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. . See OMB Statement on Page 3.
j PATENT INFORMATION SUBMITTED WITH THE

NDA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT |54
For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Idenix Pharmaceuticals, Inc.

Composition) and/or Method of Use

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) ’

TYZEKA

ACTIVE INGREDIENT(S) STRENGTH(S)
Telbivudine 20 mg/mL
DOSAGE FORM

oral solution

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

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

FDA will not list patent information If you file an Incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

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

a. Unlted States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
6,444,652 9/3/2002 8/10/2019
d. Name of Patent Owner Address (of Patent Owner)
Idenix Phammaceuticals, Inc. 60 Hampshire Street
Centre National de la Recherche Scientifique (CNRS)
L'University Montpellier II M) . City/State
. - Cambridge, MA
Idenix Pharmaceuticals, Inc. maintains responsibility for ridge
this submission ZIP Cods FAX Number (if available)
02139 (617) 995-9032
Telephone Number E-Mail Address. {if available)
(617) 955-9005 Weidenbruch.John@idenix.com

. Name of agent or representative who resides or maintains Address (of agent or representative named in 1..)
a place of business within the United States authorized to | 60 Hampshire Street -
recelve notice of patent certification under section
505(b)(3) and ()(2)(B) of the Federal Food, Drug, and
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicant/holder does not reside or have a Cambridge, MA
place of business within the United States)

< John Weidenbruch, Exec. V.P, and General Counsel, Zip Cods FAX Number (if availabio)
X : : . 02139 (617)995-9032
Idenix Pharmaceuticals, Inc., as representive for
CNRS and UMII Telephone Number E-Mail Address (if available)
(617) 995-9005 Weidenbruch.John@idenix.com
if. Is the patent referenced above a patent that has been submitted previously for the i
approved NDA or supplemsnt referenced above? D Yes [Z No
g. If the patent referenced above has been submitted previously for listing, is the explration

date a new explration date? . I:] Yes D No
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

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? D Yes IZ 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? [:] Yes & No

23 If the answer to question 2.2 Is "Yes," do you certify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required s described at 21 GFR 314.53(b). D Yes D No

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 supplement?
(Complete the information in section 4 below ¥ the patent claims a pending method of using the pending
drug product to administer the metabalite.) . D Yes No

2.6 Does the patent clalm only an intermediate?

7] Yes No

2.7 |f the patent referanced in 2.1 is'a preduct-by-process patent, is the pbduct claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yes [One

g

3.4 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,

amendment, or supplement? ‘ D Yes @ No .
3.2 Does the patent claim only an intermediate? v
: . [:] Yes No
3.3 If the patent referenced in 3.1 i 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

2

Sponsors must submit the information in section 4 for each method of using the pending drug product for which approval is being sought
that is claimed by the patent. For each pending method of use claimed by the patent, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is belng sought in

the pending NDA, amendment, or supplement? Yes D No
4.2 Patent Clalm Number(s) (as fisted In the patent) Does (Do) the patent claim(s) referenced in 4.2 claim a
2,17, 18,19, 25,26 pending methed of use for which'approval is being sought
in the pending NDA, amendment, or supplement? E Yes L__| No
4.2a ) the answer to 4.2 is Use: {Submit indication or methad of use information as identified specificaily in the approved labeling.)

"Yes," identlfy with speci- | yse of telbivudine to treat hepatitis B in a human
ficity the use with refer- _

ance to the proposed
labeling for the drug
product.

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance {active ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approvai and with respect to
which a clalm of patent Infringement could reasonably be asserted if a person not ficensed by the owner of the patent engaged in [ ves

the manufacture, use, or sale of the drug product.

FORM FDA 3542a (7/07) ) : Page 2



»rs.1 The undersigned dociares 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 Cosmatic Act, This time-
sensitive patent information Is submitted pursuant to 21 CFR 314.53, | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing
is true and correct

Warning: A willfully and knowingly false statement isa cﬂminal offense under 18 U.S.C. 1001.
_/¥

6.2 Authorlzed Signature of NDA Applicant/Holder or Fatent Owner (Altorney, Agent, Representative or Date Signed

ation below)
4 Dzomder 07

NZTE: Oni{y an NDA applicant/holder sy submit this declaration directly to the FDA. A patent owner who Is not the NDA applicant/
older is/authorized to sign the declafation but may not submit it directly to FDA. 21 CFR 314.53(c){4) and (d){4).

Check abpllcable box and provide Infermation below.

E NDA Applicant/Holder D NDA Applicant's/Holder's Attorney, Agent (Representative) or other
Authorized Official
D Patent Owner : [:‘ Patent Owner's Attomey, Agent (Representative) or Other Authorized
Official
Name

John Weidenbruch, Exccutive Vice President and General Counsel, Idenix Pharmaceuticals, Inc,

Addrass | City/State

60 Hampshire Street : Cambridge, MA

ZIP Code Telephone Number’

02139 ) (617) 995-9005

FAX Number (if available) : E-Mail Address (if available}
{617) 995-9032 ) Weidenbruch.John@idenix.com

The public reporting burden for this collection of information has been estimated to average 20 hours per response, including the time for reviewing instructions,
searching existing data sources, gathering and maintzining the data nceded, 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

Rockyille, MD 20857

An agency may not conduct or sponsor, and a person Is not required to respond lo, a collection of
information unless it displays a currently valid OMB conirol number.
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of

use that is the subject of the pending NDA, amendment, or supplement.

24 Does the patent claim the drug substance that is the active !ngredléﬁt in the drug product

described in the pending NDA, amendment, or supplement? [:] Yes No
2.2 Does the patent claim a drug substance that is a differant polymorph of the active
ingredient described in the pending NDA, amandment, or supplement? D Yes E No

2.3 1if the answer to question 2.21is "Yes," do you certify that, as of the date of this declaration, you have test data
demonstrating that a drug product contalning the potymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). D Yes D No

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 clalm only a metabolite of the active ingredlent pending in the NDA or supplement?
{Complete the Information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) E] Yes @ No

2.6 Does the patent clalm only an intermediate?

[:] Yes No

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

e}

3.4 Doss the patent claim the drug praduct, as define m- 21 CFR 3{4.3‘ in the pending NDA,
amendment, or supplement? ) D Yes No

3.2 Does the patent claim only an intermediate?
[ Yes XK No

3.3 Ifthe patent referenced In 3.1 1s 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.) [:] Yes

Sponsors must submit the Information in section 4 for each method of using the pending drug product for which approval is being sought
that Is claimed by the patent, For each pending method of use clahmed by the patent, provide the following information:

4.1 Does the patent claim one or more methaods of use for which approval Is being sought In
the pending NDA, amendment, or supplement? Yes [] No

T 4.2 Patent Claim Number(s) (as iisted in the patent) Does (Do) the patent claim(s) referenced in 4.2 clalm a

2,34 pending method of use for which approval is being sought
in the pending NDA, amendment, of supplement? Yes |:] No
4.2a If the answer to 4.2 is Use: (Submit indication or method of use information as identified speciiicaily in the approved labeling.)

"Yes," identify with speci- | yge of telbivudine to treat hepatitis B in a human
ficity the use with refer- ‘

ence fo the proposed
labeling for the drug
product,

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active Ingredient},
drug product (formulation or composition) or method(s) of use, for which the applicant Is seeking approval and with respect to
which @ clalm of patent infringement could reasonably be asserted If a person not licensed by the owner of the patent engaged in D Yes

the manufacture, use, of sale of the drug product.

FORM FDA 3542a (7/07) ~ Page2



8.1 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 o 21 CFR 314.53. | attest that ] am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulatian. i verify under penalty of perjury that the foregoing
is true and correct.

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

6.2 Authorized Signature of NDA Appligant/Ho ver or Patent Owner (Atfomay, Agent, Representative or Date Signed
other 0riz6 ? 8 tion below)

-7 "{Dﬂuqéff oo~

le an NDA applicant/holder mé; submit this declaration directly to the FDA. A patent owner who is not the NDA applicant/
oldef 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 tnformation below.

NDA Agpplicant/Hoider E] NDA Applicant'sfHolder's Attorney, Agent (Representative) or other
| Authorlzed Official
D Patent Owner . [:] Patent Owner's Attorney, Agent (Representative) or Other Authorized
Officiat

Name
John Weidenbruch, Executive Vice President and General Counsel, Idenix Pharmaceuticals, Inc.

Address : . City/State

60 Hampshire Street Cambridge, MA

ZIP Code Telephone Number

02139 (617) 995-9005

FAX Number (if avaifablo) E-Mail Address (if available}
(617) 995-9032 Weidenbruch.John@idenix.com

The public reporting burden for this collection of information has been estimated to average 20 hours per response, including the time for revicwing instructions,
searching existing data sourccs, 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 o, a collectlon of
information unless.it displays a currenily valid OMB conirol number.

FORM FDA 3542a (7/07) ' : Page 3



Department of Heaith and Human Services Form Approved: OMB No. 0910-0513
Food and Drug Administration Expiration Date: 04/30/10

See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE

_NDA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 2.154
For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Idenix Pharmaceuticals, Inc.

Composition) and/or Method of Use

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)

TYZEKA

ACTIVE INGREDIENT(S) . STRENGTH(S)
Telbivudine v 20 mg/mL
DOSAGE FORM

oral solution

This patent declaration form is required to be submitted fo 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 314.63(d){4).

H Within thity (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
i 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.

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

FDA will not fist patent information if you file an incomplete patent declaration or the patent declaration Indicates the
patent is not eligible for listing.

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

A/GENERAL ™ : : S A
a. United States Patent Number b. issue Date of Patent ¢. Expiration Date of Patent
6,566,344 5/20/2003 " 8/10/2019

d. Name of Patent Owner Address (of Patant Owner) .

Idenix Pharmaceuticals, Inc. 60 Hampshire Street

Centre National de 1a Recherche Scientifique (CNRS)

L'University Montpeltier II (UMII) City/State

, . Cambridge, MA
Idenix Pharmaceuticals, Inc. maintains responsibility for ambricee;

this submission ZIP Code FAX Number (if available)
02139 . (617) 995-9032
Telephone Number E-Mail Address (if available)
(617) 995-9005 Weidenbruch.John@idenix.com

e. Name of agent of representative who resides or maintains  Address (of agent or representative named in 1.6.)
a place of business within the United States authorized to | 60 Hampshire Street

_ receive notice of patent certification under section
505(b)(3) and (}{2)(B) of the Federal Food, Drug, and
Casmetic Act and 21 CFR 314.52 and 314.95 (if patent City/Stato
ownar or NDA applicant/holder does not reside or have a Cambridge, MA
place of business within the United States)

I
i
i
|
3

< John Weidenbruch, Exec. V.P. and General Counsel, ZIP Code FAX Number (if avallable)

H . N . 02139 (617)995-9032

: I1denix Pharmaceuticals, Inc,, as representive for

: CNRS and UMII Telephone Number E-Mail Address (if available)

: : (617) 995-9005 Weidenbruch.John@idenix.com
: T Is the patent referenced above a patent that has been submitted previously for the

| approved NDA or suppiement referenced above? D Yes No

: g. If the patent referenced above has been submilted previously Jor listing, is the expiration

: date a new expiration date? D Yes D No

FORM FDA 3542a (7/07) Page 1
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For the patent referenced above, provide the fd"owing information on the drug substance, drug product and/or method of
use thatls the subject of the pending NDA, amendment, or supplement.

JrNg

2.4 Does the patent claim the drug substancé that is the active ingredient in the drug product

described In the pending NDA, amendment, or supplement? [:] Yeos No
2.2 Does the patent clalm a drug substance that is a different polymorph of the active )
ingredient described In the pending NDA, amendment, or supplement? L__] Yes @ No

2.3 If the answer to question 2.2 I8 "Yes," do you certify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymorph wili perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). D Yes [:l No

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 supplement?
(Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabollte.) [-_] Yes E No

2.6 Does the patent claim only an intermediate?

D Yes No

2.7 Ifthe patent referenced in 2.1 is a product-by-process patent, Is the product claimed in the
patent novel? (An answer Is required only if the patent is a product-by-process patent.) D Yes L__I No

3.1 Does the patent claim the drug product, as defined in 21 GFR 314.3, in the pending NDA,
amendment, or supplement? [:I Yes & No

3.2 Does the patent claim only an Infermediate?

[ ves No
3.3 Ifthe patent referenced In 3.4 Is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent s a product-by-process patent.) [:l Yes D No

Sponsors must submit the information in section 4 for each method of using the pending drug product for which approval is being sought
that Is claimed by the patent. For each pending method of use claimed by the patent, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment; or supplement? Yes E] No
4.2 Patent Claim Number(s) (as listed in the patent) Does (Do) the patent clalm(s) referenced in 4.2 claim a '
3,4,9 pending method of use for which approval is being sought
“in the pending NDA, amendment, or supplement? Yes E] No
4.2a [fthe answer to 4.2 Is Use; (Submit indication or method of use information as ldentified specifically in the epproved labeling.)

"Yes," identify with Speci- | yse of telbivudine to treat hepatitis B in a human
ficity the use with refer- ) ;

ence to the proposed
Jabeling for the drug
_product.

5. No Relevan

For this pending NDA, amendment, or supplement, there are ne relevant patents that claim the drug substance (active-ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to
which a claim of patent infringement could reasonably be asseried if a person not licensed by the owner of the patent engaged in D Yes

the manufacture, use, or sale of the drug product.

FORM FDA 3542a (7/07) : Page 2



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. | aitest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regufation. | verify under penalty of perjury that the foregoing
is true and correct. .

Warning: A willfully and knowin_gl/y(alse statoment is a criminal offense under 18 U.S.C. 1001.

6.2 i NDA A pllcantlHo_J&er or Patent Owner (Afforney, Agent, Representative or Date Signed

L ) I W oo

NOWH NDA applicant/holder-ay submit this declaration directly to the FDA. A patent owner who Is not the NDA applican
holder isauthorized 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 Informatlon below.

NDA Applicant/Holder l:l NDA Applicant's/Holder's Atiorney, Agent (Representative) or other
Authorized Official

D Patent Owner E] Patent Owner's Attorney, Agent (Representative) or Other Authorized
Officlal :

Name . .
John Weidenbruch, Executive Vice President and General Counsel, Idenix Pharmaceuticals, Inc,

Address City/State

60 Hampshire Street ) Cambridge, MA

ZIP Code ' Telephone Numbsr

02139 : (617) 995-9005

FAX Number (if available} E-Mail Address (if available}
(617) 995-95032 Weidenbruch.John@idenix.com

The pubtic reporting burden for this collection of information has been estimated fo average 20 hours per response, including the time for reviewing instructions,
searching existing data sources, gathering and maintaining the data necded, and completing and reviewing the collection of information. Send comments regarding this
burden cstimate 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 io respond 1o, a collection ¢f
information unless it displays a currently valid OMB control numbetr.

FORM FDA 3542a (7/07) . Page 3



Department of Health and Human Services . Form Approved: OMB No. 0910-0513
Food and Drug Administration Explration Date: 04/30/10

See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE T
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 52154 .

For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Idenix Pharmeceuticals, Inc.
Composition) and/or Method of Use

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)

TYZEKA

ACTIVE INGREDIENT(S) STRENGTH(S)
Telbivudine 20 mg/mL
DOSAGE FORM

oral solution

This patent declaration form is required to be submitted o 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 thity (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 wili be the only information relied
upon by FDA for listing a patent in the Orange Book.

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

FDA will not list patent information if you flle an Incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing. i

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
{ complete above secti Sand6

a. United States Patent Number : _ 1| b. Issue Date of Patent c. Expiration Date of Patent

6,569,837 5/2712003 8/10/2019
d. Namae of Patent Owner ’ Address (of Patent Owner}

1denix Pharmaceuticals, Inc. 60 Hampshire Street

Centre National de la Recherche Scientifique (CNRS)

L'University Montpettier IT (UMII) ) Chy/State

N T Cambridge, MA
Idenix Pharmaceuticals, Inc. maintains responsibility for £°

this submission ZIP Code FAX Number (if avaitable)
02139 (617) 995-9032
Telephone Number E-Mail Address (If available)
(617) 995-9005 Weidenbruch.John@idenix.com

e. Name of agent or representative who Tesides or maintains  Address (of agent or ropresentative named in 1.6.)
a place of business within the United States authorized to | 60 Hampshire Street
recelve notice of patent certification under section
505(b)(3) and (j)(2)(B) of the Federal Food, Drug, and .
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applican’holder does not reside or have a Cambridge, MA
place of business within the United States)

<7 john Weidenbruch, Exec. V.P. and General Counsel, ZIP Code FAX Number (i available)
. . . 02139 (617) 995-9032
1denix Pharmaceuticals, Inc., as representive for
CNRS and UMH Telephons Number . E-Mall Address (i avallable)
(617) 995-9005 Weidenbruch. John@jidenix.com
T Is the patent referenced above a patent that has been submitted previously for the
approved NDA or supplement referenced above? D Yes E No
g. If the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? D Yes D No
FORM FDA 3542a (7/07) Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that Is the subject of the pending NDA, amendment, or supplement.

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? [:I Yes @ No

2.2 Does the patent claim a drug substance that Is a different polymorph of tha- active
ingredient described in the pending NDA, amendment, or supplement? D Yes No

2.3 If the answer to question 2.2 Is "Yes," do you certify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymosph wilt perform the same as the drug product

described In the NDA? The type of test data required Is described at 21 CFR 314.53(b). D Yes D Mo

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 supplernent?
(Complete the information in section 4 below If the patent claims a pending method of using the pending

drug product to administer the metabolite.) D Yes No
2.6 Doas the patent claim only an intermediate?
) ) D Yes & No
2.7 Ifthe patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
rocess patent.) l:] Yes D No

patent novel? (An answer is required only if the patentis a product-by-p

ug Product{Gompositl afion)::: _
Does the patent clalm the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? ) D Yes No

3.2 Does the patent claim oniy an intermediate?

DYes No :

3.3 If the patent referenced in 3.1 isa 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 |:| No

Sponsors must submit the information in section 4 for each method of using the pending drug product for which approvel is being sought
that is claimed by the patent. For each pending method of use claimed by the patent, provide the following information:

4.4 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, of supplement? Yes . [:l No .
4.2 Patent Clalm Number(s) (@s fisted In the patent) Does (Do) the patent claim(s) referenced in 4.2 claim a
14,29, 30,31, 37,38 pending method of use for which approval is being sought
in the pending NDA, amendment, or supplement? Yes D No
4.2a If the answerto 4.2 is Use: (Submit indication or method of use Information as identifled specifically in the approved labeling. )

"Yes," Identify with speci- | use of telbivading to treat hepatitis B in a human
ficity the use with refer-

ence to the proposed
- {abeling for the drug
product.

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active ingrediont),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to
which a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in D Yes

the manufacture, use, or sale of the drug product.

FORM FDA 3542a (7/07) Page 2



6. ﬁeél,é;éhd,'

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 Casmetic 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 penaity of perjury that the foregoing
is true and correct.

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

;’f{tent Owner (Attorney, Agent, Representative or Date Signed

19 Deeurba 2007

NOTE: Only’an NDA applicant/holder may submit this declaration directly fo the FDA. A patent owner who s not the NDA applicant/ |.
holdr is.a(thorized to sign the declaration but may not submit It directly to FDA. 21 CFR 344.53(c)(4) and {d)(4).

Check applicable box and provide information below.

& NDA Applicant/Holder E] NDA Applicant's/Holder's Attornay, Agent (Reprasentative) or other
Authorized Officlal .
D Patent Owner D Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official
Name

John Weidcnbrﬁch, Executive Vice President and General Counsel, Idenix Pharmaceuticals, Inc.

Address Clty/State

60 Hampshire Street . ) Cambridge, MA -

ZIP Code A Tefephone Number

02139 (617) 995-9005

FAX Number {if available} . E-Mall Address (If available)
(617) 995-9032 Weiden_bruch.John@idcnix.com

The public reporting burden for this collection of information has been estimated to average 20 hours per response, including the time for seviewing 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 Lanc

Rockville, MD 20857

An agency may nof conduct or sponsor, and a person Is nol required to respond 1o, a collection of
information unless it displays a currently valid OMB control number.

FORM FDA 3542a (7/07) ; Page 3




. INFORMATION AND INSTRUCTIONS FOR FORM 3542a

General Information

»To submit patent information to the agency the appropriatc
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.

eForm 35422 should be wused when submitting patent
information with original NDA submissions, NDA amendments
and NDA supplements prior to approval,

eForm 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 0 a0 approved supplement
under 21 CFR 314.53(d) to change the formuiation, add a new
indication or other condition of use, change the strength, or to
meke aay 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."

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

» Forms should be submitted as described in 21 CFR 314.53,
Sending 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 April 2007) 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: http://www.fda.gov/ opacomlmorcchoiceslfdaforms/
fdaforms.html.

First Section
Complete all items in this section.
1. General Section

Complete all items in this section with reference 1o 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 publication.

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

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

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
suppiement.

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 en approved
method of using the approved drug product to administer
the metabolite, the patent may be submitted as & method of

use patent depending on the responses to section 4 of this form.

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

3. Drug Product (Composition/Formulation)

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

3.3) An answer to this question is required only if the referenced
patent is & product-by-process patent.

4. Method of Use

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

42) Por each pending method of use claimed by the patent, identify
by number the claim(s) in the patent that claim the pending use of
the drug. An epplicant may list together multiple patent claim
numbers and information for each pending method of use, if
applicable. However, each pending method of use must be
separately listed within this section of the form.

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

5, No Relevant Patents

Complete this scction 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 (7/07)
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EXCLUSIVITY SUMMARY

NDA #22-154 SUPPL # HFD # 530

Trade Name TYZEKA

Generic Name telbivudine

Applicant Name Novartis Pharmaceuticals

Approval Date, If Known Original approval October 25,2006

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

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

one or more of the following questions about the submission.

a) Isita 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, SE5, SE6, SE7, SE8
505(b)(1)

c) 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."
YES{] NoO[X

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

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:
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d) Did the applicant request exclusivity? »
YES[] NO

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 DEST 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.

YES NO[ ]

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).
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NDA# 22-011 telbivudine

NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part Il, #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, ifknown, the NDA
#(s). :

NDA#
NDA#
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 IIL.

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 II, Question 1 or 2 was "yes."

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

YES [ NOIX

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

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

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

YES[ ] NO[]

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: ‘

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

support approval of the application?
YES ] No[]

(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:

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 mvestlgatlon was relied on only to support the safety of a previously
approved drug, answer "no.")

Investigation #1 YES[ ] No []
Investigation #2 YES[ ] NoO []

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

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

Investigation #1 YES[ ] NO[]

Investigation #2 _ YES [ ] No []
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If you have answered "yes" for one or more investigation, identify the NDA in which a
similar investigation was relied on:

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

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

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

Investigation #1 !

!
IND # YES [] t NO []
! Explain:

Investigation #2 !

!
IND # YES [] ! NO []
! Explain:

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study?
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[nvestigation #1

1
!

YES [ ] ' NO []

Explain: ! Explain:

Investigation #2

!
!

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, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES[ ] NO[ ]

If yes, explain:

Name of person completing form: Kenny Shade
Title: Senior Regulatory Health Project Manager
Date: April 27,2009 -

Name of Office/Division Director signing form: Office of Antimicrobial Products/Division of
Antiviral Products/Kendall Marcus, MD
Title: Deputy Director of Safety.

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Kendall Marcus
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PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)

NDA/BLA#: 22-154 Supplement Number: NDA Supplement Type (e.g. SES): ______
Division Name:Antiviral Products PDUFA Goal Date: 4/28/09 Stamp Date: 2/27/2009
Proprietary Name:  TYZEKA

Established/Generic Name: telbivudine
Dosage Form: oral solution
Applicant/Sponsor:  Novartis Pharmaceuticals

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

(1) Tyzekais indicated for the freatment of chronic hepatitis B_in adult patients with evidence of viral replication
and either evidence of persistent elevations in serum aminotransferases (ALT or AST) or histologically active

disease.

Pediatric use for each pediatric subpopulation must be addressed for gach 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: TYZEKA (telbivudine) oral solution is indicated in adult patients unable to swallow tablets and in

adult patients with renal impairment who may require an alternate dose adjustment

Q1: Is this application in response to a PREA PMR? Yes [] Continue
No [X Please proceed to Question 2.
If Yes, NDA/BLA#: _____ ' Supplement #:____ PMR #:
~ Does the division agree that this is a complete response to the PMR?
[] Yes. Piease proceed to Section D.
[J 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) (includes new combination); [J indication(s); [X] dosage form; (X dosing
regimen; or [_] route of administration?*

(b) L] No. PREA does not apply. Skip to signature block.
* Nofe for CDER: SES, SEG, and SE7 submissions may also trigger PREA.
Q3: Does this indication have orphan designation?

(] Yes. 'PREA does not apply. SKip to signature block.

B No. Please proceed to the next question.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.



NDA/BLA# 22-15422-15422-15422-15422-154 Page 2

Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?

[J Yes: (Complete Section A.)

BJ No: Please check all that apply:
[] Partial Waiver for selected pediatric subpopulations (Complete Sections B)
& Deferred for some or all pediatric subpopulations (Complete Sections C)
[J 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 for the reason(s) selected)
[} 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): _____
[J 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.

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

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.



NDA/BLA# 22-15422-15422-15422-15422-154

Page 3

[Section 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 meaningful Ineffective or | Formulation
minimum maximum " g therapeutic 1 oA
feasible M unsafe failed
benefit '

[J [Neonate | __wk.__mo. | __wk. _mo. O O | O
] | other __yr._mo. |__yr.__mo. O ] O O
7 | other _yn.__mo. | __yr.__mo. O O O O
(] | other _yr._mo. | _yr. __mo. O | | O
O | other _yr._mo. | __yr.__mo. O O O O
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):
# Not feasible:
{TJ Necessary studies would be impossible or highly impracticable because:

O Disease/condition does not exist in children

O Too few children with disease/condition to study

O 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 unsafe in all pediatric subpopulations (Note: if studies
are partially waived on this ground, this information must be included in the labeling.)

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

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

A Formulation failed:

{1 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.)

7] 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 complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (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 Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,
proceed to Section F). Note that more than one of these options may apply for this indication to cover all of the

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hbs.gov) OR AT 301-796-0700.
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pediatric subpopulations.

Eection C: Deferred Studies (for selected pediatric subpopulations).

Check pediatric subpopulation(s) 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
Ready Need N
for Additional O ar Received
; ini i Approval | Adult Safety or eason ecelve
Population minimum maximum | PP (specify
in Adults | Efficacy Data .
below)
[J | Neonate _wk.__mo.|__wk. __mo. O O O O
& | Other Qyr.__mo. |{2yr.__mo. X O 0 0O
& | Other 2yr._mo. |18yr.__mo. X O O O
[J | other _yr._mo. |__yr.__mo. O O O O
(] | other __yr._mo. | __yr.__mo. O O O |
All Pediatric
) Populations Oyr.Omo. | 16 yr. 11 mo. O O ] ]
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 Stége? & No; [ Yes.

* Other Reason: We are deferring submission of your pediatric studies in patients from birth to < 2 years of age because
studies in this age group should be delayed until additional safety or effectiveness data have been collected. We anticipate

waiting for completion and review of studies in pediatric gatients 2 to < 18 vears age before determining whether it is
appropriate to study Tvzeka for HBV in the birth to <2 years age group. Accordmg to exnerts in nedlamc HBV dlsease

this group may be waived in the future if this continues to be the consensus at the time the safety data is available or if the
risk/benefit assessment is not favorable based on safety data from older pediatric patients.

1 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 partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (ederpmhs@fda.hhs.gov) OR AT 301-796-0700.
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| Section D: Completed Studies (for some or all pediatric subpopulations).

Pediatric subpopulation(s}) in which studies have been completed (check below):
Population minimum maximum PeRC Pedizttl;igcﬁzz?:sment form

[J | Neonate —wk._mo. |__wk.__mo. Yes [} No []

O | other __yr._mo. | __yr.__mo. Yes [ ] No (]

3 | other __yr._mo. |__yr.__mo. Yes [} No [J

] | Other _yr._mo. |__yr__mo. Yes[] No [

7] | other __yr._mo. |__yr__mo. Yes [} No []

{1 | Ali Pediatric Subpopulations | 0 yr. 0 mo. 16 yr. 11 mo. Yes [] No [J

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

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

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric
Page as applicable.

I Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):

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

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, and/or
existing appropriate labeling, this Pediatric Page is complete and should be signed. If not, complete the rest of
the Pediatric Page as applicable.

| Section F: Extrapolation from Other Aduilt and/or Pediatric Studies (for deferred and/or 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 pediatric subpopulation for which
information will be extrapolated. - 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

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hbs.gov) OR AT 301-796-0700.
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pharmacokinetic and safely studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessary in the following pediatn’c 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 Other Pediatric
ies?
_ Adult Studies” Studies?
] | Neonate ' _wk._mo. |__wk.__mo. J O
[ | other __yr.__mo. __yr.__mo O O
O | other. __yr.__mo. __yr.__mo O 0O
] | Other ‘ __yr.__mo. oy O O
(] | Other __yr.__mo. __yr._mo | O
All Pediatric '

O Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. O O
Are the indicated age ranges (above) based on weight (kg)? (O No; ] Yes.

Are the indicated age ranges (above) based on Tanner Stage?  [J 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 info DFS or DARRTS as
appropriate after clearance by PeRC.

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager
(Revised: 6/2008)

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 (cderpmhs@fda.hbs.gov) OR AT 301-796-0700.
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Attachment A
(This attachment is to be completed for those applications with multiple indications only.)

Indication #2:

Q1: Does this indication have orphan designation?
[] Yes. PREA does not apply. Skip to signature block.
[J 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.)
{TJ No: Please check all that apply:
[ Partial Waiver for selected pediatric subpopulations (Complete Sections B)
[_] Deferred for some or all pediatric subpopulations (Complete Sections C)
- [J 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.)

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

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
[] Necessary studies would be impossible or highly impracticable because:
[[] Disease/condition does not exist in children
[J Too few children with disease/condition to study
(] Other (e.g., patients geographically dispersed): _
[J 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 unsafe in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)

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

[J Evidence strongly suggests that product would be ineffective and 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.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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[Section B: Partially Waived Studies (for selected pediatric subpopulations)

Check subpopulation(s) and reascn 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 meaningful Ineffective or | Formulation
minimum maximum o therapeutic 1 oA
feasible . unsafe failed
benefit

[1 | Neonate | _wk. _mo.|__wk. _ mo. O O 0O 0
1 | other __yr.__mo. | __yr.__mo. [ O 0 O
[ | other __yr._mo. | _yr._ mo. O O O ]
{3 | other __yr.__mo. |__yr.__mo. I} O 0 - O
{1 | other _yr.__mo. | __yr.___mo. d O O O
Are the indicated age ranges (above) based on weight (kg)? [(J No; [J 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):
# Not feasible:
[ Necessary studies would be impossible or highly impracticable because:

O 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:

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

[ Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (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 walved there must be ( 1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan
Template), (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (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 Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.




NDA/BLA# 22-15422-15422-15422-15422-154 Page 9

proceed fo Section F) Note that more than one of these options may apply for this indication to cover all of the
pediatric subpopulations.

ISection C: Deferred Studies (for some or all pediatric subpopulations).

Check pediatric subpopulation(s) 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 .
eason Received
Population minimum maximum | Approval | Adult Safety or (specify
in Adults | Efficacy Data %
below)
[J | Neonate __wk. _mo. | __wk. _ mo. O O 0 O
[ | other _yr._mo. | __yr.__mo. 0 0O O O
[ | other __yr.__mo. |__yr.__mo. O O O O
1 | other _yrn_mo. |__yr.__mo. O O O O
] | Other _yr._mo. | _yr.__mo. O O O 4
All Pediatric '
] Populations Oyr.Omo. | 16yr. 11 mo. ] | O 0
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [J No; [ Yes.

Are the indicated age ranges (above) based on Tanner Stage? [JNo; [ 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 partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.goy) OR AT 301-796-0700.
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| Section D: Completed Studies (for same or all pediatric subpopulations).

Pediatric subpopulation(s) in which studies have been completed (check below):
. L . PeRC Pediatric Assessment form
Population minimum maximum attached?
[C] | Neonate _wk.__mo. | _ wk.__mo. Yes [] No []
[ | Other _yr._mo. |__yr.__mo. Yes [] No []
7] | other __yr.__mo. |__yr.__mo. Yes [] No []
[ | other _yr._mo. |__yr__mo. Yes [J No [J
] | Other _yr._mo. |__yr.__mo. Yes [] No[]
[OJ | Al Pediatric Subpopulations | 0yr. 0 mo. 16 yr. 11 mo. Yes [} No []
Are the indicated age ranges (above) based on weight (kg)? (I No; [ Yes.

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

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric
Page as applicable.

Ls_ection E: Drug Appropriately Labeled (for some or all pediatric subpopulations):

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.
] Other | _yr. _mo. __yr.__mo. .
M Other __yr.__mo. __yr.__mo
O Other __yr.__mo. . yr.__mo.
O Other __yr.__mo. oy
O All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.
Are the indicated age ranges (above) based on weight (kg)? [J No; [ Yes.

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

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, and/or
existing appropriate labeling, this Pediatric Page is complete and should be signed. If not, complete the rest of
the Pediatric Page as applicable.

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

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 pediatric subpopulation for which
information will be extrapolated. 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. Under the statute, safety cannot be extrapolated.

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 ity
P Adult Studies? Other Pediatric
Studies?
] | Neonate ‘ _wk.__mo. |__wk.__mo. ] O
] | Other __yr._mo. __Yr._mo O O
[J | other __yI.__mo. __yr.__mo. O O
[ | other __yr.__mo. __yr.__mo e O
[ | Other __yr.__mo. __yr._mo O O
All Pediatric

[ Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. O O
Are the indicated age ranges (above) based on weight (kg)? [(J 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
or DARRTS as appropriate after clearance by PeRC.

This page was completed by:

1See gopended electrornic sigrature ,bage/

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

(Revised: 6/2008)

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hbhs.gov) OR AT 301-796-0700.
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1.3.3 Debarment Certification TYZEKAY (telbivudine) Oral Solution.

TYZEKA® (telbivudine)
20 mg/mL Solution

Debarment Certification

Idenix Pharmaceuticals, Inc. hereby certifies that it did not and will not use in any
capacity the services of any person debarred under Section 306 of the Tederal Food,
Drug, and Cosmetic Act in connection with this application.

mwl Mv — Dae I Q@m@w} ;2.’0@?

David Hallthan. Ph.D.
Vice President. Regulatory Affairs
Idemix Pharmaceuticals, Inc.

s -



'DEPARTMENT OF HEALTH AND HUMAN SERVICES ' Form Approved: OME No, 0910-0396
Food and Drug Administration xpiration Dlate. April 30, 2009

DISCLOSURE: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

The foliowing information conceming ————— ‘ , who participated‘
. Name of clinical lnvestigator
as a clinical investigator in the submitted study — - 0(6)
Name of
N » I8 submitted in accordance with 21 CFR part 54. The
clinical swudy

named individual has participated in financial arrangements or holds financial interests that are
required to be disclosed as follows: :

L Please mark the applicable checkboxes.

O any financial arrangement entered into between the sponsor of the covered study and the
clinical investigator involved in the conduct of the covered study, whereby the value of the
compensation to the clinical investigator for conducting the study could be influenced by the
outcome of the study;

X any significant payments of other sorts made on or after February 2, 1999 from the sponsor of
the covered study such as a grant to fund ongoing research, compensation in the form of
equipment, retainer for ongoing consultation, or honoraria;

O any proprigtary interest in the product tested in the covered study held by the clinical
investigator;

] any significant equity interest as defined in 21 CFR 54.2(b), held by the clinical investigator in
the sponsor of the covered study.

Details of the individual’s disclosable financial arrangements and interests are attached, along with a
description of steps taken to minimize the potential bias of clinical study results by any of the
disclosed arrangements or interests. '

NAME TITLE
Ronald Renauld Chief Financial Officer
FIRM 7/ ORGANIZATION

Idenix Pharmaceuticals, Inc.

o .
W ( % DATE
g ‘M&/ _ _ [1-DEc-u)
Paperwork Reduction Act Statement

An agency may pot conduct or sponsor, and a person is not required to respond to, a collection of information unless it displays a currently valid OMB
control number. Public reporting burden for this collection of information is estimated to average 4 hours per response, including time for reviewing
instructions, searching existing data sources, gathering and maintaining the necessary data, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information to:

Department of Health and Human Services
Food and Drug Administration

5600 Fishers Lane, Room 14-72
Rockville, MD 20857

FORM FDA 3455 (4/06) PSC Graplics: (I01) 43-1090 EF



Idenix Pharmaceuticals, Inc. Confidential Page 1

Form 3455 Attachment NDA 22-154; Sequence 0000
1 Attachment to Form 3455
1.1 Clinical investigators with disclosable financial interests per

21 CFR part 54; Idenix Study No. ———————

As is indicated in Table 1-1.° has financial interests which he feels
are disclosable under 21 CFR -part 54 (see table 1-2) during the period of the covered
study, . The financial payments to ~——— were forther ~—

—_—_——

This work did not bias —— . nerformance as an
Investigator in the . ... This was a double-
blinded trial and—— was never unblinded to individual patient treatment
assignments.

Table 1-1 Clinical investigator from ———— with disclosable financial

interests
Site # Country Clinical Investigator
Table 1-2 Payments made to * —_., clinical investigator for
study
G/L Invoice # Date $ Paid
1538 IDX Teell #1 Feb-04 $66,284
2754 14-Jan-05 Jan-05 $58,156
3955 Idenix/INV/3 Sep-05 $57,291
?739 — Feb-05 $700 b(S)
2820 e Feb-05 . _ %700
2823 — Feb-05 §700
, Subtotal $183,831
Additional consulting and speaker fees $5,000
. Total $5188,831

* indicates the site principal investigator; otherwise the individual is a site subinvestigator

b(s)

b(6)

b(s)
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Form 3454 Attachment NDA# 022154; Sequence 0000
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ACTION PACKAGE CHECKLIST

APPLICATION INFORMATION!

NDA# 22-154 NDA Supplement #
BLA# BLA STN #

If NDA, Efficacy Supplement Type:

Proprietary Name: TYZEKA™
 Established/Proper Name: telbivudine
Dosage Form: oral solution

RPM: Kenny Shade

Division: Antiviral Products

NDAs:
NDA Application Type: B 505(b)(1) [[] 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(bY(2) Original NDAs and S05(b)(2) NDA supplements:
Listed drug(s) referred to in 505(b)(2) application (include
NDA/ANDA #(s) and drug name(s)):

Provide a brief explanation of how this product is different from the
listed drug.

[T If no 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.

CINo changes | Updated
Date of check:

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)

9,
L4

Actions

April 28, 2009

®  Proposed action

X AP %TA JAE
[ Na CR

e  Previous actions (specify type and date for each action taken)

[ None [Complete Response
Qctober 21, 2008

2
(3

Promotional Materials (accelerated approvals only)

Note: If accelerated approval (21 CFR 314.510/601.41), promotional materials to be used
within 120 days after approval must have been submitted (for exceptions, see guidance
www.fda gov/eder/gnidance/2197dft.pdf). If not submitted, explain

[ Received

' The Application Information section is (only) a checklist. The Contents of Action Package section (beginning on page 5) lists the

documents to be included in the Action Package.

Version: 9/23/08




NDA/BLA #
Page 2

o,

% Application® Characteristics

Review prority: | | Standard [] Priority
Chemical classification (new NDAs only):

] Fast Track 7] Rx-to-OTC full switch

[ Rolling Review [J Rx-t0-OTC partial switch

[J Orphan drug designation [ Direct-to-OTC

NDAs: Subpart H BLAs: Subpart E
[ Accelerated approval (21 CFR 314.510) [ Accelerated approval (21 CFR 601.41)
[] Restricted distribution (21 CFR 314.520) [ Restricted distribution (21 CFR 601.42)

Subpart [ Subpart H

[ Approval based on animal studies [ Approval based on animal studies

[ Submitted in respdnse toa PMR
] Submitted in response to a PMC

Comments: Submitted in response to Completer Response, Class I, therefore 2 month review

% Date rev1ew§d by PeRC (required fOf fzpprovals only) April 8, 2009
If PeRC review not necessary, explain:
< BLAs only: RMS-BLA Product Information Sheet for TBP has been completed and [ Yes, date
forwarded to OBPS/DRM (approvals only) ?
% BLAsonly: is the product subject to official FDA lot release per 21 CFR 610.2 [J Yes [ No
(approvals only)
% Public communications (aﬁprovals only) )
e Office of Executive Programs (OEP) liaison has been notified of action [J Yes B8 No
e  Press Office notified of action (by OEP) 1 Yes [ No
None
{T] HHS Press Release
e Indicate what types (if any) of information dissemination are anticipated [] FDA Talk Paper
] CDER Q&As
] oOther

2 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
application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be completeid.

Version: 9/5/08




NDA/BLA #

Page 3
%+ Exclusivity
¢ Is approval of this application blocked by any type of exclusivity? B3 No ] Yes

¢ NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Referto 21 CFR B No 7 Yes
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.

e (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 IFves. NDA # and date
remains, the application may be tentatively approved if it is otherwise ready exz:llu;ivi ty expires:

Jfor approval.) pures:
e (b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar [ No [ Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity
. L . i . if yes, NDA # and date
remains, the application may be tentatively approved if it is otherwise ready . o
exclusivity expires:
Jfor approval.)

¢ (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that 0 No [] Yes
would bar effective approval of 2 505(b)(2) application? (Note that, even if IFyes. NDA # and date
exclusivity remains, the application may be tentatively approved if it is eleu;ivi v expires:
otherwise ready for approval.) ¥ expures:

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

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

year limitation expires:

<

% Patent Information (NDAs only)

Patent Information:

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

B 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 314.500)(1)EXA)
] Verified

21 CFR 314.50()(1)
O iy 0O dii

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

(O No paragraph III certification
Date patent will expire

[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). (Ifthe application does not include
any paragraph IV certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

] N/A (no paragraph IV certification)
{71 Verified

Version: 9/5/08
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[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
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(e))).

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)
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 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph 1V certification in the application, if any. If there are no other
paragraph 1V certifications, skip the rest of the patent questions.

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee
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(f)(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)
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(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 to the next section below (Summary Reviews).

If “Ne,” continue with question (3).

D Yes

1 Yes

D Yes

[:] Yes

DNO

L__]No

[ No

0 No
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(5) Did the patent owner, its representative, or the exclusive patent licensee [ Yes [ No
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. If there are no other

paragraph [V certifications, skip to 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.

| ' CONTENTS OF ACTION PACKAGE
% Copy of this Action Package Checklist’ Included

'Officér/Employee‘ List

% List of officers/employees who participated in the decision to approve this application and

consented to be identified on this list (approvals only) & Included
Documentation of consent/non-consent by officers/employees X} Included
~Action Letters ) . :
- Action(s) and date(s) Complete
% Copies of all action letters (including approval letter with final labeling) Response October 21, 2008:
i Approval April 28, 2009
Labeling '
< Package Insert (write submission/communication date at upper right of first page of PI)
e Most recent division-proposed labeling (only if generated after latest applicant
. . Included
submission of labeling)
e  Most recent submitted by applicant labeling (only if subsequent division labeling
does not show applicant version)
e  Original applicant-proposed labeling
o  Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable
Medication Guide
< Medication Guide/Patient Package Insert/Instructions for Use (write . B8 Patient Package Insert
submission/communication date at upper right of first page of each piece) [} Instructions for Us

[:] None. ‘

3 Fill in blanks with dates of reviews, letters, etc.
Version: 9/5/08
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e  Most-recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

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

e Original applicant-proposed labeling

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

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

e  Most-recent division proposal for (only if generated after latest applicant

submission)
e  Most recent applicant-proposed labeling Included
=l RPM
X DMEDP
% Labeling reviews (indicate dates of reviews and meetings) g}é]l\sdi c

[ css

D Other reviews

% Proprietary Name
o  Review(s) (indicate date(s)) n/a
U Acceptablhty/non -acceptability letter(s) (mdlcate date(s)) n/a
v Admlmstratlve / Regulatory Documents
< Administrative Reviews (e.g., RPM Filing Review */Memo of Filing Meeting) (indicate
date of each review)
< NDAs only: Exclusivity Summary (signed by Division Director) B Included
< Application Integrity Policy (AIP) Status and Related Documents
www.fda.gov/ora/compliance_ref/aip_page.html _
e Applicant in on the AIP 1 Yes E No
e  This application is on the AIP [J Yes B No
o Ifyes, Center Director’s Exception for Review memo (indicate date)
o Ifyes, OFJ cl.earance for approval (indicate date of clearance [J Not an AP action
communication)
% Pediatric Page (app}ovals only, must be reviewed by PERC before finalized) X Included
<> Debarmept ceﬂ;ﬁcat}on (original apphcatl'ons only): ver}ﬁed tha‘t qualifying lgnguage was Verified, statement is
not used in certification and that certifications from foreign applicants are cosigned by
. . . acceptable
U.S. agent (include certification)
% Postmarketing Requirement (PMR) Studies ) None
e  Outgoing communications (if located elsewhere in package, state where located)
¢ Incoming submissions/communications
% Postmarketing Commitment (PMC) Studies ] None

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

Included in Action Letter

4 Filing reviews for other disciplines should be filed behind the discipline tab.
Version: 9/5/08
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¢ Incoming submission documenting commitment

April 24, 2009

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

Included

®%

< Internal memoranda, telecons, etc.

< Minutes of Meetings

o PeRC (indicate date; approvals only)

[CJ Not applicable April 8, 2009

e Pre-Approval Safety Conference (indicate date; approvals only)

& Not applicable

s Regulatory Briefing (indicate date) & Nomtg
o  Pre-NDA/BLA meeting (indicate date) 7 No mtg
e  EOP2 meeting (indicate date) ] Nomtg

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

.

' Ad\)isory Committee Meeting(s)

o

X} No AC meeting

e Date(s) of Meeting(s)

e 48-hour alert or minutes, if available

- Decisional and Summary Memos

s Office Director Decisional Memo (indicate date for each review) None
Division Director Summary Review (indicate date for each review) X] None

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

[0 None October 21, 2008

‘Clinical Information® E

.

* Clinical Reviews ‘

o

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

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

1/23/2009 & 1/28/2009

e  Social scientist review(s) (if OTC drug) (indicate date for each review) ’ None
% Safety update review(s) (indicate location/date if incorporated into another review)
% Financial Disclosure reviews(s) or location/date if addressed in another review
OR
If no financial disclosure information was required, review/memo explaining why not
% Clinical reviews from other clinical areas/divisions/Centers (indicate date of each review) | E None
«» Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of Not needed
each review)
% Risk Management O~
e Review(s) and recommendations (including those by OSE and CSS) (indicate one
date of each review and indicate location/date if incorporated into another
review)
e REMS Memo (indicate date)
10/21/2008 REMS Mem
e REMS Document and Supporting Statement (indicate date(s) of submission(s)) ©
< DSI Clinical Inspection Review Summary(ies) (include copies of DSI letters to (5] None requested
investigators) N 4
- Clinical Microbiology - ] None o
% Clinical Microbiology Team Leader Review(s) (indicate date for each review) B None

* Filing reviews should be filed with the discipline reviews.
Version: 9/5/08
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Clinical Microbiology Review(s) (indicate date for each review)

l [J None October 21, 2008

Biostatistics ‘ None

2,
o

Statistical Division Director Review(s) (indicate date for each review)

[J None

Statistical Team Leader Review(s) (indicate date for each review)

[:] None

Statistical Review(s) (indicate date for each review)

7] None

. E] None

Clinical Pharmacology

% Clinical Pharmacology Division Director Review(s) (ind-icate date for each review) X None
Clinical Pharmacology Team Leader Review(s) (indicate date for each review) & None
Clinical Pharmacology review(s) (indicate date for each review) 49271/\12%1-(1)69 10715/2008 &
< DSI C!inical Pharmacology Inspection Review Summary (include copies of DSI letters) &] None
' . Nonclinical | | None
++ Pharmacology/Toxicology Discipline Reviews
e  ADP/T Review(s) (indicate date for each review) None
. Supervisory Review(s) (indicate date for each review) [X] None

e  Pharmvtox review(s), including referenced IND reviews (indicate date for each
review)

[ None October 21, 2008

% Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date 0N
; one
Sfor each review)
% Statistical review(s) of carcinogenicity studies (indicate date for each review) [ No care
o - ] None
>  ECAC/CAC report/memo of meeting Included in P/T review, page
< DSI Nonclinical Inspection Review Summary (include copies of DSI letters) [} None requested
_  CMC/Quality . - - ] None '
% CMC/Quality Discipline Reviews
e ONDQA/OBP Division Director Review(s) (indicate date for each review) ] None
e Branch Chief/Team Leader Review(s) (indicate date for each review) [J None
o . . [TJ None  9/18/2008,10/16/2008,
e  CMC/product quality review(s) (indicate date for each review) 4716/2000 & 4/27/2009
e BLAsonly: Facility information review(s) (indicate dates) (I None
% Microbiology Reviews
e NDAs: Microbiology reviews (sterility & pyrogenicity) (indicate date of each
review) [C] Not needed
e BLAs: Sterility assurance, product quality microbiology (indicate date of each
review) '
*» Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer ] None
(indicate date of each review)
<

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

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

{J Review & FONSI (indicate date of review)

Version: 9/5/08
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) Review & Environmental Impact Statement (indicate date of each review)

2
L]

NDAs: Methods Validation

D Completed
Requested

[ Not yet requested

B3 Not needed

2,
[ <

Facilities Review/Inspection

e NDAs: Facilities inspections (include EER printout) (date completed must be
within 2 years of action date)

Date completed:
O Acceptable
] withhold recommendation

e BLAs:
o TBP-EER

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

Date completed:

D Acceptable

{1 withhold recommendation
Date completed:

] Requested

1 Accepted ] Hold

Version: 9/5/08
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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) 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) Or itrelies 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 itrelies 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 sqlts.

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
ADRA.

Version: 9/5/08
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Food and Drug Administration

Center for Drug Evaluation and Research
Division of Antiviral Products

Office of Antimicrobial Products

FACSIMILE TRANSMITTAL SHEET

DATE: April 23,2009

To: Michaél S Buska

FFrom:’ Kenny Shade, JD, BSN

Division of Antiviral Products

Company: Novartis Pharmaceutical

Title: Regulatory Project Manager

Fax number: 973-781-8364

ax number: 301-796-9883

Phone mumber: 862-778-2885

— lPhone number: 301-796-0807

Subject: Reviewer comments to NDA

Total number of pages including cover: 3

Comments: . -« i

Document to be mailed:

DO vEs Mo

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 796-1500. Thank you.
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MEMORANDUM OF FACSIMILE CORRESPONDENCE

NDA: 22-154

Drug: TYZEKA® (telbivudine)
Date: April 23, 2009

To: Michael S. Buska
Sponser: Novartis Pharmaceuticals
From: Kenny Shade, JD, BSN

Through: Mary Singer, MD
Concur: Linda Lewis, MD

Subject: Division of Risk Management Comments and Revised MedGuide

The following comments are being conveyed to you on behalf of the review team. Please refer to
your new drug application (NDA) 22-154 and submission dated February 27, 2009.

We have the following comments on the proposed REMS:
1. We remind the Applicant of their requirement to comply with 21 CFR 208.24

* Arequired statement alerting the dispenser to provide the Medication Guide with the product must
be on the carton and container of all strengths and formulations. We recommend the following
language dependent upon whether the Medication Guide accompanies the product or is enclosed
in the carton (for example, unit of use):

“Dispense the enclosed Medication Guide to each patient.” or
“Dispense the accompanying Medication Guide to each pafient.”

« Sufficient numbers of Medication Guides should be provided with the product such that a
dispenser can provide one Medication Guide with each new or refilled prescription. We
recommend that each packaging configuration contain énough Medication Guides so that one is
provided for each “usual” or average dose. For example:

e A minimum of four Medication Guides would be provided with a bottle of 100 for a product where
the usual or average dose is 1 capsule/tablet daily, thus a monthly supply is 30 tablets.

e A minimum of one Medication Guide would be provided with unit of use where it is expected that
all tablets/capsules would be supplied to the patient.

2. The Applicant should submit for review a detailed plan to evaluate patients’ understanding about the
safe use of Tyzeka (telbivudine) at least 2 months before they plan to conduct the evaluation. The
submission should include:

¢ All methodology and instruments that will be used to evaluate the patients’ understanding
about the safe use of Tyzeka (telbivudine). This should include, but not be limited to:

DAVP/HFD-530 @ 10903 New Hampshire Ave o Silver Spring, MD 20903 e (301) 796-1500 e Fax: (301) 796-9883



. Sample size and confidence associated with that sample size

. How the sample will be determined (selection criteria)

. The expected number of patients to be surveyed

. How the participants will be recruited

. How and how often the surveys will be administered

L3 Explain controls used to minimize bias

. Explain controls used to compensate for the limitations associated with the methodology

. The survey instruments (questionnaires and/or moderator's guide).

. Any background information on testing survey questions and correlation to the messages in

the Medication Guide.

We have the following comments on the proposed Medication Guide:

4. The applicant should label each figure and reference the figures in the text of the Patient Instructions for Use
as appropriate.

5. In the description of the sinnlies needed to take a dose of Tyzeka Oral Solution, the applicant should clarify
what is meantby a ®

6. ¥ -
[

—

7. The applicant should magnify the picture which demonstrates the patient pouring and measuring their dose
of medicine, to show the dose matching up with one of the lines on the dosing cup.

We are providing this above information via telephone facsimile for your convenience. THIS
MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. Please feel
free to contact me at 301-796-0807 if you have any questions regarding the contents of this
transmission.

Kenny Shade, JD, BSN

Regulatory Project Manager

Division of Antiviral Products

Center for Drug Evaluation and Research
Food and Drug Administration

Enclosed: Revised MedGuide

b(4)
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Food and Drug Administration

Center for Drug Evaluation and Research
Division of Antiviral Products

Office of Antimicrobial Products

F

FACSIMILE TRANSMITTAL SHEET

DATE: April 21, 2009

To: Michael S. Buska From: Kenny Shade, JD, BSN
Division of Antjviral Products

Company: Novartis Pharmaceuticals Title:  Regulatory Project Manager

Fax number: 973-781-8364 Fax number: 301-796-9883

Phone number: 862-778-2885 Phone number: 301-796-0807

Subject: Reviewer comments to NDA

Total number of pages including cover: 3

Document to be mailed: Oves M ~o

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE I;’ARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 796-1500. Thank you.
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Division of Antiviral Products
Office of Antimicrobial Products
Silver Spring, MD 20903

MEMORANDUM OF FACSIMILE CORRESPONDENCE

NDA: 22-154

Drug: TYZEKA® (telbivudine) oral solution
Date: April 21, 2009

To: Michael S. Buska

Sponsor: Novartis Pharmaceuticals

From: Kenny Shade, JD, BSN

Through:  Mary Singer, MD

Concur: Linda Lewis, MD
Kendall Marcus, MD

Subject: Review Team Comments

The following comments are being conveyed to you on behalf of the review team. Please refer to
your new drug application (NDA) 22-154 and submission dated February 27, 2009.

Comments

We consider the current dosing cup to present a risk for potential dosing errors. The following
PMR is being considered:

Develop a dosing cup that has clearly marked units of measure and contains only
those units that correspond to dosing recommendations. Conduct a patient use
clinical trial of the current and the proposed dosing cup to evaluate the potential
for medication errors with each cup.

For any PMR, we will need Novartis' agreement on appropriate timelines for protocol
submission, study completion, and final report submission.

We recommend that you re-design the dosing cup so that it will be easier for patients to use. The
following points should be considered in the re-design:

1.

- _ b(4)
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2. Improve the readability of the demarcations on the measuring device by using black or dark-
colored ink for demarcation.

3, — : : . b{4)

—

In addition, as mentioned during our last teleconference, the proposal for ——— -
3 = @
-

<

x & -~ s

L — - . — There are several options for alternate
dosing strategies that can be discussed. -

We are providing this above information via telephone facsimile for your convenience. THIS
MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. Please fecl

free to contact me at 301-796-0807 if you have any questions regarding the contents of this
transmission.

Kenny Shade, JD, BSN

Regulatory Project Manager

Division of Antiviral Products

.Center for Drug Evaluation and Research
Food and Drug Administration



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

Kenny Shade
4/21/2009 12:01:27 PM
Cso



Food and Drug Administration

Center for Drug Evaluation and Research

Division of Antiviral Products

r Office of Antimicrobial Products

FACSIMILE TRANSMITTAL SHEET

DATE: April 14, 2009

To: Michael S. Buska From: Kenny Shade, JD, BSN
Division of Antiviral Products

Company: Novartis Pharmaceutical Title: Regulatory Project Manager

Fax number: 973-781-8364 Fax number: 301-796-9883

Phone number: 862-778-2885 Phone number: 301-796-0807

Subject: Reviewer comments to NDA

Total number of pages including cover: 3

Document to be mailed: O ves M ~o

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 796-1500. Thank you.
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"Food and Drug Administration
Division of Antiviral Products
Office of Antimicrobial Products
Silver Spring, MD 20903

MEMORANDUM OF FACSIMILE CORRESPONDENCE

NDA: 22-154

Drug: TYZEKA® (telbivudine)
Date: April 14, 2009

To: Michael S. Buska
Sponsor: Novartis Pharmaceuticals
From: Kenny Shade, JD, BSN

Through: Mary Singer, MD

Concur: Linda Lewis, MD

Subject: Label and labeling recommendations from the Division of Medication Error
Prevention and Analysis for TYZEKA® (telbivudine) oral solution 20
mg/mL

The following comments are being conveyed to you on behalf of the review team. Please refer to
your new drug application (NDA) 22-154 and submission dated February 27, 2009.

A. All Labels and Labeling

1. Increase the prominence of the established name such that it is commensurate with the
-prominence of the trade name taking into account all pertinent factors including
typography, layout, contrast, and other printing features in accordance with 21 CFR
201.10(g)(2)-

[\

Revise the statement of strength to read “100 mg/5 mL” which may minimize the
potential for medication errors due to miscalculations and is consistent with the
expression of strength for most oral solutions.

B. Package Insert Labeling

1. Revise to include a statement prior to Table 1 to emphasize that the regimen for the oral
solution is different from the tablets.

2. We note the - : b(4)
Without this information, a healthcare provider may assume that the frequency of

DAVP/HFD-530 e 10903 New Hampshire Ave o Silver Spring, MD 20903 # (301) 796-1500 # Fax: (301) 796-9883



administration for the solution and tablets is the same. Revise to include the frequency
(i.e., once daily) for all oral solution doses in this table.

We are providing this above information via telephone facsimile for your convenience. THIS
MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. Please feel
free to contact me at 301-796-0807 if you have any questions regarding the contents of this

transmission.
\.Q\J\M\%\’\,\/\

Kenny Shade, JD, BSN

Regulatory Project Manager

Division of Antiviral Products

Center for Drug Evaluation and Research
Food and Drug Administration
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Food and Drug Administration

Center for Drug Evaluation and Research
Division of Antiviral Preducts

l Office of Antimicrobial Products

FACSIMILE TRANSMITTAL SHEET

DATE: April 9, 2009

To: Michael Buska ' [From: Kenny Shade, JD, BSN

— v ) ] _ ‘ ] ‘Division of Antiviral Products
Company: Novartis Pharmaceuticals Title: Regulatory Project Manager
Fax number: 973-781-8364 . ax number- ,'301-796-'9'883 »
Phone number: 862778-2885 Fhoﬁe number: 301-796-0807

Subject: Reviewer comments to NDA 22-154

Total number of pages including cover: 4

Comments:~ =

Document to be mailed: YES M no

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 796-1500. Thank you.



Public Health Service

Food and Drug Administration
Division of Antiviral Products
Office of Antimicrobial Products
Silver Spring, MD 20903

MEMORANDUM OF FACSIMILE CORRESPONDENCE

NDA: 22-154

Drug: TYZEKA® (telbivudine)
Date: April 9, 2009

To: Michael Buska

Sponsor: Novartis Pharmaceuticals
From: Kenny Shade, JD, BSN

Through: Mary Singer, MD
Jenny H. Zheng, PhD

Concur: Linda Lewis, MD
Kellie Reynolds, PharmD

Subject: Review team comments

The following comments are being conveyed to you on behalf of the review team regarding
dosing of ESRD patients as discussed in teleconference held on April 8, 2009.

Comment Regarding Dosing for ESRD patients:
« o ' -
e {4}
C

DAVP/HFD-530 @ 10903 New Hampshire Ave o Silver Spring, MD 20903 e (301) 796-1500 e Fax: (301) 796-9883



. Page(s) Withheld

o/ Trade Secret / Confidential (b4)
Draft Labelihg (b4)
Draft Labeling (b5)

Deliberative Process (b5)



We are providing this above information via telephone facsimile for your convenience. THIS
MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. Please feel
free to contact me at 301-796-0807 if you have any questions regarding the contents of this

transmission. ‘ .
o ot

\ Kenny Shade, JD, BSN

Regulatory Project Manager

Division of Antiviral Products

Center for Drug Evaluation and Research
Food and Drug Administration




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

Kenny Shade
4/9/2009 10:37:08 AM
CSO
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( DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockville, MD 20857

NDA 22-154

Novartis Pharmaceunticals
Attention: Michael S. Buska
One Health Plaza

East Hanover, NJ 07936-1080

Dear Mr. Buska:

We acknowledge receipt on February 27, 2009, of your February 27, 2009 resubmission to your
new drug application for TYZEKA® (telbivudine) oral solution.

We consider this a complete, class 1 response to our October 21, 2008 action letter. Therefore,
the user fee goal date is April 28, 2009.

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.
We note that you have not fulfilled the requirement. We are deferring submission of your
pediatric studies until December 31, 2012. However, in the interim, please submit your pediatric
drug development plans within 30 days from the date of this letter unless you belicve a waiver is
appropriate.

If you believe that this drug qualifies for a waiver of the pediatric study requirement, you should
submit a request for a waiver with supporting information and documentation in accordance with
the provisions of section 2 of the Pediatric Research Equity Act (PREA) within 30 days from the
date of this letter. We will notify you within 60 days of receipt of your response whether a
waiver is granted. If a waiver is not granted, we will ask you to submit your pediatric drug
development plans within 120 days from the date of denial of the waiver.

If you have any questioh, call Kenny Shade, Regulatory Project Manager, at (301) 796-0807.

Sincerely,
{See appended electronic signature page}

Kenny Shade, JD, BSN

Senior Regulatory Health Project Manager
Division of Antiviral Products

Office of Antimicrobial Products

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.

/s/

Kenny Shade
3/12/2009 11:06:05 AM




MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: March 11,2009

TO: IND 60459 File & NDA 22-154

THROUGH :

FROM: Kenny Shade

SUBJECT: Request for Pediatric Development Plan

APPLICATION/DRUG: Tyzeka NDA 22-154

TEXT: The following email request was sent to Michael S. Buska of Novartis on 3/9/2009 and
he acknowledged receiving on 3/10/2009.

NDA 22-154
IND 60459

March 9, 2009
RE: Pediatric Development Plan

Please submit a synopsis of your pediatric development plan that addresses the information
requested in the Pediatric Research Equity Act post-marketing requirements as stated in the NDA
22-011 approval letter dated October 25, 2006 and the Pediatric Written Request issued
December 1, 2006, and amended July 24, 2007. In accordance with the FDA Amendments Act
0f 2007, your pediatric development plan must be reviewed by the FDA’s Pediatric Review
Committee prior to approval of NDA 22-154.

In the case of Tyzeka (telbivudine), the requests for pediatric studies contained in the PREA post-
marketing requirements and the Pediatric Written Request overlap but are not identical. We
anticipate that studies in younger patients (< 2 years of age) will be deferred until after dose
selection and safety have been established in older age groups. It is possible that studies in this
age group may be waived in the future if treatment recommendations in this age group remain
controversial at the time data are available in older patients. '



Please include proposed timelines for final protocol submission (or when they were submitted),
anticipated study initiation, and anticipated study report submission.



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

Kenny Shade
3/11/2009 01:13:58 PM
CSO



DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION

FOOD AND DRUG ADMINISTRATION

TO (Division/Office). FROM: Kenny Shade/DAVPISO1-796-0807
Mail: ODS/DMEPA
DATE IND NO. NDA NO. 22-154 TYPE OF DOCUMENT electronic DATE OF DOCUMENT: February 27, 2009
March 9. 2009 resubmission to complete response

H
NAME OF DRUG PRIORITY CONSIDERATION: High CLASSIFICATION OF bRUG: antiviral DESIRED COMPLETION DATE: Before 2
TYZEKA . month PDUFA date of 4/27/2009

NAME OF FIRM: Novartis Pharmaceuticals

REASON FOR REQUEST
L GENERAL

0O NEWPROTOCOL 3 PRE-NDA MEETING [X} RESPONSE TO DEFICIENCY LETTER
0 PROGRESS REPORT ’ 3 END OF PHASE Il MEETING ’ 3 FINAL PRINTED LABELING
£ NEW CORRESPONDENCE 0 RESUBMISSION : O3 LABELING REVISION
0 DRUG ADVERTISING O SAFETY/EFFICACY : [J ORIGINAL NEW CORRESPONDENCE
0O ADVERSE REACTION REPORT 3 PAPER NDA O FORMULATIVE REVIEW
0 MANUFACTURING CHANGE/ADDITION [ CONTROL SUPPLEMENT O OTHER (SPECIFY BELOW):
0 MEETING PLANNED BY .

f. BIOMETRICS
STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

O TYPE A OR B NDA REVIEW

[0 END OF PHASE Il MEETING 0 CHEMISTRY REVIEW

O CONTROLLED STUDIES 0 PHARMACOLOGY
O BIOPHARMACEUTICS

O PROTOCOL REVIEW O OTHER (SPECIFY BELOW):
0 OTHER (SPECIFY BELOW): ( W):

. BIGPHARMACEUTICS
O DISSOLUTION O DEFICIENCY LETTER RESPONSE
0 BIOAVARABILTY STUDIES 0 PROTOCOL-BIOPHARMACEUTICS
[J PHASE IV STUDIES O IN-VIVO WAIVER REQUEST

V. DRUG EXPERIENCE
O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
O DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES O SUMMARY OF ADVERSE EXPERIENCE
O CASE REPORTS OF SPECIFIC REACTIONS (List below) O POISON RISK ANALYSIS
O COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. m INVESTIGATIONS
O CLINICAL O PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS: This submission Is in response to a complete responsae letter issuad October 21, 2008, mm&ummmmmaywu
in the agency’s edr (alectronic document room), This is the link to the submission ESUBY DAQ22154,enx
¥ you have trouble accessing then go to the ede an put in the NDA number. We have classified the submission as a Class | submission which gets a 2 month review cycle,

PLEASE NOTE A REDLINE COPY OF THE PROPOSED. LABEL WILL BE EMAILED.

SIGNATURE OF REQUESTER Kenny Shade, JD, BSN METHOD OF DELIVERY (Check one}
& MAIL a HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER




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

Kenny Shade
3/9/2009 02:06:50 PM



DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

REQUEST FOR CONSULTATION

TO (Office/Division). OSE/DRISK FROM (Name, Office/Division, and Phone Number of Requestor): Kenny

Shade, DAVP/301-796-0807
DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
March 9, 2009 22-154 electronic resubmission to | February 27, 2009

complete response
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Tyzeka High antiviral Before 2 month PDUFA

date of 4/27/2009
NAME OF FRM: Novartis Pharmaceuticals
REASON FOR REQUEST
I. GENERAL

[J NEW PROTOCOL [ PRE-NDA MEETING BJ RESPONSE TO DEFICIENCY LETTER
[} PROGRESS REPORT [] END-OF-PHASE 2a MEETING [J FINAL PRINTED LABELING
] NEW CORRESPONDENCE [0 END-OF-PHASE 2 MEETING ] LABELING REVISION

] DRUG ADVERTISING

[J ADVERSE REACTION REPORT

[J MANUFACTURING CHANGE / ADDITION
[ MEETING PLANNED BY

[L] RESUBMISSION
[J] SAFETY / EFFICACY
[0 PAPER NDA

[J ORIGINAL NEW CORRESPONDENCE
[ FORMULATIVE REVIEW
[0 OTHER (SPECIFY BELOW):

[J CONTROL SUPPLEMENT

II. BIOMETRICS

[3J PRIORITY P NDA REVIEW
[J END-OF-PHASE 2 MEETING
[0 CONTROLLED STUDIES

[ PROTOCOL REVIEW

[} OTHER (SPECIFY BELOW):

[J CHEMISTRY REVIEW

[ PHARMACOLOGY

[J BIOPHARMACEUTICS

[ OTHER (SPECIFY BELOW): -

IIL BIOPHARMACEUTICS

[Z] DISSOLUTION
{Z] BIOAVAILABILTY STUDIES
3 PHASE 4 STUDIES

[J DEFICIENCY LETTER RESPONSE
O PROTOCOL - BIOPHARMACEUTICS
[0 IN-VIVO WAIVER REQUEST

IV. DRUG SAFETY

[J PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL

[] DRUG USE, e.g, POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
[J CASE REPORTS OF SPECIFIC REACTIONS (List below)

[3 COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

[J REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
[0 SUMMARY OF ADVERSE EXPERIENCE
3 POISON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

O cumicaL

[J NONCLINICAL

COMMENTS / SPECIAL INSTRUCTIONS: This submission is in response to a complete response letter issued October 21,

2008. The submission was submitted electronically and is in the agency's edr (electronic document room). This is the
link to the submission \CDSESUBI\EVSPROD\NDA022154\022154.enx If you have trouble accessing then go to
edr and put in NDA number. We have classified the submission as a Class I submission which gets a 2 month review
cycle. The PI is included in the electronic submission.

PLEASE NOTE A REDLINE COPY OF THE PROPOSED LABEL WILL BE EMAILED.

SIGNATURE OF REQUES;FOR
Kenny Shade, JD, BSN

METHOD OF DELIVERY (Check one)

& Drs ] EMAL O maL O HanD

PRINTED NAME AND SIGNATURE OF RECEIVER

PRINTED NAME AND SIGNATURE OF DELIVERER




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

Kenny Shade
3/9/2009 01:58:30 PM



NDA Regulatory Filing Review
Page 1

NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)

NDA# 22-154 Supplement # Efficacy Supplement Type SE-

Proprietary Name: Tyzeka
Established Name: telbivudine
Strengths: oral solution

Applicant: Novartis Pharmaceuticals Inc.
Agent for Applicant (if applicable): n/a

Date of Application: December 21, 2007

Date of Receipt: December 21, 2007

Date clock started after UN:

Date of Filing Meeting:

Filing Date: February 19, 2008

Action Goal Date (optional):  October 21, 2008 User Fee Goal Date:  October 21, 2008

Indication(s) requested: Treatment of chronic hepatitis B in patients with renal impairment

Type of Original NDA: (b)(1) ®©2) O
AND (if applicable)

Type of Supplement: 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 P []

Resubmission after withdrawal? ] Resubmission after refuse to file? [ ]
Chemical Classification: (1,2,3 etc.)  Type 3

Other (orphan, OTC, etc.)

Form 3397 (User Fee Cover Sheet) submitted: YES NO []

User Fee Status; Paid Exempt (orphan, government) [}
Waived (e.g., small business, public health) [ ]

NOTE: Ifthe NDA is 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.



NDA Regulatory Filing Review
Page 2

° Is there any 5-year or 3-year exclusivity on this active moiety in any approved (b)(1) or (b)(2)
application? YES NO
If yes, explain: Exclusivity Expiration October 25, 2011

Note: If the drug under review is a 505(b)(2), this issue will be addressed in detail in appendix B.
e Does another drug have orphan drug exclusivity for the same indication? YES 1 NO

L 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-007).

. Is the application affected by the Application Integrity Policy (AIP)? YES [] NO
If yes, explain:
° If yes, has OC/DMPQ been notified of the submission? YES [] NOo [
) Does the submission contain an accurate comprehensive index? YES 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 314.507 YES 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 application is: 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/2353fnl.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 format?

Additional comments:
3. This application is an eCTD NDA. YES
If an eCTD NDA, all forms and certifications must either be in paper and signed or be

electronically signed.

Additional comments:



NDA Regulatory Filing Review

Page 3
Patent information submitted on form FDA 3542a? YES NOo []
Exclusivity requested? YES, Years NO

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.,

“IName 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 connection
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 NO [}

Is this submission a partial or complete response to a pediatric Written Request?  YES [ w~o

If yes, contact PMHT in the OND-IO

Financial Disclosure forms included with authorized signature? YES 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 [] NO

PDUFA and Action Goal dates correct in tracking system? YES NO [
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating 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 supporting IND if it is not
already entered.

List referenced IND numbers: 60,459

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

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

Pre-NDA Meeting(s)? Date(s) NO
If yes, distribute minutes before filing meeting.




NDA Regulatory Filing Review

Page 4
. Any SPA agreements? Date(s) NO
If yes, distribute letter and/or relevant minutes before filing meeting.
Project Management
1 If Rx, was electronic Content of Labeling submitted in SPL format? YES NOo [
If no, request in 74-day letter.
. If Rx, for all new NDAs/efficacy supplements submitted on or after 6/30/06:
Was the PI submitted in PLR format? A YES 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:
. If Rx, all labeling (PI, PPI, MedGuide, carton and immediate container labels) has been consulted to
DDMAC? YES [] NO
° If Rx, trade name (and all labeling) consulted to OSE/DMETS? YES L[] NO
° If Rx, MedGuide and/or PPI (plus PT) consulted to ODE/DSRCS? ' :
wa O YesS O NO []
. Risk Management Plan consulted to OSE/I0? ' N/A YES [] NO [
. If a drug with abuse potential, was an Abuse Liability Assessment, including a proposal for

scheduling submitted? NA YES [ NO [

If Rx-to—OTC Switch or OTC application:

. Propﬁetary name, all OTC labeling/packaging, and current approved PI consulted to
OSE/DMETS? ‘ ' YES [] NO
. If the application was received by a clinical review division, has YES [} NO
DNPCE been notified of the OTC switch application? Or, if received by '
DNPCE, has the clinical review division been notified?
Clinical
) If a controlled substance, has a consult been sent to the Conirolied Substance Staff?
' YES [] NO
Chemistry
° Did applicant request categorical exclusion for environmental assessment? YES NO []
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 [
° If a parenteral product, consulted to Microbiology Team? YES ] NO



NDA Regulatory Filing Review
Page 5

ATTACHMENT

MEMO OF FILING MEETING

DATE: February 29, 2008

NDA #: 22-154

DRUG NAMES: TYZEKA® (telbivudine)

APPLICANT: Novartis Pharmaceuticals Inc.

BACKGROUND: Tyzeka 600 mg tablets were previously approved by the Agency for treatment of chronic
hepatitis B in patients with evidence of viral replication and active liver inflammation in October 2006. The
Tyzeka oral solution will be used in patients with renal impairment who may require a dose reduction.
(Provide a brief background of the drug, (e.g., molecular entity is already approved and this NDA is for an
extended-release formulation; whether another Division is involved; foreign marketing history; etc.)

ATTENDEES:

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

Discipline/Organization Reviewer
Medical: Mary Singer, MD
Secondary Medical:
Statistical: : Fraser Smith, PhD
Pharmacology: Ita Yuen, PhD
Statistical Pharmacology:
Chemistry: Andrew Yu, PhD
Environmental Assessment (if needed):
Biopharmaceutical: Jenny H. Zheng, PhD
Microbiology, sterility: ‘
Microbiology, clinical (for antimicrobial products only): Sung Rhee, PhD
DSI:
OPS:
Regulatory Project Management: Kenny Shade, JD, BSN
Other Consults: OSE
Per reviewers, are all parts in English or English translation? YES NOo []
If no, explain:
CLINICAL FILE REFUSETOFILE [ ]
e Clinical site audit(s) needed? YES [ NOo [
If no, explain:
e Advisory Committee Meeting needed? YES, date if known NO

o 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 [ NOo [



NDA Regulatory Filing Review

Page 6

CLINICAL MICROBIOLOGY NA [ FILE REFUSETOFILE [ ]
STATISTICS N/A [ FILE REFUSETOFILE [}
BIOPHARMACEUTICS FILE REFUSETOFILE []

* Biopharm. study site audits(s) needed? ] NO [

YES

PHARMACOLOGY/TOX N7 FILE REFUSE TO FILE ]

e GLP audit needed? YES Ll No [
CHEMISTRY FILE REFUSETOFILE [}

» Establishment(s) ready for inspection? YES NO [

e Sterile product? YES [ NOo [

If yes, was microbiology consulted for validation of sterilization? .
YES [] NO [
ELECTRONIC SUBMISSION:
Any comments:
REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CER 314.101(d) for filing requirements.)
U] The application is unsuitable for filing. Explain why:
The application, on its face, appears to be well-organized and indexed. The application
appears to be suitable for filing.
No filing issues have been identified.
] 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.

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.[] Iffiled, complete the Pediatric Page at this time. (If paper version, enter into DFS.)

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



NDA Regulatory Filing Review
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Kenny Shade, JD, BSN
Regulatory Project Manager




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

Center for Drug Evaluation and Research
_ Division of Antiviral Products

I Office of Antimicrobial Products

FACSIMILE TRANSMITTAL SHEET

DATE: August 15,2008

To: Michael S. Buska [From: Kenny Shade, JD, BSN

_ Division of Antiviral Products
Company: Novartis Pharmaceuticals Title: Regulatory Project Manager
Fax number: 862-778-2885 | IFax number: 301-796-9883
Phone number: 973-781-8364 i Iph'one number: 301-796-0807

Subject:' Label comments

Total number of pages including cover: 3

Comments:

Michael please note this is the first draft of label format comments only.

Document to be mailed: Qves NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 796-1500. Thank you.
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
B, Food and Drug Administration
“Yrara

Division of Antiviral Products
Office of Antimicrobial Products
Silver Spring, MD 20903

MEMORANDUM OF FACSIMILE CORRESPONDENCE

NDA: 22-011/011 & 22-154
Drug: TYZEKA® (telbivudine)
Date: August 15, 2008

To: Michael S. Buska
Sponsor: Novartis Pharmaceuticals
From: Kenny Shade, JD, BSN

Subject: Labeling comments; Request for SPL

Reference is made to NDA 22-011/001 and 22-154, submitted December 21, 2007.
We have the following labeling format comments:
HIGHLIGHTS OF PRESCRIBING INFORMATION SECTION

1. Please remove the ® symbol after Tyzeka in the highlights section and the words Tablets and
Oral Solution should be in all lower case lettering.

2. In the boxed warning section, please include the appropriate subsections where the warnings
can be found:

* Cases of lactic acidosis have been reported with the use of nucleoside
analogues. (5.1)

* Severe acute exacerbations of hepatitis B may occur in patients who discontinue
anti-hepatitis B therapy. (5.2)

3. Under the Recent Major Changes section the date will be the action date for this submission.

4. The statement “See 17 for PATIENT COUNSELING INFORMATION and FDA Approved
Patient Labeling” [approved patient labeling should all be in lower case]

FULL PRESCRIBING INFORMATION: CONTENTS* SECTION

5. A horizontal line must be located between the Table of Contents and the FPIL.

DAVP/HFD-530 # 10903 New Hampshire Ave o Silver Spring, MD 20903 & (301) 796-1500 e Fax: (301) 796-9883



FULL PRESCRIBING INFORMATION

6. The use of subheadings to organize information in the FPI is encouraged. Each subheading
that is used must be assigned a decimal number that corresponds to its placement and order in
the FPI [e.g., (12.3 Pharmacokinetics)]. Do not number headings within a subsection [e.g.
12.3.1 Metabolism)]. Use headings within a subsection without numbering [e.g., Metabolism
(note the italics)].

We are providing this above information via telephone facsimile for your convenience. THIS
MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. Please feel
free to contact me at 301-796-0807 if you have any questions regarding the contents of this
transmission.

Kenny Shade, JD, BSN

Regulatory Project Manager

Division of Antiviral Products

Center for Drug Evaluation and Research
Food and Drug Administration



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

Kenny Shade
8/15/2008 01:29:30 PM
CsSO



Food and Drug Administration

Center for Drug Evaluation and Research

Division of Antiviral Products

r Office of Antimicrobial Products

FACSIMILE TRANSMITTAL SHEET

DATE: July 21, 2008

To: Michael S. Buska From: Kenny Shade, JD, BSN

Division of Antiviral Products
Company: Novartis Pharmaceuticals Corp. |Titlez Regulatory Project Manager

Fax number: 973-781-8364 Fax number: 301-796-9883

Phone number: 862-778-2885 Phone number: 301-796-0807

Subject: Reviewer comments to NDA

Total number of pages including cover: 3

Comments:

Document to be mailed: QO vEs M ~no

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 796-1500. Thank you.
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c DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

"*'.7 ‘ Food and Drug Administration
¥vaza Division of Antiviral Products
Office of Antimicrobial Products
Silver Spring, MD 20903

MEMORANDUM OF FACSIMILE CORRESPONDENCE

NDA: 22-154

Drug: TYZEKA (telbivudine)

Date: July 21, 2008

To: Michael S. Buska

Sponsor: Novartis Pharmaceuticals Corp.
From: Kenny Shade, JD, BSN

Through: Andrew Yu, PhD

Concur: Linda Lewis, MD
Norman Schmuff. PhD

Subject: CMC comments

The following comments are being conveyed to you on behalf of the review team. Please refer to
your new drug application (NDA) 22-154 and submission dated December 21, 2007.

CMC Comments

1. Section EX 5000739 A R 3 in the NDA lists the tests for Passion fruit flavor which is
used as a flavor. Microbial tests for this non-compendial excipient were excluded in the
testing monograph. Please clarify whether this flavor supports microbial b(@‘i
growth.

2. The labeling/PI for this NDA is referenced in NDA 22-011. If there have been changes to
NDA 22-011 since submission of NDA 22-154, please submit an updated label and a
summary of the changes.

3. The CMC part of the drug substance of this NDA is referenced in NDA 22-011. If there have
been changes since submission of NDA 22-154, please submit an update and a summary of
the changes.

4. Please clarify the storage statement in the PPI: “Use within two months after opening the
bottle” It is unclear if the recommendation is based on stability, microbiological or other
non-CMC consideration. Please provide the rationale for this recommendation.

DAVP/HFD-530 & 10903 New Hampshire Ave o Silver Spring, MD 20903 & (301) 796-1500 e Fax: (301) 796-9883



We are providing this above information via telephone facsimile for your convenience. THIS
MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. Please feel

free to contact me at 301-796-0807 if you have any questions regarding the contents of this
transmission.

Kenny Shade, JD, BSN

Regulatory Project Manager

Division of Antiviral Products

Center for Drug Evaluation and Research
Food and Drug Administration



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

Kenny Shade
7/22/2008 07:40:34 AM
CSO

Linda Lewis-
7/22/2008 09:42:48 AM
MEDICAL OFFICER
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iz , Food and Drug Administration

Rockville, MD 20857

FILING COMMUNICATION
NDA 22-154

Novartis Pharmaceuticals

Attention: Michael S. Buska, Director, Regulatory Affairs
One Health Plaza '

East Hanover, NJ 07936-1080

Dear Mr. Buska:

Please refer to your new drug application (NDA) dated December 21, 2007, received December
21, 2007, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for
TYZEKA® (telbivudine) Oral Solution for the treatment of chronic hepatitis B in patients with
evidence of viral replication and active liver disease.

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, this application is considered filed 60 days
after the date we received your application in accordance with 21 CFR 314.101(a). The review
classification for this application is Standard. Therefore, the user fee goal date is October 21,
2008.

At this time, we are notifying you that, we have not identified any potential review issues.
Please note that our filing review is only a preliminary evaluation of the application and is not
indicative of deficiencies that may be identified during our review.

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.

We reference the deferral granted for TYZEKA® (telbivudine) Tablets on October 25, 2006 for
the pediatric study requirements for pediatric patients for birth to 16 years of age until such
studies can be conducted.

If you have any questions, call Kenny Shade, Regulatory Project Manager, at (301) 796-0807.



NDA 22-154
Page 2

Sincerely,

{See appended electronic signature page}

Debra Birnkrant, MD

Director,

Division of Antiviral Products

Office of Antimicrobial Products

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.

Debra Birnkrant
3/4/2008 01:44:24 PM
NDA 22-154
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Food and Drug Administration
Rockville, MD 20857

NDA 22-154

Novartis Pharmaceuticals Corporation

Attention: Michael S. Buska, Director, Regulatory Affairs
One Health Plaza

East Hanover, NJ 07936-1080

Dear Mr. Buska:

We acknowledge receipt on January 3, 2008, of your January 3, 2008, correspondence notifying
the Food and Drug Administration of the change of ownership of the following new drug
application (NDA):

Name of Drug Product: TYZEKA® (telbivudine) Oral Solution
NDA Number: 22-154

Name of New Applicant; Novartis Pharmaceuticals Corporation
Name of Previous Applicant: Idenix Pharmaceuticals

Your correspondence provided the information necessary to effect this change, and we have
revised our records to indicate Novartis Pharmaceuticals Corporation as the applicarit of record
for this application.

All changes in the NDA from those described by the original owner, such as manufacturing
facilities and controls, must be reported to us prior to implementation except that changes in the
drug product’s label or labeling to change the product’s brand or the name of its manufacturer,
packer, or distributor may be reported in the next annual report. Refer to the Guidance for
Industry: Changes to an Approved NDA or ANDA for information on reporting requirements.
We request that you notify your suppliers and contractors who have DMFs referenced by your
application of the change in ownership so that they can submit a new letter of authorization
(LOA) to their Drug Master File(s).

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81. In addition, you are responsible for any correspondence

-outstanding as of the effective date of the transfer.



NDA 22-011
Page 2

Please cite the NDA number listed above 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 Antiviral Products

5901-B Ammendale Road

Beltsville, MD 20705-1266

If you have any question, call Kenny Shade, Regulatory Project Manager, at (301) 796-0807.

Sincerely,

{See appended electronic signature page}

Kenny Shade

Regulatory Health Project Manager
Division of Antiviral Products

Office of Antimicrobial Products

Center for Drug Evaluation and Research

cc: Idenix Pharmaceuticals, Inc.
Attention: David Hallinan
One Kendall Square
Building 1400
Cambridge, MA 02139



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

Kenny Shade
1/22/2008 08:00:30 AM



¥ MEALT, A
%,

oy silVl(‘;s
‘,,h

Public Health Service

( DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockville, MD 20857

NDA 22-154
NDA ACKNOWLEDGMENT

Novartis Pharmaceuticals Corporation
Attention: Michael S. Buska

One Health Plaza

East Hanover, NJ 07936-1080

Dear Mr. Buska:

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

Name of Drug Product: TYZEKAG® (telbivudine) Oral Solution

Date of Application: December 21, 2007
Date of Receipt: December 21, 2007
Our Reference Number: NDA 22-154

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on February 19, 2008 in
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR
-314.50(1)(1)(1)] 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 Antiviral Products
5901-B Ammendale Road
Beltsville, MD 20705-1266



NDA 22-154
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, call Kenny Shade, Regulatory Project Manager, at (301) 796-0807.

Sincerely,

{See appended electronic signature page)

Kenny Shade

Regulatory Health Project Manager
Division of Antiviral Products

Office of Antimicrobial Products

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.

Kenny Shade
1/18/2008 12:29:42 PM
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]
DEPARTMENT g;k"\',fég“ AND HUMAN  IPRESCRIPTION DRUG USER FEE
FOOD AND DRUG ADMINISTRATION COVERSHEET

A compleied 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. mall or courier, please includs 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

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

IDENIX PHARMACEUTICALS INC

Chuck Miller 22-154

60 Hampshire St

Cambridge MA 02139

US

2. TELEPHONE NUMBER

5. DOES THIS APPLICATION REQUIRE CLINICAL DATA ]
617-995-8853

{FOR APPROVAL?
DXJYES []NO ]

IF YOUR RESPONSE IS "NO" AND THIS IS FOR A
SUPPLEMENT, STOP HERE AND SIGN TRIS FORM.
IF RESPONSE I8 "YES", CHECK THE APPROPRIATE
RESPONSE BELOW:

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

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

e e e e e s s e

3. PRODUCT NAME 6. USER FEE I.D. NUMBER o
Tyzeka ( telbivudine ) PD3007849

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

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

Explanatory)

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

8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? [} YES [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 dsta 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-34 sponsor, and a person Is not

CBER, HFM-29 12420 Parklawn Drive, Room 3046 required to respond 1o, a collection

1401 Rockville Pike Rockville, MD 20852 of information unless it displays a

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

——

9. USER FEE PAYMENTAMOUNT FOR THIS APPLICATION
$1,178,000.08

Form FDA 3397 (03/07) ]
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Idenix Pharmaceuticals, Inc. . Confidential NDA 22-154
1.3.2 Field Copy Certification TYZEKA?® (telbivudine) Oral Solution

Field Cop,y\ Certification

Per Guidance for Industry: “Providing Regulatory Submissions in Electronic Format —
Human Pharmaceutical Product Applications and Related Submissions Using the eCTD

Specifications (October 2005),” a field copy is not necessary as this is an electronic
submission.





