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EXCLUSIVITY SUMMARY

NDA # 22556 SUPPL # HFD #
Trade Name Karbinal ER

Generic Name Carbinoxamine ER Oral Suspension

Applicant Name Tris Pharma, Inc.

Approval Date, If Known 3/28/13

PART | ISAN EXCLUSIVITY DETERMINATION NEEDED?

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

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

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SES5, SE6, SE7, SE8
505(b)(2)

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

data, answer "no.")
YES[] NO[X

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

The sponsor’s development program were two BA/BE studies and not clinical trials.

The studies were designed to show the relative bioavailability of the proposed ER
formulation was the same as the reference immediate release, Palgic. The BA/BE
studies show that the sponsor’s Carbinoxamine ER Oral Suspension is bioequivalent
to two doses of the immediate release reference, Palgic, administered six hours apart.

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

d) Did the applicant request exclusivity?

YES [ ] NO X

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

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

YES [ ] NO X

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

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

2. Is this drug product or indication a DESI upgrade?
YES [] NO [X]
IF THE ANSWER TO QUESTION 2 IS"YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).
PART 11 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[]
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If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

NDA#

NDA#

NDA#

2. Combination product.

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

approved.) - -
YES NO

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

NDA#

NDA#
NDA#

IF THE ANSWER TO QUESTION 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 IIIL.

PART I11 THREE-YEAR EXCLUSIVITY FOR NDAsAND 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."
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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[X

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

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

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

YES [ ] NO[]

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

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

YES [] No[]

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

YES [ ] NO[]
If yes, explain:

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

YES [ ] NO[]

If yes, explain:

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

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

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

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

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

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

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

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

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

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

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

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

Investigation #1

!

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

Investigation #2

IND # YES [ ] NO [ ]

Explain:

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

YES []
Explain:

NO [ ]

Explain:

Investigation #2

NO []

Explain:

YES []
Explain:

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

YES [ ] NO [ ]

If yes, explain:

Name of person completing form: Jessica Lee
Title: Regulatory Project Manager
Date: 3/5/13

Name of Office/Division Director signing form: Lydia Gilbert McClain, MD
Title: Deputy Division Director, Division of Pulmonary, Allergy, and Rheumatology Products

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

JESSICAKLEE
03/28/2013

LYDIA | GILBERT MCCLAIN
03/28/2013
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Department of Health and Human Services Form Approved: OMB No. 0910-0513

. . Expiration Date: 10/31/2013
Food and Drug Administration
g S See OMB Statement on Page 3.

PATENT INFORMATION SUBMITTED WITH THE FILING Ferorees
OF AN NDA, AMENDMENT, OR SUPPLEMENT 022556
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER

(Active Ingredient), Drug Product (Formulation and Composition) | Ttis Pharma, Inc.
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 (CR PROPOSED TRADE NAME)
Karbinal ER

ACTIVE INGREDIENT(S) STRENGTH(S)
cabinoxamine maleate 4 mg maleate per 5 mL

DOSAGE FORM
extended-release oral suspension

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

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

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

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

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described 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: ; Sk : , BRI
a. United States Patent Number ' ' b. Issue 'Détue of Patent ‘ ' c. Eprréﬁdh baté df Pé‘tentk )
8062667 11/22/2011 03/29/2029
d. Name of Patent Owner Address (of Patent Owner)
Tris Pharma, Inc. 2033 Route 130, Suite D

City/Siate

Monmouth Junction

ZIP Code FAX Number (if available)

08852 732-940-0374

Telephone Number E-Mail Address (if available)

732-940-0358 TrisRA@frispharma.com

€. Name of agent or represéniative who resides or mainiains | Address (of agent or representalive namedin 7.e.)
@ place ol busmess within (he United States authorized to
receive notice of patent certification under section 505(b)(3)
and (j)(2)(B) of the Federal Food, Drug, and Cosmetic Act .
and 21 CFR 314.52 and 314.95 (if patent owner or NDA | City/State
applicant/holder does not reside or have a place of

business within the United States) 1P Code FAX Number (if available}

Telephone Number E-Mait Address (if available)

1. 1s the palent referenced above a palent that has been submified previously forthe
approved NDA or supplement referenced above? [] Yes No

g. I he patent referenced above has been submilted previously Tor Tisting, s the expiration
date a new expiration date? [1Yes [ No

FORM FDA 3542a (10/10) Page 1
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use that is the subject of the pending NDA, amendment, or supplement.

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

2. Drug Substance (Actlve lngredlent)

2.1 Does the patent claim the drug substance that is the active mgredlent in the drug product
described in the pending NDA, amendment, or supplement? [] Yes X 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 If the answer to question 2.2is "Yes," do you certity 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). [] Yes []No

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

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
{Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) []Yes X] No
2.6 Does the patent claim only an intermediate?
[ Yes X] No
2.7 If the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? {An answer is required only if the patent is a product-by-process patent.) [ Yes [] No
3. Drug Product (Composiﬂoanormulatlon) ,
3.1 Does the patent claim the drug product, as defmed in21 CFR 314 3,in lhe pendmg NDA amendmem
or supplement? K] Yes []No
3.2 Does the patent claim only an intermediate?
{1 Yes K} No
3.3 If the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) [ Yes [ ] No

4. Method of Use

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

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

4.2 Patent Claim Number(s) (as fisted in the patent) | Does (Do) the patent claim(s) referenced in 4.2 claim a
pending method of use for which approval is being sought
NA in the pending NDA, amendment, or supplement? [ Yes [[] No

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

5. No Relevant Patents

For this pendmg NDA, amendmem or supplement there are no relevant patents that cla|m the drug substance (acnve |ngred|ent)

a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in the
manufacture, use, or sale of the drug product.

drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to which [] Yes

FORM FDA 3542a (10/10)
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6. Declaration Certification

6.1 The undersigned declaresythat 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 penaily of perjury that the foregoing is

true and correct.

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

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attorney, Agent, Representative or Date Signed

other Authorized Official) (Provide Information below)

/S e

03/05/2013

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

Check applicable box and provide information below.

X} NDA Applicant/Holder

] NDA Applicant’s/Holder's Attorney, Agent (Representative) or other
Authorized Official .

] Patent Owner

[] Patent Owner’s Attorney, Agent (Representative) or Other Authorized
Official

Name
W. Scott Groner, Director of Regulatory Affairs

Address
2033 Route 130, Suite D

City/State
Monmouth Junction

"ZIP Code
08852

Telephone Number
732-940-0358

“FAX Number {if avaiiable)
732-940-0374

E-tMail Address (if availabie}
TrisRA@trispharma.com

The public reporting burden for this collection of information has been estimated to average 20 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data nceded, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services
Food and Drug Administration

Office of Chief Information Officer

1350 Piccard Drive, Room 400

Rockville, MD 20850

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

FORM FDA 3542a (10/10)
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Department of Health and Human Services Form Approved: OMB No. 0910-0513

. . Expiration Date; 7/31/10
F i p
ood and Drug Administration See OMB Statement on Page 3.

PATENT INFORMATION SUBMITTED WITH THE FILING [{Ganoveer
OF AN NDA, AMENDMENT, OR SUPPLEMENT 22556

For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER

(Active Ingredient), Drug Product (Formulation and Composition) | Tris Pharma, Inc.
and/or Method of Use

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

TRADE NAME (OR PROPOSED TRADE NAME)

ACTIVE INGREDIENT(S) STRENGTH(S)

Carbinoxamine Maleate USP’ . 4 mg carbinoxamine maleate per S mL

DOSAGE FORi

Oral Suspension

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

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

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

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

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
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
d. Name of Patent Owner Address (of Patent Owner)

City/State
ZIP Code FAX Number (if available)
Telephone Number E-Mail Address (ifavailable)

e. Name of agent or representative who resides or maintains | Address (of agent or representative named in1.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 owner or NDA  ; City/State
applicant/holder does not reside or have a place of
business within the United States) Zib Eode FAX Number {if available)

=

Telephone Number E-Mail Address (ifavailable)

{. Is the patent referenced above a patent that has been submitted previously for the
approved NDA or supplement referenced above? {1 Yes [J No

g. If the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? [ Yes [T No

FORM FDA 3542a (7/07) Page 1




For the patent referenced above, provide the following information on the drug substance, drug product andfor 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? [[] Yes
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? [ 1Yes "] No
2.3 If the answer to question 2.2 is "Yes," do you certify that, as ofthe 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). 1 Yes ") No
2.4 Specify the polymorphic form{s) claimed by the patent for which you have the test results described in 2.3.
2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?

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

drug product to administer the metabolite.) [ iVYes "] No
2.6 Does the patent claim only an intermediate?

{1 Yes I Ne

2.7 If the patentreferenced in 2.1is a product-by-process patent, Is the product claimed inthe

patent novel? (An answer is required only if the patent is a product-by-process patent.) [ Yes [ 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? 1 Yes [T No
3.2 Does the patent claim only an intermediate?

[T Yes "I No

3.3 If the patent referenced in 3.1 is a product-by-process patent, is the product claimed inthe

patent novel? (An answer is required only if the patent is a product-by-process patent.) [7] Yes [ INo

4, Method of Use

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

4.1 Does the patent claim one or more methods of use for which approval is being sought in
the pending NDA, amendment, or supplement? [ ves

4.2 Patent Claim Number(s) (as /isted in the patent) ; Does (Do) the patent claim(s) referenced in 4.2 claim a
I pending method of use for which approval is being sought
} in the pending NDA, amendment, or supplement? {71 Yes [T No

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

5. 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 | V] Yes
a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in the

manufacture, use, or sale of the drug product.

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




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

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

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

U: ‘)ﬂ-v‘d’q' 6"?'““ 1A / b / L

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

Check applicable box and provide information below.

] NDA Applicant/Holder (I NDA Applicant's/Holder's Attorney, Agent (Representative) or other
Authorized Official

[] Patent Owner (] Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official

Nama
W, Scott Groner (Director Regulatory Affairs and Compliance)

"Address

| City/State
Tris Pharma, Inc. Monmouth Junction, NJ
2033 Route 130
ZIP Code o i N 1 Telephone Number o -
08852 (732) 940-0358
FAX Number (i available) ‘ T U TE-Mail Address (favailable) I
(732) 940-0374 . reg.affairs@trispharma.com

The public reporting burden for this collection of information has been estimated to average 20 hours per response, including the time for reviewing
instructions, scarching 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:

Foed and Drug Administration
CDER (HFD-007)

5600 Fighers Lane

Rockville, MD 20857

An agency may not conduct or sponsor, and a person is not required to respond to, a vollection of
information unless it displays a currently valid OM8 control number.

FORM FDA 3542a (7/07) Page 3



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

NDA/BLA#: 22556 Supplement Number: NDA Supplement Type (e.g. SE5):
Division Name:DPARP PDUFA Goal Date: 04/05/13 Stamp Date: 10/5/2012

Proprietary Name: Karbinal ER (proposed
Established/Generic Name: Carbinoxamine ER Oral Suspension
Dosage Form: Qral Suspension

Applicant/Sponsor:  Tris Pharma, Inc

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):
(1)
2)
() —
(4)

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

Number of indications for this pending application(s):7
(Attach a completed Pediatric Page for each indication in current application.)

Indication: Relief of seasonal and perennial allergic rhinitis
Q1: Is this application in response to a PREA PMR? Yes [] Continue
No [X Please proceed to Question 2.
If Yes, NDA/BLA#: Supplement#._____ PMR#___
Does the division agree that this is a complete response to the PMR?
[] Yes. Please proceed to Section D.
[(J No. Please proceed to Question 2 and complete the Pediatric Page, as applicable.

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

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

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

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

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

[J Yes: (Complete Section A.)

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

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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Section A: Fully Waived Studies (for all pediatric age groups)

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
[C] Necessary studies would be impossible or highly impracticable because:
[[] Disease/condition does not exist in children
[[] Too few children with disease/condition to study
[] Other (e.g., patients geographically dispersed): __
(O Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

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

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

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

[] Justification attached.

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

|Section B: Partially Waived Studies (for selected pediatric subpopulations)

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

Reason (see below for further detail):
- . Not Not meaningful Ineffective or | Formulation
minimum Maximum o B therapeutic T oA
feasible o unsafe failed
benefit

[J | Neonate | __wk._mo. | _wk. _mo. ] ] O ]
Other 0 yr. 0 mo. 1yr. 11 mo. O O X O
(O | Other _yr._mo. |__yr.__mo. O O O O
(J | Other _yr._mo. |__yr.__mo. O | O I
(O | other _yr._mo. |__yr.__mo. O Il O ]
Are the indicated age ranges (above) based on weight (kg)? X No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage?  [X] No; [] Yes.
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
justification):
# Not feasible:
[CJ Necessary studies would be impossible or highly impracticable because:

O Disease/condition does not exist in children

O Too few children with disease/condition to study

] Other (e.g., patients geographically dispersed): Listed as contraindicated for less than 2 years
*  Not meaningful therapeutic benefit:

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

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

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

Product will be labeled with Contraindication for use in patients under 2 years of age.

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

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

A Formulation failed:

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

[] Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Sections C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,
proceed to Section F). Note that more than one of these options may apply for this indication to cover all of the
pediatric subpopulations.

"Section C: Deferred Studies (for selected pediatric subpopulations).

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

Applicant
Reason for Deferral Certification
Deferrals (for each or all age groups): t
Other
Read Need ;
?:r ’ Addﬁ:)nal Appropriate
| Saf Reason Received
Population minimum maximum | Approval | Adult Safety or (specify
in Adults | Efficacy Data below)*
L] | Neonate __wk. __mo. | __wk.__mo. O ] l ]
(] | Other _yr.__mo. |__yr.__mo. ] ] OJ ]
[J | Other __yr.__mo. |__yr.__mo. OdJ ] ] O
[ | other _yr.__mo. | _yr.__mo. O ] ] ]
[] | Other __yr.__mo. | __yr.__mo. ] O ] ]
All Pediatric
J Populations Oyr.0mo. | 16yr. 11 mo. n O O N
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [ No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ ] No; [] Yes.

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

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

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

Section D: Completed Studies (for some or all pediatric subpopulations).

Pediatric subpopulation(s) in which studies have been completed (check below):

Population minimum maxirum PeRC Pediatric Assessment form
attached?.

] | Neonate __wk._mo. |__wk. _mo. Yes [] No []

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

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

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

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

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

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

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

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

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:

Population minimum maximum
] Neonate __wk. _mo. __wk.__mo.
X Other 2yr. 0 mo. 16 yr. 11 mo.
O Other __yr.__mo. __yr.__mo.
] Other __yr.__mo. __yr.__mo.
] Other __yr.__mo. __yr. __mo.
O All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.

No; [] Yes.
No; [] Yes.

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

Are the indicated age ranges (above) based on weight (kg)?
Are the indicated age ranges (above) based on Tanner Stage?

’ Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies)

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
vediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as
pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:

Extrapolated from:
Population Minimum maximum iatri
P Adult Studies? Other Pediatric
Studies?
] | Neonate __wk._mo. |__wk.__mo. ] 0
[ | Other __yr. __mo. __yr.__mo. ] ]
] | Other __yr.__mo. __yr.__mo. ] ]
(O | Other __yr.__mo. __yr.__mo. O O
(] | other __yr._mo. __yr.__mo. J J
All Pediatric
Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. O O
Are the indicated age ranges (above) based on weight (kg)? [J No; [] Yes.
wre the indicated age ranges (above) based on Tanner Stage?  [[] No; [ Yes.

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

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




NDA# 225562255622556 Page 6

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

appropriate after clearance by PeRC.
This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager
(Revised: 6/2008)

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

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

Indication #2: Vasomotor rhinitis

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

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

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

[J Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric

patients AND is not likely to be used in a substantial number of pediatric patients.

[J Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if

studies are fully waived on this ground, this information must be included in the labeling.)

[J Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if

studies are fully waived on this ground, this information must be included in the labeling.)
[J Evidence strongly suggests that product would be ineffective and unsafe in all pediatric

subpopulations (Note: if studies are fully waived on this ground, this information must be included in

the labeling.)
] Justification attached.

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

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

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

Reason (see below for further detail):

Not meaningful

minimum maximum fea,:(i)t;(le“ thg;i;;?il#lc Inelﬁ]escatlf\éef or Fo;;relcajgon
(0 | Neonate | __ wk.__mo. | __wk. __mo. O O O ]
X | Other 0yr. 0 mo. 1 yr. 11 mo. O ] X O
(] | Other __yr.__mo. | __yr.__mo. O Il 0 O
O | other _yr._mo. | __yr.__mo. O 0 O n
[] | Other __yr._mo. | __yr.__ mo. O O O N
Are the indicated age ranges (above) based on weight (kg)? X No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage?

X No; [] Yes.

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

justification):

# Not feasible:
[] Necessary studies would be impossible or highly impracticable because:
Disease/condition does not exist in children
Too few children with disease/condition to study
Other (e.g., patients geographically dispersed)

O
O
O

*  Not meaningful therapeutic benefit:

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

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

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

(] Evidence strongly suggests that product would be ineffective and unsafe in all pediatric

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

A Formulation failed:

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

[] Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form), (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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proceed to Section F).. Note that more than one of these options may apply for this indication to cover all of the
pediatric subpopulations.

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

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

Applicant
Reason for Deferral Certification
Deferrals (for each or all age groups): t
Other
Read Need .
for. | Additonal | APProPriate
i | Adult Saf Reason Received
Population minimum maximum | Approval | Adult Safety or (specify
in Adults | Efficacy Data below)*
(J | Neonate __wk.__mo. | __wk.__mo. O ] ] O
[J | Other _yr.__mo. |__yr.__mo. ] O] ] ]
(] | Other _yr.__mo. |__yr.__mo. il ] O ]
[J | Other __yr.__mo. | __yr. __mo. O ] O O
[ | Other __yr.__mo. | __yr. __mo. O O | ]
All Pediatric
J Populations Oyr.0mo. | 16yr. 11 mo. W ] ] O
L Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? I No; [] Yes.

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

1 Note: Studies may only be deferred if an applicant submits a certification of grounds for deferring the studies,
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated to
the applicant in an appropriate manner (e.qg., in an approval letter that specifies a required study as a post-
marketing commitment.)

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

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

Pediatric subpopulation(s) in which studies have been completed (check below):

Population minimum maximum PeRC Pedia;ggé?]sesde; sment form

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

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

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

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

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:

Population minimum maximum

] Neonate __wk.__mo. __wk. _mo.

X Other 2 yr. 0 mo. 16 yr. 11 mo.

] Other __yr.__mo. __yr.__mo.

O Other __yr.__mo. __yr.__mo.

O Other __yr.__mo. __yr.__mo.

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

™ No; [] Yes.

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

Are the indicated age ranges (above) based on Tanner Stage?

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

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

pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
Extrapolated from:
Population minimum maximum iatri
P Adult Studies? Other Pediatric
Studies?
] | Neonate __wk._mo. | __wk.__mo. ] O
] | Other __yr.__mo. __yr.__mo. M O
] | Other __yr.__mo. __yr.__mo. ] O
] | Other __yr.__mo. __yr.__mo. O il
[ | Other __yr.__mo. __yr.__mo. O O
All Pediatric
Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. ] OJ
Are the indicated age ranges (above) based on weight (kg)? [J No; (7] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ No; [] Yes.

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

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

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager

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

(Revised: 6/2008)

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

Indication #3: Allergic conjunctivitis due to inhalant allergens and foods

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

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

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
(] Necessary studies would be impossible or highly impracticable because:
[] Disease/condition does not exist in children
[] Too few children with disease/condition to study
(] Other (e.g., patients geographically dispersed): __
(] Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

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

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

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

[] Justification attached.

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

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

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

Reason (see below for further detail):
Not meaningful . .
minimum maximum feal:?tfle“ thg;ip;%?flc Ineljffg'f‘éef or Fo;rar}luel 3£:on
(] | Neonate | __ wk.__mo. | __wk. __mo. O O O O
X | Other 0yr.0 mo 1 yr. 11 mo. O O X O
[] | Other __y.__mo. |__yr.__mo. ] ] O 0
[] | other _yr.__mo. | _yr.__mo. N I il O
(] | Other __yr._mo. | __yr.__mo. O O O O
Are the indicated age ranges (above) based on weight (kg)? X No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage?  [X] No; [] Yes.
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
justification):
# Not feasible:
[C] Necessary studies would be impossible or highly impracticable because:

] Disease/condition does not exist in children

O Too few children with disease/condition to study

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

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

t Ineffective or unsafe:

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

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

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

A Formulation failed:

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

(] Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan
"emplate); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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proceed to Section F).. Note that more than one of these options may apply for this indication to cover all of the
pediatric subpopulations.

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

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

below):
Applicant
Reason for Deferral Certification
Deferrals (for each or all age groups): t
Other
Ready Nged Appropriate
for Additional .
Reason Received
Population minimum maximum | Approval | Adult Safety or (specify
in Adults | Efficacy Data *
below)’
[] | Neonate __wk. _mo.|__wk._mo. ] ] H O
[] | Other __yr.__mo. | __yr.__mo. O ] ] O
[] | Other _yr.__mo. | __yr.__mo. O O ] O
[J | Other _yr.__mo. | __yr.__mo. O N O |
[ | Other __yr.__mo. | __yr.__mo. ] ] ] O
All Pediatric
O Populations Oyr.0mo. | 16 yr. 11 mo. O D O ]
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [J No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [J No; [] Yes.

* Other Reason:

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

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

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

Pediatric subpopulation(s}) in which studies have been completed (check below):

Population minimum maximum PeRC Pedia;ﬁ:glses de?s sment form

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

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

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

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

Additional pediatric studies are not necéssary in the follbwing pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:

Population minimum maximum

H Neonate __wk.__mo. __wk.__mo.

X Other 2yr. 0 mo. 16 yr. 11 mo.

O Other __yr.__mo. __yr.__mo.

O Other __yr.__mo. __yr.__mo.

O Other __yr.__mo. __yr.__mo.

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

No; [] Yes.

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

Are the indicated age ranges (above) based on Tanner Stage?

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

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

pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

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

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

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

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager

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

(Revised: 6/2008)

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

Indication #4: Mild uncomplicated allergic skin manifestations of urticarial and angioedema
Q1: Does this indication have orphan designation?
[ Yes. PREA does not apply. Skip to signature block.
X No. Please proceed to the next question.
Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?
[J Yes: (Complete Section A.)
B No: Please check all that apply:
X Partial Waiver for selected pediatric subpopulations (Complete Sections B)
] Deferred for some or all pediatric subpopulations (Complete Sections C)
[[] Completed for some or all pediatric subpopulations (Complete Sections D)
D Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[] Extrapolation in One or More Pediatric Age Groups (Complete Section F)
(Please note that Section F may be used alone or in addition to Sections C, D, and/or E.)

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

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
[C] Necessary studies would be impossible or highly impracticable because:
[] Disease/condition does not exist in children
(] Too few children with disease/condition to study
(] Other (e.g., patients geographically dispersed): ______
[J Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

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

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

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

[] Justification attached.

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

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

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

Reason (see below for further detail):
minimum maximum feal\sI?btle“ N?I:g:;;}gu' Ineljfnescatlf\s or Fo;guiluel 3£ion
enefit

[J | Neonate | __wk. _mo. | _ wk. _ mo. ] O ] O
Other 0 yr. 0 mo. 1 yr. 11 mo. ] ] X O
(] | Other __yr.__mo. | __yr.__mo. J O O O
(] | Other __yr._mo. | __yr. __mo. O O O O
(] | Other _yr.__mo. |__yr.__mo. O ] ] [l
Are the indicated age ranges (above) based on weight (kg)? (] No; [] Yes.

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

Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
justification):
# Not feasible:

[C] Necessary studies would be impossible or highly impracticable because:

O
O
O

*  Not meaningful therapeutic benefit:

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

T Ineffective or unsafe:

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

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

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

A Formulation failed:

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

[ Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,

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

Disease/condition does not exist in children
Too few children with disease/condition to study
Other (e.g., patients geographically dispersed)
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proceed to Section F).. Note that more than one of these options may apply for this indication to cover all of the
pediatric subpopulations.

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

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

Applicant
Reason for Deferral Certification
Deferrals (for each or all age groups): t
Other
Read Need .
for ' Additional Aﬁ)égzgite Received
Population minimum maximum | Approval | Adult Safety or (specify
in Adults | Efficacy Data below)*
[ | Neonate __wk._mo.|__wk.__mo. O O O O
[J | Other _yr._mo. | __yr.__mo. O O O J
(] | Other _yr.__mo. |__yr.__mo. O O O O
J | Other _yr._mo. | __yr.__mo. O O O O
J | Other __yr.__mo. | _yr.__mo. O O ] J
All Pediatric
O Populations Oyr.Omo. | 16yr. 11 mo. | ] | O
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [J No; ] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ ] No; [] Yes.

* Other Reason:

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

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

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

Pediatric subpopulation(s) in which studies have been completed (check below):

Population minimum maximum PeRC Pediaatggcﬁ]seze; sment form

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

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

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

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

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:

Population minimum maximum
] Neonate __wk.__mo. __wk. _mo.
X Other 2yr. 0 mo. 16 yr. 11 mo.
O Other __yr.__mo. __yr.__mo.
] Other __yr.__mo. __yr.__mo.
] Other __yr.__mo. __yr.__mo.
OJ All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.
Are the indicated age ranges (above) based on weight (kg)? X No; ] Yes.
Are the indicated age ranges (above) based on Tanner Stage?  [X] No; [] Yes.

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

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

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

pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

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

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

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

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager

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

(Revised: 6/2008)

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

Indication #5: Dermatographism

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

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

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

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

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

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

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

[} Justification attached.

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

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

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

Reason (see below for further detail):

N ‘ Not meaningful In . .
minimum maximum fe a[:?btl ot thg;;;%t:flc e:fr:esc at'f\?, or Fo;glt:elggon
[J | Neonate | _wk. _mo.|__wk.__mo. O O O O
<] | Other 0 yr. 0 mo. 1 yr. 11 mo. O OJ X ]
[J | other __yr._mo. |__yr.__mo. O ] O |
[] | Other _yr._mo. |__yr.__mo. O O O O
(] | Other _yr._mo. |__yr.__mo. ] O O ]
Are the indicated age ranges (above) based on weight (kg)? (] No; (] Yes.

Are the indicated age ranges (above) based on Tanner Stage?  [] No; [] Yes.
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
justification):
# Not feasible:
[CJ Necessary studies would be impossible or highly impracticable because:

[0  Disease/condition does not exist in children

O Too few children with disease/condition to study

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

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

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

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

A Formulation failed:

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

[ Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan
‘emplate); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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proceed to Section F).. Note that more than one of these options may apply for this indication to cover all of the
pediatric subpopulations.

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

_

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

below):
Applicant
Reason for Deferral Certification
Deferrals (for each or all age groups): t
Other
Read Need !
?sr / Additional Appropriate
Saf Reason Received
Population minimum maximum | Approval | Adult Safety or (specify
in Adults | Efficacy Data below)*
(] | Neonate __wk._mo.|__wk.__mo. ] ] H ]
(] | Other __yr._mo. | __yr.__mo. O ] ] ]
(] | Other __yr._mo. | __yr.__mo. 0 [ ] l
] | Other _yr.__mo. | __yr.__mo. O ] ] ]
(] | Other __yr._mo. | _yr.__mo. H ] O ]
All Pediatric
O Populations Oyr.0mo. | 16 yr. 11 mo. ] ] ] ]
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [C] No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage?  [] No; [] Yes.

* Other Reason:

T Note: Studies may only be deferred if an applicant submits a_certification of grounds for deferring the studies,
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated to
the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.)

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

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

Pediatric subpopulation(s) in which studies have been completed (check below):

Population minimum maximum PeRC Pedia;zggses de?s sment form

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

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

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

Section E: Drugﬂ)propriately Labeled (for some or all pediatric subpopulations):

dditional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:

Population minimum maximum
] Neonate __wk. _mo. __wk. __mo.
X Other 2yr. 0 mo. 16 yr. 11 mo.
J Other __yr.__mo. __yr.__mo.
O Other __yr.__mo. __yr._mo.
] Other __yr.__mo. __yr.__mo.
O All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.

X No; [] Yes.
No; [] Yes.

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

Are the indicated age ranges (above) based on weight (kg)?
Are the indicated age ranges (above) based on Tanner Stage?

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

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as
pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
Extrapolated from:
Population minimum maximum iatri
P Adult Studies? Other Pediatric
Studies?
(] | Neonate __wk._mo. |_wk._mo. ] ]
(] | Other __yr.__mo. __yr.__mo. | O
[] | Other __yr.__mo. __yr.__mo. il W
] | Other __yr.__mo. __yr.__mo. ] ]
(] | Other __yr.__mo. __yr.__mo. J ]
All Pediatric

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

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

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

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

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager

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

(Revised: 6/2008)

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

Indication #6: As therapy for anaphylactic reactions adjunctive fo epinephrine and other standard measures
after the acute manifestations have been controlled

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

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

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
(] Necessary studies would be impossible or highly impracticable because:
[] Disease/condition does not exist in children
[ Too few children with disease/condition to study
[] Other (e.g., patients geographically dispersed): __
[ Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

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

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

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

[] Justification attached.

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

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

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

Reason (see below for further detail):
minimum maximum fea[:?btle” th)lf\:anr:sgulﬂ?c‘,ml Inejf:;if? or Fo;r;ltgl 2}‘“‘
benefit*

[J [ Neonate | __wk.__mo.|_wk. _ mo. ] O O i
X | Other 0 yr. 0 mo. 1yr. 11 mo. U O O
(] | Other __yr.__mo. | __yr.__mo. ] O] O O
(] | Other _yr._mo. | _yr.__mo. O O O O
(] | Other _yr._mo. |__yr.__mo. ] ] ] ]
Are the indicated age ranges (above) based on weight (kg)? [J No; [ Yes.

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

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

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

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

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

A Formulation failed:

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

(] Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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proceed to Section F).. Note that more than one of these options may apply for this indication to cover all of the
pediatric subpopulations.

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

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

Applicant
Reason for Deferral Certification
Deferrals (for each or all age groups): t
Other
Ready Need :
for Additional A;gergzgite Received
Population minimum maximum | Approval | Adult Safety or (specify
in Adults | Efficacy Data below)*
(] | Neonate __wk._mo. | _wk.__mo. ] O ] ]
[] | Other __yr.__mo. | _yr.__mo. O ] ] O
[] | Other _yr.__mo. | __yr.__mo. ] ] H O
] | Other __yr.__mo. | __yr. _mo. O O il O]
(] | Other __yr.__mo. | __yr. ___mo. O | O O
All Pediatric
O Populations Oyr.O0mo. | 16 yr. 11 mo. O O O O
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [J No; [ Yes.

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

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

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

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

Pediatric subpopulation(s) in which studies have been completed (check below):

Population minimum maximum PeRC Pedia;ﬁgg]ses:?s sment form

[J | Neonate __wk. _mo. | _wk.__mo. Yes [] No []

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

[] | Other __yr._mo. |__yr.__mo. Yes [} No []

(] | Other __yr._mo. | __yr.__mo. Yes [] No []

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

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

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

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

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

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

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:

Population minimum maximum
O Neonate __wk._mo. __wk._mo.
X Other 2yr. 0 mo. 16 yr. 11 mo.
] Other __yr.__mo. __yr.__mo.
] Other __yr. _mo. __yr.__mo.
] Other __yr.__mo. __yr.__mo.
O All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.

No; [] Yes.
& No; [] Yes.

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

Are the indicated age ranges (above) based on weight (kg)?
Are the indicated age ranges (above) based on Tanner Stage?

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

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as
pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
Extrapolated from:
Population minimum maximum ity
g Adult Studies? Other Pediatric
Studies?
(] | Neonate _wk._mo. |__wk.__mo. ] O
] | Other __yr.__mo. __yr.__mo. R ]
(] | other __yr.__mo. __yr.__mo. ] O
] | oOther __yr.__mo. __yr.__mo. ] ]
(] | Other __yr.__mo. __yr.__mo. O ]
All Pediatric

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

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

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

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

This page was completed by:

{See appended electronic signature page}

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

(Revised: 6/2008)

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

Indication #7: Amelioration of the severity of allergic reactions to blood or plasma

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

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

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
[(J Necessary studies would be impossible or highly impracticable because:
(] Disease/condition does not exist in children
[J Too few children with disease/condition to study
(] Other (e.g., patients geographically dispersed): _____
[ Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.
[] Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)
[J Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)
] Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (Note: if studies are fully waived on this ground, this information must be included in
the labeling.)

[] Justification attached.

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

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

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

Reason (see below for further detail):
minimum maximum fear:?btle# N(t):‘;?’:;;mgul Inlenescglf\(;ef or F°;g;|‘;'2§‘°”
benefit*

[J | Neonate | __ wk.__mo. | __ wk. _mo. N ] O O
X | Other 0 yr. 0 mo. 1 yr. 11 mo. O O X O
(] | Other _yr._mo. | __yr.__mo. O O O O
[] | Other __yr._mo. | __yr.__mo. ] ] ] O
] | Other __yr._mo. {__yr.__mo. O O ] O
Are the indicated age ranges (above) based on weight (kg)? ] No; (] Yes.

Are the indicated age ranges (above) based on Tanner Stage?  [] No; [] Yes.
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
justification):
# Notfeasible:
[J Necessary studies would be impossible or highly impracticable because:

O Disease/condition does not exist in children

| Too few children with disease/condition to study

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

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

t Ineffective or unsafe:

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

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

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

A Formulation failed:

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

(] Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pedialric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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proceed to Section F).. Note that more than one of these options may apply for this indication to cover all of the
pediatric subpopulations.

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

l

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

below):
Applicant
Reason for Deferral Certification
Deferrals (for each or all age groups): t
Other
Read Need .
?gr ’ Additional Appropriate
Saf Reason Received
Population minimum maximum | Approval | Adult Safety or (specify
in Adults | Efficacy Data below)*
] | Neonate __wk. _mo.|_wk.__mo. O ] | ]
] | Other __yr._mo. | _yr._mo. O O ] ]
J | Other _yr.__mo. |__yr.__ mo. O O ] O
(] | Other __yr._mo. | __yr.__mo. O ] ] ]
(J | Other _yr.__mo. |__yr.__mo. O O O O
All Pediatric
] Populations Oyr.O0mo. | 16yr. 11 mo. ] i J ]
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [ No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage? (] No; ] Yes.

* Other Reason:

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

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

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

Pediatric subpopulation(s) in which studies have been completed (check below):

Population minimum maximum PeRC Pediatric Assessment form
attached?

(] | Neonate __wk. _mo. | _wk. _mo. Yes [] No []

(] | Other __yr._mo. |__yr.__mo. Yes [_] No []

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

(] | Other __yr._mo. |__yr.__mo. Yes [] No []

[ | other _yr._mo. |__yr.__mo. Yes [] No ]

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

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

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

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

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

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:

Population minimum maximum
] Neonate __wk._mo. __wk._mo.
Y Other 2yr. 0 mo. 16 yr. 11 mo.
] Other __yr.__mo. __yr.__mo.
] Other __yr.__mo. __yr.__mo.
O Other __yr.__mo. __yr.__mo.
O All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.
Are the indicated age ranges (above) based on weight (kg)? X No; ] Yes.
Are the indicated age ranges (above) based on Tanner Stage?  [X] No; ] Yes.

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

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

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

pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

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

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

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

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager

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

(Revised: 6/2008)

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




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

NDA/BLA#: 22256 Supplement Number: NDA Supplement Type (e.g. SE5):
Division Name:DRARP PDUFA Goal Date: 10-8-11 Stamp Date: 12-8-10

Proprietary Name: Not yet determined

Established/Generic Name: Carbinoxamine

Dosage Form: Extended release oral suspension

Applicant/Sponsor:  Tris Pharma

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):
(1)
@)
() N
(4)

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

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

Indication:
Q1: Is this application in response to a PREAPMR? Yes [ ] Continue
No [X] Please proceed to Question 2.
If Yes, NDA/BLA#: Supplement #__ PMR#_

Does the division agree that this is a complete response to thePMR?
[] Yes. Please proceed to Section D.
[] No. Please proceed to Question 2 and complete the Pediatric Page, as applicable.

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

(a) NEW [] active ingredient(s) (includes new combination); [_] indication(s); [X] dosage form; [_] dosing
regimen; or [| route of administration?*

(b) ] No. PREA does not apply. Skip to signature block.
* Note for CDER: SE5, SE6, and SE7 submissions may also trigger PREA.

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

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

Yes: (Complete Section A.) /QE@((,@& TEN 2%5/ \\j/dcﬂé o6 mJ O

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

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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FSection A: Fully Waived Studies (for all pediatric age groups)

Reason(s) for full waiver: (check, and attach a brief justificationfor the reason(s) selected)
[] Necessary studies would be impossible or highly impracticable because:
[ ] Disease/condition does not exist in children
] Too few children with disease/condition to study

Other (e.g., patients geographically dispersed):Sponsor's stated rationale is that the
prpoduct is contraindicated in children <2 years of ageand that the conducted studies in healthy adult
volunteers should apply to the 2-18 age group
[ ] Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients
[] Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling)
[ ] Evidence strongly suggests that product would beineffective in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the 1abeling)
[] Evidence strongly suggests that product would beineffective and unsafe in all pediatric
subpopulations (Note: if studies are fully waived on this ground, this information must be included in
the labeling.)

[] Justification attached.

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

rSection B: Partially Waived Studies (for selected pediatric subpopulations) J

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

Reason (see below for further detail).
Not meaningful . .
minimum maximum Nf)t # therapeutic Ineffectwi or F°rm“'a§‘°”
feasible e unsafe failed
benefit

] | Neonate | __ wk. _mo. FoWk' — 1 H X ]
[] | Other __yr.__mo. | __yr._mo. ] ] ] ]
[] | Other _yr. _mo. |_yr. _mo. ] ] L] Il
] | Other _yr. _mo. |_yr. _mo. ] ] ] ]
[] | Other __yr._mo. | _yr. _mo. ] ] ] []
Are the indicated age ranges (above) based on weight (kg)? (] No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [_] No; [] Yes.
Reason(s) for partial waiver (check reason corresponding to the category checked above and attach a brief
justification):
# Not feasible:
L] Necessary studies would be impossible or highly impracticable because:

] Disease/condition does not exist in children

] Too few children with disease/condition to study

] Other (e.g., patients geographically dispersed): __

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

Not meaningful therapeutic benefit:

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

1 Ineffective or unsafe:

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

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

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

A Formulation failed:

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

[ ] Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Sections C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,
wroceed to Section F). Note that more than one of these options may apply for this ndication fo cover all of the
pediatric subpopulations.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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rSection C: Deferred Studies (for selected pediatric subpopulations). J

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

Applicant
Reason for Deferral Certification
Deferrals (for each or all age groups): t
Ready Need A Or’:)herir ¢
for Additional FI)'\i’Oeagor? ° Received
Population minimum maximum | Approval | Adult Safety or (specif
in Adults | Efficacy Data }f
below)
] | Neonate _wk. _mo. | _wk. _mo. ] ] ] ]
[1 | Other _yr. _mo. |_yr. _mo. 1 ] 1. ]
[] | Other _yr. _mo. |_yr. _mo. ] ] ] H
[ ] | Other _yr. _mo. |_yr. _mo. ] ] ] ]
[] | Other _yr. _mo. |_yr. _mo. ] ] ] ]
All Pediatric
] Populations Qyr.0mo. | 16yr. 11 mo. ] ] ] ]
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [ 1 No; [] Yes.

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

T Note: Studies may only be deferred ifan applicant submits a certification of groundsfor deferring the studies,
a description of the planned or ongoing studies, evidence that the studies are being condicted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing theprogress made in
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated to
the applicant in an appropriate manner (e.g., in an agproval letter that specifies a required study as a post
marketing commitment.)

If all of the pediatric subpopulations have been covered through partial waivers and deferrals,Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

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

Pediatric subpopulation(s) in which studies have been completed (check below):

Population minimum maximum PeRC Pediaattl;igcﬁ(s;%s'sment form

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

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

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

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

\dditional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed

Population minimum maximum
] Neonate __wk. _mo. __wk. _mo.
[] Other _yr. _mo. _yr. _mo.
[] Other _yr. _mo. _yr. _mo.
L] Other _yr. _mo. _yr. _mo.
L] Other _yr. _mo. _yr. _mo.
] All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.

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

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

Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies)

Note: Pediatric efficacy can be extrapolated from adequate and wekllcontrolled studies in adults and/or other
ediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulationfor which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as

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

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and wellcontrolled studies in adults and/or other pediatric subpopulations:

Extrapolated from:
Population minimum maximum -
P Adult Studies? Other Pediatric
Studies?
[ ] | Neonate __wk. _mo. __wk. _mo. O] ]
[] | Other _yr. __mo. _yr. _mo. ] ]
[] | Other _yr. _mo. _yr. _mo. ] ]
[] | Other _yr. _mo. _yr. _mo. ] ]
[] | Other _yr. _mo. _yr. _mo. ] ]
All Pediatric

Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. ] ]

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

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

If there are additional indications, please complete the attachment for each one of those indications.
Otherwise, this Pediatric Page is complete and should besigned and entered into DFS or DARRTS as
appropriate after clearance by PeRC.

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager
(Revised: 6/2008)

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

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




Tris Pharma, Inc.
Carbinoxamine ER Oral Suspension

1.9.1 Request for Waiver of Pediatric Studies

In accordance with 21 CFR 314.55(c)(2), Tris Pharma Inc(Tris), requests a full waiver of the
requirements for pediatric studies for the Carbinoxamine ER Oral Suspension formulation in age
groups from birth to less than 2 years of age and 2 to less than 18 years of age. Tris is seeking
approval of this waiver in accordance with 21 CFR 314.55(a).

Product: Carbinoxamine ER Oral Suspension,

eq. to 4 mg carbinoxamine maleate per 5 mL

Application: NDA 505(b)(2)

Applicant: Tris Pharma Inc.

2033 Route 130, Suite D
Monmouth Junction, NJ 08852

Indication(s): Systematic treatment of. Seasonal and perennial allergic rhinitis,

1.

vasomotor rhinitis, Allergic conjunctivitis due to inhalant allergens and
foods; Mild, uncomplicated allergic skin manifestations of urticaria and
angioedema; Dermatographism; As therapy for anaphylactic reactions
adjunctive to epinephrine and other standard measures after the acute
manifestations have been controlled; Amelioration of the severity of
allergic reactions to blood or plasma.

Age ranges included in this waiver: Birth to less than 2 years of age
2 to less than 18 years of age

2. Reasons for requesting waiver of pediatric studies:

(i) Birth to less than 2 years of age
Carbinoxamine maleate is contraindicated in children less than 2 years of age.

(ii) 2 years and less than 18 years of age
In vivo bioequivalency studies performed in healthy volunteers should be relevant to the
child and adolescent populations.

Justification for requesting waiver of pediatric studies

Birth to less than 2 years of age

For children up to 2 years of age, the use of over the counter (OTC) cold medications,
including Carbinoxamine Maleate has raised some serious safety concerns. On October 8,
2008, FDA issued a Public Health Advisory that OTC cough and cold medications should
not be used to treat infants and children less than 2 years of age (FDA Statement, 2008 ).

There are several published reports about the death of infants who were treated with OTC
cough and cold medications such as Pseudoephedrine, Dextromethorphan, Acetaminophen,
Brompheniramine, Carbinoxamine, Chlorpheniramine (Wingert, 2007 %). In fact, 15 deaths
were reported between 1999 and 2005. It has been reported that the Montgomery County
Corner’s office (Philadelphia) has recorded 10 infant deaths under the age of 1 year. The
drugs involved were Ephedrine, Pseudoephedrine, Dextromethorphan, Diphenhydramine,
Chlorpheniramine, Brompheniramine, Ethanol, Carbinoxamine, Levorphanol,
Acetaminophen and anti—emetic Metoclopramide (Marinetti, 2005 °).



Tris Pharma, Inc.
Carbinoxamine ER Oral Suspension

2 years to less than 18 years of age

Tris Pharma Inc. would request the waiver for the conduct of bioequivalence studies in
children between the ages of 2 to less than 18 years of age. The studies included in this
NDA were performed in healthy adult volunteers to assess the formulation performance. The
results of these studies should be applicable to the child and adolescent populations
specified. Although not directly relevant to this submission, this request is in accordance
with the EMEA guideline of 2009 (Doc. Ref. EMEA/6186004/2008) (EWP-PK, p. 11 %). The
EWP-PK subgroup states that in vivo bioequivalence is almost always established in healthy
volunteers unless the drug carries safety concerns that make this unethical. This model in
vivo healthy volunteers are regarded adequate in most instances to detect significant
formulation difference, and the resuits shall allow extrapolation to populations for which the
drug is approved. The subgroup suggested that the same reasoning applies also to children.
Hence, in the vast majority of cases of bioequivalence studies in healthy adult volunteers
are adequate for products intended for use in children. '

NE I (e 1) 3t

W. Scott Groner Date
Director, Regulatory Affairs and Compliance
Tris Pharma Inc.
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Carbinoxamine ER Oral Suspension

1.3.3 Debarment - GDEA Certification

Pursuant to Section 306(k) of the Federal Food, Drug, and Cosmetic Act, as amended by the
Generic Drug Enforcement Act of 1992, Tris Pharma, Inc. hereby certifies that Tris Pharma, Inc.
did not and will not use, in any capacity, the services of any person debarred under subsection
(a) or (b) of the Generic Drug Enforcement Act of 1892 in connection with this ANDA.

Tris Pharma, Inc. certifies further that, during the previous 5-years, it has not sustained a
conviction that is described in subsections (a) or (b) of the Generic Drug Enforcement Act of
1992. In addition, no person affiliated with Tris Pharma, Inc. that was responsible for the
development or the submission of this application has been convicted of an offense described in
subsections (a) or (b) of the Generic Drug Enforcement Act of 1992.

W dom G 11)30 [ee
W. Scott Groner Date
Director, Regulatory Affairs and Compliance
Tris Pharma, Inc




ACTION PACKAGE CHECKLIST

APPLICATION INFORMATION!

NDA # 22556 NDA Supplement #
BLA # BLA Supplement #

If NDA, Efficacy Supplement Type:

Proprietary Name: Karbinal ER
Established/Proper Name: Carbinoxamine maleate
Dosage Form: ER oral suspension/4 mg per 5 ml

Applicant: Tris Pharma Inc.
Agent for Applicant (if applicable):

RPM: Jessica Lee Division: DPARP
NDAs and NDA Efficacy Supplements: S505(b)(2) Original NDAs and 505(b)(2) NDA supplements:

NDA Application Type: [ 505)(1) X 505(b)(2) | Listed drug(s) relied upon for approval (include NDA #(s) and drug
Efficacy Supplement: [ 505m)(1) [ 505(b)(2) | name(s)):

(A supplement can be either a (b)(1) or a (b)(2) Clistin, NDAs 006955 and 008915

regardless of whether the original NDA was a (b)(1) Provide a brief explanation of how this product is different from the listed
or a (b)(2). Consult page 1 of the 505(b)(2) drug.

A t or the A dix to this Action Pack: . .

Clsl Seiisll::l)l orthe Sppendix o Tis Action tackage The proposed product is an extended release oral suspension rather than an

oral solution or tablet

[] This application does not reply upon a listed drug.
[] This application relies on literature.
[] This application relies on a final OTC monograph.
[] This application relies on (explain)

For ALL (b)(2) applications. two months prior to EVERY action,

review the information in the 505(b)(2) Assessment and submit the
draft’ to CDER OND IO for clearance. Finalize the 505(b)(2)

Assessment at the time of the approval action.

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

[ No changes [] Updated Date of check:

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

<+ Actions

e  Proposed action
. . AP TA CR
e  User Fee Goal Date is April 5. 2013 & O O

e Previous actions (specify tvpe and date for each action taken) [] None CR on October 7, 2011

! The Application Information Section is (only) a checklist. The Contents of Action Package Section (beginning on page 5) lists
the documents to be included in the Action Package.
? For resubmissions, (b)(2) applications must be cleared before the action, but it is not necessary to resubmit the draft 505(b)(2)
Assessment to CDER OND IO unless the Assessment has been substantively revised (e.g., nrew listed drug, patent certification
revised).

Version: 1/27/12

Reference ID: 3284313
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+»+ If accelerated approval or approval based on efficacy studies in animals, were promotional
materials received?
Note: Promotional materials to be used within 120 days after approval must have been
submitted (for exceptions, see
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf). If not submitted, explain

[ Received

< Application Characteristics >

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

[ Fast Track O Rx-to-OTC full switch
[J Rolling Review [ Rx-to-OTC partial switch
] Orphan drug designation [ Direct-to-OTC
NDAs: Subpart H BLAs: Subpart E
[ Accelerated approval (21 CFR 314.510) [0 Accelerated approval (21 CFR 601.41)
[C] Restricted distribution (21 CFR 314.520) [C] Restricted distribution (21 CFR 601.42)
Subpart I Subpart H
[0 Approval based on animal studies [0 Approval based on animal studies
[J Submitted in response to a PMR REMS: [] MedGuide
[J Submitted in response to a PMC [] Communication Plan
[ Submitted in response to a Pediatric Written Request [] ETASU
[J MedGuide w/o REMS
] REMS not required
Comments:

++» BLAs only: Ensure RMS-BLA Product Information Sheet for TBP and RMS-BLA Facility
Information Sheet for TBP have been completed and forwarded to OPI/OBI/DRM (Vicky [ Yes. dates
Carter)

++ BLAs only: Is the product subject to official FDA lot release per 21 CFR 610.2 [ Yes [J No
(approvals only)
+¢+ Public communications (approvals only)
e Office of Executive Programs (OEP) liaison has been notified of action O Yes [X No
e  Press Office notified of action (by OEP) O Yes No

E None

|:| HHS Press Release
[J FDA Talk Paper
[ cDER Q&As

[ other

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

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

Version: 1/27/12
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¢+ Exclusivity

Is approval of this application blocked by any type of exclusivity?

e NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR

X No [ Yes

E No D Yes

316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e., If, yes, NDA/BLA # and
active moiety). This definition is NOT the same as that used for NDA date exclusivity expires:
chemical classification.
e (b)(2) NDAs only: Is there remaining 5-year exclusivity that would bar X No [] Yes
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity
) . . DY . If yes, NDA # and date
remains, the application may be tentatively approved if it is otherwise ready . .
- - - exclusivity expires:
for approval.)
e (b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar X No [] Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity
. o ) e . If yes, NDA # and date
remains, the application may be tentatively approved if it is otherwise ready . .
exclusivity expires:
for approval.)
e (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that X No [] Yes
would bar effective approval of a 505(b)(2) application? (Note that, even if If ves. NDA # and date
exclusivity remains, the application may be tentatively approved if it is yes. N .
) exclusivity expires:
otherwise ready for approval.)
e NDAs only: Is this a single enantiomer that falls under the 10-year approval K No [] Yes
limitation of 505(u)? (Note that, even if the 10-vear approval limitation If yes, NDA # and date 10-

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

year limitation expires:

++ Patent Information (NDAs only)

Patent Information:

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

X verified
[] Not applicable because drug is
an old antibiotic.

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

e Patent Certification [505(b)(2) applications]: X Verified
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent. 21 CFR 314.50(1)(1)
X Gy [O i)
e [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).

X1 No paragraph III certification
Date patent will expire

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

E N/A (no paragraph IV certification)
[ verified

Reference ID: 3284313
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e [505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s L] Yes [] No
notice of certification?

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

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

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) L] Yes ] No
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(f)(3)?

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

If“No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee L] Yes ] No
filed a lawsuit for patent infringement against the applicant?

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

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

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) [ Yes ] No
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(f)(3)?

If“Yes,” thereisno stay of approval based on this certification. Analyze the next
paragraph |V 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).

Version: 1/27/12
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(5) Did the patent owner, its representative, or the exclusive patent licensee O Yes O No
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

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

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

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

CONTENTS OF ACTION PACKAGE

< Copy of this Action Package Checklist* yes

Officer/Employee List

¢+ List of officers/employees who participated in the decision to approve this application and X Included
consented to be identified on this list (approvals only)

Documentation of consent/non-consent by officers/employees X Included
Action Letters
Action(s) and date(s)
*+ Copies of all action letters (including approval letter with final labeling) CR 10/7/11
Approval 3/28/13
Labeling

«»+ Package Insert (write submission/communication date at upper right of first page of PI)

e  Most recent draft labeling. If it is division-proposed labeling, it should be in

track-changes format. 3/27113

e  Original applicant-proposed labeling 12/8/10

e Example of class labeling, if applicable

4 Fill in blanks with dates of reviews, letters, etc.
Version: 1/27/12
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¢+ Medication Guide/Patient Package Insert/Instructions for Use/Device Labeling (write
submission/communication date at upper right of first page of each piece)

] Medication Guide

[] Patient Package Insert
[ Instructions for Use
[] Device Labeling

E None

e  Most-recent draft labeling. If it is division-proposed labeling, it should be in
track-changes format.

e  Original applicant-proposed labeling

e Example of class labeling, if applicable

N/A

N/A

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

e  Most-recent draft labeling

12/8/10, 2/17/11, 6/3/11, 8/19/11,
10/5/12, 10/16/12, 2/27/13,
3/11/13, 3/13/13, 3/22/13, 3/27/13

3/27/13

++ Proprietary Name
e  Acceptability/non-acceptability letter(s) (indicate date(s))
e Review(s) (indicate date(s)
e  Ensure that both the proprietary name(s), if any, and the generic name(s) are
listed in the Application Product Names section of DARRTS, and that the
proprietary/trade name is checked as the ‘preferred’ name.

Proprietary Name Review 3/18/11
Proprietary Name Denied 3/28/11
Proprietary Name Review
11/15/11

Proprietary Name Granted
11/16/11

Proprietary Name Granted 1/2/13
Proprietary Name Review 1/2/13

++ Labeling reviews (indicate dates of reviews and meetings)

X rRPM 8/30/11, 2/19/13,
2/19/13

[X] DMEPA 8/29/11, 2/15/13
] DMPP/PLT (DRISK)

X] oDPD (DDMAC) 8/11/11,
2/12/13

X1 SEALD 3/20/13
[ css
|

Other reviews

Administrative / Regulatory Documents

% Administrative Reviews (e.g., RPM Filing Review’/Memo of Filing Meeting) (indicate
date of each review)

++» AlINDA (b)(2) Actions: Date each action cleared by (b)(2) Clearance Cmte

++ NDA (b)(2) Approvals Only: 505(b)(2) Assessment (indicate date)

RPM Filing Review 8/30/11
b(2) assessment 3/28/13

[] Nota (b)(2) 3/8/13
[] Nota (b)(2) 3/8/13

++ NDAs only: Exclusivity Summary (signed by Division Director)

X Included

++ Application Integrity Policy (AIP) Status and Related Documents
http://www fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm

e Applicant is on the AIP

D Yes E No

e  This application is on the ATP
o Ifyes, Center Director’s Exception for Review memo (indicate date)

o Ifyes, OC clearance for approval (indicate date of clearance
communication)

|:| Yes E No

] Not an AP action

3 Filing reviews for scientific disciplines should be filed behind the respective discipline tab.

Reference ID: 3284313
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¢+ Pediatrics (approvals only)
e Date reviewed by PeRC 2/20/13
If PeRC review not necessary, explain:
e  Pediatric Page/Record (approvals only, must be reviewed by PERC before K Included
finalized)

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

X Verified, statement is
acceptable

Ack NDA 12/15/10

IR 1/11/11

Filing Issues Identified 2/17/11
IR 6/2/11

IR 7/18/11

IR 8/15/11

IR 8/19/11

8/30/11

IR 9/13/11

Ack Resub 10/17/12

Micro IR 11/15/12

Labeling IR 1/7/13

Labeling PMR/PMC Discussion

++ Outgoing communications (Jetters, including response to FDRR (do not include previous
action letters in this tab), emails, faxes, telecons)

Comments 2/22/13
3/7/13
3/20/13
++ Internal memoranda, telecons, etc.
++ Minutes of Meetings
e Regulatory Briefing (indicate date of mtg) Xl No mtg
e Ifnot the first review cycle, any end-of-review meeting (indicate date of mtg) X] N/A or no mtg
e Pre-NDA/BLA meeting (indicate date of mtg) E No mtg
e EOP2 meeting (indicate date of mtg) Xl No mtg
e  Other milestone meetings (e.g., EOP2a, CMC pilots) (indicate dates of mtgs) None
++ Advisory Committee Meeting(s) X No AC meeting
e Date(s) of Meeting(s)
e  48-hour alert or minutes, if available (do not include transcript)
Decisional and Summary Memos
¢ Office Director Decisional Memo (indicate date for each review) X1 None
Division Director Summary Review (indicate date for each review) |:| None 10/7/11, 3/28/13
Cross-Discipline Team Leader Review (indicate date for each review) [] None 9/28/11, 3/18/13
PMR/PMC Development Templates (indicate total number) E None
Clinical Information®
+* Clinical Reviews
e Clinical Team Leader Review(s) (indicate date for each review) None

8 Filing reviews should be filed with the discipline reviews.
Version: 1/27/12
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Clinical Filing Review 1/24/11
Clinical General Review 8/31/11

e  Clinical review(s) (indicate date for each review) Clinical Primary Review 2/25/13

e Social scientist review(s) (if OTC drug) (indicate date for each review) X1 None

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

OR Clinical Review 8/31/11

C . . . . . CDTL Memo 3/18/13
If no financial disclosure information was required, check here [] and include a
review/memo explaining why not (indicate date of review/memo)
¢+ Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate ] None

date of each review)

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

each review) X Not applicable

++ Risk Management

e REMS Documents and Supporting Statement (indicate date(s) of submission(s))

e REMS Memo(s) and letter(s) (indicate date(s))

e Risk management review(s) and recommendations (including those by OSE and X] None
CSS) (indicate date of each review and indicate location/date if incorporated
into another review)

++ OSI Clinical Inspection Review Summary(ies) (include copies of OSI letters to [] None requested

investigators)
Clinical Microbiology E None
¢+ Clinical Microbiology Team Leader Review(s) (indicate date for each review) [J None
Clinical Microbiology Review(s) (indicate date for each review) [ None
Biostatistics [] None
%+ Statistical Division Director Review(s) (indicate date for each review) X None
Statistical Team Leader Review(s) (indicate date for each review) ] None
] None
i . o ) o Filing Review 2/7/11
Statistical Review(s) (indicate date for each review) Gen Review 8/2/11
1/1613
Clinical Pharmacology D None
¢+ Clinical Pharmacology Division Director Review(s) (indicate date for each review) X] None
Clinical Pharmacology Team Leader Review(s) (indicate date for each review) [J None CDTL Memo 3/18/13
I:l None
Clinical Pharmacology review(s) (indicate date for each review) General Review 2/1/11
General Review 9/2/11
Primary Review 3/6/13

+«+ DSI Clinical Pharmacology Inspection Review Summary (include copies of OSI letters) [ None 9/20/11,9/11/12

Version: 1/27/12
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Nonclinical [] None

Pharmacology/Toxicology Discipline Reviews

e ADP/T Review(s) (indicate date for each review)

|:| None

e  Supervisory Review(s) (indicate date for each review)

[ None 9/9/11,3/11/13

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

1/31/11, 9/6/11

D None

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

D None

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

[ No carc

ECAC/CAC report/memo of meeting

] None

Included in P/T review, page

OSI Nonclinical Inspection Review Summary (include copies of OSI letters)

] None requested

Product Quality [] None

Product Quality Discipline Reviews

e ONDQA/OBP Division Director Review(s) (indicate date for each review)

e Branch Chief/Team Leader Review(s) (indicate date for each review)

e  Product quality review(s) including ONDQA biopharmaceutics reviews (indicate
date for each review)

|:| None
] None

General Review 9/15/11

] None

1/21/11, 2/10/11, 5/25/11, 9/5/11,
9/7/11, 3/6/13, 3/8/13

Microbiology Reviews
X NDAs: Microbiology reviews (sterility & pyrogenicity) (OPS/NDMS) (indicate
date of each review)
[0 BLAs: Sterility assurance, microbiology, facilities reviews
(OMPQ/MAPCB/BMT) (indicate date of each review)

] Not needed

Quality Micro Gen Review
8/31/11

Quality Micro Primary Review
12/31/12

Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer

(indicate date of each review) ] None
++ Environmental Assessment (check one) (original and supplemental applications)
[X] Categorical Exclusion (indicate review date)(all original applications and 3/8/13

all efficacy supplements that could increase the patient population)

[] Review & FONSI (indicate date of review)

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

Facilities Review/Inspection

[X] NDAs: Facilities inspections (include EER printout) (date completed must be
within 2 years of action date) (only original NDAs and supplements that include
a new facility or a change that affects the manufacturing sites’)

Date completed: 11/19/12

X Acceptable

D Withhold recommendation
[] Not applicable

] BLAs: TB-EER (date of most recent TB-EER must be within 30 days of action
date) (original and supplemental BLAs)

Date completed:
[ Acceptable
[J withhold recommendation

" Le.. a new facility or a change in the facility. or a change in the manufacturing process in a way that impacts the Quality
Management Systems of the facility.
Version: 1/27/12
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] Completed

[ ] Requested

[ ] Not yet requested

[] Not needed (per review)

% NDAs: Methods Validation (check box only, do not include documents)

Version: 1/27/12
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Appendix to Action Package Checklist

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Version: 1/27/12
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Food and Drug Administration
Center for Drug Evaluation and Research

OFFICE OF DRUG EVALUATION 11

F

ELECTRONIC CORRESPONDENCE

DATE: March 20, 2013

To: W. Scott Groner [From: Jessica Lee, Pharm D
Director Regulatory Affairs Regulatory Project Manager
Company: Tris Pharma, Inc. Division of Pulmonary, Allergy, and
Rheumatology Products
Fax number: 732-940-0374 Fax number: 301-796-9728
Phone number: 732-940-0358 Phone number: 301-796-3769

Subject: NDA 22556 carbinoxamine labeling #3

Total no. of pages including cover: 10

Comments: TIME-SENSITIVE

Document to be mailed: YES XNO

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

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 796-2300. Thank you.

Reference ID: 3279906



NDA 22556
Carbinoxamine maleate
Tris Pharma

Your submission dated October 4, 2012, to NDA 22556, is currently under review. We have the
following comments. Please note that these comments are not the Agency’s final comments and that we
may have additional labeling recommendations as we continue to review your application.

Package Insert (P1)
1. We have made additional edits to the wording of the PI (attached).

2. Format the Highlights of Prescribing Information section to %2 page in length. If the Highlights
section exceeds Y2 page in length, submit a waiver of Highlights section.

All Carton and Container Labels
3. Reuvise the established name on the carton, container, and PI to replace “carbinoxamine” with
“carbinoxamine maleate.”

4. Remove the statements on the side panels which state that “ 2R

We request you address the deficiencies and submit revised labeling by noon, Monday, March 25, 2013,
officially to the NDA. For the package insert, submit a clean and tracked version. If you have any
questions, please contact Jessica Lee, Regulatory Project Manager, at 301-796-3769.

8 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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electronically and this page is the manifestation of the electronic
signature.

JESSICAKLEE
03/20/2013
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Food and Drug Administration
Center for Drug Evaluation and Research

OFFICE OF DRUG EVALUATION 11

F

ELECTRONIC CORRESPONDENCE

DATE: March 7, 2013

To: W. Scott Groner [From: Jessica Lee, Pharm D
Director Regulatory Affairs Regulatory Project Manager
Company: Tris Pharma, Inc. Division of Pulmonary, Allergy, and
Rheumatology Products
Fax number: 732-940-0374 Fax number: 301-796-9728
Phone number: 732-940-0358 Phone number: 301-796-3769

Subject: NDA 22556 carbinoxamine labeling #2

Total no. of pages including cover: 10

Comments:

Document to be mailed: YES XNO

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

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 796-2300. Thank you.

Reference ID: 3272866



Your submission dated October 4, 2012, to NDA 22556, is currently under review. We have the following comments.
Please note that these comments are not the Agency’s final comments and that we may have additional labeling
recommendations as we continue to review your application.

Package Insert (PI)

1.

We have made additional edits to the wording of the PI (attached).

All Carton and Container Labels

2.

Increase the prominence and font of the established name. As presented, the established name is less prominent in
comparison to that of the dosage form.

We concur with your proposal to retain the NDC listing for the physician sample in the How Supplied section of the
package insert, in accordance with your agreement to list this drug product presentation as a not marketed physician
sample.

Your proposal to use the term “Dose every 12 hours” instead of “Dosed every 12 hours” is acceptable.

Add the following statement below “Dose every 12 hours” on the principal display panel of all the carton and container
labels: “Dispense with an accurate milliliter measuring device”. If the carton containing the physician sample will
include ®@ sybstitute: “Use © @

We ® @ |ogo on carton and container labels. The ®@ could
be considered promotional, and is therefore not in conformance with 21 CFR 201.56(a)(2).

We request you address the deficiencies and submit a corrected draft label by noon, Monday, March 11, 2013. If you have
any questions, please contact Jessica Lee, Regulatory Project Manager, at 301-796-3769.

8 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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Lee, Jessica K (ODEIl/DPARP)

From: Suggs, Courtney

Sent: Wednesday, March 06, 2013 7:36 AM
To: Lee, Jessica K (ODEI/DPARP)

Cc: Greeley, George

Subject: RE: Carbinoxamine PeRC meeting

Hi Jessica,

| have attached an excerpt of the PeRC minutes for carbinoxamine. The PeRC agreed to the partial waiver and
assessment.

Thanks,
Courtney

Carbinoxamine Partial Waiver/Assessment

. NDA 22-556, Karbinal (carbinoxamine ) suspension, was studied for the treatment of:

(1) Seasonal and Perennial Allergic Rhinitis

(2) Vasomotor rhinitis

(3) Allergic conjunctivitis due to inhalant allergens and foods

(4) Mild, uncomplicated allergic skin manifestations of urticaria and angioedema

(5) Dermatographism

(6) As therapy for anaphylactic reactions adjunctive to epinephrine and other standard measures after the acute
manifestations have been controlled

(7) Amelioration of the severity of allergic reactions to blood or plasma

° The application was submitted on October 5, 2012 and has a PDUFA date of April 5, 2013.

o This application triggers PREA as a new dosage form.

o The Division is requesting a partial waiver in pediatric patients from birth to 23 months because the product
would be unsafe.

0 Immediate release carbinoxamine maleate is Contraindicated in patients <2 years of age due to deaths in this
age group. This product will also receive a Contraindication in patients <2 years of age.

. The indications are approved under the monograph.

° This is a 505b2 ER for a carbinoxamine that is bioequivalent. The IR carbinoxamine that is a DESI product that
received numerous indications that would never be approved today. [ e
e

. There was an issue of deaths in 2006 and the current generic received a contra-indicated for children less than
two years of age for safety. This product is bioequivalent to the IR formulation.

o The Division stated that from a clinical perspective this drug would not likely be administered in a hospital

setting as other antihistamines are typically preferred.

o The Division presented an assessment in patients 2 years to 17 years of age based on the RLD.
° The PeRC agreed with the Division to grant a waiver in pediatric patients birth to twenty-three months of age
because the product would be unsafe and to the assessment presented in patients 2 years through 17 years.

From: Lee, Jessica K (ODEII/DPARP)
Sent: Tuesday, March 05, 2013 3:16 PM



Page 1 of 1

http://darrts.fda.gov:9602/darrts/viewPediatricRecord.do?type=view&submPk=611617 3/14/2013




NDA 22556
Carbinoxamine ER Oral Suspension

Food and Drug Administration
Center for Drug Evaluation and Research

OFFICE OF DRUG EVALUATION 11

F

ELECTRONIC CORRESPONDENCE

DATE: February 22, 2013

To: W. Scott Groner [From: Jessica Lee

Director Regulatory Affairs Regulatory Project Manager
Compan Tris Pharma, Inc. Division of Pulmonary, Allergy, and
y: Rheumatology Products
Fax number: 732-940-0374 Fax number: 301-796-9728
Phone number: 732-940-0358 Phone number: 301-796-3769

Subject: NDA 22556 Carbinoxamine Labeling Revisions

Total no. of pages including
cover: 9

Comments:

Document to be mailed: YES XNO

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

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please notify us
immediately by telephone at (301) 796-2300. Thank you.

Reference ID: 3266037



NDA 22556
Carbinoxamine ER Oral Suspension

Dear Mr. Groner:

Your resubmission dated October 4, 2012, to NDA 22556, is currently under review. We have the following
comments and revisions to the labeling; see the attached labeling. Be advised that these labeling changes
are not necessarily the Agency’s final recommendations and that additional labeling changes may be
forthcoming as we continue our review of the label.

Package Insert (PI)

1. We have made extensive edits to the wording of the PI. As a result, the original text is not shown with
changes marked, and only the final edited text is shown.

2. Delete the term “maleate” from the established name.

3. Ensure that the telephone number listed to report suspected adverse reactions is a dedicated phone
number for this purpose.

4. Ensure that the italicized portions of the systematic (IUPAC) name are in the correct locations.

All Carton and Container Labels

5. To help decrease confusion between the immediate-release product and the extended-release product,
include the frequency of administration (“Dosed every 12 hours”) under “shake well before use” on the
principle display panel of all the carton and container labels.

6. Delete the term ®@®> from the established name on the container and carton labeling, and change
all instances of the statement O 16 « we

kb

7. Increase the prominence and font of the established name. As presented, the established name is less
prominent in comparison to that of the dosage form.

8. The semi-circular shape (shown below) that is located above the Trade Name on the Principle Display
Panel of the 1 oz carton label does not allow sufficient room for the Trade and Established Names. We

recommend that you delete this shape.
)@

We request you address the deficiencies and submit a corrected draft label by noon, Friday, March 1, 2013.
If you have any questions, please contact Jessica Lee, Regulatory Project Manager, at 301-796-3769.

7 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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signature.

JESSICAKLEE
02/22/2013
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NDA 22556
Carbinoxamine ER Oral Suspension

Food and Drug Administration
Center for Drug Evaluation and Research
I Office of Drug Evaluation II

FACSIMILE TRANSMITTAL SHEET

DATE: January 7, ‘2013

To: W. Scott Groner From: Jessica Lee, PharmD
Director Regulatory Affairs Regulatory Project Manager
Company: Tris Pharma, Inc. Division of Pulmonary, Allergy, and
Rheumatology Products
Fax number: 732-940-0374 Fax number: 301-796-9728
Phone number: 732-940-0358 Phone number: 301-796-3769

Subject: Request for labeling revision

Total no. of pages including
cover;2” 3

Comments:

Document to be mailed: YES xNO

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

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please notify us
immediately by telephone at (301) 796-2300. Thank you.

Reference ID: 3241240



NDA 22556
Carbinoxamine ER Oral Suspension

Your resubmission dated October 4, 2012, to NDA 22556, is currently under review. Upon
preliminary review of the draft labeling, we have identified the following deficiencies. Be
advised that these labeling changes are not necessarily the Agency’s final recommendations

and that additional labeling changes may be forthcoming as we continue our review of the
label.

Highlights
1. Highlight limitation statement is partly bolded and the drug product name is not upper
case.
2. The statement under “Indications and Usage” uses the term “effective” for rather than
“indicated” for.
3. The revision date is not listed.

Table of Contents

4. No horizontal line to separate the “Table of Contents” (TOC) from the “Full Prescribing
Information (FPI).”

5. The subheadings in section 5, “Warnings and Precautions” in TOC does not match FPI,
and in section 6, “Adverse Reactions,” the subheadings is missing hematologic in TOC
that is listed in FPI.

6. In section 6, “Adverse Reactions” subsection is missing hematologic, which is listed in
FPI, and altered the numbering.

Full Prescribing Information (FPI)
7. Inconsistent italicized cross-reference statements.

We request you address the deficiencies and submit a corrected draft label by 4:00 PM,
Thursday, January 10, 2013. If you have any questions, please contact Jessica Lee, Regulatory
Project Manager, at 301-796-3769.

Reference ID: 3241240
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01/07/2013
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vyaq Food and Drug Administration
Silver Spring, MD 20993

NDA 022556

PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Tris Pharma, Inc.
2033 Route 130
Monmouth Junction, NJ 08852

ATTENTION: W. Scott Groner
Director, Regulatory Affairs

Dear Mr. Groner:

Please refer to your New Drug Application (NDA) dated October 4, 2012, received
October 5, 2012, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act
for Carbinoxamine Extended-release Oral Suspension, 4 mg/5 mL.

We also refer to your October 16, 2012, correspondence, received October 16, 2012, requesting
review of your proposed proprietary name, Karbinal ER. We have completed our review of the
proposed proprietary name, Karbinal ER and have concluded that it is acceptable.

The proposed proprietary name, Karbinal ER, will be re-reviewed 90 days prior to the approval
of the NDA. If we find the name unacceptable following the re-review, we will notify you. (See
the Guidance for Industry, Contents of a Complete Submission for the Evaluation of Proprietary
Names,
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CMO075068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years
2008 through 2012”.)

If any of the proposed product characteristics as stated in your October 16, 2012, submission are
altered prior to approval of the marketing application, the proprietary name should be
resubmitted for review.

Reference ID: 3238656



NDA 022556
Page 2

If you have any questions regarding the contents of this letter or any other aspects of the
proprietary name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in
the Office of Surveillance and Epidemiology, at (301) 796-3904. For any other information
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager,
Jessica Lee, at (301) 796-.

Sincerely,
{See appended €electronic signature page}

Carol Holquist, RPh

Director

Division of Medication Error Prevention and Analysis

Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology

Center for Drug Evaluation and Research

Reference ID: 3238656
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CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

Form Approved: OMB No. 0910-0396
DEPARTMENT OF HEALTH AND HUMAN SERVICES Explrati:’r)! Date: April 30, 2009.
Food and Drug Administration ’

TO BE COMPLETED BY APPLICANT

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

& (1)

0@

@)

Please mark the applicable checkbox. ]

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).

Gilbert R. Weiner, DO, AOBFP, CPI | Murray P. Sucharme, Pharm D, FCCP, FCP

Investigator, Cetero Research - Miami Chief Science Officer, Cetero Research

Miami Gardens, FL 33169 Cary, NC 27518

Clinical Investigators

‘NAME
Ketan Mehta President and CEO

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 5§4.2(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.

TITLE

"FIRM / ORGANIZATION
Tris Pharma, Inc.

SIGNATURE

,_ w’:(*ﬂ’*&*\ %w Kedeo Mepte. 2t Jes

DATE

Paperwork Reduction Act Statement

An agency may not conduct or sponsor, and & person is not required 1o respond to, a collection of
information unless it displays a currently valid OMB control number. Public reporting burden for this
collection of information is estimated Lo average | hour per response, including time for reviewing
instructions, searching existing data sources, gathering and maintaining the necessary data, and
completing and reviewing the collection of information. Send comments regarding this burden
estimate or any other aspeet of this collection of information to the address to the right:

Department of Health and Human Services
Food and Drug Administration

5600 Fishers Lane, Room 14C-03
Rockvilie, MD 20857

FORM FDA 3454 (4/06)



Food and Drug Administration
Center for Drug Evaluation and Resear ch
Office of Drug Evaluation 11

F

FACSIMILE TRANSMITTAL SHEET

DATE: November 15, 2012

To: W. Scott Groner [From: Jessica Lee
Director Regulatory Affairs Regulatory Project Manager
Company: Tris Pharma Inc. Division of Pulmonary, Allergy, and
Rheumatology Products
Fax number: 732-940-0374 Fax number: 301-796-9728
Phone number: 732-940-0358 Phone number: 301-796-3769

Subject: NDA 22556 Resubmission Microbiology Comment

Total no. of pages including
cover: 3

Comments: Please confirm receipt

Document to be mailed: YES xNO

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

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please notify us
immediately by telephone at (301) 796-2300. Thank you.

Reference ID: 3217239



Your submission dated October 4, 2012, to NDA 22556, is currently under review. We have the
following comments or request(s) for information:

Microbiology Comment:

We refer you to deficiency 5 in the October 7, 2011 complete response letter for NDA 22-556.
In the October 4, 2012, resubmission, you did not add release or in-process tests for
Burkholderia cepacia complex (BCC) species. In advance of the release of a compendial test for
these organisms, it is current agency policy to require high-risk new drug products to be free of
these organisms. You may demonstrate the absence of BCC with a release test or you may
utilize in process controls to ensure that the final drug product does not contain BCC. If you
choose to utilize in process controls in place of release testing, provide a summary of the risk
assessment that identified likely sources of BCC in the final product, the testing schedule, and
methods for components identified as likely sources of contamination. If you choose to utilize
release testing, submit a revised specification and provide the proposed test method.

We request you provide the information requested by December 14, 2012. You may submit the
information via email to Jessica.Lee@fda.hhs.gov followed by an official submission to your
NDA. If you have any questions, please contact Jessica Lee, Regulatory Project Manager, at
301-796-3769.

Reference ID: 3217239
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11/15/2012
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Food and Drug Administration
Silver Spring MD 20993

NDA 22556 ACKNOWLEDGE -
CLASS 2 RESPONSE

Tris Pharma, Inc.
2033 Route 130, Suite D
Monmouth Junction, NJ 08852

Attention: W. Scott Groner
Director Regulatory Affairs

Dear Mr. Groner:

We acknowledge receipt on October 5, 2012, of your October 4, 2012, resubmission of your new
drug application submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and
Cosmetic Act for Carbinoxamine ER Oral Suspension; eq. to 4 mg carbinoxamine maleate per 5
mL.

We consider this a complete, class 2 response to our October 7, 2011, action letter. Therefore,
the user fee goal date is April 5, 2013.

If you have any questions, call me, at (301) 796-3769.

Sincerely,
{See appended electronic signature page}

Jessica K. Lee, PharmD

Regulatory Project Manager

Division of Pulmonary, Allergy, and
Rheumatology Products

Office of Drug Evaluation II

Center for Drug Evaluation and Research

Reference ID: 3204695
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Silver Spring, MD 20993

NDA 022556
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Tris Pharma, Inc.
2033 Route 130
Monmouth Junction, New Jersey 08852

ATTENTION: W. Scott Groner
Director, Regulatory Affairs

Dear Mr. Groner:

Please refer to your New Drug Application (NDA) dated December 7, 2010, received
December 8, 2010, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Carbinoxamine ER Oral Suspension, 4 mg/5 mL.

We also refer to your August 19, 2011, correspondence, received August 22, 2011, requesting
review of your proposed proprietary name, Karbinal ER. We have completed our review of the
proposed proprietary name, Karbinal ER and have concluded that it is acceptable.

We note that this NDA submission received a Complete Response on October 7, 2011.
Therefore, if any of the proposed product characteristics as stated in your August 19, 2011,
submission are altered prior to re-submission of your NDA, the proprietary name should be
resubmitted for review.

If you have any questions regarding the contents of this letter or any other aspects of the
proprietary name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in
the Office of Surveillance and Epidemiology, at (301) 796-3904. For any other information
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager,
Miranda Raggio, at (301) 796-2109.

Sincerely,
{See appended electronic signature page}

Carol Holquist, RPh

Director

Division of Medication Error Prevention and Analysis

Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology

Center for Drug Evaluation and Research

Reference ID: 3044814
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NDA 022556

PROPRIETARY NAME REQUEST
WITHDRAWN

Tris Pharma, Inc.
2033 Route 130
Monmouth Junction, New Jersey 08852

ATTENTION: W. Scott Groner
Director, Regulatory Affairs

Dear Mr. Groner:

Please refer to your New Drug Application (NDA) dated December 7, 2010, received
December 8, 2010, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Carbinoxamine Extended-release Oral Suspension, 4 mg/5 mL.

We acknowledge receipt of your August 19, 2011 correspondence, on August 22, 2011, notifying
us that you are withdrawing your request for a review of the proposed proprietary name,

@@ This proposed proprietary name request is considered withdrawn as of August 22,
2011.

If you have any questions regarding the contents of this letter or any other aspects of the
proprietary name review process, call Nichelle Rashid, Regulatory Project Manager in the Office
of Surveillance and Epidemiology, at (301) 796-3904. For any other information regarding this
application, contact the Office of New Drugs (OND) Regulatory Project Manager, Miranda
Raggio, at (301) 796-2109.

Sincerely,
{See appended electronic signature page}

Carol Holquist, RPh

Director

Division of Medication Error Prevention and Analysis

Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology

Reference ID: 3008117
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Food and Drug Administration
Center for Drug Evaluation and Resear ch
Office of Drug Evaluation 11
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FACSIMILE TRANSMITTAL SHEET

DATE: 8-19-11

To: W. Scott Groner From: Miranda Raggio, Senior RPM
Director, Regulatory Affairs and
Compliance

Company: Tris Pharma Division of Pulmonary, Allergy, and

Rheumatology Products

Fax number: 732-940-0374 Fax number: 301-796-9728

Secure Email: TrisRA@trispharma.com

Phone number: 732-040-0358 Phone number: 301-796-2109

Subject: NDA 22556(carbinoxamine) 505 (b) (2) Information Request

Total no. of pagesincluding cover: 2

Comments: Please confirm receipt via email or phone. Thanks,m

Document to be mailed: YES xNO

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

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please notify us
immediately by telephone at (301) 827-1050. Thank you.

Reference ID: 3003179



NDA 22556

Y our submission dated December 7, 2010, to NDA 22-556, is currently under review and
we have the following request related to reliance on the innovator product and respective
patent certification/statement specific to reliance on that product:

1. A 505(b)(2) application contains “full reports of investigations” of safety and
effectiveness, where at least some of the information required for approval comes
from studies not conducted by or for the applicant and for which the applicant has
not obtained a right of reference or use. Reliance on an approved ANDA is not
acceptable to support your proposed 505(b)(2) application.

a. Submit a revised 356h form which identifies the NDA that was the basis
for submission for the ANDA you have incorrectly cited as the listed drug
relied upon to support your proposed 505(b)(2) application.

b. Provide a patent certification or statement with respect to each patent
listed in FDA’s “Approved Drug Products with Therapeutic Equivalence
Evaluations” (the Orange Book) for the listed drug upon which you rely
(see 21 CFR 314.54(a)(1)(vi)).

Submit your documents to me via email at Miranda.Raggio@fda.hhs.gov at your earliest
convenience. Your response must also subsequently be submitted officially to the NDA.
If there are any questions, please contact me at 301-796-2109.

Miranda Raggio, RN, BSN, MA
Senior Regulatory Project Manager,

Reference ID: 3003179
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Patwardhan, Swati

From: Patwardhan, Swati

Sent: Monday, August 15, 2011 5:37 PM
To: "Tris RA'

Cc: Raggio, Miranda

Subject: RE: NDA 022556- IR 8-15-2011

Dear Mr Gronner,

We are reviewing CMC section of your application and have following information request.

The Agency acknowledges the (4 ppm acceptance criteria of @9 in the
®® . . CRIC ® @
USP excipient. Also, we acknowledge the
container meeting the USP <661> acceptance criteria of NMT @ppm 2
Test the latest timepoint of each of the stability batches (TB-24A; TB-026A; and TB-
027A) for the amount of @@ and for the common impurities of &

Please acknowledge the receipt.
Thank you

Swati Patwardhan

Regulatory Health Project Manager for Quality
Office of New Drug Quality Assessment (ONDQA)
Center of New Drug Evaluation and Research
Phone: 301-796-4085

Fax: 301-796-9748

Reference ID: 3001091
8/15/2011
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Patwardhan, Swati

From: Patwardhan, Swati

Sent: Monday, July 18, 2011 11:03 AM

To: "Tris RA'

Cc: Raggio, Miranda

Subject: RE: Tris Pharma (N022556) Carbinoxamine ER-IR 7-18-2011

Dear Mr. Groner,

We are reviewing the CMC and Microbiology section of the application and request following
information or a reference to its location in the subject submission:

1. In support of the proposed dosage and administration as presented in the Iak()b)e(ﬂng,

2. Refer to the June 10, 2011 amendment. Provide updated stability data in support of the
alternate container.

3. Provide the methods and results from preservative effectiveness testing. Include the
results from Batch No. 0132-157.

4. Provide the microbial limits test method or clearly define the sample used for testing. We
note that your patient dose is 4 mg/5 mL, yet the limits for microbes are expressed in
CFU/g. Provide a justification for the microbial limit expressed in grams rather than
milliliters for this liquid drug product.

5. Provide a copy of the study mentioned in the 24 June 2011 response to Question 3. This
study should have evaluated the microbiological burden prior to o

6. Provide test methods and acceptance criteria to demonstrate the drug product is free of
the objectionable microorganism Burkholderia cepacia. Your test method should be
validated and a discussion of those methods should be provided. Test method validation
should address multiple strains of the species and cells that are acclimated to the
environments (e.g., warm or cold water) that may be tested.

Please identify potential sources for introduction of B. cepacia during the
manufacturing process and describe the steps to minimize the risk of B. cepacia
complex organisms in the final drug product. We recommend that potential sources
are examined and sampled as process controls, and these may include raw
materials and the manufacturing environment. A risk assessment for this species in
the product and raw materials is recommended to develop sampling procedures and
acceptance criteria.

There are currently no compendial methods for detection of B. cepacia complex
(Bcc). At this point in time it would be sufficient to precondition representative strain
(s) of B. cepacia in water and/or your drug product without preservatives and
demonstrate that your proposed method is capable of detecting small numbers of
Bcc. Your validation studies should describe the preconditioning step (time,
temperature, and solution(s) used), the total number of inoculated organisms, and
the detailed test method to include growth medium and incubation conditions. It is
essential that sufficient preconditioning (minimum 48 hours) of the organisms occurs

Reference |D: 2974994
7/18/2011
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during these method validation studies.

We refer you to Envir. Microbiol. 13(1):1-12, 2011 for more information on the B.
cepacia complex of organisms. We refer you to J. Appl. Microbiol. 1997 Sep;83
(3):322-6 for more information on the recovery of B. cepacia organisms from
pharmaceutical environments.

Thank you

Swati Patwardhan

Regulatory Health Project Manager for Quality
Office of New Drug Quality Assessment (ONDQA)
Center of New Drug Evaluation and Research
Phone: 301-796-4085

Fax: 301-796-9748

Reference ID: 2974994
7/18/2011
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@ DEPARTMENT OF HEALTH AND HUMAN SERVICES

g Food and Drug Administration

Silver Spring MD 20993

NDA 22-556 INFORMATION REQUEST

Tris Pharma, Inc.
Attention: W. Scott Groner
Director Regulatory Affairs & Compliance
2033 Route 130
Monmouth Junction, NJ 08852

Dear Mr. Groner:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for carbinoxamine ER oral suspension eq. to 4 mg carbinoxamine
maleate per 5 ml.

We are reviewing the CMC and Biopharmaceutics sections 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 specifications for the non-compendial excipient polyvinyl acetate e
lack critical quality information regarding residual content (e.g., a
limit of NMT ®* ppm, is indicated in the Ph. Eur. monograph for Polyvinyl acetate

@@ and residual @@ content. Provide either a reference to the
manufacturing DMF or update specifications in the NDA.

(b) (4)

2. Provide details regarding the hold times/stability for @@ senerated during drug

product manufacturing. Also explain the discrepancies in the recorded dates for different
manufacturing steps in the batch record for Lot TB-027. In addition, the dissolution
profile for this batch is significantly different from those for the biobatches. Provide a
rationale from CMC perspective for this discrepancy.

(b) (4)

Please justify with

3. ®® is manufactured by

data, the lack of microbiological controls at this step.

4. Provide justification for the absence of in process controls during drug product
manufacture for viscosity and controls for particle size for the bulk oral suspension.

5. Provide comprehensive information regarding scale-up of drug product manufacturing
from pilot to commercial scale identifying the changes in equipment, manufacturing

Reference ID: 2955440



NDA 22-556
Page 2

conditions etc., if any. The master production records provided in the application do not
summarize this information.

6. Provide the results of additional characterization and/or control studies performed for the
free:bound carbinoxamine ratio. Alternatively, provide adequate justification for not
providing this information and data.

7. The justification provided for specifications of the ®® in drug product is
inadequate. Provide details on how the various limits have been calculated. Refer to| %

8. Provide stability data from forced degradation (stress testing) and photostability studies
(e.g., see ICH Q1A(R2) and ICH Q1B) or provide adequate justification for the lack of

these data in the application.
9. DMF ™% is deficient and a letter has been sent to the DMF holder on o

10. Your proposed dissolution specifications did not follow the IVIVC guidance for industry
n terms of setting dissolution specifications for extended release products. The following
dissolution specifications are recommended for Carbinoxamine ER Oral Suspension)

4 mg/ SmL):

Acceptance Criteria (%)

b) (4
1 hr: (b) (4)
(b) (4)

11. This recommendation is based on the mean dissolution profiles you provided on
4/14/2011 for all three batches ®® variation. Please revise the dissolution specifications
accordingly and submit a new specification sheet reflecting this change.

If you have any questions, call Swati Patwardhan, Regulatory Project Manager-Quality, at 301-
796-4085.

Sincerely,
{See appended electronic signature page}

Prasad Peri, Ph.D.

Branch Chief

Division of New Drug Quality Assessment IIT
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research

Reference ID: 2955440
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NDA 022556

PROPRIETARY NAME REQUEST
UNACCEPTABLE

Tris Pharma, Inc.
2033 Route 130
Monmouth Junction, New Jersey 08852

ATTENTION: W. Scott Groner
Director Regulatory Affairs and Compliance

Dear Mr. Groner:

Please refer to your New Drug Application (NDA) dated December 7, 2010, received
December 8, 2010, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
Carbinoxamine Extended-release Oral Suspension, 4 mg/5 mL.

We also refer to your February 17, 2011, correspondence, received February 18, 2011, requesting review
of your proposed proprietary name, @@ and alternate proposed name, @@ Tt is the
FDA'’s policy to review only the primary name submission. However, a promotional concern was
identiﬁe(%b)f(%r the proposed proprietary name @@ as well as the alternate proposed name,

We have completed our review of the proposed proprietary names and have concluded that ek

and @@ are unacceptable for the following reason.

The Division of Drug Marketing, Advertising, and Communications (DDMAC) objects to the
proposed proprietary names " @@ and " ®® because they imply that the drug
is useful in a broader range of conditions or patients than has been supported by substantial
evidence or substantial clinical experience. The proposed proprietary names contain the suffix

@@ which suggests that the drug can be used in all @ patients. However, this product is
contraindicated in patients less than two years old. Therefore, the proposed proprietary names
broaden the indication of the drug by implying that they are indicated for use in all A
patients, when this is not the case.

Please note that the Federal Food Drug and Cosmetic Act provides that labeling or advertising
can misbrand a product if misleading representations are made, whether through a proposed
proprietary name or otherwise; this includes suggestions that a drug is better, more effective,
useful in a broader range of conditions or patients, safer, has fewer, or lower incidence of, or less
serious side effects or contraindications than has been demonstrated by substantial evidence or

Reference ID: 2924154



NDA 022556
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substantial clinical experience. [21 U.S.C. 321(n); see also 21 U.S.C. 352(a) & (n); 21 CFR
202.1(e)(5)(1);(e)(6)(D)]-

If you have any questions regarding the contents of this letter or any other aspects of the proprietary
name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in the Office of
Surveillance and Epidemiology, at (301) 796-3904. For any other information regarding this application
contact the Office of New Drugs (OND) Regulatory Project Manager, Miranda Raggio,

at (301) 796-21009.

Sincerely,
{See appended €electronic signature page}

Carol Holquist, RPh

Director

Division of Medication Error Prevention and Analysis
Office of Surveillance and Epidemiology

Center for Drug Evaluation and Research

Reference ID: 2924154
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‘h Food and Drug Administration
Silver Spring MD 20993

NDA 22556
FILING COMMUNICATION

Tris Pharma

2033 Route 130

Suite D

Monmouth Junction, NJ 08852

Attention: W. Scott Groner
Director Regulatory Affairs and Compliance

Dear Mr. Groner:

Please refer to your New Drug Application (NDA) dated December 7, 2010, received December
7, 2010, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act,
for carbinoxamine ER oral suspension eq. to 4mg carbinoxamine maleate per 5 ml.

We also refer to your submissions dated December 29, 2010, and January 21, 2011.

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, in accordance with 21 CFR 314.101(a), this
application is considered filed 60 days after the date we received your application. The review
classification for this application is Standard. Therefore, the user fee goal date is October 8,
2011.

We are reviewing your application according to the processes described in the Guidance for
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA
Products. Therefore, we have established internal review timelines as described in the guidance,
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning,
midcycle, team and wrap-up meetings). Please be aware that the timelines described in the
guidance are flexible and subject to change based on workload and other potential review issues
(e.g., submission of amendments). We will inform you of any necessary information requests or
status updates following the milestone meetings or at other times, as needed, during the process.
If major deficiencies are not identified during the review, we plan to communicate proposed
labeling and, if necessary, any postmarketing commitment requests by September 17, 2011.

During our filing review of your application, we identified the following Clinical and
Biopharmaceutics potential review issues:

1. The proposed indications for your carbinoxamine extended release product reflect the
current list of indications for the carbinoxamine reference product. We acknowledge that

Reference ID: 2907160
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carbinoxamine underwent DESI review and this list of indications is reflective of that
review. The DESI review notwithstanding, and given current approval standards where
each indication must be supported by adequate and well controlled clinical trials, whether
your extended release carbinoxamine product would retain all the currently listed DESI
indications will be a review issue.

2. This application will trigger PREA. Under PREA, pediatric studies may be required to
support all the indications considered appropriate for the pediatric age range. As a result,
a BE/BA waiver request for the pediatric studies may not be appropriate for children 2 to
17 years of age and the evaluation of what indications may be supported in the pediatric
age range will be a review issue.

3. The acceptability of in vitro alcohol interaction study and the dissolution method and
acceptance criteria will be a review issue.

We are providing the above comments to give you preliminary notice of potential review issues.
Our filing review is only a preliminary evaluation of the application and is not indicative of
deficiencies that may be identified during our review. Issues may be added, deleted, expanded
upon, or modified as we review the application.

We also request that you submit the following information:
CMC

1. The first identification specification (drug product) mentions the 0@ Heak”;
this error should be corrected. Ensure that these are the correct drug product
specifications for the carbinoxamine product.

2. Provide data for preservative effectiveness testing for the drug product or indicate
where this information is located in your submission

3. Since the drug formulation contains a ®®evel of glycerin which may be
considered as a ®® as well as significant levels of other excipients
(other than|  ®% provide data and controls for container closure component
extractables (e.g. using a range of ®® and multiple extraction conditions),
and for leachables that are found in the drug product formulation over its shelf life.
Alternatively, provide a data based justification for a lack of controls for extractables and
leachables. For any extractables and leachables which were identified, provide a safety
assessment of such extractables and leachables.

Biopharmaceutics

4. Submit the complete dissolution profile data (raw data, mean values, and SD) from the
clinical and primary stability batches supporting the selection of the dissolution
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acceptance criteria (i.e.,specification-sampling time points and specification values) for
your proposed extended release (ER) product.

5. Submit the dissolution method report including the complete dissolution profile
(individual, mean, SD, profiles) data for your proposed ER suspension collected during
the development of the proposed dissolution method.

6. You have provided information on the in vitro alcohol interaction study for
carbinoxamine ER suspension using the proposed QC method. However, in order to rule
out a possible dose-dumping (DD) effect in the presence of alcohol in the acidic
environment of the stomach, we recommend that you conduct an additional drug-alcohol
interaction study in 0.1 N HCI with the following alcohol concentrations; 0 %, 5 %, 10
%, 20 %, and 40 % as the dissolution media. Dissolution testing should be conducted
using the same apparatus and paddle speed as the QC method. Dissolution data should be
generated from 12 dosage units (n=12) at multiple time points to obtain a complete
dissolution profile. Please include the following information as part of your study report:

a. The comparison dissolution profile data to determine if the modified release
characteristics are maintained, especially in the first 2 hours.

b. The similarity f2 values to assess the similarity (or lack thereof) in the dissolution
profiles.

Additionally, we have the following preliminary labeling comments:

HIGHLIGHTS

7. RECENT MAJOR CHANGES

Remove this section. It is not required for original NDAs.
8. INDICATIONS AND USAGE

If the drug is a member of an established pharmacologic class, the concise statement
under this heading in Highlights must identify the class as follows: “(Drug) is a (name of
class) indicated for (indications(s)).” If the drug is not a member of an established
pharmacologic class, the statement should be omitted.

For the pharmacological class web page see
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm162549.h
tm.

9. ADVERSE REACTIONS

This section should include not only a list of the most frequently occurring adverse
reactions, but also the criteria used to determine inclusion(e.g., incidence rate great than
x%).
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10. USE IN SPECIFIC POPULATIONS

The pregnancy category designation is not appropriate for inclusion in Highlights because
the pregnancy category, in isolation, tends to oversimplify the risks of drugs in pregnancy,
and, as a result, may be confusing. Therefore, do not include the pregnancy category in the
Highlights section.

TABLE OF CONTENTS

11. USE IN SPECIFIC POPULATIONS

Any required section, subsection, or specific information that is clearly inapplicable may
be omitted from the FPI. However, the numbering does not change. This is important to
remember for the required subsections in Sections 8 (Use in Specific Populations), 12
(Clinical Pharmacology) and 13 (Nonclinical Toxicology). Subsection 8.2, Labor and
Delivery, has been omitted but the following subsections were renumbered. Revise the
numbering as 8.1, 8.3, 8.4, 8.5, in the Table of Contents. Revise the corresponding
subsections in the FPI accordingly.

FULL PRESCRIBING INFORMATION

12. CONTRAINDICATIONS
For each contraindications, use numbered subsections headings OR bullets.

13. WARNINGS AND PRECAUTIONS

A subheading should be used for each adverse reaction, syndrome, or constellation of
reactions prioritized based on relative public health significance. (The subheading should
convey the risk.)

CARTON AND CONTAINER

14. Submit the draft carton label, or provide a rationale as to why a carton will not be
required.

If you have not already done so, you must submit the content of labeling

[21 CFR 314.50(1)(1)(1)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. The
content of labeling must be in the Prescribing Information (physician labeling rule) format.

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

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c¢), all applications for new

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

Pediatric studies conducted under the terms of section 505B of the Federal Food, Drug, and
Cosmetic Act (the Act) may also qualify for pediatric exclusivity under the terms of section
505A of the Act. If you wish to qualify for pediatric exclusivity please consult Pulmonary,
Allergy, and Rheumatology Products. Please note that satisfaction of the requirements in section
505B of the Act alone may not qualify you for pediatric exclusivity under S05A of the Act.

We acknowledge receipt of your request for a partial waiver of pediatric studies for this
application. Once we have reviewed your request, we will notify you if the partial waiver
request is denied.

If you have any questions, call Miranda Raggio, Senior Regulatory Project Manager, at
(301) 796-2109.

Sincerely,
{See appended electronic signature page}

Badrul A. Chowdhury, M.D., Ph.D.

Director

Division of Pulmonary, Allergy, and Rheumatology
Products

Office of Drug Evaluation II

Office of New Drugs

Center for Drug Evaluation and Research
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FACSIMILE TRANSMITTAL SHEET

DATE: 1-11-11
To: W. Scott Groner From:
Director, Regulatory Affairs and Miranda Raggio, RPM
Compliance
Company: Tris Pharma Division of Pulmonary, Allergy, and
Rheumatology Products
Fax number: 732-940-0374 Fax number: 301-796-9728
Secure Email: TrisRA@trispharma.com
Phone number: 732-040-0358 Phone number: 301-796-2109

Subject: NDA 22-556(carbinoxamine) Clinical Information Request

Total no. of pagesincluding cover: 2

Comments: Please confirm receipt via email or phone. Thanks,m

Document to be mailed: YES xNO

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

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please notify us
immediately by telephone at (301) 827-1050. Thank you.
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Your submission dated December 7, 2010, to NDA 22-556, is currently under review and
we have the following request(s):

1. Provide the following information for laboratory parameters in both studies:

a. Provide a table for each laboratory parameter that lists each subject and
provides the baseline, any interim values, and the final value.

b. Provide a table showing all of the laboratory values for all subjects who had a
final laboratory value outside the reference range.

2. Explain the clinical significance of the elevated uric acid levels seen in study
MIFT08002 (15 out of 42 subjects had uric acid values above the reference range
at the final study visit).

If there are any questions, please contact Miranda Raggio, Senior Regulatory Project
Manager, at 301-796-2109.
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NDA ACKNOWLEDGMENT

Tris Pharma

2033 Route 130

Suite D

Monmouth Junction, NJ 08852

Attention: W. Scott Groner
Director Regulatory Affairs and Compliance

Dear Mr Groner:

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

(b) (4)

Name of Drug Product: extended release oral suspension

Date of Application: December 7, 2010
Date of Receipt: December 8, 2010
Our Reference Number: NDA 22556

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on February 6, 2011, in
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR
314.50(1)(1)(1)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Failure
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21
CFR 314.101(d)(3). The content of labeling must conform to the content and format
requirements of revised 21 CFR 201.56-57.

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

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Pulmonary, Allergy, and Rheumatology Products
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5901-B Ammendale Road
Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the
page and bound. The left margin should be at least three-fourths of an inch to assure text is not
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however,
it may occasionally be necessary to use individual pages larger than standard paper size.
Non-standard, large pages should be folded and mounted to allow the page to be opened for
review without disassembling the jacket and refolded without damage when the volume is
shelved. Shipping unbound documents may result in the loss of portions of the submission or an
unnecessary delay in processing which could have an adverse impact on the review of the
submission. For additional information, please see
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

If you have any questions, call Miranda Raggio, Senior Regulatory Project Manager, at (301)
796-2109.

Sincerely,

{See appended electronic signature page}

Miranda Raggio, RN, BSN, MA

Senior Regulatory Project Manager

Division of Pulmonary, Allergy, and Rheumatology
Products

Office of Drug Evaluation II

Center for Drug Evaluation and Research
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®® Extended Release Oral Suspension

April 17,2008

Tris Pharma

Cynthia Katsempris, Manager, Regulatory Affairs
Lydia Gilbert-McClain, M.D., Ph.D.
Miranda J. Raggio, RN, BSN, MA, RPM

Lydia Gilbert-McClain, M.D., Medical Team Leader, Division
of Pulmonary and Allergy Products/Acting Division Director

Charles Lee, M.D., Medical Team Leader, Division of
Pulmonary and Allergy Products

James Kaiser, M.D., Medical Reviewer, Division of Pulmonary
and Allergy Products

Timothy McGovern, Ph.D., Pharmacology/T dxico]ogy Team
Leader, Division of Pulmonary and Allergy Products

Virgil Whitehurst, Ph.D., Pharmacology/Toxicology Reviewer,
Division of Pulmonary and Allergy Products

Wei Qiu, Ph.D., Acting Clinical Pharmacology Team Leader,
Division of Clinical Pharmacology II, Office of Clinical
Pharmacology
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Meeting Minutes CDER ODEII DPAP Teleconference Confidential
Application Number # PIND 102091 5/29/2008

Eugenia M. Nashed, Ph.D., CMC Reviewer, Division of Pre-
Marketing Assessment I, Branch I1

Miranda Raggio, Regulatory Project Manager, Division of
Pulmonary and Allergy Products

Sponsor Attendees: Ketan Mehta, President and CEO, Tris Pharma
Yu-Hsing Tu, PhD, Vice President, R&D, Tris Pharma

Cynthia Katsempris, Manager, Regulatory Affairs and
Compliance, Tris Pharma

Scott Groner, Director, Regulatory Affairs and Compliance,
Tris Pharma

ris Pharma

Alivia Chaudhuri, Research Scientist, Tris Pharma

BACKGROUND

Tris Pharma requested a Type B meeting in correspondence dated February 29, 2008, received
March 28, 2008. The purpose of this meeting was to discuss the clinical development program for

products. The meeting package was submitted to the Division on
April 17, 2008. Upon review of the meeting package, the Division provided responses to Tris
Pharma via telephone facsimile on May 13, 2008. The content of telephone facsimile is printed
below, with the Division’s responses in bold italics and Tris Pharma’s questions in italics. Cynthia
Katsempris, on behalf of Tris Pharma, sent an email on May 15, 2008, to let the Division know that
Tris would like to change the face-to-face meeting to a teleconference, and that they would like to
discuss Introductory Statements 1,2,4 and 5, as well as Question 6, at the teleconference. Summary
comments of the meeting discussion related to these questions are found immediately following the
telephone facsimile contents in regular font.
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QUESTIONS AND RESPONSES

INTRODUCTORY STATEMENT

We note your proposal to develop extended release formulations of Carbinoxamine single
ingrediemt[ e D @indications in children and adults. We
are providing these general comments about your overall development approach.

1. Your proposal is for a bioequivalence program to support your

2. Recent discussions at the pediatric advisory meeting for cough and cold products
(www.fda.gov/ohrms/dockets/ac/07/transcripts/2007-4323t1) has caused us to re-think our
approach to

3. Carbinoxamine was reviewed under the DESI review (DESI 6303, 38 FR 7265, March 19,
1973) which concluded that carbinoxamine was effective as an antihistamine.

4. We cannot assume that th

5. Given the above statements, you will need clinical studies to demonstrate thel @@

‘or drugs approved under an NDA.
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Summary of Discussion of Introductory Statements:

1.

. Tris Pharma inquired as to the acceptability of [ 0@

The Division opened the meeting with a statement recognizing Tris Pharma’s bioequivalence

approach to the [ @@ extended release oral suspension, [ @@

The Division stated that the efficacy of carbinoxamine as a single ingredient antihistamine
for treatment of seasonal allergic rhinitis is not in question.

Tris Pharma asked if the Pediatric Advisory Committee established efficacy and safety
guidelines which extended to specific age groups for the pediatric population. The Division

stated that | 0@ pediatric cough and cold products remain

under discussion with regard to cut-off ages.

Tris Pharma asked if showing a [N e

These data may be included in an NDA submission to provide
additional background and support but will not preclude the need for clinical studies.

Tris asked what kind of clinical trials would be required for the carbinoxamine

||‘|||\
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7. The Division stated that if Tris Pharma wants to market [ 00®@ in pediatric
populations, clinical trials must be done in all representative pediatric age groups.

8. The Division recommended that clinical trials be approached in a

9. Tris Pharma asked if they

QUESTIONS AND RESPONSES

Question 1. Does the Agency agree that the proposed product strengths and dosing regimens are
appropriate?

Division Response: The proposed product strength and dosing regimen for your single
ingredient product is appropriate and consistent with that of the proposed reference listed NDA
drug product, Palgic.

Discussion: No discussion occurred.

Question 2. Does the Agency agree that the NDA o

Final Meeting Minutes ‘ Page 5



Meeting Minutes CDER ODEII DPAP Teleconference Confidential
Application Number # PIND 102091 5/29/2008

Division Response: The Division recommends that sponsors considering the submission of an
application through the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54,
and the October 1999 Draft Guidance for Industry “Applications Covered by Section 505(b)(2)”
available at http:/www.fda.gov/cder/guidance/index.htm. In addition, FDA has explained the
background and applicability of section 505(b)(2) in its October 14, 2003, response to a number of
citizen petitions challenging the Agency’s interpretation of this statutory provision (see Dockets
2001P-0323, 2002P-0447, and 2003 P-0408 available at
hitp://www.fda.gov/ohrms/dockets/dailys/03/0ct03/102303/02p-0447-pdn0001-voll.pdf)).

If you intend to submit a 505(b)(2) application that relies on FDA’s finding of safety and/or
effectiveness for one or more listed drugs for approval, you must establish that such reliance is
scientifically appropriate, and must submit data necessary to support any aspects of the proposed
drug product that represent modifications to the listed drug(s). You should establish a “bridge”
(e.g., via comparative bioavailability data) between your proposed drug product and each listed
drug upon which you propose to rely upon to demonstrate that such reliance is scientifically
Jjustified. If you intend to rely on literature or other studies for which you have no right of
reference but that are necessary for approval, you must also establish that reliance on the studies
described in the literature is scientifically appropriate.

Circumstances could change that would render a 505(b)(2) application for this product no longer
appropriate. For example, if a pharmaceutically equivalent product were approved before your
application is submitted, such that your proposed product would be a duplicate of that drug and
eligible for approval under section 505(j) of the act, we may refuse to file your application as a
505(b)(2) application (21 CFR 314.101(d)(9)). In such a case, the appropriate submission would
be an ANDA that cites the duplicate product as the reference listed drug.

Discussion: No discussion occurred.

Question 3. Does the Agency agree with the proposed PK study Reference Drugs, Carbinoxamine

Maleate Oral Solution, Mft:

Division Response: In general, we agree with the study designs as well as total doses of the test
and reference

Discussion: No discussion occurred.

Question 4. Docs the Agency agree with the single-dose [ @@ o4y designs,

including total doses of the test and reference products?
Division Response: See response to Question 3.
Discussion: No discussion occurred.
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Question 5. Does the Agency agree that no other clinical efficacy or safety studies are required for
NDA submission and subsequent product approval?

Division Response: No clinical efficacy and safety studies will be needed for your single
ingredient carbinoxamine product, assuming that you demonstrate bioequivalence between your

product and the reference product.

Discussion: No discussion occurred.

Question 6. If the proposed PK studies are not sufficient for product approval, what studies would
the Agency recommend?

Discussion: Tris Pharma asked about carbinoxamine as a single agent with regards to a
bioequivalence approach. They noted that they have an extended release suspension, but the only
marketed product is an immediate release product. Therefore, Tris stated that it is unlikely that they
will demonstrate equivalent Cmax in the extended release product compared to the immediate
release product. The Division stated that PK data must show equivalence for AUC and submit
clinical trial data to provide justification for any difference in Cmax values with extended release
products. The Division confirmed that a review of the current literature would not be sufficient
justification, and that all aspects of the Cmin and Cmax would be a review issue.

Question 7. Tris proposes to submit the NDA application with 6 months of accelerated and room
temperature stability data (as per ICH conditions). Does the Agency find this acceptable for filing?

Division Response: We strongly recommend that you submit a complete stability package in the
original NDA, including at least 12 months of long term data. Your proposal to submit only 6
months of stability data from the long-term and accelerated conditions and a commitment to
provide 12 months of long-term results within 6 months from the original submission would not
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preclude filing of the NDA. However, while every effort will be made to review amendments
containing stability updates, the review of such amendments will depend on the timeliness of
submission, extent of submitted data, and available resources. Therefore, in accordance with
Good Review Management Principles and Practice (GRMP) timelines, we cannot guarantee that
we will be able to review such amendments in the later part on the review cycle.

Note that ICH Q1A "Stability Testing of New Drug Substances and Drug Products" recommends
submission of at least 12 months of data See guzdance document available at the FDA/ICH
website o/ A, Sl o e/ d 28 2

Discussion: No discussion occurred.

Question 8. Tris plan to submit a minimum of 12 months room temperature stability data as a CMC
Amendment before product approval. How would the submission of this amendment affect FDA
review time? Does the Agency agree that this would support approval of a 24 month expiration date?

Division Response: The shelf life for the product will be based on the long-term and accelerated
stability data that is submitted and reviewed. Only under certain circumstances, extrapolation of
the shelf life beyond the period covered by the long-term data can be appropriate (see ICH
Guidance for Industry: Q1E Evaluation of Stability Data).

We recommend that you provide tabular summaries of your stability data, organized by test
parameter, and separated by manufacturing site, batch, storage conditions and container closure
system. We also recommend that you provide graphical summaries of any trending stability data,
organized by test parameter, including mean and individual data.

You may propose in the NDA a desired shelf life for the products along with appropriate
Justification. However, the final determination of the actual shelf life will be a NDA review issue.

Discussion: No discussion occurred.

ADDITIONAL COMMENTS
Clinical

1. We are concerned that your extended release (ER) product may release its entire contents
(“dose dumping”) when used with alcohol, thereby leading to safety concerns. Therefore,
we recommend that you evaluate drug-alcohol interaction with your ER product. You
should conduct in vitro drug release testing initially and may have to follow- up with an in
vivo study, depending on the result of the in vitro testing. You should discuss the result of
your in vitro study with the Agency before the submission of the NDA.

Discussion: No discussion occurred.

2. The following is a general outline for the in vitro study: Provide data on in vitro drug
release using the test procedure selected for the product but with the media containing
varying amounts of ethyl alcohol. Choose the media containing 0, 4, 20, and 40 % alcohol
and the time points sufficient to cover the entire release profile from initial time to the time
when asymptote is reached. Consider taking more samples in the first two hours e.g. 20,
40, 60, 90 and 120 minutes in order to better characterize the early dissolution profile.
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Discussion: No discussion occurred.

Pharmacology/Toxicology

1. Impurities and degradants exceeding ICH Guidance Q3A(R) and Q3B(R) recommended
qualification thresholds should be adequately qualified for safety to support an NDA
submission.

Discussion: No discussion occutred.

Chemistry, Manufacturing, and Controls

1. Provide Drug Master Files for all flavors used in the formulation.

Discussion: No discussion occurred.

2. Asyou develop your NDA include a well documented Pharmaceutical Development Report
as per ICH-Q8 guideline and highlight how critical quality attributes and critical process
parameters are identified and controlled. Provide results from chemical stability studies
Sfor the @@ qctive ingredients to demonstrate that they are stable in the proposed
Sormulation during the shelf life of the product.

Discussion: No discussion occurred.

3. At the beginning of the CMC section, include a table of all facilities (including contract
manufacturers/testers etc. for drug substance and drug product), include specifically what
is the function of each facility, the contact name and address, the CFN number, and the
complete name and address of the facility.

Discussion: No discussion occurred.

4. Ensure that all of the above facilities are ready for inspection by the day the application is
submitted, and include a statement confirming to this in the NDA cover letter.

Discussion: No discussion occurred.

5. Provide data on in vitro drug release using the test procedure selected for the product but
with the media containing varying amounts of ethyl alcohol. Choose the media containing
0,4, 20, and 40 % alcohol and the time points sufficient to cover the entire release profile
Sfrom initial time fo the time when asymptote is reached. Consider taking more samples in
the first two hours e.g. 20, 40, 60, 90 and 120 minutes in order to better characterize the
early dissolution profile.

Discussion: No discussion occurred.
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6. As you develop your IND and NDA refer to the following guidance documents:

a. Guidance for Industry Q3A Impurities in New Drug Substances ICH Q3A (R) available at
httpinewfda.govicder/suidance/d 164l him

b. Guidance for Industry Q3B(R2) Impurities in New Drug Products available at
hitpfww fda gov/eder/guidunce/7385ful, i

¢. Guidance on Q6A Specifications: Test Procedures and Acceptance Criteria for New Drug
Substances and New Drug Products: Chemical Substances available at
haprwwsw fda e ov/GHEMS/DOCKETSO8/{ 22008 i

d. Guidance for Industry INDs for Phase 2 and Phase 3 Studies Chemistry, Manufacturing,
and Controls Information available at [i(fy://svivse [ onZoderssnidance/ 2678, vrand
21 CFR 314.23

e. Guidance for Industry Container Closure Systems for Packaging Human Drugs and

Biologics Chemistry, Manufacturing and Controls Documentation available at
http:fwww fda.govieder/ouidance/I 71l b

Discussion: No discussion occurred.
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