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Supplemental NDA 21-621: Zyrtec® Chewable Tablets (cetirizine HCL, 5 mg and 10 mg)
Over-the-Counter (OTC) Use
ITEM 13: PATENT INFORMATION

; Form Approved: OMB No. 0810-0513
Department of Health and Human Services Expiration Date: 07/31/06

. Food and Drug Administration See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE - NDA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 21-621 Rx-to-O0TC Supp.

For Each Patent That Claims a Drug Substarice =~~~ NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Pfizer 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) ’

ZYRTEC
ACTIVE INGREDIENT(S) STRENGTH(S)
cetirizine HCI 5 mg; 10 mg
DOSAGE FORM

Tablets, Chewable

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

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 29 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 )}ou file an incomplete patent declaration or the patent declaration indicates thé
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,
complete above section and sections 5 and 6.

1. GENERAL
a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
4525358 6/25/1985 6/25/2007
d. Name of Patent Owner Address {of Patent Owner)
UCB Inc. 1950 Lake Park Drive
tegal Department
City/State
Smyrna, GA
ZIP Code FAX Number (if available)
30080
Telephone Number E-Mail Address (if availabla}

(770)970-7500

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

ZIP Code FAX Number (if available)

Telephone Number E-Mail Address (if available)

-~

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

approved NDA or supplement referenced above? | Yes 0 Ne
g. Ifthe patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? O ves X EI No
FORM FDA 3542z (7/03) Page 1
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Supplemental NDA 21-621: Zyrtec® Chewable Tablets (cetirizine HCL, 5 mg and 10 mg)
Over-the-Counter (OTC) Use
ITEM 13: PATENT INFORMATION

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.

3

2. Drug Substance (Active Ingredient)

described in the pending NDA, amendment, or supplement? M ves O 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? - [ vYes M no

2.3 Ifthe answer to question 2.2 is “Yes," do you certify that, as of the date of this declaration, you havé test data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b)? 1 ves O 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 supplément?
(Complete the information in section 4 below if the patent claims a periding method of using the pending

drug product to administer the metabolite.) ? : O vYes %] No

2.6 Does the pétent claim only an intermediate? ' ) [ Yes M 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.) ? [ ves O no

3. Drug Product (Composition/Formutation)
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? M ves - O nNo

3.2 Does the patent claim only an intermediate? O Yes M no

3.3 lIfthe patent referanced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) ? [ vYes O no

4. Method of Use

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

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

the pending NDA, amendment, or supplement? . IZI Yes O no

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

23-31 of use for which approval is being sought in the pending NDA,

. amendment, or supplement? M Yes O No

4.2a If the answer to 4.2 is Use: (Submit Indication or method of use information as identified specifically in the approved labeling.)
“Yes," identify with speci- | The “Indications and Usage" section of the proposed labeling describes seasonal and perennial allergic rhinitis
fictty the use with refer- | symptoms as well as chronic urticaria, all of which indications are covered by the cited claims that encompass
ence.to the proposed achieving an antiallergic (claim 23) or antihistaminic (claims 23-27) effect and treating allergic symptoms (claims 28-
Iabzln:g for the drug 31), by administration of the product for which approval is being sought.
product.

5. No Relevant Patents

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 a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in O Yes

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

2.

FORM FDA 3542a (7/03) Page 2
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Supplemental NDA 21-621: Zyrtec® Chewable Tablets (cetirizine HCL, 5 mg and 10 mg)
Over-the-Counter (OTC) Use
ITEM 13: PATENT INFORMATION

6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
“this submission coimplies with the requirements-of the regufation. { verify under penalty of perjury that the foregoing
is true and correct.

Warning: A willfully and knowingly false statement is a criminal offens;a under 18 U.S.C. 1001.

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

/gw a /7%90 ///47/20%6

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

Check appticable box and provide information below.

J ~pa Applicant/Holder ] NDA Abplicant'slHolder‘s Attorney, Agent (Representative) or other

Authorized Official .

O Ppatent Owner O patent Owners Attorney, Agent (Representative) or Other Authorized

Official
Name )
Bruce A. Pokras y
Address ; City/State

201 Tabor Road Morris Plains, NJ

ZIP Code Telephone Number

07950 {973) 385-5399

FAX Number (if available} €-Mail Address (if available)
(973) 385-7330 bruce.a.pokras@pfizer.com

The public reporting burden for this collection of information has been estimated to average 9 hours per response, including the time for reviewing

Send

instructions, searching existing data sousces, gathering and maintaining the data needed, and completing and reviewing the collection of information.

comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 20857

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

FORM FDA 3542a (7/03)

COMPANY CONFIDENTIAL
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Supplemental NDA 21-621: Zyrtec® Chewable Tablets (cetirizine HCL, 5 mg and 10 mg)
Over-the-Counter (OTC) Use ,
ITEM 13: PATENT INFORMATION

i Form Approved; OME No. 0810-0513
Department of Health and Human Services Expicafion Date: 67/31/06

Food and Drug Administration See OMB Statement on Page3.

PATENT INFORMATION SUBMITTED WITH THE .  [orer
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 21.621 Recto-OTC Supp.

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

ZYRTEC

ACTIVE INGREDIENT(S) } STRENGTH(S)
cetirizine HCI 5 mg; 10 mg
DOSAGE FORM

Tablets, Chewable

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

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

For hand-written or typewriter versions {only) of this feport:;; 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 referericed above, you must submit afl the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6. .

1. GENERAL _

a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent

6455533 9/24/2002 71212018

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

UCB S.A. .| Aliée de la Recherche, 60
City/State
1070 Brussels
ZIP Code FAX Number (if available)
Belgium ]
Telephone Number E-Mail Address (if available)
+32/2/559.99.99

. Name of agent or representative who resides or maintains  Address (of agent or representative named in 1.e)

a place of business within the United States authorized to | 1950 { ake Park Drive
receive notice of patent certification under section
505(b)(3) and (j)(2)(B) of the Federal Food, Drug, and

Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicant/holder does not reside orhave a | Smyrna, GA
place of business within the United States)

UCB Inc. ZIP Code FAX Number (if available)
Legal Department 30080
Telephone Number E-Mail Address (if availabls)
(770) 970-7500

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

approved NDA or supplement referenced above? b B ves [ No
g. If the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? O ves M No
FORM FDA 3542a (7/03) Page 1

PSC Mcdia Ants (301)443-10%0  EF
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Supplemental NDA 21-621: Zyrtec® Chewable Tablets (cetirizine HCL, 5 mg and 10 mg)
Over-the-Counter (OTC) Use
ITEM 13: PATENT INFORMATION

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

2. Drug Substance (Active Ingredient)
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? {3 Yes ™ 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

2.3 ifthe answer to question 2.2 is "Yes,” do you certify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymorph witl 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)? - O ves O ne
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 metabalite of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 below if the patent claims a pel\dmg method of using the pending

drug product to administer the metabolite.) ? ! ) O vYes M no -

i

2.6 Does the patent claim only an intemediéte‘? O Yes 1 no

2.7 Ifthe patent referenced in 2.1 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.) ? 0 ves 0 No

3. Drug Product (Composition/fFormulation)
3.1 Does the patent ciaim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? . . ™ Yes 0 no

3.2 Does the patent claim only an intermediate? . O ves |Zl No

3.3 Ifthe patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent nove!? (An answer is required only if the patent is a product-by-process patent.) ? 0 Yes O No
4. Method of Use

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

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

the pending NDA, amendment, or supplement? . » M ves d no
4.2 Patent Claim Number (as fisted in the patent) Does the patent claim referenced in 4.2 claim a pending method
1317 of use for which approval is being sought jn the pending NDA,
. e L amendment, or supplement? . . M Yes O No
4.2a Ifthe answerto 4.2 is Use: (Submit indication or method of use information es identified specifically in the approved labeling.)

“Yes," identify with spect- | The recited claims encompass a method of orally administering the product for which approval is being sought. The
ficity the use with refer- | pescription section of the proposed labeling describes the product as chewable tablets for oral admmnstrauon and so
ence to the proposed is covered by the claims.

tabeling for the drug

product.

5. No Relevant Patents

For this pending NDA, amen'dment, or supplement, there are no re!evant'patents that claim the drug substance (active ingredient),
drug product (formuiation 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 3 ves

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

-

FORM FDA 3542a (7/03) Page 2

PSC Media Anis (301) 443-1090  EF
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Supplemental NDA 21-621: Zyrtec® Chewable Tablets (cetirizine HCL, 5 mg and 10 mg)

Over-the-Counter (OTC) Use
ITEM 13: PATENT INFORMATION

6. Declaration Certification

is true and correct.

amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission’ complies with the requirements of the regulation. I verify under penafty of-perjury that the foregoing

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

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Aftomey, Agent, Rep:esenlative. or Date Signed
other Authorized Official) (Provide Information below) ) i
S e ) . PSlne t/23/a00¢

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

Check applicable box anq provide information below.

O NbA ApplicantHolder

& noa Applicant's/Holder's Attorney, Agent (Répre;entative) or other
Authorized Official ’ .

O Ppatent Owner

O patent Owner's Attorney, Agent (Representative) or Other Authorized
Official ’

Name
Bruce A. Pokras

Address
201 Tabor Road

City/State
Morris Plains, NJ

Telephbne Number

ZiP Code

07950 (873) 385-5399

FAX Number {if available) E-Mail Address (if available)
bruce.a.pokras@pfizer.com

(973) 385-7330

The public reporting burden for this collection of information has been estimated to average 9 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send

comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 20857

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

Page 3

PSC Media Ants (301} 443.1090  EF

FORM FDA 3542a (7/03)
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Supplemental NDA 19-835: Zyrtec® Tablets (cetirizine HCL, 5 mg and 10 mg)
Over-the-Counter (OTC) Use
ITEM 13: PATENT INFORMATION

Form Approved: OMB No. 0910-0513
Expiration Date: 07/31/06 .
See OMB Statement on Page 3.
NDA NUMBER
19-835 Rx-t0-OTC Supp.
NAME OF APPLICANT / NDA HOLDER
Pfizer Inc.

. Department of Health and Human Services
Food and Drug Administration

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

For Each Patent That Claims a Drug Substance
{Active Ingredient), Drug Product (Formulation and
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)

ZYRTEC

ACTIVE INGREDIENT(S) STRENGTH(S)
cetirizine HCI § mg; 10mg
DOSAGE FORM

Tablet

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA apphcatlon
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314. 53(d)4).

Within thirty (30) days after approval of an NDA or supplement, or within thity (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:i 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 nol eligible for !lstmg

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 submlttmg any patents for this pending NDA, amendment, or supplement,
complete ahove sectlon and sections § and 6. ]

1. GENERAL , ,

a. Umted States Patent Number b. Issue Date of Patent ¢. Expiration Date of Patent

4525358 6/25/1985 6/25/2007

d. Name of Patent Owﬁér Address {of Patent Owner)

UCB inc. 1950 Lake Park Drive

Legal Department

' City/State

Smyrna, GA
ZIP Code FAX Number (if available)
30080
Telephone Number E-Mail Address (:’f available)
{770) 970-7500

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

receive notice of patent certification under section
505(b)(3) and (j)(2)(B) of the Federal Food, Drug, and

Addres§ (of égent or representative named in 1.e.)

| CyiState

Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent

owner or NDA applicant/holder does not-reside or have a

place of business within the United States) | o .
ZIP Code FAX Number (if available)
Tetephone Number E-Mail Address (if available)

f. Is the patent referenced above a patent that has been subm

itted previously for the

approved NDA or supplement referenced above? ™ Yes O ne
g. if the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? - [ ves M no

FORM FDA 3542a (7/03)

Page 1

PSC Mcdia Asts (101) 443-10%0  EF
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Supplemental NDA 19-835: Zyrtec® Tablets (cetirizine HCL, 5 mg and 10 mg)
Over-the-Counter (OTC) Use
ITEM 13: PATENT INFORMATION

For the patent referenced above, provide the following information on the drug substance, drug product ar;a/or methoa ..‘;f
use that is the subject of the pending NDA, amendment, or supplement. ’

2. Drug Substance (Active Ingredient)
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? ™ ves O 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? : 3 ves M 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 polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b)7 [ ves O 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 Doas the patent claim only a2 metabolite of the active ingredient pendiag in the NDA or supplement?
(Complete the information in section 4 below if the patent claims a pertding method of using the pending

drug product to administer the metabolite.) ? : [ ves M o

2.6 Does the patent claim only an intermediate? 0 Yes M 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.) ? O Yes 0O no

3. Drug Product (Composition/Formulation)
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,

amendment, or supplement? 4| Yes O no
3.2 Does the patent claim on'ly an intermediate? N . O ves IZ[ No
3.3 Ifthe patent referenced in 3.1 is a product-by-process patent, is the product claimed in the

patent novel? (An answer is required only if the patent is a product-by-process patent.) ? [ ves O wne
4. Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought. For each method of use claim referenced, provide the following 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? o ] M Yes O no
4.2 Patent Claim Number (as fistad in the patent) Does the patent claim referenced in 4.2 claim a pending method ’ ’
23-31 of use for which approval is being sought in the pending NDA,
) amendment, or supplement? 1 Yes O No
4.2a if the answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved fabeling.)
“Yes," identify with speci- | The “Indications and Usage" section of the proposed labeling describes al and perennial allergic thinitis
ficity the use with refe~- | symptoms as well as chronic urticaria, all of which indications are covered by the cited claims that encompass
ence to the proposed achieving an antiallergic (claim 23) or antihistaminic (claims 23-27) effect and treating allergic symptoms (claims 28-
labzhrg for the drug 31), by administration of the product for which approvat is being sought. -
product.

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product (formulatien 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 O ves

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

2

FORM FDA 3542a (7/03) Page 2
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Supplemental NDA 19-835: Zyrtec® Tablets (cetirizine HCL, 5 mg and 10 mg)
Over-the-Counter (OTC) Use
ITEM 13: PATENT INFORMATION

6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing
is true and correct.

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

6.2 Aufhon'zed Signature of NDA Applicant/Hoider or Patent Owner (Atforney, Agent, Representative or Date Signed
other Authorized Official) (Provide Information below)

/g/uvu/ & /dc)zce@ ///aﬁ/iooc

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

Check applicable box and provide Information below.

O w~pA Applicant/Holder I NDA Applicant's/Holder’s Attorney, Agent (Representatlve) or other )
Authorized Official
O patent Owner O Ppatent Owner's Aftomey, Agent (Representative) or Other Authorized
Official
Name . .
Bruce A. Pokras %
Address ! City/State
201 Tabor Road " | Morris Plains, NJ
ZIP Code Telephone Number
07950 . (973) 385-5399
FAX Number (if available) . E-Mail Address (if available)
(973) 385-7330 bruce.a.pokras@pfizer.com

The public reporting burden for this collection of information has been estimated to average 9 hours per response, |ndudmg the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send

comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 20857

An agency may not conduct or sponsor, and a person is not required to respond to, a collection of
information unless it displays a cumently valid OMB8 control number.

FORM FDA 3542a (7/03) Page 3

PSC Media Ants (301) 4431090  EF

COMPANY CONFIDENTIAL

Summary Volume 1 Page 13



EXCLUSIVITY SUMMARY

NDA # 19-835 SUPPL # 022 HFD # 560

Trade Name Zyrtec tablets

Generic Name  cetirizine HCI 5 mg and 10 mg

Applicant Name McNeil (agent for Pfizer)

. Approval Date, If Known November 16, 2007

PART 1 IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, aﬁd alll 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 efﬁcac;y supplement?
YES [X NO[]

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8
SE6

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."
YESX] NO[]

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

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

d) Did the applicant request exclusivity?
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YES No[ |~
If the answer to (d) is "yes," how many years of exclusivity did the applicant request?
3 years

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

YES [X] “ NQD

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

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

2. Is this drug product or indication a DESI upgrade?

YES [] NO
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).
PARTII FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

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

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

#(s).

NDA#
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NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is considered not previously

approved.) D . ]
YES| |: NO

- If"yes," identify the approved drug product(s) containing the active moiety, and, if known, ‘_the NDA

#(s).
NDA#

NDA#
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II 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.

PARTII  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
summary for that investigation.

YES XI NO[]
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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 investigafion (either conducted
by the applicant or available from some other source, including the published literature)
necessary to support approval of the application or supplement? ‘

YES [X] "Nolj

If "no," state the basis for your conclusié)xn 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 [] NOo[X

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

YES[ ] NO [ ]

If yes, explain:

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

YES[] No X

If yes, explain:
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(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 in-house from the original application, NDA 19-835 were re-
reviewed for this efficacy supplement

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

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation" to mean an investigation that 1) has not'been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to-demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in an already approved application.

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

Investigation #1 YES [X] NO[]
Investigation #2 YES No[ ]

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

Investigations SAR-1, SAR-2, SAR-3, SAR-4, L-0362, L-0364, PAR-1, PAR-3,
PAR-4,L-0352, URT-2, URT-3 in original Rx NDA 19-835

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 X
Investigation #2 YES [ ] NO

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

-

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

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of

the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant(or its predecessor

in interest) provided substantial support for the study. Ordinarily, substantial support w111 mean
providing 50 percent or more of the cost of the study.

a) For each investigation identified in t’esponse 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 [] 1 NO []
! Explain:
Investigation #2 !
!
! NO []
!

IND # YES [ ]
: Explain:

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

Investigation #1 !

YES [] ' NO [
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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: Elaine Abraham
Title: RPM
Date: 11/16/07

Name of Office/Division Director signing form: Andrea Leonard-Segal
Title: Director, DNCE
Form OGD-011347; Revised 05/ 10/20(54'; formatted 2/15/05

Appears This Way
On Original
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EXCLUSIVITY SUMMARY

NDA #21-621 SUPPL # 005 HFD # 560

Trade Name Children's Zyrtec chewable tablets

Generic Name cetirizine HCI 5 mg and 10 mg

Applicant Name McNeil (agebnt for Pfizer)

Approval Date, If Known November 16,2007

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, aﬁci alll 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, SES5, SE6, SE7, SE8
SE6

¢) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence

data, answer "no.")
YESX] NO[]

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

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

d) Did the applicant request exclusivity?
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YESX]  No[]™
If the answer to (d) is "yes," how many years of exclusivity did the applicant request?
3 years

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

YES X NO|[ ]

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?

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

2. Is this drug product or indication a DESI upérade?

| 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).

NDA#
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NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is -considered not previously

approved.) - O , B
YES[_J: NO

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

NDA# ‘
NDA# |
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART IL 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 III.

PARTHI = 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
summary for that investigation.

YES NO|[ ]
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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 1nvest1gaﬁbn (either conducted
by the applicant or available from some other source, including the pubhshed llterature)
necessary to support approval of the application or supplement?

vEs[{  No[]

If "no," state the basis for your conclusion that a clinical trial is not necessarj/ 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 [} NOo X

If yes, explain:
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(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 in-house from the original application, NDA 21-621 were re-
reviewed for this efficacy supplement

Studies comparing two products with the same ingredient(s) are considered to be bioavailability

“studies for the purpose of this section.

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation” to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in‘ an already approved application.

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

Investigation #1 YES [X] NO[ ]
Investigation #2 YES [X] NO [ ]

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

Investigations SAR-1, SAR-2, SAR-3, SAR-4, L-0362, L-0364, PAR-1, PAR-3,
PAR-4, L-0352, URT-2, URT-3 in original Rx NDA 21-621

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 suppott the
-effectiveness of a previously approved drug product?

Investigation #1 YES[ ] NO
Investigation #2 YES[ ] NO

If you have answered "yes" for one or more investigation, identify the NDA in which a
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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 w1ll mean
providing 50 percent or more of the cost of the study.

a) For each investigation identified in r‘;:sponse 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 [] 1 NO []

!
!
!
! Explain:

Investigation #2

IND # YES [ ] NO []

Explain:

s b= e e

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

Investigation #1 !

YES [ ] 1 NO [}
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Explain: ' "~ ! Explain:

Investigation #2

YES []
Explain:

! NO []

]
!
!
! 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. Howeyver, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be con51dered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in mterest )

YES [] NO[ ]

If yes, explain:

Name of person completing form: Elaine Abraham
“Title: RPM
Date: 11/16/07

Name of Office/Division Director signing form: Andrea Leonard-Segal

Title: Director, DNCE

* Form OGD-011347; Revised 05/10/2004; formatted 2/15/05

Appears This Way
On Original
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PEDIATRIC PAGE

(Complete for all filed original applications and efficacy supplements)

A/BLA #: 19-835 Supplement Type (e.g. SE5): SE6 Supplement Number: 022
Stamp Date: January 16, 2007 PDUFA Goal Date: _November 16, 2007
ONP/DNCE Trade and generic names/dosage form:_Zyrtec (cetirizine HCI1 5 and 10 mg) tablets

Applicant: _ McNeil (Agent for Pfizer) Therapeutic Class: _Antihistamine

Does this application provide for new active ingredient(s), new indication(s), new desage form, new dosing regimen, or new
route of administration? *

0 Yes. Please proceed to the next question.

X No. PREA does not apply. Skip to signature block.

* SES, SE6, and SE7 submissions may also trigger PREA. If there are questions, please contact the Rosemary Addy or Grace Carmouze.

Indication(s) previously approved (please complete this section for supplements only):

Each indication covered by current application under review must have pediatric studies: Completed, Deferred, and/or Waived.
Number of indications for this application(s):

Indication #1:

~ Is this an orphan indication?
Yes. PREA does not apply. Skip to signature block.
O No. Please proceed to the next question.
Is there a full waiver for this indication (check one)?
(d Yes: Please proceed to Section A.
U No: Please check all that apply: _—__Partial Waiver ___ Deferred ____ Completed
NOTE: More than one may apply

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

Section A: Fully Waived Studies

Reasbn(s) for full waiver:

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

O Too few children with disease to study .

U There are safety concerns

O Other:

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




NDA 19-836/S-022
Page 2

Section B: Partially Waived Studies

Age/weight range being partially waived (fill in applicable criteria below):

Min kg mo. yr. Tanner Stage

Max kg mo. yr. Tanner Stage
Reason(s) for partial waiver: :

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

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

oo00doo

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

Section C: Deferred Studies

Age/weight range being deferred (fill in applicable criteria below):

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

Reason(s) for deferral:

(] Products in this class for this indication have been studied/labeled for pediatric population
{0 Disease/condition does not exist in children
O Too few children with disease to study
 There are safety concerns

0 Aduit studies ready for approval

U Formulation needed

Other:

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

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

Section D: Completed Studies

Age/weight range of completed studies (fill in applicable criteria below):

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

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

into DFS.

This page was completed by:



NDA 19-836/S-022
Page 3

. {See appended electronic signature page} . ~ me

Regulatory Project Manager

-

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
STAFF at 301-796-0760

(Revised: 10/10/2006)

-

Appears This Way
On Original



NDA 19-836/5-022
Page 4

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

Indication #2:

Is this an orphan indication?
U Yes. PREA doe§ not apply. Skip to signature i)lock.
(0 No. Please proceed to the next question.
Is there a full waiver for this indication (check one)?
[ Yes: Please proceed to Section A.

0 No: Please check all that apply: Partial Waiver Deferred Completed
NOTE: More than one may apply

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

Section A: Fully Waived Studies

Reason(s) for full waiver:

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

Too few children with disease to study

There are safety concerns

Other:

ocoooco

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

Section B: Partially Waived Studies

Age/weight range being partially waived (fill in applicable criteria below):

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

Reason(s) for partial waiver:

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

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

co00o00o

Nosrsost



NDA 19-836/S-022
Page 5

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

i

Section C: Deferred Studies _ ’

Age/weight range being deferred (fill in applicable criteria below):

Min kg, mo. yr___ " Tanner Stage
"Max kg mo. yr. Tanner Stage

Reason(s) for deferral:

“Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children
- Too few children with disease to study
There are safety concerns
Adult studies ready for approval
Formulation needed
Other:

0000000

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

*stddies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered irito DFS.

Section D: Coinpleted Studies:

Age/weight range of completed studies (fill in applicable criteria below):

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

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

This page was compieted by:

{See appended electronic signature page}

Regulatory Project Manager

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

(Revised: 10/10/2006) -




‘This is a representation of an electronic record that was signed electromca“y and
this page is the mamfestatlon of the electronic signature.

Elaine Abraham
11/30/2007 02:00:09 PM
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PEDIATRIC PAGE

(Complete for all filed original applications and efficacy supplements)

-~

‘NDA/BLA #: 21-621 Supplement Type (e.g. SES5): SEé6 Supplement Number: __ 005
Stamp Date: January 16, 2007 - PDUFA Goal Date: _November 16, 2007

ONP/DNCE Trade and generic nameé/dosage form:_Zyrtec (cetirizine HC1 5 and 10 mg) chewable tablets
Applicant: _ McNeil (Agent for Pfizer) Therapeutic Class: _Antihistamine

Does this application provide for new active ingredient(s), new indication(s), new dosage form, new dosing regimen, or new
route of administration? *

0O Yes. Please proceed to the next question.

X No. PREA does not apply. Skip to signature block.

* SES, SE6, and SE7 submissions may also trigger PREA. If there are questions, please contact the Rosemary Addy or Grace Carmouze.

Indication(s) previously approved (please complete this section for supplements only):

Each indication covered by current application under review must have pediatric studies: Completed, Deferred, and/or Waived.

1

Number of indications for this application(s): ‘

Indication #1:

Is this an orphan indication?

QO Yes. PREA does not apply. Skip to signature block.

U No. Please proceed to the next question.

Is there a full waiver for this indication (check one)?
Ll Yes: Please proceed to Section A.
U No: Please check all that apply: ____ Partial Waiver ___ Deferred ____Completed
NOTE: More than one may apply

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

Section A: Fully Waived Studies

Reason(s) for full waiver:

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

O Too few children with disease to study

{1 There are safety concerns .

O Other: '

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



NDA 21-621/S-005
Page 2

Section B: Partially Waived Studies

Age/weight range being partially waived (fill in applicable criteria below):

Min kg mo. yr. Tanner Stage

Max kg mo. yr. Tanner Stage
Reason(s) for partial waiver:

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

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

COo00000o

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

Section C: Deferred Studies

Age/weight range being deferred (fill in applicable criteria below):

Min kg mo. yr. Tanner Stage

Max kg mo. yr. Tanner Stage
Reason(s) for deferral:

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

O Too few children with disease to study

(3 There are safety concerns

QO Adult studies ready for approval

a

Formulation needed
Other: )

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

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

Section D: Completedetudies

Age/weight range of completed studies (fill in applicable criteria below):

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

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

into DFS.

This page was completed by:

g

mzare,



NDA 21-621/S-005
Page 3

{See appended electronic signature page}

Regulatory Project Manager .

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
STAFF at 301-796-4700

(Revised: 10/10/2006)

Appears This Way
On Original



NDA 21-621/S-005
Page 4

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

-

Indication #2:

Is this an orphan indication?
O Yes. PREA does not apply. Skip to signature block.
O No. Please proceed to the next question.
Is there a full waiver for this indication (check one)?
O Yes: Please proceed to Section A.

[ No: Please check all that apply: Partial Waiver Defefred Completed
NOTE: More than one may apply

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

0

)

Section A: Fully Waived Studies

Reason(s) for full waiver:

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

Too few children with disease to study

There are safety concerns

Other:

00000

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

Section B: Partially Waived Studies

Age/weight range being partially waived (filt in applicable criteria below):

Min kg mo. 7 Tanner Stage,

Max kg mo. yr. Tanner Stage

Reason(s) for partial waiver:

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

Too few children with disease to study .

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

0000000

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

- 4
ovrnare



NDA 21-621/S-005
Page 5

Section C: Deferred Studies .

Age/weight range being deferred (fill in applicable criteria below):

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

Reason(s) for deferral:

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

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

COo00000

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

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

section D: Completed Studies

Age/weight range of completed studies (fill in applicable criteria below):

Min kg mo. yr. Tanner Stage
Max__ kg 'mo. yr. Tanner Stage
Comments:

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

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager

FOR QUESTTONS ON COMPLETINC THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
STAFF at 301-796-0700 ’

(Revised: 10/10/2006)




This is a representation of an electronic record that was signed electronicavidly and

this page is the manifestation of the electronic signature.

Elaine Abraham
11/30/2007 02:09:26 PM



Supplemental NDA 21-621/5-005: Zyrtec Chewable Tablets (cetirizine HCI 5 mg and 10 mg)
Over-the-Counter (OTC) Use
Amendment to a Pending Application

ITEM 16. DEBARMENT CERTIFICATION [FD&C Act 306(K)(1)]

McNeil Consumer Healthcare hereby certifies that it did not and will not use in any capacity
the services of any person debarred under section 306 of the Food, Drug and Cosmetic Act in
connection with this application.

’ | X
Lo K-/lam Aeteters, 3007
Hans Knapp k October 8, 2007 '

Director, Global Regulatory Affairs
McNeil Consumer Healthcare

Appears This Way
On Original

COMPANY CONFIDENTIAL
Page 6 of 76



Supplemental NDA 19-835/S-022: Zyrtec Tablets (cetirizine HCI 5 mg and 10 mg)
Over-the-Counter (OTC) Use
Amendment to a Pending Application

ITEM 16. DEBARMENT CERTIFICATION [FD&C Act 306(K)(1)]

McNeil Consumer Healthcare hereby certifies that it did not and will not use in any capacity
the services of any person debarred under section 306 of the Food, Drug and Cosmetic Actin
connection with this application.

Hoer Knﬂfw 0dﬂ/££r4, &007

Hans Knapp y October 4, 2007
Director, Global Regulatory Affairs
McNeil Consumer Healthcare

Appears This Way
On Original

COMPANY CONFIDENTIAL
Page 6 of 100



19-835"

CERTIFICATION: FINANCIAL INTERESTS AND ARRANGEMENTS

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0396
Food and Drug Administration Expiration Date: April 30, 2009
. e NDA Number : 169-835, 20-346 __

OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

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

IZ](1)

U2

¥ (3)

| Please mark the applicable check box. I

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

[Ciinical investigators (See attached.) |

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

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

| Clinical investigators (See attached.) |

NAME - TITLE
Tom jfgéﬂn/ » SR, DIRECTor~MEDseqe /m/éh/c6

FIRM/ORGANIZATION
Prrzer Zve
SIGNATURE ) DATE
%Q/Z)&QM\/ ' %/Wd’, Y V4
— A—— '
Paperwork Reduction Act Statement Department of Health and-Human

An agency may not conduct or sponsar, and a person is not required to respond to, Services o

a collection of information unless it displays a currently valid OMB control number. Food and Drug Administration

Public reporting burden for this collection of information is estimated to average 1 5600 Fishers Lane, Room 14C-03

hour per response, including time for reviewing instructions, searching existing data Rockville, MD 20857
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 the address to the right:

FORM FDA 3454 (4/06)

Page 1
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Supplemental NDA 21-621: Zyrtec® Chewable Tablets (cetirizine HCL, 5 mg and 10 mg)
Over-the-Counter (OTC) Use ' ’
ITEM 19: FINANCIAL INFORMATION

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0396
Food and Drug Administration Expiration Date: April 30, 2009
NDA Number : 169-835, 20-346

CERTIFICATION: FINANCIAL INTERESTS AND ARRANGEMENTS
OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

With respect to all covered clinical studies (or specific clinical studies listed below (if appropriate)) submitted in
support of this application, 1 certify to one of the statements below as appropriate. | understand that this
certification is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical
Investigator includes the spouse and each dependent child of the investigator as defined in 21 CFR 54.2(d).

| Please mark the applicable check box. |

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

| Clinical investigators (See attached.) |

0O @) As the applicant who is submiltting a study or studies sponsored by a firm or party other than the

applicant, 1 certify that based on information obtained from the sponsor or from participating clinical

“investigators, the listed clinical investigators (attach list of names to this form) did not participate in any
financial arrangement with the sponsor of a covered study whereby the value of compensation to the
Investigator for conducting the study could be affected by the outcome of the study (as defined in 21 CFR
54.2(a)); had no proprietary interest in this product or significant equity interest in the sponisor of the
covered study (as defined in 21 CFR 54.2(b)); and was not the reciplent of significant payments of other
sorts (as defined in 21 CFR 54.2(f)). :

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

| Clinical investigators (See attached.) |

NAM o TITLE
Tomn T Ke. G,q,./ I SB. DIRECToR-MEDrene FowacE
FIRM/ORGANIZATION R . .
- Prizer T .
SIGNATURE DATE
%g%w . ' »Wﬂl&mﬂazlﬁ’, 2006
- ¢ Y/ A— : —
Paperwork Reduction Act Statement ] . Department of Heaith and Human
- An agency may not conduct or sponsor, and a person is not required to respond to, Services
- a collection of information unless it displays a currently valid OMB control number. Food and Drug Administration
Public reporting burden for this collection of inf ion is estimated t6 average 1 5600 Fishers Lane, Room 14C-03 |
hour per response, including time for. g Instruct hing existing data Rockville, MD 20857 .
sources, gathefing and malntaining the necessary data, and completing and reviewing - .
the colflection of information. Send comments regarding this burden estimate or any
other aspect of this collection of information to the address to the right:

FORM FDA 3454 (4106)

Page 1
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OTC Drug Labeling Review for Children’s Zyrtec Allergy Chewable Tablets
(cetirizine HCl 5 mg and 10 mg)
Office of Nonprescription Products
Center for Drug Evaluation and Research * Food and Drug Administration

NDA 21-621/S-005/FA
SUBMISSION DATE:
REVIEW DATE:

NDA (SUBMISSION TYPE)

SPONSOR CONTACT:

DRUG PRODUCT:
ACTIVE INGREDIENT:

INDICATIONS:

PHARMACOLOGIC CATEGORY:

LABELING SUBMITTED:

BACKGROUND:

January 28, 2008
February 14, 2008
Labeling supplement

Hans Knapp.

McNeil Consumer Healthcare
7050 Camp Hill Road

Fort Washington, PA 19034-2299
973-385-7250

Children’s Zyrtec Allergy Chewable Tablets
cetirizine HCI 5 mg and 10 mg

temporarily relieves these symptoms due to -
hay fever or other upper respiratory allergies:
® runny nose
e itchy, watery eyes
e sneezing
e itching of the nose or throat

antihistamine

Carton labels for the 5- count of the 5 mg
tablets, 12- count of the 10 mg tablets, and
photocopies of the blister backing of both
packages

On November 16, 2007, the Agency
approved draft labeling submitted by the
sponsor on November 7, 2007 and asked for
final printed labeling for Children’s Zyrtec
Allergy Chewable Tablets 5 mg in the 5-
count carton and blister card, and for the 10
mg tablets in a 6- count blister card, a 12-
and 24- count carton, and 24- count
clamshell.



REVIEWER'S COMMENT

RECOMMENDATIONS:

Michael T. Benson, R.Ph., J.D.
Regulatory Review Pharmacist

The labeling is identical to the draft labeling
for the carton labels for the 5- count of the 5
mg tablets, 12- count of the 10 mg tablets,
and photocopies of the blister backing of
both packages, except that for the 10 mg
tablets, the final printed label of the blister
backing states “Use scissors to open” ~——.

Send an acknowledge and retain letter to the
sponsor for the carton labels for the 5- count
of the 5 mg tablets, 12- count of the 10 mg
tablets, and the blister backing of both
packages.

Marina Chang, R.Ph.
Team #1 Leader, Concurrence

Appears This Way

On Original



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

Michael Benson
2/19/2008 10:40:56 AM
INTERDISCIPLINARY

Marina Chang
2/19/2008 12:29:21 PM
INTERDISCIPLINARY



OTC Drug Labeling Review

Office of Nonprescription Products
-Center for Drug Evaluation and Research ¢ Food and Drug Administration

NDA 2" Addendum Labeling Review

1. NDA # 19-835; SE6 (022) - Submission Date: 11/06/07 Review Date : 11/13/07
2. NDA #21-621; SE6 (005) - «“ “ 1 11/07/07
3. NDA #22-155; N (000) - “ “ 1 11/08/07

Applicant: “McNeil Consumer Healthcare Inc.
201 Tabor Road '
Morris Plains, New Jersey 07950

Applicant’s
Representative: Hans Knapp
Director, Global Regulatory Affairs

215-273-7000; 973-385-7250

Drug: 1. Zyrtec Tablets (cetirizine HC1 5 mg and 10 mg) (NDA v#19835)
2. Zyrtec Chewable Tablets (Grape flavor) (cetirizine HCI 5 mg and 10 mg) (NDA #21621)
3.. Zyrtec Syrup (cetirizine HC1 1 mg /1 mL) (NDA #22155) ’

i

Pharmacological Category: Antihistamine

Submitted: Revised Draft labeling with annotated Drug Facts specifications for the following:

NDA # 19-835

10 mg tablet 5 mg tablet

Tablet blister: 1-count (common to hives relief & allergy) Tablet blister: 1-count (common to hives relief & allergy)
Shrink wrap bottle label: 30-count (allergy) Clamshell: 14-count (allergy)

Bottle induction seal

Clamshell: 5-count (allergy)

Clamshell: 14-count (allergy)

Clamshell: 30-count (allergy)

Clamshell: 45-count (allergy)

Bottle: 45- count

Clamshell: 75-count (ailergy)

Blister pouch: 1-count (allergy)

| Pouch dispenser: 50-count (allergy)

NDA # 21-621

10 mg chewable tablet 5 mg chewable tablet

-Blister card: 6-count (common to hives relief and allergy) Blister card: 5-count (common to hives relief and allergy)
Carton: 12-count (allergy) Carton: 5-count (allergy)

Carton: 24-count (allergy)

Clamshell: 24-count (allergy)

NDA # 22-155 (Syrup)

Bottle label: 4 fl oz (allergy) — 2 yrs and older Sample tray: 12 bottles at 15 mil each (allergy)
Carton: 4 fl oz (allergy) — 2 yrs and older Dosing cup schematic — “Hives”
Twin pack retail carton (allergy) Dosing cup schematic — “Allergy”

Bottle label: 15 ml (allergy) - sample Bottle neckband




' NDA #19835, #21621, #22155
Page 2

Background:

The sponsor submitted revised draft labeling for all Zyrtec Tablets, Chewable Tablets (5 and 10 mg), and Syrup “Allergy”

SKUs on November 6, 2007, November 7, 2007 and November 11, 2207, respectively. These revised draft labeling are
in response to the Agency’s Information Request Letter dated October 25, 2007. In the November 11, 2007, Zyrtec Syrup
submission, the sponsor submitted schematics for separate “allergy” and “hives” dosing cups.

In each of the submissions noted above, the sponsor certified that no changes have been made to the Drug Facts label
since that submitted in its previous October 9, 2007 (Tablets), October 15, 2007 (Chewable Tablets), and October 11,
2007 (Syrup) submissions.

Reviewer Comments:

1. The sponsor has revised the labeling for all Zyrtec “Allergy” SKUs (Tablets, Chewable Tablets, and Syrup) and
the 1-count Tablet and Chewable blister card labeling (5 and 10 mg) as requested in the Agency s Information
Request Letter dated October 25, 2007. The labelmg is acceptable.

\
2. The sponsor has revised the 15 mL sample bottle dispenser carton by adding the complete Drug Facts labeling to
. the carton. The sponsor states that the content of the Drug Facts label on the dispenser carton did not change
" from that submitted on October 11, 2007. The labeling is acceptable.

3. In each submission noted above, the sponsor has certified that it has not made any changes to the Drug Facts .
content since that submitted in its previous October 9, 2007 (Tablets), October 15, 2007 (Chewable Tablets), and
October 11, 2007 (Syrup) submissions. This is acceptable.

4. Dosing Cup: The sponsor has resubmitted separate dosing cups for the allergy and hives products. Each dosing
cup is unique to the product in which it is packaged and its labeling includes the brand name, product descriptor
(i.e., “Allergy” or “Hives Relief”), and only the dosing gradations that are consistent with the dosing instruction
for that product. The labeling of these cups is acceptable.

Recommendations:

1. An approval letter can be issued to the sponsor requesting final printed labeling for the following:
a. Zyrtec Tablets “Allergy”:
i. Clamshell: 5-, 14-, 30-, 45-, and 75-count (10 mg)
ii. - Clamshell: 14-count (5 mg) )
iii. 30- and 45-count bottle (10 mg)
iv  1-count individual blister card (5 and 10 mg)
v. 1-count blister pouch (10 mg)
vi. 50-count Pouch Dispenser (10 mg)

These final printed labeling must be identical to the labeling submitted on November 6, 2007.

b. Zyrtec Chewable Tablets “Allergy”:
i. 5-countblister card (5 mg)
ii. 6-count blister card (10 mg)
1. S-count carton (5 mg)
1v. 12- and 24-count carton (10 mg)
v. 24-count clamshell (10 mg)

These final printed labeling must be identical to the labeling submitted on November 7, 2007.

R



© NDA #19835, #21621, #22155
Page 3

c. Zyrtec Syrup “Allergy”:
i. 41l oz. bottle
ii. 4 fl. oz carton
iii. Twin pack retail carton
iv. 15 mL bottle (sample)
v.  Sample tray (12-count sample bottle)
vi. “Allergy” dosing cup
vii. “Hives” dosing cup

These final printed labeling must be identical to the labeling submitted on No'vember 8, 2007.

2...Inform the sponsor that the flag “NEW!”, wherever it appears in the labeling of all acceptable SKUs needs to be
deleted 6 months after introduction into the OTC market.

-, Cazemiro R. Martin : Concur: Matthew Holman, Ph.D.

IDS: Reg. Review Chemist Team Leader
Appears This Way

On Criginal
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This is a representation of an electronic record that was signéd electronicéiiy and
this page is the manifestation of the electronic signature.

/s/ _ -
Cazemiro Martin
11/13/2007 02:00:39 PM
INTERDISCIPLINARY

Matthew Holman
11/13/2007 02:03:46 PM
INTERDISCIPLINARY



of Ay,
& 4,

W
B %“«a

BERVY
¥ Kz,

%,

Public Health Service

@ DEPARTMENT OF HEALTH & HUMAN SERVICES L e

Food and Drug Administration
Rockville, MD 20857

NDA 19-835/5-022 , : - INFORMATION REQUEST LETTER
NDA 21-621/S-005 '
NDA 22-155

McNeil Consumer Healthcare

Attention: Robert Kohler
Senior Director, Global Regulatory Affairs
U.S. Agent for Pfizer, Inc.

201 Tabor Road

Morris Plains, NJ 07950

Dear Mr. Kohler: ¢

Please refer to your January 15, 2007 supplemental new drug applications submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Zyrtec (cetirizine HC1 5 and 10
mg) tablets [NDA 19-835/5-022] and Zyrtec.(cetirizine HCI 5 and 10 mg) chewable tablets
[NDA 21-621/5-005], and your January 15, 2007 new drug application for Zyrtec (cetirizine HC1

1 mg/mL) syrup [NDA 22-155].

We also refer to your following submissions-dated October 9, 2007 (NDA 19-835), October 15,
2007 (NDA 21-621), and October 11, 2007 (NDA 22-155).

We have reviewed the labeling section of your submission and have the following comments and
information requests. We request a prompt written response in order to continue our evaluation
of your NDA. '

1. The draft labeling submitted for all Zyrtec “Hives Relief” cartons and bottles SKUs
(tablets, chewable tablets, and syrup) is acceptable. See comments on “Hives Relief”
dosing cup below. = -

2. Revise and resubmit draft labeling as follows (i.e., SKUs, blister cards, and dosing cups):

a. Zyrtec Syrup “Allergy” 15 ml sample bottle SKU: The labeling for this SKU is not
in compliance with 21 CFR 201.66, and therefore is not acceptable. Either the 15 ml
immediate bottle label or the sample tray must include the full Drug Facts labeling as
set forth in 21 CFR 201.66. If you elect to include the full Drug Facts on the
immediate container label, the title “Drug Facts” must be included to introduce this
information. The title “Drug Facts (continued)” must be added on top of each
subsequent panel containing such information.



NDA 19-835/S-022, NDA 21-621/S-005, NDA 22-155
Page 2

4. Your revised labeling should include only the changes described above and no additional
changes.

In addition to sending the revised labeling of these SKUs to your NDA, you should email or fax
a copy to Elaine Abraham. These should be received by us at least one week prior to the action
due date, that is by November 9, 2007, in order to allow time for our review.

If you have any questions, call Elaine Abraham, Regulatory Project Manager, at 301-796-0843.

Sincerely,
{See appended electronic signature page}

Leah Chnstl Ph.D.

Chief, Project Management Staff

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research

ADDears This Way
Origina



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

/s/ - ’ -
Leah Christl
10/25/2007 02:25:21 PM



| OTC Drug Labeling Review
Division of Over-The-Counter Drug Products (HFD-560)
-Center for Drug Evaluation and Research ¢ Food and Drug Administration

NDA Addendum Labeling Review

1. NDA # 19-835; SE6 (022) - Submission Date: 10/09/07 Review Date : 10/24/07

2. NDA # 21-621; SE6 (005) - “ “ 1 10/15/07
3. NDA #22-155; N (000) - “ “ : 10/11/07
Applicant: McNeil Consumer Healthcare Inc.

201 Tabor Road

Morris Plains, New Jersey 07950

Applicant’s

Representative: Hans Knapp

Director, Global Regulatory Affairs

215-273-7000; 973-385-7250

Drug: 1. Zyrtec Tablets (cetirizine HC1 5 mg and 10 mg) (NDA #19835)
2. Zyrtec Chewable Tablets (Grape flavor) (cetirizine HCI 5 mg and 10 mg) (NDA #21621)
3. Zyrtec Syrup (cetirizine HCI 1 mg/1 mL) (NDA #22155) '

Pharmacological Category: Antihistamine

Submitted: Revised Draft labeling with annotated Drug Facts specifications for the following:

\ NDA# 19-835

10 mg tablet

5 mg tablet

Tablet blister: 1-count (common to hives relief & allergy)

Tablet blister: 1-count (common to hives relief & allergy)

Shrink wrap bottle label: 30-count (allergy)

Carton: 14-count (hives relief)

Bottle induction seal

Clamshell: 14-count (allergy)

Carton: 14-count (hives relief)

Clamshell: 5-count (allergy)-

Clamshell: 14-count (allergy)

Clamshell: 30-count (allergy) .

Clamshell: 45-count (allergy)

‘| Bottle: 45- count

Clamshell: 75-count (allergy)

Blister pouch: 1-count (allergy)

Pouch dispenser: 50-count (allergy)

NDA # 21-621

10 mg chewable tablet

5 mg chewable tablet

Blister card: 6-count (common to hives relief and allergy)

Blister card: 5-count (common to hives relief and allergy)

Carton: 12-count (hives relief)

Carton:-15-count (hives relief)

Carton: 12-count (allergy)

Carton: 5-count (allergy)

| Carton: 24-count (allergy)

Clamshell: 24-count (allergy)

. NDA # 22-155

Bottle label: 4 fl oz (hives relief) — 6 yrs and older

Bottle label: 15 ml (allergy) - sample

Bottle label: 4 fl oz (allergy) — 2 yrs and older

Sample tray: 12 bottles at 15 ml each (allergy)

Carton: 4 fl oz (allergy) — 2 yrs and older

Dosing cup schematic

Carton: 4 fl oz (hives relief) — 6 yrs and older

Bottle neckband

Twin pack retail carton (allergy)




“NDA #19835, #21621, #22155
Page 2

Backeground: .

In this submission, the sponsor has submitted revised draft labeling for Zyrtec Tablets and Chewable Tablets (5 and 10
mg), and Zyrtec Syrup for “Allergy” and “Hives Relief” indications. The revised labeling is based on the Agency’s
Information Request Letter dated August 31, 2007, which requested changes to the sponsor’s proposed labeling submitted
on July, 10,2007. The sponsor has also indicated that it has decided to not include a package insert with any of the
Zyrtec products, including the proposed package inserts for the Zyrtec Syrup (“Aller_gy” and “Hives Relief” ) and the
Zyrtec Chewable Tablets (“allergy”) products.

At the request of the sponsor, a telephone conference call on September 12, 2007 was held during which the Agency
discussed the proposed labeling changes included in its Information Request Letter.- During the discussion, the Agency
agreed that the statement “4 5 mg product may be appropriate for less severe symptoms™ did not need to be bolded, as it
had previously proposed. The Agency further mentioned that it would provide further comment at a later date regarding
the statement in the Drug Facts “Uses” section ¢ :

e,

Additional new SKUs with draft labeling included in this submission are as follows:
e Zyrtec Tablets — 10 mg (Allergy): 45-count immediate container and clamshell
e Zyrtec Chewable Tablets — 10 mg (Allergy): 24-count carton and clamshell
o Zyrtec Syrup (Allergy): Twin Pack carton (two 4 oz bottles; grape syrup)

Reviewer Comments:

1. The sponsor indicates that the brand name for thee products is “Zyrtec” with the descriptors “Allergy” or “Hives
Relief” to distinguish the two different indications. According to the sponsor, the descriptors are located adjacent to
the brand name “Zyrtec” and are different in color to distinguish the “Allergy” and “Hives Relief” products.

This is acceptable.

2. Zyrtec “Hives Relief” (all carton and bottle SKU labeling): The revised draft labeling includéd in these submissions
are acceptable.

3. Drug Facts labeling : The sponsor has revised the Drug Facts section of all Zyrtec SKUs as indicated in the Agency
Information Request letter, dated August 31, 2007. These revisions are acceptable. - :

4. Drug Facts Annotated Specifications:

The Drug Facts annotated specifieations for all Zyrtec SKUs are acceptable, except for the following:

- Zyrtec Syrup “Allergy” 15 ml sample bottle: ,
The labeling for this SKU is not in compliance with 21 CFR 201.66, and therefore is not acceptable. Either
the 15 ml immediate bottle label or the sample tray must include the full Drug Facts labeling as set forth in
21 CFR 201.66. If the sponsor elects to include the full Drug Facts on the immediate container label, it must
include the title “Drug Facts” to introduce this information and add the title “Drug Facts (continued)” on top
of each subsequent panel containing such information.

If the sponsor elects to include the full Drug Facts information (i.e., in compliance with 21 CFR 201.66)
on the sample tray, the current labeling on the /5 m! sample bottle would be acceptable.
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wg DEPARTMENT OF HEALTH & HUMAN SERVICES

Food anc; DruEAdministration
Rockvilie, MD 20857

NDA 19-835/5-022 INFORMATION REQUEST LETTER

NDA 21-621/S-005
NDA 22-155

McNeil Consumer Healthcare

Attention: Robert Kohler
Senior Director, Global Regulatory Affairs
U.S. Agent for Pfizer, Inc.

201 Tabor Road

Morris Plains, NJ 07950

Dear Mr. Kohler:

Please refer to your January 15, 2007 suppleniental new drug applications submitted under
section 505(b) of the Federal Food, Drug, andCosmetic Act for Zyrtec (cetirizine HC1 5 and 10
mg) tablets [NDA 19-835/S-022] and Zyrtec (cetirizine HCI 5 and 10 mg) chewable tablets
[NDA 21-621/5-005], and your January 15, 2007 new drug application for Zyrtec (cetirizine HCI
1 mg/mL) syrup [NDA 22-155].

We also refer to your following submissions dated July 10, 2007 (NDA 19-835), July 16, 2007
(NDA 21-621), and July 19, 2007 (NDA 22-155).

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

1. Revise and submit revised labels with anriotated Drug Facts specifications for our review as
follows:

A. General Comment: [All submitted Zyrtec SKUs, 1-count blister card, and package inserts]
The proprictary name for these Zyrtec products is not clear. You need to inform us of the intended
proprietary name for the various Zyrtec dosage forms intended as relief from symptoms
associated with allergy and hives. If you intend to distinguish the two different labeling
indications by using the flags “Allergy” and “Hives Relief”, the flags must be relocated to appear
adjacent to the word “Zyrtec” and preferably in the same color as the brand name “Zyrtec”.

B. PDP:
1. Tablet/Chewable Tablets: Delete the promotional flags “Full Prescription Strength” and
“Full Prescription Strength...Now OTC/” These flags must be deleted or revised to read
. wherever they appear in the labeling of these dosage

forms.
ii. Syrup: Delete the promotional flags “Full Prescription Strength” and “Full Prescription
Strength...Now OTC!” wherever they appear in the labeling of any Zyttec Syrup. These
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flags should not appear on ariy syrup SKU because there continues to be a prescription
. product for the population group 6 months to 2 years of age.
iii. Chewable Tablet — 5 mg Allergy SKU

a. Delete the flag “2 yrs. & older”. This flag is.not accurate because the dosage direction
for this OTC SKU does not provide for an initial dose of 2.5 mg for children 2 years to
under 6 years of age as noted in the prescription labeling.

b. Delete the graphic of a child under 6 years of age. This graphic is misleading because
this proposed OTC drug product should be intended only for children 6 years and older.
See comment B. iii. a. above.

C. Other Panel (Al submitted SKUs): Provide for lot number and expiration date.

D. Drug Facts: For all SKUs, revise as per attached prototype “Drug Facts” labeling.

2. Consumer Information Leaflet: Revise the Consumer Information Leaflet (CIL) as follows:

A. Under the heading “What is Zyrtec?”, delete the phrase in the last sentence -of the first paragraph
“so you can go anywhere life takes you”. This phrase is unrelated to the intended purpose of the
drug product. '

B. Under the heading “Who Should Not Take Zyrtec?”, revise the information in this section as
follows:
i. Delete the bulleted phrase “If you are pregnant or breast-feeding, ask your doctor or

pharmacist before using Zyrtec”. '

C. Forthe Hivés CIL only: In addition to the previous CIL comments, under the heading “When
Should Zyrtec be Taken?”, revise the second bulleted statement :

et e

S oonserdt
e eTT———

3. We recommend the following:

A. The established name of the active ingredient, dosage form, dosage strengths, and
pharmacological category need to appear more prommently We strongly recommended that the
following:

i. Change the color contrast lettering of the statement of identity (established name of the active
ingredient, dosage form, and pharmacological category) and increase the print size of this
statement, wherever this information appears in the labeling. This revision will make the
information easier to read and understand and help to avoid medication error. .

ii. Increase the prominence and distinguish the two different dosage strengths available (i.e., “5
mg” and “10 mg”) by using a different type color or other print feature wherever this
information appears in the labeling.

B. Consumer Information Leaflet (CIL): _
i. under the heading “SAFETY PROFILE: Caution”, revise the bulleted data entries in plain

language to make such information more consumer friendly.

ii. under the heading “DIRECTIONS FOR USE”, include the dosage directions for the-specific
SKU (allergy or hives) in a table format.

iii. Consider providing a CIL for all the Zyrtec SKUs as is provided for the Syrup (Allergy &
Hives) and the Chewable Tablets (Allergy)-SKUs. ™
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"~ 4. We remind you to submit 24-count chewable tablet carton label and the 45-count tablet ™
immediate container and clamshell draft labels for our review as you stated in your August 9,

2007 email.

-

If you have any questions, call Elaine Abraham, Regulatory Project Manager, at 301-796-0843.

Sincerely,
{See appended electronic signature page}

Leah Christl, Ph.D.

Chief, Project Management Staff

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Rgseérch-

Enclosure: \!
- Prototype A: Drug Facts labeling - Allergy [tablet/chewable tablet]
- Prototype B: Drug Facts labeling - Hives [tablet/chewable tablet]
- Prototype C: Drug Facts labeling - Allergy [syrup]

- - Prototype D: Drug Facts labeling - Hives [syrup]

Appears This Way
On Criginal
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OTC Drug Labeling Review
Division of Over-The-Counter Drug Products (HFD-560)
- Center for Drug Evaluation and Research ¢ Food and Drug Administration

NDA Supplement Labeling Review

1. NDA # 19-835; SE6 (022) - Submission Date: 1/15/07 & 7/11/07

2. NDA # 21-621; SE6 (005) - “ “
3. NDA #22-155; N (000) - « “ o
Applicant: McNeil Consumer Healthcare Inc.

201 Tabor Road

Morris Plains, New Jersey 07950

Applicant’s

Representative: Robert Kohler

Review Date : 8/27/07
& 7/16/07
& 7/19/07

Senior Director, Global Regulatory Affairs

215-273-7000; 973-385-7250

Drug: 1.

Zyrtec Tablets (cetirizine HCI 5 mg and 10 mg) (ND4 #19835) .
2. Zyrtec Chewable Tablets (cetirizine HCI 5 mg and 10 mg) (ND4 #21621)

3. Zyrtec Syrup (cetirizine HCl 1 mg/ 1 mL) (ND4 #22155)

Pharmacological Category: Antihistamine

Submitted: Draft labeling for the following:

NDA # 19-835

10 mg tablet

5 mg tablet

Tablet blister - 1 count (common to hives relief & allergy)

Tablet blister -1 count (common to hives relief & allergy)

Shrink wrap bottle label — 30 count (allergy)

Carton- 14 count (hives relief)

Bottle induction seal

Clamshell - 14 count (allergy)

Carton — 14 count (hives relief)

Clamshell — 14 count (allergy)

Clamshell — 30 count (allergy)

Clamshell — 75 count (allergy) [note: 45-count immediate
container and clamshell draft labels not included]

Blister pouch — 1 count (allergy)

Pouch dispenser — 50 count (allergy)

NDA #21-621

10 mg chewable tablet

5 mg chewable tablet

Blister card - 6 count (common to hives relief and allergy)

Blister card - 5 count (common to hives relief and allergy)

Carton ~ 12 count (hives relief)

Carton — 13 count (hives relief)

Carton — 12 count (allergy)

Carton — 5 count (allergy)

[note: 24-count (allergy) draft carton label not included]

Package Insert: Smg & 10 mg SKUs - Allergy

NDA # 22-155

.

Bottle label — 4 fl oz (hives relief) — 6 yrs and older

Bottle label — 15 ml (allergy) - sample

Bottle label — 4 fl oz (allergy) — 2 yrs and older

Sample tray — 12 bottles at 15 ml each (allergy)

Carton — 4 fl oz (allergy) — 2 yrs and older

Package insert Allergy

Carton — 4 fl oz (hives relief) — 6 yrs and older

Package insert Hives
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Background:

As a prescription drug product, Zyrtec was approved as follows:
e Zyrtec Tablets on December 8, 1995
e Zyrtec Chewable Tablets on March 16, 2004
e Zyrtec Syrup on September 27, 1996

The sponsor is requesting Rx-to-OTC switch for the above mentioned Zyrtec (antihistamine) drug products. These
proposed OTC Zyrtec products will be indicated for the temporary relief of symptoms due to hay fever or other upper
respiratory allergies T e =" for adults
and children down to 2 years of age for syrup and down to 6 years of age for tablets and chewable tablets. As separately
labeled, these products will also be indicated for relief of itching due to hives (urticaria) for adults and children down to
6 years of age. :

In a 74 day filing letter dated March 23, 2007, the agency identified the following labeling issues:

1. Based on our preliminary review of the labeling, the package insert and all other labeling included should
specifically address in its entirety either allergy telief information or hive relief information. No SKU labeling
should include both allergy and hives informatioh.

2. Based on the proposed OTC dosing for the 5 mg and 10 mg (Allergy and Hives) formulatlons (tablets and
chewable tablets), we noted that the consumer does not have the option of using the lowest effective dose as is
available in the prescription dosing information. We asked the sponsor to address this dosing discrepancy.

y 'rW”" . '

Subsequent to the issuance of the 74-day filing letter, the sponsor requested a telephone conference call with the agency
to discuss FDA’s concerns about the dosing information provided in the proposed labeling of the OTC Zyrtec 5 mg and
10 mg SKUs (tablet and chewable tablet dosage forms). During the teleconference call on May 22, 2007, the sponsor
argued the appropriateness of the proposed dosing information for these SKUs. At the conclusion of the telephone
conference call, FDA expressed its continued concerns regarding this labeling/dosing issue and asked the sponsor to
reconsider the concerns FDA expressed in its 74 day filing letter. (See Record of Teleconference dated May 23, 2007.)
The issue of a single universal dosing device for the Zyrtec syrup was also discussed.

The sponsor resubmitted revised labeling for Zyrtec tablet, chewable tablets, and syrup on July 11, 2007, July 16, 2007,
and July 19, 2007, respectively. The sponsor indicated that the Zyrtec Chewable Tablets (5 and 10 mg) for “Allergy”
and the Zyrtec Syrup for “Allergy” and “Hives” will include a package insert. Further, the sponsor proposed that for the
syrup SKU, only a dosing cup with gradations equal to the dosing amounts described in the direction section of the
labeling would be provided. ;

e e

Not included in the resubmission of draft labeling are the following:
e Chewable Tablets 10 mg (Allergy): 24-count draft carton labeling
e Tablet 10 mg (Allergy): 45-count draft immediate container (bottle) and clamshell labels.



" NDA #19835, #21621, #22155
Page 3

Reviewer Comments:
1. All submitted SKUs including 1-count blister card and package inserts:
A. General comments:

(1) The proprietary name for these Zyrtec products is not clear. The sponsor needs to inform the agency of
the intended proprietary name for the various Zyrtec dosage forms intended as relief from symptoms
associated with allergy and hives. If the sponsor intends to distinguish the two different labeling
indications by using the flags “Allergy” and “Hives Relief”, the flags must be relocated to appear

. adjacent to the word “Zyrtec” and preferably in the same color as the brand name “Zyrtec”.

(ii) The established name of the active ingredient, dosage form, and pharmacological category need to
appear more prominently. It is strongly recommended that the sponsor:

a. change the color contrast lettering and print size of established name of the active ingredient, dosage
form, and pharmacological category, wherever this information appears in the labeling. This revision
will make the information easier to read and understand and help to avoid medication error.

b. increase the prominence and distinguish the two different dosage strengths available (i.e., “5 mg”

and “10 mg”) by using a different type color or other print feature wherevér this information appears
in the labeling.

B. PDP:
.. (i) Promotional Flags:
a. Tablet/Chewable Tablet: The flags “Full Prescription Strength” and “Full Prescription
Strength...Now OTC!” are not acceptable. These flags must be deleted or revised ===,
: - =, wherever they appear in the labeling of these dosage forms.
b. Syrup: The flags “Full Prescription Strength” and “Full Prescription Strength...Now OTC!”
are not acceptable and must be deleted wherever they appear in the labeling of any Zyrtec Syrup
labeling. There continues to be a prescription product to treat allergy symptoms for the population
group 6 months to 2 years of age.
c. Chewable Tablet — 5 mg Allergy SKU
1. The flag “2 yrs. & older” must be deleted. This flag is not accurate because the dosage direction
for this SKU does not provide an initial dose of 2.5 mg for children 2 to under 6 years of age as
noted in the Rx labeling.
2. The graphic of a child under 6 years of age must be deleted. The graphic is misleading because
this proposed OTC drug product should only be intended only for children 6 years and older.
See comment B(i)(c)(1) above.
d. The flag “New” wherever it appears in the labeling of the Zyrtec products must be deleted after
6 months in the OTC market place.

C. Other Panel (All submitted SKUs): Provision for lot number and expiration date is needed.

D. Drug Facts:

(i) Zyrtec Syrup only: After the heading “Active ingredients (in each 5 mL)”, the sponsor needs to revise
the parenthetical expression to read —————  ===w=semmmee for accuracy and labeling consistency.

(i) Uses: The second bulleted statement under this heading should be revised to read as follows:

Andrane A i S

— " This revision helps
avoid consumer confusion concerning the relief of symptoms associated with other allergens not
mentioned in this section.
(iii) Add the following Drug Facts Warmng subheading and subsequent text: w.m—- -
s , This information must be mcluded to alert
consumers of the potential for drowsmess when these medications are taken concurrently.
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(iv) The “If pregnant or breast-feeding” warning must be revised to reflect the Rx labeling that
recommends nursing mothers not use this product. The “If pregnant or breast-feeding” warning is
revisgd as follows: ORIy

i e

(v) Directions:
a. [5 mg tablets and chewable tablets; and syrup]:
1. Need to add the population group “e——  followed by the text:

The Rx labeling recommends that elderly adults should take 5 mg once a day.
2. [5 mg chewable tablet only]: The sponsor needs to revise the directions for “children 2 to 6
years of age: 1 chewable tablet once daily” to read as follows: — -
e . The dosage strength of this product does not provide an initial 2.5 mg
dose for children 2 to under 6 years of age as instructed in the Rx labeling directions.
b. [10 mg tablets/chewable tablets (allergy and hives SKUs)]:
1. The bulleted statement “4 5 mg product may be appropriate for less severe symptoms” that
appears immediately after the heading “Directions” should be relocated to appear in bold type in

the dosing directions section corresponding to the population group “adults and children 6 years - 3

and over”

2. The sponsor needs to add the population group ¢ <« "’ followed by the ' _,,;

text — . The Rx labeling
recommends that elderly adults should not take more than 5 mg once a day.

c. [Syrup SKU - Dosing Cup]: To provide clearer understanding of the use of the dosing cup, the
sponsor needs to relocate and revised the phrase “use dosing cup provided” as follow:
1. revise the phrase “use dosing cup provided” =~
2. relocate the revised the phrase as stated in (c)(1) above to appear as the first bulleted statement
after the heading “Directions”.

2. Package Inserts - Zyrtec Chewable Tablets for Allergy (5 and 10 mg) and Zyrtec Syrup for Allergy and Hives:

A. Under the heading “What is Zyrtec?”, the phrase in the last sentence of the first paragraph “so you can go
anywhere life takes you” should be deleted. This phrase is unrelated to the intended purpose of the drug
product.

B. Under the heading “Who Should Not Take Zyrtec?”, revise the information in this section as follows:

1. Delete the bulleted phrase “If you are pregnant or breast-feeding, ask your doctor or pharmacist before
using Zyrtec”.
2. Add the following bulleted phrases:

2l

C. Under the heading “SAFETY PROFILE: Caution” section, it is recommended that the sponsor revise the

el

bulleted data entries in plain language to make such information more consumer friendly. S

D. Under the heading “DIRECTIONS FOR USE”, it is recommended that the sponsor include in each allergy
and hives package insert the specific SKU dosage directions in a table format.

E. For the Hives Package Insert: In addition to the previous package insert comments, under the heading
“When Should Zyrtec be Taken?”, the second bulleted statement needs to be revised for clarity as follows:
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- F. Itis recommended that the sponsé)r provide a package insert for all the Zyrtec SKUs as is provided for the
Syrup (Allergy & Hives) and the Chewable Tablets (Allergy) SKUs.
Recommendations:

1. This application is not approvable. Inform the sponsor to revise the labeling as follows and resubmlt revised labels
with annotated Drug Facts specifications for our review and comment prior to the Action Due date:

A. General comment: [All submitted Zyrtec SKUs, 1-count blister card, and package inserts]

The proprietary name for these Zyrtec products is not clear. The sponsor needs;to inform the agency of the
intended proprietary name for the various Zyrtec dosage forms intended as relief from symptoms associated with
allergy and hives. If the sponsor intends to distinguish the two different labeling indications by using the flags
“Allergy” and “Hives Relief”, the flags must be relocated to appear adjacent to the word “Zyrtec” and preferably
in the same color as the brand name “Zyrtec”. :

B. PDP : Promotional Flags: |
(i) Tablet/Chewable Tablets: Delete the flags “Full Prescription Strength” and “Full Prescription
Strength...Now OTC!” These flags must be deleted or revised SRR )
wherever they appear in the labeling of these dosage forms.
- (i) Syrup: Delete the flags “Full Prescription Strength” and “Full Prescription Strength...Now OTC!”
wherever they appear in the labeling of any Zyrtec Syrup. These flags should not appear on any syrup SKU
because there continues to be a prescription product for the population group 6 months to 2 years of age.
-(iil) Chewable Tablet — 5 mg Allergy SKU

a. Delete the flag “2 yrs. & older”. This flag is not accurate because the dosage direction for this SKU does
not provide an initial dose of 2.5 mg for children 2 to under 6 years of age as noted in the Rx labeling.

b. Delete the graphic of a child under 6 years of age. This graphic is misleading because this proposed
OTC drug product should only be intended only for children 6 years and older. See comment B(iii)(a)
above.

C. Other Panel (All submitted SKUSs): Provide for lot number and expiration date.
D. Drug Facts: Revise as per attached prototype “Drug Facts” labeling.

2. Package Inserts: Inform the sponsor to revise the package inserts as follows:
A. Under the heading “What is Zyrtec?”, delete the phrase in the last sentence of the first paragraph “so you can
go anywhere life takes you. This phrase is unrelated to the intended purpose of the drug product.
B. Under the heading “Who Should Not Take Zyrtec?”, revise the information in this section as follows:
i. Delete the bulleted phrase “If you are pregnant or breast-feeding, ask your doctor or pharmacist before
using Zyrtec”.
ii. Add the following bulleted phrases:

l“"""‘—fr

C. For the Hives insert only: In addition to the previous paékage insert comments, under the heading “When Should
Zyrtec be Taken?”, revise the second bulleted statement as follows: e

3. Inform the sponsor that the agency recommends the following:
A. The established name of the active ingredient, dosage form, dosage strengths, and pharmacological category need to
appear more prominently. It is strongly recommended that the sponsor:
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i. change the color contrast lettering of the statement of identity (established name of the active ingredient, dosage
form, and pharmacological category) and increase the print size of this statement, wherever this information
appears in the labeling. This revision will make the information easier to read and understand and help to avoid
medication error.

ii. increase the prominence and distinguish the two different dosage strengths available (i.e., “5 mg” and “10 mg”)
by using a different type color or other print feature wherever this mformation appears in the labeling.

B. Package Inserts:

i. under the heading “SAFETY PROFILE: Caution” section, revise the bulleted data entries in plain language to
make such information more consumer friendly.

ii. under the heading “DIRECTIONS FOR USE”, include the dosage directions for the specific SKU (allergy or
hives) in a table format.

iii. consider providing a package insert for all the Zyrtec SKUs as is provided for the Syrup (Allergy & Hives)
and the Chewable Tablets (Allergy) SKUs. '

4. Delete the flag “New” wherever it appears in the labeling of the Zyrtec products 6 months after introduction into the
OTC market place.

Y
8

5. Drug Facts annotated specifications are acceptable.

6. bProject Manager:

a. The review chemist for Zyrtec tablets (NDA # 19-835) and Zyrtec chewable tablets ( NDA # 21-621) has
indicated in an e-mail dated August 27, 2007 that all of these SKUs will be child-resistant packages.

The review chemist for Zyrtec Syrup (NDA #22-155) has mdicated that the container closure system for these
SKUs are in child-resistant packaging.

b. This review may be further revised based on the completion of the clinical and chemistry reviews. However,
prior to the completion of these reviews, this review can be forwarded to the sponsor as our preliminary
labeling comments.

c. Remind the sponsor of its e-mail dated August 9, 2007 regarding its intention to submit at a later date the draft
24-count chewable tablet carton label and the 45-count tablet immediate container and clamshell draft labels for

review and comment.

d. Please forward the attached “Drug Facts” prototype labels to the sponsor.

Cazemiro R. Martin Concur: Marina Chang, R.Ph.
IDS: Reg. Review Chemist Team Leader
Enclosure:
- Prototype A: Drug Facts labeling - Allergy [tablet/chewable tablet]
“ B: “ “ - Hives
- c. o« 0« “ - Allergy [syrup]

- <& D: [13 113 113 - HiveS 113

e
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RECORD OF TELECONFERENCE

Date: May 23, 2007
Project Manager: Elaine Abraham
Subject: Discuss labeling issue
NDA: 19-835/5-022 and 21-621/S-005

. Sponsor: McNeil Consumer Healthcare (Agent for Pfizer)
Product Name: Zyrtec (cetirizine) Tablets and Chewable Tablets
Phone No: (888) 627-7005

FDA participants: ~ Daiva Shetty, M.D., Medical Team Leader
Lolita Lopez, M.D., Medical Officer _
Marina Chang, R.Ph., IDS Team Leader
Cazemiro Martin, Interdisciplinary Scientist
Elaine Abraham: RPM -

McNeil participants: Robert Kohler, Director, Regulatory Affairs
Hans Knapp, Manager, Regulatory Affairs

Background: FDA'’s filing communication to McNeil dated March 23, 2007 noted the
following potential review issue:

6. Based on the proposed OTC dosing for the 5 mg (Allergy) and 10 mg (Allergy
and Hives) formulations (tablets and chewable tablets), we note that the consumer
does not have the option of using the lowest effective dose, especially for the
younger age population. :

Age  Rx | Proposed OTC |
Adult and children 6 | 5 to 10 mg (Allergy and
years and over Hives). -

Children 2 to under 6 | 2.5 to 5. mg-(Allergy)
years of age .

FDA requested the following information in that letter:

6. Address the issue of not having the option for consumers to initially use the
lowest effective dose of 2:5 mg in children 2 to 6 years old, and 5 mg in adults
and children over 6 years old as stated in your prescription label. Your Zyrtec
OTC label should be consistent with the Zyrtec prescription label.

N19-835/5-022
N21-621/5-005
Page 1
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Appendix A to NDA Regulatory Filing Review ' ;

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

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

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

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

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

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

¥
Y
s

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

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

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

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

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

-

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

Mg’

(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

Version 6/14/2006



NDA Regulatory Filing Review
Page 9

original application (or earlier stipplement), 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) 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, or

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

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) appiication, consult
with your ODE’s Office of Regulatory Policy representative.

)

Appears This Way
On Original

Version 6/14/2006
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Appendix B to NDA Regulatory Filing Review o
Questions for 505(b)(2) Applications
1. Does the application reference a listed drug (approved drug)? YES [ No [

If “No,” skip to question 3.
2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s):

3. Is this application for a drug that is an “old” antibiotic (as described in the draft guidance implementing
the 1997 FDAMA provisions? (Certain antibiotics are not entitled to Hatch-Waxman patent listing and

exclusivity benefits.)
YES [] NOo [

" If “Yes, ” skip to question 7.

4. Is this application for a recombinant or b’iologiéally—derived product? 4 _
YES [ No []

If “Yes “contact your ODE'’s Office of Regulato?y Policy representative.

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

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

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

If “No, " to (a) skip to question 6. Otherwise, answer part (b and (c)).

(b) Is the pharmaceutical equivalent approved for the same indication for YES [ 'NO ]

which the 505(b)(2) application is seeking approval?

(c) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES [] No [

If “Yes,” (c), list the pharmaceutical equivalent(s) and proceed to question 6.
If “No,” to (c) list the pharmaceutical equivalent and contact your ODE'’s Office of Regulatory Policy

representative.
Pharmaceutical equivalent(s):

Version 6/14/2006
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6. (a) Is there a pharmaceutical alternative(s) already approved? YES [} NO []

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

If “No,” to (a) skip to question 7. Otherwise, answer part (b and (c)).

(b) Is the pharmaceutical alternative approved for the same indication YES [] NO []
for which the 505(b)(2) application is seeking approval? '

(c) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)?  YES : 1 No [

If “Yes,” to (c), proceed to question 7. .
A}
NOTE: If there is more than one pharmaceutical alternative approved, consult your ODE’s Office of
Regulatory Policy representative to determine if the appropriate pharmaceutical alternatives are referenced.

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

Pharmaceutical alternative(s):

7. (a) Does the application rely on published literature necessary to support the proposed approval of the drug
product (i.e. is the published literature necessary for the approval)?
‘ - YeEs [ No []

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

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

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

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

10. Is the application for a duplicate of a listed drug whose only difference is YES [] NO []
that the extent to which the active ingredient(s) i§ absorbed or otherwise made
available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(1)). If yes, the application may be refused for filing under
21 CFR 314.101(d)(9)).

11. Is the application for a duplicate of a listed drug whose only difference is YES [ NO []
Version 6/14/2006



that the rate at which the product’s active ingredient(s) is absorbed or made

NDA Regulatory Filing Review
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Nt

available to the site of action is unintentionally less than that of the RLD (see 21 CFR 314.54(b)(2))?
If yes, the application may be refused for filing under 21 CFR 314.101(d)(9).

12. Are there certifications for each of the patents listed in the Orange YES [ NOo []
Book for the listed drug(s) referenced by the applicant (see question #2)?
(This is different from the patent declaration submitted on form FDA 3542 and 3542a.)

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

O
O

1 O

Version 6/14/2006

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

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

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

21 CFR 314.500)(1)(iX}AX3): Thé date on which the patent will expire. (Paragraph 111
certification)
Patent number(s):

l

21 CFR 314.50()(1)(1)(A)(4): The patent is invalid, unenforceable, or will not be infringed
by the manufacture, use, or sale of the drug product for which the application is submitted.
(Paragraph IV certification)

Patent number(s):

\m(,.,,,.,,f‘

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

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

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

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

21 CFR 314.50(i)(1)(iii): The patent on the listed drug is a method of use patent and the
labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not
claim any of the proposed indications. (Section viii statement)

Patent number(s):
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t4. - Did the applicant: -

¢ Identify which parts of the application rely on the finding of safety and effectiveness for a listed
drug or published literature describing a listed drug or both? For example, pharm/tox section of
application relies on finding of preclinical safety for a listed drug.

YES [] NO []
If “Yes,” what is the listed drug product(s) and which sections of the 505(b)(2)
application rely on the finding of safety and effectiveness or on published literature about that

listed drug o
Was this listed drug product(s) referenced by the applicant? (see question # 2)

YES [} NO []

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

listed drug(s)?
NAa [ - vyes [ NO []

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

A

‘ YES [] NO []

If “Yes,” please list:

Application No. Product No. Exclusivity Code Exclusivity Expiration

Appeors This Way
On Original

Version 6/14/2006
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Supplemental NDA 19-835: Zyrtec® Tablets (cetirizine HCL, 5 mg and 10 mg)
Over-the-Counter (OTC) Use
ITEM 18: USER FEE SHEET

-~ —

Store: PDUFA CoverSheet Page 1 of 1

Form Approved: OMB No. 0910 - 0297 Expiration Date: December 31, 2006 See instructions for OMB Statement. [

DEPARTMENT OF HEALTH AND HOWAN - [PRESCRIPTION DRUG USER FEE

SERVICES

FOOD AND DRUG ADMINISTRATION COVERSHEET

A completed form must be signed and accompany each new drug or biologic product applig:aﬁoh and each new supplement. See
exceptions on the reverse side. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment.
Payment instructions and fee rates can be found on CDER's website: htto:/hewwids goviedervdufaldetault Him . -

4. BLA SUBMISSION TRACKING NUMBER (STN) / NDA

IS. DOES THIS APPLICATION UIRE CLINICAL DATA I :
1{2. TELEPHONE NUMBER ‘ FOR APPROVAL? ON REQ . i
11973-385 7250 ! =

DI YES [1nO § — |

h -

HliIF YOUR RESPONSE IS “NO" AND THIS IS FOR A

[ SUPPLEMENT, STOP HERE AND SIGN THIS FORM.
IF RESPONSE IS "YES", CHECK THE APPROPRIATE

]
f
I
|
I
RESPONSE BELOW: ‘
I

! THE REQUIRED CLINICAL DATA ARE CONTAINED IN
THE APPLICATION

[} THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
EFERENCE TO:
I3 PRODUCT NAME 5~ USER FEE (D NUMBER
Izyrtec Tablets { Cetifizine hydrochlonids PD3006362

7. 1S THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? iF SO, CHECK THE
APPLICABLE EXCLUSION. :
[1ALARGE 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 (Self

Explanatory)

[ 1 THE APPLICATION QUALIFIES FOR THE ORPHAN [} THE APPLICATION IS SUBMITTED BY A STATE OR
EXCEPTION UNDER SECTION 736(a)(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

Public reporting burden for this collection of information is estimated to average 30 minutes per response, including the time
for reviewinginstructions, 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 aspéct of this coltection of
information, including suggestions for reducing this burden to:

Department of Health and Human Services Food and Drug Administration An agency may not conduct or
Food and Drug Administration CDER, HFD-94 sponsor, and a person is not
CBER, HFM-99 . 12420 Parkiawn Drive, Room 3046 required to respond to, a coliection
1401 Rockville Pike Rockville, MD 20852 of information unless it displays a
Rockville, MD 20852-1448 currently valid OMB controi

: : number.

IGNATURE OF AUTHORIZED COMPANY . frTiE
ENTATIVE SR DikecTOR

E
Recuatry Aeraies | s bo7
IQ. USER FEE PAYMENT AMOUNT FOR THIS APPLICATION ‘
$448,100.00

||Form FDA 3397 (12/03)

AT

Close Print Cover sheet

https:/fdasfinapp8.fda.gov/OA_HTML/pdufaCScdCfgltemsPopup.jsp?vename=Hans%2... 12/19/2006

COMPANY CONFIDENTIAL
ITEM 18 Volume 1 Page 18



Supplemental NDA 21-621: Zyrtec® Chewable Tablets (cetirizine HCL, 5 mg and 10 mg)
Over-the-Counter (OTC) Use
ITEM 18: USER FEE SHEET

-~ e

Store: PDUFA CoverSheet _ Page 1 of 1

=

JIFarm Approved: OMB No. 0910 - 0297 Expiration Date: December 31, 2006 See instructions for OMB Statement. I

PRESCRIPTION DRUG USER FEE

DEPARTMENT OF HEALTH AND HUMAN
SERVICES
FOOD AND DRUG ADMINISTRATION

A completed form . must be signed and accompany each new drug or blO|Og|C product application and each new supplement. See
exceptions on the reverse side. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment.
Payment instructions and fee rates can be found on CDER's website: hiip:iiwwer a.govicder/pdufa/defuitim

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

Mortis Plains N.J 07950
US

5. DOES THIS APPLICATION REQUIRE CLIN!CAL DATA
2. TELEPHONE NUMBER . FOR APPROVAL?
973-385 7250

[x1¥Es_(INO ]

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

[] THE REQUIRED CLINlCAL DATA ARE CONTAINED IN
THE APPLICATION

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

[s83s A ]

3. PRODUCT NAME 5. USER FEE I.D. NUMBER
ec Chewable Tablets ( Cetirizine hydrochioride ) PD 3006964

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

[] A LARGE VOLUME PARENTERAL DRUG PRODUCT [] AS505(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 (Self

Explanatory) )

[] THE APPLICATION QUALIFIES FOR THE ORPHAN [] THE APPLICATION IS SUBMITTED BY A STATE OR
EXCEPTION UNDER SECTION 736(a)(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? [J YES D] NO

Public reporting burden for this collection of information is estimated to average.30 minutes per response, including the time
for reviewinginstructions, searching existing data sources, gathering and maintaining the data needed, and completing and
reviewing the collection of information.Send comments regarding this burden estimate or any other aspect of this collection of
information, including suggestions for reducing this burden to: :

Department of Health and Human Services Food and Drug Administration An agency may not conduct or

Food and Drug Administration CDER, HFD-94 sponsor, and a person is not

CBER, HFM-98 12420 Parkiawn Drive, Room 3046 required to respond to, a coliection

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

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

ISIGNATI/RE BF AUTHORIZED COMPANY TTLE ATE
EPRE E ATIVE

;\/ SR DirecrorR . ’ ’
oﬂv&_\ Gevviatony Aeealkrs wie7
9. USER FEE PAYMENT AMOUNT FOR THIS APPLICATION

$ 00

"Form FDA 3397 (12/03)

Close Print Cover sheet

https://fdasfinapp8.fda.gov/OA_HTML/pdufaCScdCfgltemsPopup.jsp?vename=Hans%2... 12/19/2006

COMPANY CONFIDENTIAL
Summary Volume 1 Page 22



ACTION PACKAGE CHECKLIST

BLA # BLA STN#
NDA # 19-835 (tab), | NDA Supplement # 022 (tab) and 005 . | If NDA, Efficacy Supplement Type SE6
21-632 (chew tab) (chew tab) -
Proprietary Name:  Zyrtec

Established Name: cetirizine HCI1 ‘ Applicant: McNeil (agent for Pfizer)

Dosage Form: Tablets and chewable tablets '

RPM: Elaine Abraham Division: DNCE I Phone # (301) 796-0843
NDAs: 505(b)(2) NDAs and 505(b)(2) NDA supplements:

NDA Application Type: [ ] 505(b)(1) [ 505(b)(2) Listed drug(s) referred to in 505(b)(2) application (NDA #(s), Drug
Efficacy Supplement:  [X] 505(b)(1) [] 505(b)(2) name(s)):

(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 | Provide a brief explanation of how thls product is different from the
this application or Appendix A to this Action Package listed drug.

Checklist.)

()« If no listed drug, check here and explain:

Review and confirm the information previously provided in
Appendix B to the Regulatory Filing Review. Use this Checklist to
update any information (including patent certification
information) that is no longer correct.

[] Confirmed (] Corrected
Date:

%

* User Fee Goal Date 11/16/07
Action Goal Date (if different)

< Actions

L

®.
oo

e  Proposed action

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

Requested in AP letter
Received and reviewed

% Advertising (approvals only)
Note: If accelerated approval (21 CFR 314.510/601.41), advertising must have been
submitted and reviewed (indicate dates of reviews)

Version: 7/12/06



Page 2

% Application Characteristics

Review priority:  [X] Standard [ ] Priority _ ’ B
Chemical classification (new NDAs only):

NDAs, BLAs and Supplements:

[ Fast Track .
(] Rolling Review

] CMA Pilot t

O cMA Pilot 2

(O Orphan drug designation

NDAs: Subpart H BLAs: Subpart E
[} Accelerated approval (21 CFR 314.510) [ Accelerated approval (21 CFR 601.41)
[J Restricted distribution (21 CFR 314.520) [] Restricted distribution (21 CFR 601.42)
Subpart 1 Subpart H

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

NDAs and NDA Supplements:
OTC drug

Other:

Other comments:

o

< Application Integrity Policy (AIP)

e Applicant is on the AIP » [ Yes No
o  This application is on the AIP J Yes X No
»  Exception for reyiew (file Center Director’s memo in Administrative [] Yes [ No
Documents section)
o  OC clearance for approval (file communication in Administrative [] Yes [ Notan AP action

Documents section)

o

% Public communications (approvals only)

e  Office of Executiveé Programs (OEP) liaison has been notified of action Yes [ ] No

e Press Office notified of action . X vYes ] No

] None

X FDA Press Release
o Indicate what types (if any) of information dissemination are anticipated () FDA Talk Paper
[C] CDER Q&As ™~

[J Other

Version: 7/12/2006
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.

< Exclusivity

NDAs: Exclusivity Summary (approvals only) (file Summary in Administrative

X Included _.

- - .Documents section)
¢ Isapproval of this application blocked by any type of exclusivity? X No [ Yes

e NDAs/BLAs: Is there existing orphan drug exclusivity for the “same” drug
or biologic for the proposed indication(s)? Refer fo 21 CFR 316.3(b)(13) for | [] No [ Yes
the definition of “same drug” for an orphan drug (i.e., active moiety). This If, yes, NDA/BLA # and
definition is NOT the same as that used for NDA chemical classification. date exclusivity expires:

¢ NDAS: Is there remaining 5-year exclusivity that would bar effective .
approval of a 505(b)(2) application? (Note that, even if exclusivity remains, [ No [J Yes
the application may be tentatively approved if it is otherwise ready for If yes, NDA # and date
approval.) exclusivity expires:

¢ NDAs: Is there remaining 3-year exclusivity that would bar effective -
approval of a 505(b)(2) application? (Note that, even if exclusivity remains, D No (] Yes
the application may be tentatively approved if it is otherwise ready for If yes, NDA # and date
approval.) exclusivity expires:

e NDAs: Is there remaining 6-month pediatric exclusivity that would bar [J No [ Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity | If yes, NDA # and date

remains, the application may be tentatively approved if it is otherwise ready
Jfor approval.) i

K

% Patent Information (NDAs and NDA supplements only)

Patent Information:

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

exclusivity expires:

D4 Verified ‘
[J 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.

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

21 CFR 314.50()(1)(i)(A)
[ verified

21 CFR 314.50(i)(1)

O ay O i

[[J 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 paterit 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 recelpt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

[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

D N/A (no paragraph IV certification)
[ Verified

(] Yes ] No

Version: 7/12/2006
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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 “Ne,” 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(£)(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 “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 conﬁrminé whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(£)(2))).

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

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

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 “No,” continue with question (5).

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

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

[j Yes

[ Yes .

[J Yes

[ Yes

[J No

|jNo

{1 No

0 Neo
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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 1V 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 Director, Division of Regulatory Policy II, Office
of Regulatory Policy (HFD-007) and attach a summary of the response.

% Summary Reviews (e.g., Office Director, Division Director) (indicate date for each
review) ’

11/8/07, 11/13/07

% BLA approvals only: Licensing Action Recommendation Memo (LARM) (indicate date)

Package Insert

*  Most recent division-proposed labeling (only if generated after latest applicant
submission of labeling)
®  Most recent applicant-proposed labeling (only if suQsequent division labeling
does not show applicant version)
¢  Original applicant-proposed labeling 1/15/07
¢ Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable (1(%9/07 (tab) and 10/15/07
« Patient Package Insert »
e Most-recent division-proposed labeling (only if generated after latest applicant
submission of labeling)
s Most recent applicant-proposed labeling (only if subsequent division labeling
does not show applicant version)
¢ Original applicant-proposed labeling
o Other relevant labeling (e.g., most recent 3 in class, class 1abeIing), if applicable
% Medication Guide -
¢ Mostrecent division-proposed labeling (only if generated after latest applicant
submission of labeling)
¢ Most recent applicant-proposed 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)
% Labels (full color carton and immediate-container labels)
¢ Most-recent division-proposed labels (only if generated after latest applicant
submission)
¢ Most recent applicant-proposed labeling 11/8/07
< Labeling reviews and minutes of any labeling meetings (indicate dates of reviews and X] DMETS 11/7/07
meetings) []J DSRCS
[J bbMAC
[] SEALD
X Other reviews 8/27/07,
10/24/07, 11/13/07
[} Memos of Mtgs
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< Administrative Revies (RPM Filing Review/Memo of Filing Meeting; ADRA) (indicate
date of each review)

5/8/07

< NDA and NDA supplement approvals only: Exclusivity Summary (szgned by Division
Director)

X Included

< AlP-related documents
e  Center Director’s Exception for Review memo
If AP: OC clearance for approval

% Pediatric Page (all action‘_s)

Included

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

Verified, statement is
acceptable

% Postmarketing Commitment Studies

X None

in package, state where located)

Outgoing Agency request for post-marketing commitments (if located elsewhere |* -

¢ Incoming submission documenting commitment

< .Outgoing correspondence (letters including previous action letters, emails, faxes, telecons)

3/23/0'7, 8/31/07, 10/25/07

« Internal memoranda, telecons, email, etc.

@ Mmutes of Meetings

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

o  Pre-NDA/BLA meeting (indicate date)

No mtg

. EOP2 meeting (indicate date)

O Nomtg

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

¥ Advisory Committee Meeting

X No AC meeting

Date of Meeting

e  48-hour alert or minutes, if available

% Federal Register Notices, DESI documents, NAS/NRC reports (if applicable)

& CMC/Product review(s) (indicate date for each review) 9/5/07
< R.evi-ews by other disciplin_es/divisions/Centers requested by CMC/product reviewer None
(indicate date for each review)
< BLAs: Product subject to lot release (APs only) [ Yes [ No
-+ Environmental Assessment (check one) (original and supplemental applications)
» [] Categorical Exclusion (indicate review date)(all original applications and 9/5/07

all efficacy supplements that could increase the patient population)

e [} Review & FONSI (indicate date of review)

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

< NDAs: Microbiology reviews (sterility & apyrogenicity) (indicate date of each review)

[] Not a parenteral product

Facilities Review/Inspection

% NDAs: Facilities inspections (include EER printout)

Date completed: 7/13/07
X Acceptable
[] Withhold recommendation
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< BLAs: Facility-Related Documents
e Facility review (indicate date(s))
~ . * “Compliance Status Check (approvals only, both original and supplemental
applications) (indicate date completed, must be within 60 days prior to AP)

(] Requested ~
[ Accepted
{1 Hold

< NDAs: Methods Validation .

Pharm/tox review(s), including referenced IND reviews (indicate date for each review)

[ ] Completed
] Requested
[J Not yet requested
[J Not needed

d

»  Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date
for each review)

*,

[7] None

% Statistical review(s) of carcinogenicity studies (indicate date for each review)

(] No carc

% ECAC/CAC report/memo of meeting

% Nonclinical inspection review Summary (DSI)

%

*

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

IZ : None requested

3

o

Financial Disclosure reviews(s) or location/date if addressed;in another review

9/10/07,10/2/07
incl

.
0.0

Clinical consult reviews from other review disciplines/divisions/Centers (indicate date of
each review) ’

[J None

<+ Microbiology (efficacy) reviews(s) (indicate date of each review)

[ Notneeded

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

10/2/07

% Risk Management Plan review(s) (including those by OSE) (indicate location/date if
incorporated into another review)

% Controlled Substance Staff review(s) and recommendation for scheduling (indicate date of
each review)

(] Not needed

*»  DSI Inspection Review Summary(ies) (include copies of DSI letters to investigators)

X] None requested

o  Clinical Studies

e Bioequivalence Studies

e  Clin Pharm Studies

%+ Statistical Review(s) (indicate date for each review) X None
% Clinical Pharmacology review(s) (indicate date for each review) None
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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: - e :

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

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

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

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

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

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has rlght 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
Office of Regulatory Policy representative.
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