any questions, please call me at (301) 796-1280.

Sincerely,
{See appended electronic signature page} .

Julie Marchick, MPH

Regulatory Project Manager ' -
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research



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

Julie Marchick
6/4/2008 03:37:46 PM
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ACTION PACKAGE CHECKLIST

NDA Supplement # N/A
BLA STN# N/A

NDA # 22-386
BLA# N/A

If NDA, Efficacy Supplement Type: N/A

Proprietary Name: PrandiMet

Established/Proper Name: repaglinide/metformin fixed dose

combination
Dosage Form: Tablets

Applicant: Novo Nordisk, Inc.
Agent for Applicant (if applicable): N/A

RPM: Julie Marchick

Division: Division of Metabolism and Endocrinology Products

NDAs:
NDA Application Type: []505(b)(1) [X] 505(b)(2)
Efficacy Supplement: [ ]505(b)(1) [ 505(b)(2)

(A supplement can be either a (b)(1) or a (b)(2) regardless
of whether the original NDA was a (b)(1) or a (b)(2).
Consult page 1 of the NDA Regulatory Filing Review for
this application or Appendix A to this Action Package
Checklist.)

505(b)(2) Original NDAs and 505(b)(2) NDA supplements:
Listed drug(s) referred to in 505(b)(2) application (include
NDA/ANDA #(s) and drug name(s)):

NDA 20-357 Glucophage (metformin HCI) Tablets

Provide a brief explanation of how this product is different from the
listed drug.
Fixed-dose combination of repaglinide and metformin HCI

[[] 1fno listed drug, check here and explain:

Prior to approval, review and confirm the information previously
provided in Appendix B to the Regulatory Filing Review by re-
checking the Orange Book for any new patents and pediatric
exclusivity. If there are any changes in patents or exclusivity,
notify the OND ADRA immediately and complete a new Appendix
B of the Regulatory Filing Review.

X! No changes 1 Updated
Date of check: June 2, 2008

If pediatric exclusivity has been granted or the pediatric
information in the labeling of the listed drug changed, determine
whether pediatric information needs to be added to or deleted
from the labeling of this drug.

On the day of approval, check the Orange Book again for any new
patents or pediatric exclusivity.

User Fee Goal Date
Action Goal Date (if different)

June 15, 2008

< Actions gﬁ* : t 7 SR : Ty
e Proposed action % :Ii SC};A LIAE
e Previous actions (specify type and date for each action taken) Xl None

3

*

Advertising (approvals only)

Note: If accelerated approval (21 CFR 314.510/601.41), advertising MUST have been

submitted and reviewed (indicate dates of reviews)

X Requested in AP letter
[} Received and reviewed

\’l‘he Application Information section is (only) a checklist.

documents to be included in the Action Package.

Version: 5/19/08

The Contents of Action Package section (beginning on page 5) lists the




NDA/BLA #22-386
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< Application® Characteristics

Review priority: [X] Standard [ ] Priority
Chemical classification (new NDAs only): 4

[] Fast Track
[] Rolling Review ,
[[] Orphan drug designation

Rx-t0-OTC full switch
Rx-t0-OTC partial switch
[] Direct-to-OTC

a0

NDAs: Subpart H
[ 1 Accelerated approval (21 CFR 314.510)
[ Restricted distribution (21 CFR 314.520)
Subpart I
[C] Approval based on animal studies

BLAs: Subpart E
Subpart H
[[] Submitted in response to a PMR

[L] Submitted in response to a PMC

Comments:

[] Accelerated approval (21 CFR 601.41)
[] Restricted distribution (21 CFR 601.42)

[J Approval based on animal studies

< Application Integrity Policy (AIP) hitp://www.fda.gov/ora/compliance ref/aip page.html

[ Yes

IZI No

N Administrative/Regulatory Documents section, with Administrative
/ Reviews)
o [fyes, OC clearance for approval (file communication in
Administrative/Regulatory Documents section with Administrative

e Applicant is on the AIP
e  This application is on the AIP [1 Yes No
e Ifyes, exception for review granted (file Center Director's memo in
[ Yes

[1 Yes [] Notan AP action

(approvals only)

Reviews)
% Date reviewed by PeRC (required for approvals only)
If PeRC review not necessary, explain: [ ] May 28, 2008
< BLAsonly: RMS-BLA Product Information Sheet for TBP has been completed and [ Yes, dat
forwarded to OBPS/DRM (approvals only) » date
< BLAs only: is the product subject to official FDA lot release per 21 CFR 610.2 [ Yes [ No

< Public communications (approvals only)

* Indicate what types (if any) of information dissemination are anticipated

e Office of Executive Programs (OEP) liaison has been notified of action X Yes [] No
s Press Office notified of action X Yes [ No
] None

[C] HHS Press Release
[] FDA Talk Paper
[] CDER Q&As

[] Other

% All questions in all sections pertain to the pending application, i.e., if the pending application is an NDA or BLA supplement, then
“the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For example, if the
ipplication is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be completed.

Version: 5/19/08
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e o .‘::\.Page 3
% Exclusivity - &
e Is approval of this application blocked by any type of exclusivity? No [ Yes
¢ NDAs and BLAs: Is there existing orphan drug exclusivity for the “same” ,
drug or biologic for the proposed indication(s)? Refer to 21 CFR X No [ Yes

period has not expired, the application may be tentatively approved ifitis
otherwise ready for approval.)

" o
0.0

Patent Information (NDAs only)

Patent Information:

Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. If the drug is an old antibiotic, skip the Patent
Certification questions.

316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e., If, yes, NDA/BLA # and
active moiety). This definition is NOT the same as that used for NDA date exclusivity expires:
chemical classification.

* (b)(2) NDAs only: Is there remaining 5-year exclusivity that would bar No [ Yes
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity I es. NDA # and date
remains, the application may be tentatively approved if it is otherwise ready eleu;ivi ty expires: '
Jor approval.) )

s (b)(2) NDAs only: Is there remaining '3—year exclusivity that would bar Xl No [ Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity If ves. NDA # and date
remains, the application may be tentatively approved if it is otherwise ready eleu;ivi ty expires:
Jfor approval.) )

e (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that X No [ Yes

would bar effective approval of a 505(b)(2) application? (Note that, even if If yes. NDA # and date
exclusivity remains, the application may be tentatively approved if it is eleu;ivi ty expires:
otherwise ready for approval.) pires:

¢ NDAs only: Is this a single enantiomer that falls under the 10-year approval X No [ Yes
limitation of 505(u)? (Note that, even if the 10-year approval limitation If yes, NDA # and date 10- -

year limitation expires:

I Verified
] Not applicable because drug is
an old antibiotic.

Patent Certification [505(b)(2) applications}:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent.

21 CFR 314.50()(1)(i)(A)
X Verified

21 CFR 314.50(i)(1)
X Gy [ i)

[505(b)(2) applications] If the application includes a paragraph III certification,
it cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).

[] No paragraph III certification
Date patent will expire

y
I

[505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

1 Na (no paragraph IV certification)
[ Verified

Version: 5/19/08
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o [505(b)(2) applications] For each paragraph IV certification, based on the

questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s L] Yes
" notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(¢))). -

If “Yes,” skip to question (4) below. If “No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) | [] Yes
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CER 314.107(f)(3)?

If “Yes, " there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip the rest of the patent questions.

If “Ne,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee [ Yes
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(£)(2))).

If “No," the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive
its right to bring a patent infringement action or to bring such an action. After
the 45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) | [ ] Yes
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107()(3)?

Af “Yes, " there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
_paragraph IV certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (5).

[] No

1 No

[ No

[ No

Version: 5/19/08
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(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
within the 45-day period).

If “No,” there is no stay of approval based on this certification. Analyze the
next paragraph IV certification in the application, if any. Ifthere are no other
paragraph IV certifications, skzp fo the next section below (Summary
Reviews).

If “Yes," a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the OND ADRA and attach a summary of the
response.

[T ves [ No

X4 LlSt of ofﬁcers/employees who participated in the de01s1on to approve this application and
consented to be identified on this list (approvals only)

June 25, 2008

X Included

Documentation of consent/nonconsent by officers/employees
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Package Insert (write submission/communication date at upper right of first page of PI)

% Most recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

X Included

AP — June 23, 2008

/

pX

Most recent submitted by applicant labeling (only if subsequent division labeling
does not show applicant version)

N/A

*.
0.0

Original applicant-proposed labeling

August 15, 2007

9,
0‘0

Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable

o

% Medication Guide/Patient Package Insert/Instructions for Use (write
submission/communication date at upper right of first page of each piece)

N/A

% Most-recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

\

|
* Fill in blanks with dates of reviews, letters, etc.
Version: 5/19/08
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% Most recent submitted by applicant labeling (only if subsequent division labeling N/A
does not show applicant version)
% Original applicant-proposed labeling N/A
< Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable | N/A

7
o

Labels (full color carton and immediate-container labels) (write
submission/communication date at upper right of first page of each submission)

*.

% Most-recent division proposal for (only if generated after latest applicant
submission)

N/A

< Most recent applicant-proposed labeling

June 20, 2008

0,
°n

Labeling reviews (indicate dates of reviews and meetings)

] ) ]
R = oo
BRI 7

g 2 TS s
Administrative Reviews (e.g., RPM Filing Review'/Memo of Filing Meeting) (indicate
date of each review)

DI RPM Sept. 26, 2007
DMEDP May 28, 2008,
November 16, 2007

[] DRISK

X DDMAC June 13, 2008
] css

L]

Other reviews

October 17, 2008

% NDAs only: Exclusivity Summary (signed by Division Director) X Included

< AlP-related documents Not on AIP
. ¢  Center Director’s Exception for Review memo N/A

] » Ifapproval action, OC clearance for approval N/A
‘% Pediatric Page (approvals only, must be reviewed by PERC before finalized) X Included

Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by

-U.S. agent (include certification)

X Verified, statement is
acceptable

%+ Postmarketing Requirement (PMR) Studies X None
*  Outgoing communications (if located elsewhere in package, state where located)
¢ Incoming submissions/communications

%+ Postmarketing Commitment (PMC) Studies X None

¢ Outgoing Agency request for postmarketing commitments (if located elsewhere
in package, state where located) )

¢ Incoming submission documenting commitment

Outgoing communications (letters (except previous action letters), emails, faxes, telecons)

August 20, 2007, September 12,
2007, September 24, 2007,
October 15, 2007, November 4, -
2007, January 1, 2008, January 3,
2008, January 29, 2008, February
27, 2008, March 7, 2008, March
14, 2008, March 24, 2008, May
19, 2008, June 4, 2008 (2)

®,
o

Internal memoranda, telecons, etc.

X3

‘0

Minutes of Meetings

“ Filing reviews for other disciplines should be filed behind the discipline tab.
Version: 5/19/08

N/A ‘
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¢  Pre-Approval Safety Conference (indicate date; approvals only)

X Not applicable

¢ Regulatory Briefing (indicate date)

X No mtg

*  Pre-NDA/BLA meeting (indicate date)

X No mtg

e EOP2 meeting (indicate daie)

No mtg

*  Other (e.g., EOP2a, CMC pilot programs)

PIND - March 24, 2006

% Advisory Committee Meeting(s)

No AC meeting

e Date(s) of Meeting(s)

N/A

e 48-hour alert or minutes, if available

% Office Director Decisional Memo (indicate date for each review)

N/A

X None

Division Director Summary Review (indicate date for each review)

[l None June 23,2008

Cross-Discipline Team Leader Review (indicate date for each review)

Clinical Reviews

P4 None

¢  Clinical Team Leader Review(s) (indicate date for each review) N/A
¢  Clinical review(s) (indicate date for each review) June 8, 2008
*  Social scientist review(s) (if OTC drug) (indicate date for each review) None

e
L4

Safety update review(s) (indicate location/date if incorporated into another review)

June 8, 2008, Page 21-23

% Financial Disclosure reviews(s) or location/date if addressed in another review
: OR

June 8, 2008, Page 10

If no financial disclosure information was required, review/memo explaining why not N/A
% Clinical reviews from other clinical areas/divisions/Centers (indicate date of each review) | [X] None
% Safety update review(s) (indicate location/date if incorporated into another review) Noted above

% Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of
each review)

X Not needed

< REMS
* REMS Document and Supporting Statement (indicate date(s) of submission(s))

¢ Review(s) and recommendations (including those by OSE and CSS) (indicate
. location/date if incorporated into another review)

None

% DSIInspection Review Summary(ies) (include copies of DSI letters to investigators)

[ 1 None requested

¢ Clinical Pharmacology Studies

= =

g

R/

% Clinical Microbiology Team Leader Review(s) (indicate date for each review)

¢ Clinical Studies N/A
¢  Bioequivalence Studies May 29, 2008
N/A

Clinical Microbiology Review(s) (indicate date for each review)

S,

3

~ Filing reviews should be filed with the discipline reviews.
Version: 5/19/08
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< Statistical Division Director Review(s) (indicate date for each review) XI None
Statistical Team Leader Review(s) (indicate date for each review) X] None
Statistical Review(s) (indicate date for each review) [[] None' June 2, 2008

- e - O S0

*% Clinical Pharmacology Division Director Review(s) (indicate date for each review)

SRR

P4 None

~ Clinical Pharmacology Team Leader Review(s) (indicate date for each review)

X] None

Clinical Pharmacology review(s) (indicate date for each review)

[] None May 30, 2008,
September 26, 2007

*,
o

DSI Clinical Pharmacology Inspection Review Summary

= s

Pharmacology/Toxicology Discipline Reviews

[[] None May 29, 2008

ECAC/CAC report/memo of meeting

* ADP/T Review(s) (indicate date for each review) X None
*  Supervisory Review(s) (indicate date for each review) X None
e Pharm/tox review(s), including referenced IND reviews (indicate date for each [ ] None May 20, 2008,
review) September 26, 2007
% Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date
’ D] None
for each review)
% Statistical review(s) of carcinogenicity studies (indicate date for each review) X No care
& X} None

Included in P/T review, page

% DSI Nonclinical Inspection Review Summary

m— T 7o = T

o

T S

ST

Xl None requested

¢ CMC/product quality review(s) (indicate date for each review)

% CMC/Quality Discipline Reviews o -
* ONDQA/OBP Division Director Review(s) (indicate date for each review) Xl None
¢ Branch Chief/TeamlLeader Review(s) (indicate date for each review) Xl None
L] None May 23, 2008, June

18, 2008, May 7, 2008, September
26, 2007

® BLAs: Sterility assurance, product quality microbiology

® BLAsonly: Facility information review(s) (indicate dates) X None
< Microbiology Reviews
¢ NDAs: Microbiology reviews (sterility & pyrogenicity) (indicate date of each
review) Not needed

.,

** Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer
(indicate date for each review)

oo

»  Environmental Assessment (check one) (original and supplemental applications)

X Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patient population)

[X] None

May 7, 2008, Page 90

(] Review & FONSI (indicate date of review)

[] Review & Environmental Impact Statement (indicate date of each review)

S—
o

Facilities Review/Inspection

Version: 5/19/08
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NDAs: Facilities inspections (include EER printout) (date completed must be
within 2 years of action date)

Date completed: June 18, 2008
X] Acceptable
[[] withhold recommendation

BLAs:
> TBP-EER

> Compliance Status Check (approvals only, both original and all
supplemental applications except CBEs) (date completed must be within
00 days prior to AP)

Date completed:

[] Acceptable

[1 withhold recommendation
Date completed:

[ ] Requested

[] Accepted [] Hold

o

% NDAs: Methods Validation

[[] Completed
[} Requested
[] Not yet requested
['1 Not needed

Version: 5/19/08
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Appendix A to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:

(1) Itrelies on published literature to meet any of the approval requirements, and the applicant does not have a written
right of reference to the underlying data. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approval.

(3) Or it relies on what is "generally known" or "scientifically accepted” about a class of products to support the
safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR
330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of
reference to the data/studies). '

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. For example, this would likely be the case with respect to safety considerations if the dose(s) was/were
the same as (or lower than) the original application.

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicant does not have a right of reference). '

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to
support our previous finding of safety and efficacy in the approval of the original application (or earlier
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a new indication AND a higher
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)
supplement. '

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s

Version: 5/19/08
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: May 28, 2008

FROM : Jacqueline A. O’Shaughnessy, Ph.D.
Hyojong Kwon, Ph.D.
Mark J. Seaton, Ph.D.
Division of Scientific Investigations

Through: C.T. Viswanathan, Ph.D.
Associate Director (Bioequivalence)
Division of Scientific Investigations

TO: Mary H. Parks, M.D., Director
Division of Metabolism and Endocrinology Products

SUBJECT: Review of EIRs Covering NDA 22-232, PrandiMet
(repaglinide/metformin hydrochloride fixed dose
combination) Tablets, 1 mg/500 mg and 2 mg/500 ng,
Sponsored by Novo Nordisk, Inc.

At the request of the Division of Metabolism and Endocrinology
Products (DMEP), the Division of Scientific Investigations (DSI)
audited the clinical (pharmacokinetic) and analytical portions
of the following study:

Study # NN4440-1753: A Randomized, Single-Blind, Three-Period
Crossover Study Examining the Single-Dose Pharmacokinetics of
Concomitantly Administered Repaglinide and Metformin Versus
Combination Tablet Dosing. (NN4440) in Fed Healthy Volunteers.

The objective of this study was to evaluate the pharmacokinetic

{PK), biocequivalence, and dose proportionality of concomitantly
administered Repaglinide and Metformin and combination tablet

dosing. This memorandum discusses the audit of the clinical . b“n
(pharmacokinetic) portion of the study at T

: J. and
the analytical inspection at Y~
ol
- Clinical (Pharmacokinetic) Inspection
Following the inspection at T 4 (3/24-28/08)
there was no form FDA 483, Inspectional Observations issued. Of h«n

the 93 subjects dosed according to the study protocol, 55



Page 2 - NDA 22-232, PrandiMet (repaglinide/metformin hydrochloride fixed dose
combination) Tablets, 25 mg, 50 mg and 100 mg

completed all three periods of the study. The inspection
confirmed that the high drop out rate was attributable to
unexpected serious adverse events (hypoglycemia) that occurred
in 26 of 44 subjects dosed on June 14, 2006. Those 26 subjects
had glucose levels less than 56 mg/dl starting approximately 1
hour to 1.5 hours after dosing. As a result of these unexpected
results, the sponsor put the study on hold while the sponsor
reviewed the issue and amended the protocol. The revised
protocol included several measures to avoid hypoglycemia,
including infusion of dextrose (D10) 10 minutes after dosing,
additional glucose monitoring timepoints, and the addition of a
midnight snack. According to the site, the delay in completion
of the study caused most of the original subjects to withdraw
from the study. The study resumed with a second dosing on July
6, 2006.

Analytical Inspection

Following the inspection at T 0 (12/17- b(4)
19/2007) form FDA 483 was issued (Attachment 1). The
objectionable items and our evaluation follows:

1. Integration parameters were changed multiple times without
documenting the interim changes made.

Although it is objectionable that details of integration
parameter changes were not maintained, the chromatography
software audit trail was enabled and captured the identity of
the sample used as the basis for the change. At our request,
the firm applied the default integration parameters to several
repaglinide runs during the inspection; comparison of the
concentration results obtained with the default and modified.
integration methods found no significant difference and did not
affect run acceptance. In their response dated February 4,
2008, the firm stated that they retrained staff to assure that
the audit trail for future studies is configured to capture the
parameter changes.

2. Incomplete documentation to verify a sample switch for
subject 44 in metformin batch 14 and repaglinide batch 14.

Although it is objectionable that the firm's documentation was
not contemporaneous with the event, the sample sequence could
be verified post-injection because the firm recorded the
injection sequence on the sample tubes received from the
c¢linic. :
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3. Several samples in metformin batch 26 had a lower than
expected intermnal standard (IS) response.

The internal standard response in the affected samples was

approximately of the mean IS response for the calibration

standards in the batch. Although the firm claimed that the IS

decrease occurred | ' ’ ’ b@”
.} there is no documentation to support their

claim. However, because an B IS was used, it is less

likely that the lower than expected IS response should

significantly impact the quantitation of metformin in these

samples.

With regard to items 2 and 3 above, === responded that lu4)
staff training was conducted to address complete and timely
documentation.

Conclusions:

DSI concludes that data from the clinical and analytical
portions of Study NN4440-1753 are acceptable for the Agency’s
review. After you have reviewed this transmittal memo, please
append it to the original NDA submission.

Jacqueline A. O’Shaughnessy, Ph.D.

Hyojong Kwon, Ph.D.

Mark J. Seaton, Ph.D.

CcC: .

DSI/Vaccari

DSI/GLPBB/Seaton/Patague/0’ Shaughnessy/Kwon/CF
DCP2/Vaidyanathan/Choe

DMEP/Marchick/NDA 22-232

HFR-SW1575/Lorenz

HFR-CE150/Rashti

Draft: MJS 5/9/08;4JAO 5/22/08

Edit: 88 5/23/08; MKY 5/28/08

DSI: BE-5813; O: \bloequlv\EIRCover\22232 nov.pra.doc
FACTS: 891398
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From: Marchick, Julie

To: "SSIK (Sabina Sheikh)";

CC: :

Subject: NDA 22-232 Additional Caiton and Container Label Comment
Date: Monday, March 24, 2008 1:40:45 PM

Attachments: |

Sabina,

In addition to the comments | emailed to you on March 14, 2008, regarding your
proposed carton and container labels, we also have the following comment;

The established name (repaglinide/metformin HCI) should be in parentheses on
the carton and container labels.

Please let me know if you have any questions.

Thanks,
Julie

Julie Marchick

Regulatory Project Manager

Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research

Food and Drug Administration

301-796-1280 (phone)

301-796-9712 (fax)

julie.marchick@fda.hhs.gov
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‘From: Marchick, Julie

To: "SSIK (Sabina Sheikh)";

CC:

Subject: NDA 22-232 Carton and Container Label Comments
Date: Friday, March 14, 2008 8:49:40 AM

Attachments: Carton and Container Label Review Comments.doc

Good Morning Sabina,

Please see the attached document containing comments regarding your
proposed carton and container labels.

Please contact me if you have any questions.

Julie Marchick

Regulatory Project Manager

Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research

Food and Drug Administration

301-796-1280 (phone)

301-796-9712 (fax)

‘julie.marchick@fda.hhs.gov
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- DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-232 INFORMATION REQUEST LETTER

Novo Nordisk Inc.

Attention: Mary Ann McElligott, Ph.D.
Associate Vice President, Regulatory Affairs
100 College Road West

Princeton, NJ 08540

Dear Dr. McElligott:

r b(4)
- d

We also refer to your submission dated February 15, 2008.

We are reviewing the clinical section of your submission and have the following comments and

information requests. We request a prompt written response in order to continue our evaluation
of your NDA.

T ) | b(4)

b(4)

| o
If you have any questions, call Julie Marchick, Regulatory Project Manager, at (301) 796-1280.

Sincerely,
{See appended electronic signature page}

Mary H. Parks, M.D.

Director _ .
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-232 INFORMATION REQUEST LETTER

- Novo Nordisk Inc.
Attention: Mary Ann McElligott, Ph.D.
Associate Vice President, Regulatory Affairs
100 College Road West '
Princeton, NJ 08540

Dear Dr. McEligott:
r

b(4)
-
We are reviewing the clinical section of your submission and have the following comments and

information requests. We request a prompt written response in order to continue our evaluation
of your NDA.

r

b(4)



\,
R

If you have any questions, call Julie Marchick, Regulatory Project Manager, at (301) 796-1280.

Sincerely,
{See appended electronic signature page}

Mary H. Parks, M.D.

Director '

Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

‘Food and Drug Administration
Rockville, MD 20857

NDA 22-232 INFORMATION REQUEST LETTER

Novo Nordisk Inc.

Attention: Mary Ann McElligott, Ph.D.
Associate Vice President, Regulatory Affairs
100 College Road West

Princeton, NJ 08540

Dear Dr. McEligott:

- R h(4)
.. R
We also refer to your submission dated December 21, 2007.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and
have the following comments and information requests. We request a prompt written response
in order to continue our evaluation of your NDA.

While you have provided justification for your dissolution method in your amendment dated

December 21, 2007, the acceptance criteria are too high. The acceptance criteria, based on USP

criteria for repaglinide and metformin HCI tablets, do not justify using these limits for. PrandiMet

tablets since the proposed fixed-dose tablet is not a one-active-ingredient USP product. h(4)
Moreover, the dissolution profiles that were provided showed essentially 100% dissolution of the

active ingredients after 15 minutes. Therefore, you should change the acceptance criteria to

Q=== for both actlve ingredients, after 15 minutes or justify the currently proposed acceptance

criteria.

If you have any questicné, call Julie Marchick, Regulatory Project Manager, at (301) 796-1280.
Sincerely,
{See appended electronic signature page}

Mary H. Parks, M.D.

Director

Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-232 INFORMATION REQUEST LETTER

Novo Nordisk Inc.

Attention: Mary Ann McElligott, Ph.D.,
Associate Vice President, Regulatory Affairs
100 College Road West - '
Princeton, NJ 08540

Dear Dr. McEilligott:
- A
ke

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and
have the following comments and information request. We request a prompt written response in
order to continue our evaluation of your NDA.

1. In your proposed stability specifications for PrandiMet, the shelf life limits for the sums
for Related Impurities are higher than the release limits [ i ) : 4
(shelf life) for repaglinide and T 4 . ‘  (shelf life) for metformin].
However, all of the provided stability data, under all storage conditions, show no increase
in these Related Impurities with ageing. Accordingly, you should either lower the shelf
life limits to match the release limits for the sum of these related impurities for
repaglinide and metformin or justify the higher shelf life limits.

2. Your firm did not disclose the “internal procedures” used for batches that fall outside of
product specifications. Accordingly, you should make the following post-approval
agreement using the following or similar appropriate wording:

Novo Nordisk Inc. makes an-agreement with the Agency that any batch stored under
the approved conditions which falls outside the approved specifications will be
withdrawn from the market, or the deviation will be discussed with the Agency if
Novo Nordisk believes that the deviation does not affect the safety or efficacy of the
drug product.

b(4)

b(4)



NDA 22-232
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If you' have any questions, call Julie Marchick, Regulatory Project Manager, at (301) 796-1280.

Sincerely,
{See appended electronic signature page)

- Mary H. Parks, M.D.
' Director
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-232 _ INFORMATION REQUEST LETTER

Novo Nordisk Inc.

Attention: Mary Ann McElligott, Ph.D.,
Associate Vice President, Regulatory Affairs
100 College Road West

Princeton, NJ 08540

Dear Dr. McElligott:
" h(4)
A

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and
have the following comments and information requests. We request a prompt written response
in order to continue our evaluation of your NDA.

The metformin HCI impurity 7~ 1, which may be presentas T -

could conceivably be in your initial drug product or formed as a degmdant during the storage b(4}
time of PrandiMet tablets. If {" .4 were present, they would

not be detected by your HPLC method since they-are not UV active. Accordingly, justify (with
experimental data if necessary) your lack of a specification for this impurity for both the release

of the tablets and as part of your stability protocol.

If you have any questions, call Julie Marchick, Regulatory Project Manager, at (301) 796-1280.
Sincerely,

{See appended electronic signature page}

Mary H. Parks, M.D.

Director

Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research
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NDA Regulatory Filing Review

Page 1
NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)
NDA # 22-232 : Supplement # N/A Efficacy Supplement Type SE- N/A

Proprietary Name: PrandiMet
Established Name: repaglinide/metformin HCI fixed dose combination Tablet
Strengths: 1 mg/500 mg; 2 mg/500 mg

Applicant: Novo Nordisk Inc.
Agent for Applicant (if applicable): N/A

Date of Application: August 15, 2007

Date of Receipt: August 15, 2007

Date clock started after UN: N/A

Date of Filing Meeting: September 26, 2007

Filing Date: October 14, 2007 :

Action Goal Date (optional):  June 12, 2008 User Fee Goal Date:  June 15, 2008

Indication(s) requested: As an adjunct to diet and exercise to improve glycemic control in patients with type 2
diabetes mellitus when treatment with dual repaglinide and metformin therapy is appropriate.

Type of Original NDA: OOEE (b)(2)
AND (if applicable)

Type of Supplement: o 1 @ O

NOTE:

(1) If you have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see
Appendix A. A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA
was a (b)(1) or a (b)(2). If the application or efficacy supplement is a (b)(2), complete Appendix B.

Review Classification: S KX P [ :

Resubmission after withdrawal? | Resubmission after refuse to file? [ ]

Chemical Classification: (1,2,3 etc.)

Other (orphan, OTC, etc.)

Form 3397 (User Fee Cover Sheet) submitted: v ' YES - No [
User Fee Status: Paid [X] Exempt (orphan, government) [ ]

Waived (e.g., small business, public health) [ |

NOTE: If the NDAis a 505(b)(2) application, and the applicant did not pay a fee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required by contacting the
User Fee staff in the Office of Regulatory Policy. The applicant is required to pay a user fee if: (1) the
product described in the 505(b)(2) application is a new molecular entity or (2) the applicant claims a new
indication for a use that that has not been approved under section 505(b). Examples of a new indication for a
use include a new indication, a new dosing regime, a new patient population, and an Rx-to-OTC switch. The
best way to determine if the applicant is claiming a new indication for a use is to compare the applicant’s

proposed labeling to labeling that has already been approved for the product described in the application.
 Highlight the differences between the proposed and approved labeling. If you need assistance in determining
if the applicant is claiming a new indication for a use, please contact the User Fee staff.
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. Is there any 5-year or 3-year exclusivity on this active moiety in any approved (b)(1) or (b)(2)
application?  YBS [] NO
If yes, explain: '
Note: If the drug under review is a 505(b)(2), this issue will be addressed in detail in appendix B.
. Does another drug have orphan drug exclusivity for the same indication? YES [ ] NO [X.
. If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness

[21 CFR 316. 3(b)(13)]?
YES [] NO

If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-OO7).

. Is the application affected by the Application Integrity Policy (AIP)? YES [ NO X
If yes, explain: :
° If yes, has OC/DMPQ been notified of the submission? N/A YES [] NO [
® Does the submission contain an accurate comprehenswe index? YES X NO []
If no, explain:
] Was form 356h included with an authorized signature? YES NO []
If foreign applicant, both the applicant and the U.S. agent must sign.
. Submission complete as required under 21 CFR 314.50? ' YES X NO []
If no, explain:
. Answer 1, 2, or 3 below (do not include electronic content of labeling as an partial electronic
submission).
- 1. This application is a paper NDA YES [
2. This application is an eNDA or combined paper + eNDA YES [
This applicationis: . All electronic [ ] Combined paper + eNDA [ ]
This application is in: NDA format [ ] CTD format [ |
: Combined NDA and CTD formats [ ]
Does the eNDA, follow the guidance?
(http://www.fda.gov/cder/guidance/2353 fnl.pdf) ' YES [] NO [

If an eNDA, all forms and certifications must be in paper and require a signature,

If combined paper + eNDA, which parts of the application were submitted in electronic _fc_)nﬁat?

A ‘Additional comments:
3. This application is an eCTD NDA. YES [X

If an eCTD NDA, all forms and certifications must either be in paper and signed or be
electronically signed.
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Additional comments:
0- Patent information submitted on form FDA 3542a? YES [X NO []
. Exclusivity requested? | YES, Years NO » X

NOTE: An applicant can receive exclusivity without requesting it; therefore requesting exclusivity is
not required.

. Correctly worded Debarment Certification included with authorized signature? YES . NO []
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,

“[Name of applicant] 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 connectzon
with this application.” Applicant may not use wording such as “To the best of my knowledge . .

. Are the required pediatric assessment studies and/or deferral/partial waiver/full waiver of pediatric
studies (or request for deferral/partial waiver/full waiver of pediatric studies) included?
YES NO []
. . If the submission contains a request for deferral, partial waiver, or full waiver of studies, does the
application contain the certification required under FD&C Act sections 505B(a)(3)(B) and (4)(A) and
(B)? : YES [X No []
° Is this submission a partial or complete response to a pediatric Written Request? YES 1 ~no X

If yes, contact PMHT in the OND-IO

. Financial Disclosure forms included with authorized signature? YES X NO []
(Forms 3454 and/or 3455 must be included and must be signed by the APPLICANT, not an
agent.)

NOTE: Financial disclosure is required for bioequivalence studies that are the basis for approval.
® . Field Copy Certification (that it is a true copy of the CMC technical section) YES [] NOo X

. PDUFA and Action Goal dates correct in tracking System9 YES [X NO []
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculatmg inspection dates.

. Drug name and applicant name correct in COMIS? If not, have the Document Room make the
corrections. Ask the Doc Rm to add the established name to COMIS for the supportmg IND if it is not
already entered.

e List referenced IND numbers: IND 70,959

e Are the trade, established/proper, and applicant names correct in COMIS? YES X NO []
If no, have the Document Room make the corrections. '

. End-of—Phase 2 Meeting(s)? Date(s) - NO X
' If yes, distribute minutes before filing meeting. '

) Pre-NDA Meeting(s)? Date(s) . _ : NO X
If yes, distribute minutes before filing meeting.
Versxon 6/14/2006
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. Any SPA agreements? Date(s) NO X
If yes, distribute letter and/or relevant minutes before filing meeting.
Project Management
. If Rx, was electronic Content of Labeling submitted in SPL format‘:? YES [X ‘NO []
If no, request in 74-day letter.
L ~ If Rx, for all. new NDAs/efficacy supplements submitted on or after 6/30/06:
Was the PI submitted in PLR format? YES X No []
If no, explain.‘ Was a waiver or deferral requested before the application was received or in the
submission? If before, what is the status of the request:
° [f Rx, all labeling (PI, PPI, MedGuide, carton and lmmedlate container labels) has been consulted to
DDMAC? YES [X NO []
° If Rx, trade name (and all labeling) consulted to OSE/DMETS? YES [X No [T
. If Rx, MedGuide and/or PPI (plus PI) consulted to ODE/DSRCS?
, NA [ YES NO [
] Risk Management Plan consulted to OSE/IO? NA [ YES [X NO []
®

[f a drug with abuse potential, was an Abuse Liability Assessment, including a proposal for
scheduling submitted? NA [X YES [ NO [

If Rx-to-OTC Switch or OTC application:

. .Proprietary name, all OTC 1abelmg/packagmg, and cutrent approved PI consulted to
OSE/DMETS? N/A YES [ NO [
° If the application was received by a clinical review division, has N/A YES [] No [
DNPCE been notified of the OTC switch application? Or, if recelved by
DNPCE, has the clinical review division been notlﬁed‘7
Clinical
. If a controlled substance, has.a consult been sent to the Controlled Substance Staff‘7 .
NA  YES [ NO []
Chemistry
° Did applicant request categorical exclusion for environmental assessment? YES X NOo []
If no, did applicant submit a complete environmental assessment? YES [] No []
If EA submitted, consulted to EA officer, OPS? } YES [] NO [
. Establishment Evaluation Request (EER) submitted to DMPQ? ' YES No [

X
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] [f a parenteral product, consulted to Microbiology Team? - N/A YES [] NO []
| ATTACHMENT '
MEMO OF FILING MEETING

DATE: September 26, 2007
NDA #: 22-232
DRUG NAMES: PrandiMet (repaglinide/metformin fixed dose combination) Tablets

APPLICANT: Novo Nordisk

BACKGROUND: PrandiMet is a fixed dose combination of repaglinide and metformin. Repaglinide is a
meglitinide approved as an adjunct to diet and exercise to lower blood glucose in patients with type 2 diabetes
mellitus whose hyperglycemia cannot be controlled satisfactorily by diet and exercise alone. Repaglinide is
also indicated for combination therapy use (with metformin and thiazolidinediones) to lower blood glucose in
patients whose hyperglycemia cannot be controlled by diet and exercise plus monotherapy with any of the
following agents: metformin, sulfonylureas, repaglinide, or thiozolidinediones.

The proposed indication for PrandiMet is as an adjunct to diet and exercise to improve glycemic control in
patients with type 2 diabetes mellitus where treatment with dual repaglinide and metformin therapy is
appropriate. The Sponsor’s application includes doses of 1 mg repaglinide/500 mg metformin and 2 mg
repaglinide/500 mg metformin.

ATTENDEES: Mary Parks, Hylton Joffe, Japo Choudhury, Todd Sahlroot, Indra Antonipillai, Karen Davis-
Bruno, Su Tran, Sheldon Markofsky, Andrea Slavin, Julie Marchick

ASSIGNED REVIEWERS (including those not present at filing meeting) :

Discipline/Organization _ Reviewer

Medical: Robert Misbin

Secondary Medical: Hylton Joffe

Statistical: : Japo Choudhury
Pharmacology: -Indra Antonipillai

Statistical Pharmacology: - N/A

Chemistry: ‘ ~ Su Tran/Sheldon Markofsky
Environmental Assessment (if needed): " Su Tran/Sheldon Markofsky
Biopharmaceutical: Jaya Vaidyanathan
Microbiology, sterility: ' N/A

Microbiology, clinical (for antimicrobial products only): N/A _

DSI: ' Andrea Slavin

OPS: N/A

Regulatory Project Management: Julie Marchick

Other Consults: ‘ v SEALD Labeling Team

Per reviewers, are all parts in English or English translation? ~ YES [X NO ]

If no, explain:

CLINICAL - FILE [XI -  REFUSETOFILE []
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e Clinical site audit(s) needed? YES ] NO X
If no, explain:

¢ Advisory Committee Meeting needed? YES, date if known NO X

¢ If the application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review based on medical
necessity or public health significance? . :
N/A YES [ NO []

CLINICAL MICROBIOLOGY NA X FILE [] - REFUSE TO FILE ]
' STATISTICS NA [ , FILE [X REFUSE TOFILE [ ]
BIOPHARMACEUTICS FILE [] REFUSETOFILE [ ]
 Biopharm. study site audits(s) needed? » D Nd O
YES :
' PHARMACOLOGY/TOX NA [ FILE [ REFUSETOFILE []
¢ GLP audit needed? YES ] NO 'Z|
CHEMISTRY . _ FILE [X REFUSETOFILE [}
¢ Establishment(s) ready for inspection? . YES X NO [}
e Sterile product? . N/A YES [] NO [

If yes, was microbiology consulted for validation of sterilization?
A YES [] NOo [

ELECTRONIC SUBMISSION:
Any comments:

REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)

| The application is unsuitable for filing. Explain why:

X The application, onits face, appears to be well-organized and indexed. The application
appears to be suitable for filing..

. No filing issues have been identified.
X Filing issues to be communicated by Day 74. List (optional):
ACTION ITEMS:

1.[]  Ensure that the review and chemical classification codes, as well as any other pertinent.
classification codes (e.g., orphan, OTC) are correctly entered into COMIS.

2.[] IfRTF, notify everybody who already received a consult request of RTF action. Cancel the EER.
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3[ ] [Iffiled and the application is under the AIP, prepare a letter either granting (for signature by -Center
Director) or denying (for signature by ODE Director) an exception for review.

4.[K  If filed, complete the Pediatric Page at this time. (If paper version, enter into DFS.) 4

5X] Convey document filing issues/no filing issues to applicant by Day 74.

Julie Marchick, MPH

~ Regulatory Project Manager
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Appendix A to NDA Regulatory Filing Review

NOTE: The term "original application" or "original NDA" as used in this appendix denotes the NDA
submitted. It does not refer to the reference drug product or "reference listed drug."

An original application is likely to be a 505(b)(2) application if:

(1) it relies on published literature to meet any of the approval requirements, and the applicant
does not have a written right of reference to the underlying data. If published literature is
cited in the NDA but is not necessary for approval, the inclusion of such literature will not, in
itself, make the application a 505(b)(2) application, ‘

(2) it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug
product and the applicant does not own or have right to reference the data supporting that

- approval, or

(3) it relies on what is "generally known" or "scientifically accepted" about a class of products to
support the safety or effectiveness of the particular drug for which the applicant is seeking
approval. (Note, however, that this does not mean any reference to general .information or
knowledge (e.g., about disease etiology, support for particular endpoints, methods of analysis)
causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose
combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC
monograph deviations(see 21 CFR 330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was
a (b)(1) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information
needed to support the approval of the change proposed in the supplement. - For example, if the
supplemental application is for a new indication, the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns
or has right of reference to the data/studies),

(2) No additional information beyond what is included in the supplement or was embodied in the
finding of safety and effectiveness for the original application or previously approved
supplements is needed to support the change. For example, this would likely be the case with
respect to safety considerations if the dose(s) was/were the same as (or lower than) the
original application, and.

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied
upon for approval of the supplement, the application does not rely for approval on published
literature based on data to which the apphcant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if: -

(1) Approval of the change proposed in the supplemental application would require data beyond
that needed to support our previous finding of safety and efficacy in the approval of the
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original application (or earlier supplement), and the applicant has not conducted all of its own

- studies for approval of the change, or obtained a right to reference studies it does not own.
For example if the change were for a new indication AND a higher dose, we would likely
require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant pr0v1ded the effectiveness data, but had to rely on a different listed drug, or a new
aspect of a previously cited listed drug, to support the safety of the new dose, the supplement
would be a 505(b)(2),

(2) The applicant relies for approval of the supplement on published literature that is based on
data that the applicant does not own or have a right to reference. If published literature is
‘cited in the supplement but is not necessary for approval, the inclusion of such hterature will
not, in itself, make the supplement a 505(b)(2) supplement or

(3) The applicant is relying upon any data they do not own or to which they do not have rlght of
reference.

If you have questions about whether an application is a 505(b)(l) or 505(b)(2) application, consult
with your ODE’s Office of Regulatory Policy representatlve
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Appendix B to NDA Regulatory Filing Review
Questions for 505(b)(2) Applications
1. Does the application reference a listed drug (approved drug)? YES. X NO [T}

If “Ne, " skip to question 3.

2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s): metformin
hydrochloride, NDA 20-357 (Note: applicant did not reference this drug in the application)

3. Is this application for a drug that is an “old” antibiotic (as described in the draft guidance implementing

the 1997 FDAMA provisions? (Certain antibiotics are not entitled to Hatch-Waxman patent listing and

exclusivity benefits.) ' .
YES [] NO [X

If “Yes,” skip to question 7.

4. Is this application for a recombinant or biologically-derived product?
YES [] NO [X

If “Yes “contact your ODE'’s Office of Regulatory Policy representative.

5. The purpose of the questions below (questions 5 to 6) is to determine if there is an approved drug
product that is equivalent or very similar to the product proposed for approval that should be referenced as
a listed drug in the pending application. :

(@) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) application that is
already approved?
YES [] NO

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the-case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of the active drug ingredient over the identical dosing
period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including potency and, wherée applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR 320.1(¢))

If “No,” to (a) skip to éuest_ion 6. Otherwise, answer part (b and (c)).
(b) Is the pha;rmaceutical equivalent approved for the same indication for YES [] NO []
which the 505(b)(2) application is seeking approval?
(c) Isthe apbro_ved pharmaceutical équivaient(s) ‘cited as the listed drug(s)?  YES 1 NO []
If “Yes,” (c), list the pharmaceutical equivalent(s):and proceed to question 6. |
If “Ne,” to (c) list the pharmaceutical equivalent and contact your ODE’s Office of Regulatory Policy

represeniative. ’
Pharmaceutical equivalent(s):
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6. (a) Is there a pharmaceutical alternative(s) already approved? YES [ NO [X

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times
and/or dissolution rates. (21 CFR 320.1(d)) Different dosage forms and strengths within a product line by a
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.)

If “No,” to (a) skip to question 7. Otherwise, answer part (b and (c)).
(b) 1Is the pharmaceutical alternative 'approved for the same indication YES [] NO []
for which the 505(b)(2) application is seeking approval?
(c) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)?' YES [] NO [
If “Yes,” to (c), proceed to question 7.

NOTE: Ifthere is more than one pharmaceutical alternative approved, consult your ODE’s Office of
Regulatory Policy representative to determine if the appropriate pharmaceutical alternatives are referenced.

If “No,” to (c), list the pharmaceutical alternative(s) and contact your ODE’s Office of Regulatory Policy
representative. Proceed to question 7.

Pharmaceutical alternative(s):

7. (a) Does the application rely on published literature necessary to support the proposed approval of the drug
product (i.e. is the published literature necessary for the approval)? ,
YES . [] NO [X

If “No,” skip to question 8. Otherwise, answer part (b).

(b) Does any of the published literature cited reference a specific (e;g. brand name) product? Note that if
yes, the applicant will be required to submit patent certification for the product, see question 12.

8. Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
application provides for a new indication, otitis media” or “This application provides for a change in
dosage form, from capsules to solution™). o

9. Isthe application for a duplicate of a listed drug and eligible for approval under YES [ ] NO [X
section 505(j) as an ANDA? (Normally, FDA may refuse-to-file such NDAs
(see 21 CFR 314.101(d)(9)). ' :

10. Is the application for a duplicate of a listed drug whose only difference is YES [] NO X
that the extent to which the active ingredient(s) is absorbed or otherwise made .
available to the site of action less than that of the reference listed drug (RLD)?

(See 314.54(b)(1)). If yes, the application may be refused for filing under
21 CFR 314.101(d)(9)).
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11. Is the application for a duplicate of a listed drug whose only difference is YES [ NO [X
that the rate at which the product’s active ingredient(s) is absorbed or made
available to the site of action is unintentionally less than that of the RLD (see 21 CFR 314.54(b)(2))?
[f yes, the application may be refused for filing under 21 CFR 314.101(d)(9).

12. Are there certifications for each of the patents listed in the Orange YES [} NO [X
Book for the listed drug(s) referenced by the applicant (see question #2)? :
(Thls is different from the patent declaration submitted on form FDA 3542 and 3542a. )

13. Which of the following patent certifications does the application contain? (Check all that apply and
identify the patents to which each type of certification was made, as appropriate.)

U
]

Version 6/14/2006

Not applicable (e.g., solely based on published literature. See question # 7

21 CFR 314.50(i)(1)(()(A)(1): The patent information has not been submitted to FDA.
(Paragraph I certification)
Patent number(s):’

21 CFR 314.50(i)(1)(1)(A)(2): The patent has expired. (Paragraph II certification)
Patent number(s):

21 CFR 314. 50(1)(1)(1)(A)(3) The date on which the patent will expire. (Paragraph II1
certification)
Patent number(s):

21 CFR 314.503i)(1)()(A)(4): The patent is invalid, unenforceable, or will not be infringed
- by the manufacture, use, or sale of the drug product for which the application is submitted.

(Paragraph IV certification)

Patent number(s):

NOTE: IF FILED, and if the applicant made a “Paragraph IV” certification [21 CFR
314.50()(1)(i)(4)(4)], the applicant must subsequently submit a signed certification stating
that the NDA holder and patent owner(s) were notified the NDA was filed {21 CFR
314.52(b)]. The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notification [21 CFR 314.52(e)]. OND will contact you to verify
that this documentation was received,

21 CFR 3 14 50(i)(3): Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CFR 314.50(i)(1)(i)(A)(4) above).
Patent number(s):

Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.
Patent number(s):

21 CFR 314.50G)1(ii): No relevant patents.

21 CFR 314.50(i)(1)(iii): The patent on the listed drug is a method of use patent and the

- labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not
claim any of the proposed indications. (Section viii statement)
Patent number(s):
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14. Did the applicant:

¢ Identify which parts of the application rely on the finding of safety and effectiveness for a listed
drug or published literature describing a listed drug or both? For example, pharm/tox section of
application relies on finding of preclinical safety for a listed drug.
' YES [] NO
If “Yes,” what is the listed drug product(s) and which sections of the 505(b)(2)
application rely on the finding of safety and effectiveness or on published literature about that
listed drug ' : ,
Was this listed drug product(s) referenced by the applicant? (see question # 2)
YES [] NO []

¢ Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the

listed drug(s)?
N/A [] YES [X] NO []

15. (a) Is there unexpired exclusivity on this listed drug (for example, 5 year, 3 year, orphan or pediatric
exclusivity)? Note: this information is available in the Orange Book. )

YES [] NO [

If “Yes,” please list:

Application No. Product No. Exclusivity Code Exclusivity Expiration

Appears This Way
On Original
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rackville, MD 20857

: FILING COMMUNICATION
NDA 22-232 '

Novo Nordisk Inc.

Attention: Mary Ann McElligott, Ph.D.
Associate Vice President, Regulatory Affairs
100 College Road West

Princeton, NJ 08540

Dear Dr. McElligott:

Please refer to your new drug application (NDA) dated August 15, 2007, received August 15,
2007, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for
PrandiMet (repaglinide/metformin fixed dose combination) Tablets.

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, in accordance with 21 CFR 314,101(a), this
application is considered filed 60 days after the date we received your application. The review
classification for this application is Standard. Therefore, the user fee goal date is

June 15, 2008.

During our filing review of your application, we identified several potential review issues. We
request that you submit the following information:

1. Submit subgroup analyses for study AGEE-3017.

~ 2. Because the fixed dose combination tablet is a new product, the compendial dissolution
criteria for repaglinide tablets and metformin HCI tablets are not applicable. Provide a
Justification for the proposed dissolution criteria as per [ICH Q6A guidelines. If we find your
Justification inadequate, a revised test method and/or criteria may be required.

3. Provide updated data from your drug product stability studies at least 4 months before the
- user fee goal date for this application. Your update should include additional stability data
for the bridging batches SBBN068, SBBN069, and SBBN083.

‘4. Regarding the Yellow ("  JRed VU f
T} excipients : ‘ , provide letters of authorization from
the manufacturers to allow us access to information in the appropriate Drug Master Files. "

We are providing the above comments to give you preliminary notice of potential review issues.
Our filing review is only a preliminary evaluation of the application and is not indicative of

h(4)
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deficiencies that may be identified during our review. Issues may be added, deleted, expanded
upon, or modified as we review the application.

Please respond only to the above requests for additional information. While we anticipate that
any response submitted in a timely manner will be reviewed during this review cycle, such
review decisions will be made on a case-by-case basis at the time of receipt of the submission.

If you have any questions, call Julie Marchick, Regulatory Project Manager, at (301) 796-1280.

Sincerely,
{See appended electronic signature page}

Lina AlJuburi, Pharm.D., M.S.

Chief, Project Management Staff .
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research
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g \‘ﬂ Approved: OMB No. 0910 - 0297 Expiration Date: January 31, 2010 See instructions for OMB Statement, below.

| : -.:.PTARTMENT OFHEALT;I‘AND Human services PRESCRIPTION DRUG USER FEE
| FOOD AND DRUG ADMINISTRATION COVERSHEET

A completed form must be signed and accompany each new drug or biologic product application and each new supplement. See exceptions
on the reverse side. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment. Payment
instructions and fee rates can be found on CDER's website: http://www.fda.gov/cder/pdufa/default.htm

1. APPLICANT'S NAME AND ADDRESS

4. BLA SUBMISSION TRACKING NUMBER (STN) / NDA NUMBER

NO\{O NORDISK PHARMACEUTICALS INC NDA 22-232
Sabina Sheikh

100 COLLEGE ROAD WEST
Princeton NJ 08536

us

5. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR
APPROVAL?

JXIYES [INO

IF YOUR RESPONSE IS "NO" AND THIS IS FOR A
SUPPLEMENT, STOP HERE AND SIGN THIS FORM.
IF RESPONSE IS "YES", CHECK THE APPROPRIATE
RESPONSE BELOW:

[X] THE REQUIRED CLINICAL DATA ARE CONTAINED IN THE
APPLICATION

il [[1 THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
CH REFERENGCE TO:

2. TELEPHONE NUMBER
609-9875420

[B.PRODUCTNAME T USERFCEID NOMBER e
VPrandiMet ( repaglinide/metformin fixed dose combination tablet ) PD3007453

i 7. 1S THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF S§0O, CHECK THE APPLICABLE
EXCLUSION. :

[1ALARGE VOLUME PARENTERAL DRUG PRODUCT [1 A505(b)(2) APPLICATION THAT DOES NOT REQUIRE A FEE
APPROVED UNDER SECTION 505 OF THE FEDERAL FOOD,

DRUG, AND COSMETIC ACT BEFORE 9/1/92 (Self Explanatory)

[]1 THE APPLICATION QUALIFIES FOR THE ORPHAN [] THE APPLICATION IS SUBMITTED BY A STATE OR FEDERAL
EXCEPTION UNDER SECTION 736(a)(1)(E) of the Federal Food, GOVERNMENT ENTITY FOR A DRUG THAT IS NOT
Drug, and Cosmetic Act DISTRIBUTED COMMERCIALLY

l8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? [1YES [X]NO

OMB Statement:

Public reporting burden for this collection of information is estimated to average 30 minutes per response, including the time for reviewing instructions, searching

existing data sources, 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:

Department of Health and Human Services Food and Drug Administration An agency may not conduct or-
Food and Drug Administration CDER, HFD-94 sponsor, and a person is not
CBER, HFM-99 12420 Parklawn Drive, Room 3046 required.to respond to, a collection
1401 Rockville Pike Rockville, MD 20852 ’ of information unless it displays a

Rockville, MD 20852-1448 - currently valid OMB control number.

}SIGNATURE OF AUTHORIZED CO,ME,YAN\C, BMEPAREMSE[IEI\JTATIVE TITLE DATE
- . | Digitaly signad by Mary Ann McEligott o Mary Ann McElligott, PhD, 08/15/2007
. DN: €n=Mary Ann McElligott, c=US, o=Novo Nordisk,
Mary Ann McElllgoﬁt ‘SiRanii At v wncaNoweasem | Associate VP, Regulatory Affairs

- ZRFEE PAYMENT AMOUNT FOR THIS APPLICATION
$596,200.00

‘https://fd;xsﬁnapp&fda.gov/OA_HTML/pdufaCSchfgItems...delQuantity=l&currencyCode=USD&sensitivePageFlag=true (1 0£2)6/15/2007 4:28:39 PM




Site: PDUFA CoverSheet

I \'q Approved: OMB No 0910 - 0297 Exparatlon Date January 31,2010 See lnstructlons for OMB Statement, below.

..n:PARTMENT of HEALTH AND HumaN services [PRESCRIPTION DRUG 'USER FEE
FOOD AND DRUG ADMINISTRATION COVERSHEET

A completed form must be signed and accompany each new drug or biologic product application and each new supplement. See exceptions
on the reverse side. If payment is sent by U.S. mail or courier, please include a copy. of this completed form with payment. Payment
instructions and fee rates can be found on CDER's website: hitp://www fda.gov/cder/pdufa/default.htm

i
i

1. APPLICANT'S NAME AND ADDRESS 4. BLA SUBMISSION TRACKING NUMBER (STN)/ NDA NUMBER A

i

NOVO NORDISK PHARMACEUTICALS INC 22-386
Sabina Sheikh

100 COLLEGE ROAD WEST
Princeton NJ 08536

us

: 5. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR
2. TELEPHONE NUMBER APPROVAL?

609-9875420

}[X] YES []NO
{IIF YOUR RESPONSE IS "NO" AND THIS IS FOR A
IISUPPLEMENT, STOP HERE AND SIGN THIS FORM.

IF RESPONSE IS "YES", CHECK THE APPROPRIATE
RESPONSE BELOW

{X]I THE REQUIRED CLINICAL DATA ARE CONTAINED IN THE
APPLICATION

[] THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO:

3.PRODUCT NAME ~pp USERFEEID.NUMBER

|

PrandiMet ( repaglinide/metformin HCI FDC tablets ) PD3008381

7.1S THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE
EXCLUSION.

[1 A LARGE VOLUME PARENTERAL DRUG PRODUCT [] A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A FEE
APPROVED UNDER SECTION 505 OF THE FEDERAL FOOD,
DRUG, AND COSMETIC ACT BEFORE 9/1/92 (Self Explanatory)

[]1 THE APPLICATION QUALIFIES FOR THE ORPHAN [] THE APPLICATION IS SUBMITTED BY A STATE OR FEDERAL
EXCEPTION UNDER SECTION 736(a)(1)(E) of the Federal Food, GOVERNMENT ENTITY FOR A DRUG THAT IS NOT
Drug, and Cosmetic Act DISTRIBUTED COMMERCIALLY
]8. HAS A WAIVER OF AN APPLICATION FEEBEEN GRANTED FOR THIS APPL|CATIQN? [X] YES []‘NO
OMB Statement:

Public reporting burden for this collection of information is estimated to average 30 minutes per response, including the time for reviewing instructions, searching
existing data sources, 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:

Department of Health and Human Services Food and Drug Administration An agency may not conduct or
Food and Drug Administration CDER, HFD-94 sponsor, and a person is not
CBER, HFM-99 - 12420 Parklawn Drive, Room 3046 required to respond to, a collection
1401 Rockville Pike Rockville, MD 20852 of information unless it displays a
Rockville, MD 20852 1448 currently vahd oMB control number

g!SIGNATURE OF AUTHORIZED COMPANY REPRESENTATIVE ITITLE DATE

|| Lewis R. Pollack on behalf of M. B e e e oo

} “”E"Igott : S‘;‘.ﬁ”z“ﬂé:"os"zs?“i’;“,“;‘?”m"ﬁif“ et P @netanonteom

_ ‘J;:R FEE PAYMENT AMOUNT FOR THlS APPLICATlON
$.00

https://fdasﬁnapp8.fda.gov/OA_HTML/pdufaCSchfgItems...delQuantity=1&currcncyCode=USD&sensitivePageFlag=true (1 0£2)5/21/2008 4:58:24 PM




From: Marchick, Julie

To: "ssik@novonordisk.com";

CC: .

Subject: NDA 22-232 PrandiMet - PLR Format Review
Date: Monday, September 24, 2007 9:13:55 AM

Attachments: PLR Format Review Comments.doc

Sabina,

Please see the attached comments from the PLR format review of your proposed
package insert (Pl) for PrandiMet. We request that you address the identified
issues and submit a revised Pl by October 19, 2007.

Thanks,
Julie

Julie Marchick

Regulatory Project Manager

Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research |
Food and Drug Administration

301-796-1280 (phone)

301-796-9712 (fax)

julie.marchick@fda.hhs.gov
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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. :

Julie Marchick
9/24/2007 09:17:46 AM
CSO
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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.

Julie Marchick
9/12/2007_ 01:29:46 .PM



o STAVIC,,
i< S

_/ : DEPARTMENT OF HEALTH & HUMAN SERVICES . Public Health Service
! 8

Food and Drug Administration
Rockville, MD 20857

PIND 70,959

Novo Nordisk Inc.

Attention: Mary Ann McElligott, Ph.D.,
Associate Vice President, Regulatory Affairs
100 College Road West

Princeton, NJ 08540

Dear Dr. McElligott:

Please refer to your Pre-Investigational New Drug Application (PIND) submitted on
April 20, 2005, for Prandin plus metformin (repaglinide/metformin) Fixed Dose Combination
Tablet.

We also refer to the teleconference held between representatives of your firm and the FDA on
March 24, 2006. The purpose of the meeting was to discuss and clarify items relevant to the
clinical development program for Prandin plus metformin Fixed Dose Combination Tablet used
as second line therapy.

The official minutes of that meeting are enclosed. You are responsible for notifying us of any
significant differences in understanding regarding the meeting outcomes.

If you have any questions, please call me at 301-796-1168.
Sincerely,
{See appended elecironic signature page}
Lina AlJuburi, Pharm.D., M.S.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products .

Office of Drug Evaluation II
Center for Drug Evaluation and Research

Enclosure: FDA version minutes from teleconference held on March 24, 2006



MEMORANDUM OF MEETING MINUTES

MEETING DATE: Friday, March 24, 2006

TIME: 10:00 to 10:30 am

LOCATION: Teleconference

APPLICATION: PIND 70,959

.DRUG NAME: Prandin plus metformin (repaglinide/metformin) Fixed Dose

Combination Tablet
TYPE OF MEETING: Type C; Guidance

- MEETING CHAIR: Mary Parks, M.D.
MEETING RECORDER: Lina AlJuburi, Pharm.D., M.S.
FDA ATTENDEES: (Title and Office/Division)

Division of Metabolism and Endocrinology Products

Mary Parks, M.D. Acting Director

Robert Misbin, M.D. Clinical Reviewer, Diabetes

Lina AlJuburi, Pharm.D. Regulatory Project Manager

EXTERNAL CONSTITUENT ATTENDEES:

Novo Nordisk Inc.

Karsten Wassermann Project Vice-President

Rickey Reinhardt Senior Director, Clinical Research Diabetes
Campbell Howard Director, Clinical Research Diabetes

Naum Khutoryansky Associate Director Biostatistics

Janet Overholt . Director Regulatory Affairs

Sabina Sheikh . Project Manger, Regulatory Affairs
BACKGROUND:

Prandin (repaglinide) Tablets was approved on December 22, 1997, for the treatment of type 2

diabetes. Repaglinide is approved for use in combination with metformin as second line therapy

with frequency of dosing two to three times daily, with meals.

On April 20, 2005, Novo Nordisk Inc. submitted a request for a PIND number and written
responses to three questions regarding their Prandin plus metformin (repaglinide/metformin)
Fixed Dose Combination Tablet clinical development program. Responses issued in a letter
dated June 13, 2005. On November 28, 2005, the Sponsor submitted additional questions for

Agency comment. Responses issued in a letter dated February 3, 2006. Based on feedback from
Novo Nordisk, it appeared as though the Sponsor needed additional clarification; and therefore,

the Division recommended a teleconference.

Page 1



MEETING OBJECTIVES:

To discuss and clarify items relevant to the clinical development program for Prandin plus
metformin (repaglinide/metformin) Fixed Dose Combination Tablet used as second line therapy.

DISCUSSION POINTS:

The Sponsor is seeking advice on how they should pursue development to gain a labeled 0(4)
T o ) - of

labeled for combination use in the Prandin (repaglinde) Tablets package insert. The Division

offers the following recommendation, for second line therapy only and assuming the FDC tablet

is not bioequivalent to Prandin and metformin alone:

Clinical trial design: A non-inferiority trial design comparing Prandin plus metformin FDC

T .} " to Prandin plus metformin FDC { < The b(4)
primary variable would be HbAlc. The study duration would be 20 to 26 weeks, which includes

a titration period. The Sponsor suggests the titration period would be approximately 3 weeks.

Potential outcomes: [

b(4)
-

The Sponsor inquires about adding an Avandamet (rosiglitazone maleate/metformin) Fixed Dose
Combination Tablet arm to the above mentioned clinical trial design. The Division states that
the trial would need to be longer in duration, approximately 48 to 52 weeks as stated in the
February 3, 2006, letter issued to the Sponsor, response to Question 2a. If the Sponsor is seeking
a superiority claim to a comparator, such as Avandamet, two studies will be required. If the
Sponsor chooses to include an Avandamet arm in a study shorter than 48 weeks in duration, a
rationale will need to be submitted to and agreed upon by the Division.

The Sponsor will submit a synopsis of the trial for Division review and comment. -

Minutes prepared by: Lina AlJuburi
Concurrence from:  Robert Misbin
Mary Parks

Page 2



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

Lina Aljuburi
3/27/2006 03:32:50 PM





