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APPROVAL LETTER




Food and Drug Administration

Rockville, MD 20857
ANDA 078208

Medvice Consulting, Inc.

U.S. Agent for: Altaire Pharmaceuticals, Inc.
Attention: Martin Dalsing

806 Kimball Avenue

Grand Junction, Colorado 81501

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated March 15, 2006 and accepted for filing on August
28, 2007, submitted pursuant to section 505(j) of the Federal
Food, Drug, and Cosmetic Act (the Act), for Naphazoline
Hydrochloride 0.027% and Pheniramine Maleate 0.315% Ophthalmic
Solution, USP (OTC).

Reference is also made to your amendments dated June 26, 2006;
August 27, 2007; September 9, and October 16, 2008; and January
13, February 2, February 3, February 20, March 3, and March 18,
2009; and March 15, 2010.

We have completed the review of this ANDA and have concluded
that adequate information has been presented to demonstrate that
the drug is safe and effective for over-the-counter (OTC) use as
recommended in the submitted labeling. Accordingly the ANDA is
approved, effective on the date of this letter. The Division of
Biocequivalence has determined your Naphazoline Hydrochloride
0.027% and Pheniramine Maleate 0.315% Ophthalmic Solution to be
bioequivalent to the reference listed drug, Opcon-A® Ophthalmic
Solution, (Naphazoline Hydrochloride 0.027% and Pheniramine
Maleate 0.315%), of Bausch and Lomb, Inc.

Under section 506A of the Act, certain changes in the conditions
described in this ANDA require an approved supplemental
application before the change may be made.



Postmarketing reporting requirements for this ANDA are set forth
in 21 CFR 314.80-81 and 314.98. The Office of Generic Drugs
should be advised of any change in the marketing status of this
drug.

As soon as possible, but no later than 14 days from the date of
this letter, submit, using the FDA automated drug registration
and listing system (eLIST), the content of labeling [21 CFR
314.50(1)] in structured product labeling (SPL) format, as
described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLab
eling/default.htm, that is identical in content to the approved
labeling (including the package insert, and any patient package
insert and/or Medication Guide that may be required). Information
on submitting SPL files using eLIST may be found in the guidance
for industry titled “SPL Standard for Content of Labeling
Technical Qs and As” at
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInf
ormation/Guidances/U CM072392.pdf

The SPL will be accessible via publicly available labeling
repositories.

Sincerely yours,

{See appended electronic signature page}

Keith Webber, Ph.D.

Deputy Director

Office of Pharmaceutical Science

Center for Drug Evaluation and Research



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

ROBERT L WEST
09/27/2010

Deputy Director, Office of Generic Drugs
for Keith Webber, Ph.D.

Reference ID: 2841150
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PLEASE READ CAREFULLY AND KEEP
THIS INSERT FOR FUTURE REFERENCE.

Naphazoline HCI 0.027% and
Pheniramine Maleate 0.315%
Ophthalmic Solution, USP
(With Antihistamine To Relieve Itching)

Itching & Redness Reliever Eye Drops
Eye Allergy Relief

* Temporarily relieves itching and redness caused by pollen, ragweed, grass,
animal hair, and dander.

* Once available by prescription only, Naphazoline HCI 0.027% and Pheniramine
Mgleate 0.315%0phthalmic Solution, USP is effective for the relief of itchy,
red eyes.

INGREDIENTS:  (ACTIVE) pheniramine maleate (0.315%), naphazoline
hydrochloride (0.027%) (INACTIVE)benzalkonium chloride
(0.01%), disodium edetate (0.1%), boric acid, hydroxypropyl
methylcellulose, sodium borate, sodium chloride, purified water.

DIRECTIONS:  Adults and children 6 years of age and older: Instill 1 or 2
drops in the affected eye(s) up to 4 times daily.
Children under 6 years: ask a doctor.

INDICATIONS:  For the temporary relief of redness and itchingof the eye due
to pollen, ragweed, grass, animal hair and dander.

T Front

WARNINGS:

If you are sensitive to any ingredient in this product, do not use.

To avoid contamination, do not touch tip of container to any surface. Replace
cap after using. If solution changes color, or becomes cloudy, do not use.

Ask a doctor before use if you have * heart disease * high blood pressure

e trouble urinating due to enlarged prostate gland  narrow angle glaucoma.
Stop use and ask a doctor if you experience: eye pain, changes in vision,
redness or irritation of the eye that worsens or persists for more than 72 hours.
Overuse of this product may produce increased redness of the eye. Pupils may
become enlarged temporarily. You may experience a brief tingling sensation after
putting drops in eyes.

Keep this and all drugs out of the reach of children. In case of accidental
ingestion, seek professional assistance or contact a Poison Control Center
immediately. Accidental oral ingestion in infants and children may lead to coma
and marked reduction in body temperature.

Remove contact lenses before using.

Store at room temperature 20°-25°C(68°-77°F).

Protect from light.

Use before the expiration date marked on the carton or bottle.

Available in 15 mL NDC 59390-177-13 and 30 mL NDC 59390-177-18

Do not use if imprinted seal on cap is torn, broken or missing, or if imprinted
seals on top and bottom flaps are not intact and completely legible.

_?ALTAIRE Pharmaceuticals, Inc.
| Aquebogue N.Y. 11931
MG #18301 R0209

Mfd By:




' ALTAIRE Pharmaceuticals Inc
Aguebogee NY 11931

Naphazo

HCI 0.027%

Pheml amine ChERNTED.
Maleate 0.315% T0h, BROKEN

Ophthalmic Solution, USP OR MISSING

f ) ALTAIRE Pharmaceuticals, Inc.
§/ Auuebogue, NY. 11531

Drug Facts (continued)

When using this product
® Overuse may cause more redness
© pupils may become enlarged temporarily
© do not touch tip of container to any
surface to avoid contamination
© you may feel a brief tingling after putting drops in eye(s).
 replace cap after using.
® rzmove contact lenses before using.
Stop use and ask a doctor if you experience

Dr‘lg Facts (cotnue) NDC 59390-177-13 Dl'llg Fab‘ts

Questions or ’ Active Purpose
z Ingredient

Naphazoline Redness

HCI 0.027% ............ Reliever

Pheniramine Maleate

0.315%............ Antihistamine

Uses
© temporarily relieves

comments
Call (631) 722-5988 .
%am - 5pm EST Monday - Friday |9

Naphazolin
HCI 0.027%
&

* eepan Pheniramine o T
® changes in vision sl
© redness or iritation of the eye that worsens or persists Maleate 0.315% ;%vae::&;mmal hair

for mare than 72 hours
Keep out of reach of children. If swallowed, get
medical help or contact a poison Control Center right away.

Phenirami . -
0 315% Ophthalmic Ophthalmic Solution, USP Warsings

Solution, USPis 3 Do not use

ocidental oral ingestionin infants and children may lead [ € fFective for the relief ® ifyou are sensitive to any

to coma and marked reduction in body temperature. of itchy, red eyes \ ingredient n this product
« if solution changes color

Directions DO NOT USE IF IMPRINTED or becomes cloudy

© Adults and children 6 years of age and older: NECKBAND IS TORN, 2 Ask a doctor before use
instill 1 or 2 drops in the affected eye(s) up to 4 times daily BROKEN OR MISSING. - ~ / if you have
® Children under 6 years: aska doctor > © heart disease
Other information Aml h |St a m| ne © high blood pressure

© trouble urinating due to an
enlarged prostate gland
© narrow angle glaucoma

 store atroom temperature 20+ to 25°C (68-to 77- F)
 protect from light
* use before expiration date marked on carton or bottle

Inactive ingredients
benzal konium chloride 0.01%, boric acid, edetate dsodium
0.1%, hypromellose, purified water, sodium borate,

and sodium chloride.

To Relieve ltching
Itching & Redness Reliever

Manufactured by:
ALTAIRE Pharmaceuticals, Inc.
Aquebogue N'Y 11931

® @

- PMS

- PMS

- PMS



! ALTAIRE Pharmaceuticals, Inc.
Aquebogue, N.Y. 11931

Naphazone

HCI 0&.:027"/0 3

Pheniramine D e F
Maleate 0.315% NECKBAD IS
Ophthalmic Solution, USP OR MISSING.

ALTAIRE Phamaceaticals Inc
Aquebogue N'Y 11931

Drug Facts
Active  Purpose
Ingredient

Naphazoline Redness
HCI 0.027% .............. Reliever

Drug Facts (coninued) NDC 59390-177-18

When using this produet
® overuse may cause more redness
® pupils may become enlarged temporarily
® (o not touch tip of container to any

Drug Facts (continued)

Questions or
comments

Call (631) 722-5088

Gam -5pm EST Monday - Friday

surface to avoid contamination N ap hazoline Pheniramine Maleate
® you may feel a brief tingling after putting drops in eye(s). 0.315% ..o Antihistamine
® replace cap after using. HC I O .0 2 7 OA) U
® remove contact lenses before using. & e

® temporarily relieves
itching and redness
caused by pollen,
ragweed, animal hair

Once available by
prescription only,
Naphazoline HCI
0027% &

Stop use and ask a doctor if you experience
® eye pain
® changes in vision
® redness or irritation of the eye that worsens or persists

Pheniramine
Maleate 0.315%

P d dander.
for more than 72 hours Pheniramine Maleate Ophthalmic Solution, USP =
Keep out of reach of children. I swallowed, get 0315% Ophthalmic P y Warnings
Solution, USP is Do not use

medical help or contact a poison Control Center right away.
Accidental oral ingestion in infants and children may lead
to coma and marked reduction in body temperature.

effective for the relief
of itchy, red eyes

® if you are sensitive to any
ingredient in this product

Eve Allergy

® if solution changes color

Directions DO NOT USE IF IMPRINTED or becomes cloudy

© Adults and children 6 years of age and older: NECKBAND IS TORN, Ask a doctor before use
instill 1 or 2 drops in the affected eye(s) up to 4 times daily BROKEN OR MISSING. if you have

© Children under 6 years: aska doctor ® heart disease

Other information Antihistamine < Nigh blood pressure

@ trouble urinating due to an
enlarged prostate gland
® narrow angle glaucoma

* store at room temperature 20° to 25°C (68°to 77° F)
* protect from light
* use before expiration date marked on carton or bottle

Inactive ingredients
benzalkonium chloride 0.019%, boric acid, edetate disodium
0.1%, hypromellose, purified water, sodium borate,
and sodium chloride.

To Relieve ltching
Itching & Redness Reliever
ExeIDiops
1FL. 0Z. (30mL)

Manufactured by:

(57§ ALTAIRE Phamacenticas,Inc.
[ g Agquebogue, NY. 11931 R0209

® @
- PMS

- PMS

- PMS

Naphazoline 1 fl oz

Carton



®) @

[
Lo
= 0 4
< i
= =
Zlw » £
= = 3.
o o mlw
AN E3
: : Mm
» = e
@ -
& o mm
o i atT
S8 2z
S
(%}
< =
e | =
w |3
o | & 8
o < <
a 5 <
) z =
= o
o =35
™ SE
o =
~oLL
2 e 2 .
M
WS o
e NN
¥ = S m
L D P
o - w o <
o w w o
m O = w
OC < X < T
a Jd o 0O o
T
| SRS I VTV Japnpens,
! fepiy - zpuow 153 wds - ueg _n_n.wzci__am
: SJUaWIW0J 10 SUOJISAND;
b1 woy pajoL;
“(4042-088) 2052002 Wo0J B BN
“SEN YV RUORIDFE 10} UTLED 865
w-.E__ v d e.ﬁt uhu_m._-. 5 eﬂ“.c_-_..luﬂtn“
+ pueabe jo uieakg uaJpjiyo pue synpy JSU0FIAJI]:
' sj9e4 bnag:
: 'ONISSIN HO NINOHS 'NHOL '
—_ ! ,S1dva NO UNIBIWI 3 S0 10N 0T ¢
— i % = W ES!
=2 Jue wip? u..l W 25
m [ g9 Hed = ol "8
S Bl 55T 25
T~ ‘o uO.gm AT B
=) S e,
~ Ell 25 ER o feds
N AR
S Nl L2
Id - ..hME,,
~— .
AR
® = :
.m = \_ 1X8] OU / YysiuleA ou \
S8 _—
N = { :
<
S8
S o
=0

Printable Area

Die Line

250 %

‘ [€611 A'N “an5oganby x_
oupsieonnaseweyd FHIVITY, :Aq paimoejnueyy !

fepui3 - Repuoiy 153 wids - wes §86-222 (1€9) IIED;
SJUaLWW03 10 SUONS3NY!

1
i
1
H
. “Jubi) wouy 8&0&.
:
]

"(402-089) D0G2-00¢ 8injesadwua) wooi je eem.
"SONINYYM [BUORIPPE 0} UOLIE) 888!
“Buisn a10}3( sasua| 19eju0I m>oEmmm

"uaipJiya Jo yaeal ayj Jo yno daay;

' ‘afa 9y} Jo sSaupal pasealou| aanpoids
1 Rew jonpoud siy] Jo asnianQ "asn jou op ‘Apnojo;
; $8W098q 10 10]09 sabueyd uonn|os siy} J| "uejoisiyd e
' Aq pejoaulp ssajun abe Jo sieaA 9 Japun ualpjyo uj mm:.
1 Jou 0Q "uelaisAyd e 3Insuod pue asn anujuoIs|p ‘sinoy;
1 2/ ueyjalow 1o sisisiad 10 SussIom Uo)puoa auy,
' J1 o ‘ak8 8y} JO UONRILLI 10 SSBUPal PanuIju0d ‘UOISIAs
i+ U1 sabueyo ‘ured afs sousuadxa noA Ji .mmEEw\s_
m
_
.
.

"10100p B Y Se :si1eaf g 1apun uaJpjiy9 z_mu_
sawf) # 0y dn (s)aka pajoaye uy sdoip z 1o | [jsul s_u_o.
pue abe jo sieak g uaip|iya pue synpy 22325_

i “Japuep pue Jrey [ewiue ‘sseib ‘pasmbel ‘usjjod E.

' PasIed Ssauipal pue Buryay senaljal Ajuesodwsay ; umub.

.m___ESmE_E< (%G 1€°0) 8jeale|y aujwellusyd,
"_®>®__mm SSaUpaY ™ Ao\oNNO Ov mu:O_:oOh_;I.
h aujjozeyden:
\asoding sjuaipabuf aniay:

sjaed ?S.

"ONISSIIN HO NINO0HE ‘NHOL
S1dVJ NO Tv3S G3LNI4dINIT 413SN 1ON 04

i
i '
; "
o i
[ =X |m.m"
mW ING elo/mu w..l %\H"
NS ", 0!
=) =N nln b D pcy
= o= D .m3.m D = =
1 2 .m —— — s
B e, =5 g oM 5
2 R @2 el <
e =) '
" &0 09z > cnd S
' o] o= L = o
N\ 7= £5 2251
_ al- £E 2
; O L |

1X8) OU / YSIuJeA ou

N /




®) @

PLATES
NEEDED

..> PMS
.> PMS

This proof does not represent actual printed colors.
Refer to PMS Book for actual color.

COLORS
CHECKED BY :

UPC CODE SPECS.
MAGNIFICATION (%):
-0.002”

B.W.A:

®) (6)

LABEL SIZE: 1.25” X 3.75”
PROOF SIZE (%): 100
DATE PROOF OUT: 2/19/09
PREPARED BY:

PROOF #:

Naphazoline 1 f/ oz (30 mL)

Boston round label
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 078208

LABELING REVIEWS




REVIEW OF PROFESSIONAL LABELING #1
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 78-208
Date of Submission: August 27, 2007
Applicant's Name: Altaire Pharmaceuticals, Inc.

Established Name: Naphazoline hydrochloride 0.027% and Pheniramine maleate 0.315% and

ophthalmic solution, USP (OTC)

Labeling Deficiencies:
1. GENERAL COMMENTS:

a.

We have forwarded your proposed proprietary name, ®%o the Division of

Medication Errors and Technical Support (DMETS), for review and comment. We will
inform you of their comments when they become available to us.

b. Please note that your drug product is the subject of a USP monograph. We
encourage you to include USP in the established name of your drug product.
2. CONTAINER (15 mL and 30 mL)
a. PRINCIPLE DISPLAY PANEL: 21 CFR 201.61 (b) requires a statement of identity,

consisting of the established name of the drug appearing on the principal display
panel of an over-the-counter drug package. In addition, please note in that in
accordance with 21 CRF 201.61 (c) the statement of identity shall be presented in bold
face type on the principal display panel, and shall be in a size reasonably related to the
most prominent printed matters on the principle display panel. Revise to include the
established names and concentrations of the active ingredients “naphazoline
hydrochloride 0.027% and pherniramine maleate 0.315% ophthalmic solution,
USP” following your proposed proprietary name.

Revise your storage temperature to read as “store at 20°-25°C (68°-77°F)".

In order for us to verify your compliance with the labeling format requirements of 21 CFR
201.66 (Format and content of OTC labeling), please submit a format legend for each
size of your labels.

Bold the pharmacological category “ltching and Redness Reliever Eye Drops”. Refer
to 21 CRF 201.61 (c) for further guidance.

Inactive ingredients: Revise to read as “purified water” to be consistent
with your “components and composition” statement.
() (4)

(b) 4)

Delete

It is difficult to read the information on your container label. Please note that it is not
necessary to have all the required information for an OTC product placed on your container
label when there is an outside container (carton) provided with all the required information.
Refer to 21 CRF 201.66 (c) for further guidance. Please revise you container label to be the
same as the reference listed drug, Opcon-A (NDA 20-065/S-017: Approved July 31, 2007).
We refer you to http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm

3. CARTON: (15 mL and 30 mL)

a.
b.

d.

See CONTAINER COMMENTS (a) through (e).

Side Panel and Back Panel-Top Flap — Include the established names and
concentrations of the active ingredients, naphazoline hydrochloride 0.027% and
pheniramine maleate 0.315% ophthalmic solution, USP following your proposed
proprietary name.

PRINCIPAL DISPLAY PANEL: Delete “Available without a prescription” as this
information appears on the side panel.

Add the statement “With antihistamine to relieve itching” as does the reference listed
drug.



4, PATIENT INFORMATION SHEET:

a. Include the established names and concentrations of the active ingredients,
naphazoline hydrochloride 0.027% and pheniramine maleate 0.315% ophthalmic
solution, USP following your proposed proprietary name.

b. See Container comment (b) and (e).

Revise your labeling, as instructed above, and submit final printed labeling electronically.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the
daily or weekly updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

To facilitate review of your next submission, please provide a side-by-side comparison of your
proposed labeling with that of your last submission with all differences annotated and explained.




APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have Final Printed Labels and Labeling?

e Container Labels: (15 mL) - Satisfactory in FPL as of
e Carton Labeling: (15 mL) — Satisfactory in FPL as of
e Container Labels: (30 mL) - Satisfactory in FPL as of
« Carton Labeling: (30 mL) — Satisfactory in FPL as of

BASIS OF APPROVAL:

« Was this approval based upon a petition? No

« What is the RLD on the 356(h) form: Opcon-A

« NDA Number: 20-065

« NDA Drug Name: naphazoline hydrochloride 0.027% and pheniramine maleate 0.315%
ophthalmic solution, USP

NDA Firm: Bausch and Lomb
Date of Approval of NDA Insert: NDA 20-065/S-017: Approved July 31, 2007
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: Side-by-side comparison
Basis of Approval for the Carton Labels: Side-by-side comparison
Revisions needed post-approval:

Patents/Exclusivities: Refer to chart below.

Patent Data — NDA 20-065

Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact
There are no unexpired patents for this none
product in the Orange Book Database.

Exclusivity Data— NDA 20-065
Code Reference Expiration Labeling Impact
NONE There is no unexpired exclusivity for this product in the Orange Book Database. N/A NONE
NOTE TO CHEMIST:
FOR THE RECORD:
1. MODELING LABELING: Labeling review based on the reference listed drug Opcon-A (NDA 20-

065/S-017: Approved July 31, 2007.

CARTON: Please note that the RLD use to have a statement “Once available by prescription only,

Opcon is effective for the relief of itchy red eyes” on their carton. The RLD deleted this statement
due to space constraints and replaced it with “original prescription strength”. The generic firm
included the former RLD statement on their carton labeling. Since this statement was deleted by
the firm for space constraints and the agency did not ask for removal, the generic firm will be allow
to have that statement on their carton labeling.

ESTABLISHED NAME: Please note hat the RLD labels and labeling have the order of the active

ingredients for the established name listed as pheniramine maleate and naphazoline
hydrochloride rather than Naphazoline hydrochloride and Pheniramine maleate ophthalmic
solution, USP. The established name for this product based on the orange book and USP
monograph is Naphazoline hydrochloride and Pheniramine maleate ophthalmic solution, USP.
The firm was asked to follow the orange book/USP monograph for the listing of the order of the
active ingredients for the established name of this drug product.



2. INACTIVE INGREDIENTS; The listing of inactive ingredients in the DESCRIPTION section of the
package insert appears to be consistent with the listing of inactive ingredients found in the

statement of components.
Ingredient Quantity THEORETICAL | Pharmaceutical
per Quantity per Function
mL ANDA Bach
®®
Naphazoline hydrochloride, USP 0.2675 mg OO Active
mgredient
Pheniramine maleate, USP 3.1500 mg Active
| ingredient
Hydroxypropyl methylcellulose, USP L o
Purified water, USP q.s.to 1 ml
Boric acid, NF O |
Sodmum borate, NF |
Sodium chloride, USP
I ® @ T
 Edetate disodium, USP | 1.0000 mg | :
Benzalkonium chloride, USP | 0.1000 mg ‘
I ®@ T

Description: Clear, colorless solution
The firm has provided a satisfactory comparison of the unit and ANDA batch composition.

3. PATENTS/EXCLUSIVITIES
Patent Data — NDA 20-065
Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact
There are no unexpired patents for this none
roduct in the Orange Book Database.

Exclusivity Data— NDA 20-065

Code Reference Expiration Labeling Impact
NONE There is no unexpired exclusivity for this product in the Orange Book Database. N/A NONE
4, STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON USP:

e USP: Preserve in tight containers, and store at a temperature between 20° and 259,
protected from light.

e RLD: “Stored at 20° - 25°C (68° = )7;47)°F) Protect from light.

e ANDA: Store at Protect from light

5. PACKAGING CONFIGURATIONS

RLD: 15 mL bottle
ANDA: Packaging configuration and sizes: 15cc and 30cc bottles, tips and caps.

6. CONTAINER/CLOSURE

Bottle, 15cc: Low Density Polyethylene ®®pound 15mm neck
Tamper Evident Bead
Resin:  ®“LDPE b

Color: ®®OWhite



Bottle, 30cc: Low Density Polyethylene & Round 15mm neck
Tamper Evid(be)r(g Bead
Resin: LDPE
Color: White

(®) 4)

Low Density Polyethylene 15 mm Dropper-controlled Dropper
Tip 0.02 Needle
Resin:

Color: Natural
Dropper Tip Cap: Polvp(g)czgylene

(®) @)

® (4)Dropper Tip Cap

Resin:
Color: White ® @
7. FINISHED DOSAGE FORM:

NDA: Clear, colorless solution
ANDA: Clear, colorless solution

8. FINISHED DOSAGE MANUFACTURING FACILITY
Altaire Pharmaceuticals, Inc.,
311 West Lane
PO Box 849
Aquebogue, NY 11931

Date of Submission: August 27, 2007
Primary Reviewer: B. Weitzman Date:

Team Leader: John Grace Date:




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

Beverly Wit zman
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John Grace
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APPROVAL SUMMARY #1
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 78-208
Date of Submission: February 20, 2009
Applicant's Name: Altaire Pharmaceuticals, Inc.

Established Name: Naphazoline hydrochloride 0.027% and Pheniramine maleate 0.315% and
ophthalmic solution, USP (OTC)

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have Final Printed Labels and Labeling? YES

e Container Labels: (15 mL) - Satisfactory in FPL as of February 20, 2009 electronic submission.

\\Fdswal50\nonectd\N78208\N 000\2009-02-
20\Naphazoline PDFs\15 mL Naphazoline(PDF)\Naphazoline (050zl abel).pdf
« Carton Labeling: (15 mL) — Satisfactory in FPL as of February 20, 2009 electronic submission.
W\Fdswal50\nonectd\N78208\N 000\2009-02-
20\Naphazoline PDFs\15 mL Naphazoline(PDF)\Naphazoline (050zCarton).pdf
Container Labels: (30 mL) - Satisfactory in FPL as of February 20, 2009 electronic submission.
\\Fdswal150\nonectd\N78208\N 000\2009-02-
20\Naphazoline PDFs\30 mL Naphazoline(PDF)\Naphazoline (lozlLabel).pdf
o Carton Labeling: (30 mL) — Satisfactory in FPL as of February 20, 2009 electronic submission.
\\Fdswal50\nonectd\N78208\N 000\2009-02-
20\Naphazoline PDFs\30 mL Naphazoline(PDF)\Naphazoline (l1ozCarton).pdf
« Patient Information Sheet: Satisfactory in FPL as of February 20, 2009 electronic submission.

\\Fdswal150\nonectd\N78208\N 000\2009-02-
20\Naphazoline PDFs\Naphazoline insert(PDF)\insert Naphazoline.pdf

BASIS OF APPROVAL:

« Was this approval based upon a petition? No

« What is the RLD on the 356(h) form: Opcon-A

o NDA Number: 20-065

o NDA Drug Name: naphazoline hydrochloride 0.027% and pheniramine maleate 0.315%
ophthalmic solution, USP

NDA Firm: Bausch and Lomb

Date of Approval of NDA Insert: NDA 20-065/S-017: Approved July 31, 2007
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Side-by-side comparison

Basis of Approval for the Carton Labels: Side-by-side comparison

Revisions needed post-approval:

Patents/Exclusivities: Refer to chart below.

Patent Data — NDA 20-065

Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact

There are no unexpired patents for this none
product in the Orange Book Database.

Exclusivity Data— NDA 20-065

Code Reference Expiration Labeling Impact

NONE There is no unexpired exclusivity for this product in the Orange Book Database. N/A NONE




NOTE TO CHEMIST:

FOR THE RECORD:

1. MODELING LABELING: Labeling review based on the reference listed drug Opcon-A (NDA 20-
065/S-017: Approved July 31, 2007.

CARTON: Please note that the RLD use to have a statement “Once available by prescription
only, Opcon is effective for the relief of itchy red eyes” on their carton. The RLD deleted this
statement due to space constraints and replaced it with “original prescription strength”. The
generic firm included the former RLD statement on their carton labeling. Since this statement was
deleted by the firm for space constraints and the agency did not ask for removal, the generic firm
will be allow to have that statement on their carton labeling.

ESTABLISHED NAME: Please note hat the RLD labels and labeling have the order of the active
ingredients for the established name listed as pheniramine maleate and naphazoline
hydrochloride rather than Naphazoline hydrochloride and Pheniramine maleate ophthalmic
solution, USP. The established name for this product based on the orange book and USP
monograph is Naphazoline hydrochloride and Pheniramine maleate ophthalmic solution, USP.
The firm was asked to follow the orange book/USP monograph for the listing of the order of the
active ingredients for the established name of this drug product.

2. PROPOSED PROPRIETARY: (b)(4)(NaphazoIine Hydrochloride and Pheniramine Maleate)

Ophthalmic Solution 0.02675 % / 0.315 %: The name was found unacceptable

PORTION of NAME CONSULT: The Proprietary Name Risk Assessment findings indicate that
® @

As such, the Medication Error Staff objects to the use of the proprietary name O @for
this product.



3. INACTIVE INGREDIENTS; The listing of inactive ingredients in the DESCRIPTION section of the
package insert appears to be consistent with the listing of inactive ingredients found in the
statement of components.

Ingredient Quantity THEORETICAL | Pharmaceutical
per Quantity per Function
mL ANDA Bach
®@
Naphazoline hydrochloride, USP 0.2675 mg OO A ctive
mgredient
Pheniramine maleate, USP 3.1500 mg Active
mgredient
Hydroxypropyl methylcellulose, USP O® | O
Purified water, USP q.s.tolml |
Boric acid, NF i
Sodium borate, NF
Sodmum chloride, USP o
I ® @
 Edetate disodium, USP | 1.0000 mg |
' Benzalkonium chloride, USP ‘ 0.1000 111g(b -

Description: Clear, colorless solution
The firm has provided a satisfactory comparison of the unit and ANDA batch composition.

4. PATENTS/EXCLUSIVITIES
Patent Data — NDA 20-065
Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact
There are no unexpired patents for this none
roduct in the Orange Book Database.

Exclusivity Data— NDA 20-065

Code Reference Expiration Labeling Impact
NONE There is no unexpired exclusivity for this product in the Orange Book Database. N/A NONE
5. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON USP:

e USP: Preserve in tight containers, and store at a temperature between 20° and 25:',
protected from light.

e RLD: “Stored at 20° - 25°C (68° - 77°F) Protect from light.
ANDA: Store at ®® protect from light

6. PACKAGING CONFIGURATIONS
RLD: 15 mL bottle
ANDA: Packaging configuration and sizes: 15cc and 30cc bottles, tips and caps.

7 CONTAINER/CLOSURE
Bottle, 15cc: Low Density Polyethylene ®®Round 15mm neck

Tamper Evident Bead
Resin: ®“LDPE B
Color: ®®White

Bottle, 30cc: Low Density Polyethylene!  ®®Round 15mm neck
Tamper Evident Bead

Resin:  ®@ppe ©¢

Color: White



Low Density Polyethylene 15 mm Dropper-controlled Dropper
Tip 0.02 Needle

Resin: e

Color: Natural

Dropper Tip Cap: Polyprop)ylene ®®Dpropper Tip Cap

Resin: &
Color: White O
8. FINISHED DOSAGE FORM:

NDA: Clear, colorless solution
ANDA: Clear, colorless solution

9. FINISHED DOSAGE MANUFACTURING FACILITY
Altaire Pharmaceuticals, Inc.,
311 West Lane
PO Box 849
Aquebogue, NY 11931

Date of Submission: February 20, 2009
Primary Reviewer: B. Weitzman Date:

Team Leader: John Grace Date:
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CHEMISTRY REVIEW

~]

8. DRUG PRODUCT NAME/CODE/TYPE:

Chemistry Review Data Sheet

Chemistry Review Data Sheet

. ANDA: 78-208 First Generic

REVIEW #: 1

. REVIEW DATE: 12/30/07

REVIEWER: Mahnaz Farahani, Ph.D.

PREVIOUS DOCUMENTS:

Previous Documents
N/A

SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed
Original submission
Amendment

General correspondence
Acceptable for filing

. NAME & ADDRESS OF APPLICANT:

Document Date

N/A

Document Date

3/15/06
6/26/06
5/6 and 8/27/07
8/28/07

Name: Altaire Pharmaceuticals, Inc.

PO Box 849
Address: 311 West Lane

Aquebogue, NY 11931

Medvice Consulting, Inc.
Representative: 2214 Sanford Drive, Suite B7
Grand Junction, CO 81505

Telephone: 970-243-5490

a) Proprietary Name: i

b) Non-Proprietary Name (USAN): Pheniramine Maleate 0.315% & Naphazoline HCI

0.027%




CHEMISTRY REVIEW

Chemistry Review Data Sheet

9. LEGAL BASIS FOR SUBMISSION:
The firm has provided Paragraph II Patent Certification Statement.

The reference listed drug is Opcon-A®, manufactured by Bausch and Lomb, NDA 20-
065.

10. PHARMACOL CATEGORY:

Temporarily relieves itching and redness caused by pollen, ragweed, grass, animal hair
and dander.

11. DOSAGE FORM:
Ophthalmic Solution
12. STRENGTH/POTENCY:
Pheniramine Maleate 0.315% & Naphazoline HCI 0.027%
13. ROUTE OF ADMINISTRATION:
Topical
14. Rx/OTCDISPENSED:  Rx _ x OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X Not a SPOTS product

16.CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR

FORMULA, MOLECULAR WEIGHT:
Pheniramine Maleate



CHEMISTRY REVIEW

Chemistry Review Data Sheet

| AN
~N
N/CHa . HOWOH
|
CH, @) Q

C15H20N2‘C4H404 35642

2-[@-[2-Dimethylaminoethyllbenzyl]pyridine bimaleate.
N,N-Dimethyl-3-phenyl-3-(2-pyridyl)propylamine hydrogen maleate

Naphazoline Hydrochloride

H
N e HCI
|\)
N
CHisN,-HCI 246.74

1H-Imidazole, 4,5-dihydro-2-(1-naphthalenylmethyl)-, monohydrochloride.
2-(1-Naphthylmethyl)-2-imidazoline monohydrochloride

17. RELATED/SUPPORTING DOCUMENTS:



CHEMISTRY REVIEW
Chemistry Review Data Sheet

A. DMFs:
DATE
DI;;IF TYPE | HOLDER REFEIZTR];:EI\I\?CED CODE' | STATUS® REVIEW COMMENTS
COMPLETED

®eT O Inadequate | 12/30/07 M Farahani
I ' 1 Inadequate | 2/4/08 M Farahani
m | 4
I ' 4

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 —Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents: N/A

DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Microbiology Pending
EES Pending
Methods Validation Not required
Labeling Pending
Bioequivalence Pending
EA Categorical exclusion 3/6/06 M. Farahani
Radiopharmaceutical | N/A




CHEMISTRY REVIEW

Chemistry Review Data Sheet

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. X  Yes No  Ifno, explain reason(s) below:




CHEMISTRY REVIEW

Chemistry Assessment Section

The Chemistry Review for ANDA 78-208

The Executive Summary

I.

IL.

Recommendations

A.

Recommendation and Conclusion on Approvability
The application is not approvable due to minor deficiencies.

Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Drug Substance:

Naphazoline Hydroc(:bl)l(l)oride? USP manufactured by:

Naphazoline Hydrochloride, USP is White to off-white crystalline powder. The
pH is 5.0-6.6 and solution is clear and colorless. It is soluble in water.

DMF ®® describes the synthesis of the drug substance Naphazoline
Hydrochloride, USP. The DMF was reviewed by M. Farahani on February 4,
2008 and was found to be inadequate.

Pheniramine Maleate, U@S)(l:) manufactured by:

Pheniramine Maleate, USP is a white fine crystalline powder. The melting point
1s 104°C-109°C.

DMF  ®®describes the synthesis of the drug substance Pheniramine Maleate,
USP. The DMF was reviewed by M. Farahani on December 30, 2007 and was
found to be inadequate.

Drug product: Pheniramine Maleate 0.315% & Naphazoline HC1 0.027%.
Ophthalmic Solution temporarily relieves itching and redness caused by pollen,
ragweed, grass, animal hair and dander.

Inactive ingredients in the formulation are: Hydroxypropyl methylcellulose, USP,
Purified water, USP, Boric acid, NF, Sodium borate, NF, Sodium chloride, USP,

Edetate disodium, USP, Benzalkonium chloride, USP, ]
®@



CHEMISTRY REVIEW

Chemistry Assessment Section

An expiration date of 24 months has been requested based on 3-months of
accelerated stability data. In addition to the accelerated stability data, the firm has
also submitted 24 months of room temperature stability data. The stability data
support the requested expiration date of 24 months.

B. Description of How the Drug Product is Intended to be Used
The recommended storage condition is ©® Protect from
light.
The drug product is an ophthalmic solution. The labeling insert states to apply 1-
2 drops 1n each affected eye up to four times daily. 1 drop = 50 mg (USP).
Naphazoline HCI1 0.027%:
MDD=50 mg x 8 drops x 2 eyes x 0.027%= 0.216 mg/day
DS: IT=0.10% QT=0.15%
DP:IT=1.0% QT =1.0%

Pheniramine Maleate 0.315%:

MDD=50 mg x 8 drops x 2 eyes x 0.315%= 2.52 mg/day
DS: IT=0.10% QT=0.15%

DP: IT =0.50% QT =1.0%

C. Basis for Approvability or Not-Approval Recommendation
This application is not approvable due to minor deficiencies.
ITII. Administrative
A. Reviewer’s Signature
Mahnaz Farahani, Ph.D.

B. Endorsement Block

James M. Fan

Following this page, 10 pages withheld in full (b)(4)
9



A T,
[@EET curwisTRY REVIEW

Chemistry Assessment Section

30. MICROBIOLOGY: Pending

31. SAMPLES AND RESULTS/METHODS VALIDATION STATUS: Not required
32. LABELING: Pending

33. ESTABLISHMENT INSPECTION : Pending

34. BIOEQUIVALENCE: Pending

35. ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL
EXCLUSION: Satisfactory

The firm requests a waiver of the Environmental Assessment in accordance with 21 CFR
25.31 (a).

20



36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 78- 208 APPLICANT: Altaire Pharmaceuticals

DRUG PRODUCT: Pheniramine Maleate 0.315% and Naphazoline HC1 0.027%
Ophthalmic Solution

The deficiencies presented below represent MINOR deficiencies.

A.

Deficiencies:

1.

Drug Master File (DMF) No.-has been found deficient. The DMF
holder has been informed of the deficiencies. Please do not respond to this
letter until you have received notification from the DMF holder that all
deficiencies have been addressed, and a DMF amendment has been submitted
to the Agency.

Drug Master File (DMF) No.  ®“has been found deficient. The DMF
holder has been informed of the deficiencies. Please do not respond to this
letter until you have received notification from the DMF holder that all
deficiencies have been addressed, and a DMF amendment has been submitted
to the Agency.

Please provide

We note you have provided




[=))

Please submit

~

Please include

o)

- Please submit [0,
i o

o

10. Please provide

11. Please cl

12. Please include

13. Please include

14. Please include

15. Please provid

16. We notice tha

17. Please conduct

18. Please revise

[N
NS



® @

19. Please include B

In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1. The firms referenced in your application should be in compliance with
cGMP at the time of approval.

2. Bioequivalence, Microbiology and Labeling information you have
provided is pending review. After the reviews are completed, any
deficiencies found will be communicated to you under a separate cover.

3. Please conduct your future drug product accelerated stability testing at (40
°C +/-2 °C/ 25% RH=* 5%RH).

Sincerely yours,

Rashmikant M. Patel, Ph.D.

Director

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research

23



cc: ANDA 78- 208
ANDA DUP
Division File
Field Copy

Endorsements:

HFD-624/M.Farahani/12/30/07
HFD-627/) Fan/
HFD-617/R.Adigun

F/T:

V:\Chemistry Division [\Team 3\FIRMSAM\Altaire\78208.R01.doc

24
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

ANDA 78-208

Pheniramine Maleate and Naphazoline Hydrochloride
Ophthalmic Solution, 0.315% and 0.027%

Altaire Pharmaceuticals, Inc.

Mahnaz Farahani, Ph.D.
Division of Chemistry I
Office of Generic Drugs

Review # 2
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA: 78-208 First Generic

2. REVIEW #: 2

3. REVIEW DATE: July 22, 2008

4. REVIEWER: Mahnaz Farahani, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
Original submission 3/15/06
Amendment 6/26/06

General correspondence 5/6 and 8/27/07
Acceptable for filing 8/28/07

6. SUBMISSION(S) BEING REVIEWED:

Submuission(s) Reviewed Document Date
Amendment May 21, 2008

7. NAME & ADDRESS OF APPLICANT:

Altaire Pharmaceuticals, Inc.

PO Box 849
Address: 311 West Lane
Aquebogue, NY 11931
Medvice Consulting, Inc.
Representative: 2214 Sanford Drive, Suite B7
Grand Junction, CO 81505

Telephone: 970-243-5490

Name:

8. DRUG PRODUCT NAME/CODE/TYPE:

. ®@
a) Proprietary Name:




CHEMISTRY REVIEW

Chemistry Review Data Sheet
b) Non-Proprietary Name (USAN): Pheniramine Maleate 0.315% & Naphazoline HCI
0.027%

9. LEGAL BASIS FOR SUBMISSION:

The firm has provided Paragraph II Patent Certification Statement.

The reference listed drug is Opcon-A®, manufactured by Bausch and Lomb, NDA 20-
065.

10. PHARMACOL CATEGORY:

Temporally relieves itching and redness caused by pollen, ragweed, grass, animal hair
and dander.

11. DOSAGE FORM:
Ophthalmic Solution
12. STRENGTH/POTENCY:
Pheniramine Maleate 0.315% & Naphazoline HCI 0.027%
13. ROUTE OF ADMINISTRATION:
Topical
14. Rx/OTCDISPENSED:  Rx _ x OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X Not a SPOTS product

1. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:
Pheniramine Maleate



CHEMISTRY REVIEW

Chemistry Review Data Sheet

| AN
~N
N/CHa . HOWOH
|
CH, @) Q

C15H20N2‘C4H404 35642

2-[@-[2-Dimethylaminoethyllbenzyl]pyridine bimaleate.
N,N-Dimethyl-3-phenyl-3-(2-pyridyl)propylamine hydrogen maleate

Naphazoline Hydrochloride

H
N e HCI
|\)
N
CHisN,-HCI 246.74

1H-Imidazole, 4,5-dihydro-2-(1-naphthalenylmethyl)-, monohydrochloride.
2-(1-Naphthylmethyl)-2-imidazoline monohydrochloride

17. RELATED/SUPPORTING DOCUMENTS:



CHEMISTRY REVIEW
Chemistry Review Data Sheet

A. DMFs:
DATE
DI;;IF TYPE | HOLDER REFé%hlé CED CODE! | STATUS? REVIEW COMMENTS
COMPLETED

e B ®@ Adequate | 7/21/08 M Farahani
I 1 Adequate | 7/22/08 M Farahani
I 4
I 4

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents: N/A

DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Microbiology Pending
EES Pending
Methods Validation Not required
Labeling Pending
Bioequivalence Pending
EA Categorical exclusion 3/6/06 M. Farahani




CHEMISTRY REVIEW

Chemistry Review Data Sheet

| Radiopharmaceutical | N/A | |

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. Yes x_No  Ifno, explain reason(s) below: Minor amendment




The Chemistry Review for ANDA 78-208

The Executive Summary

Recommendations

A.

Recommendation and Conclusion on Approvability
The application is not acceptable.

Recommendation on Phase 4 (Post-M ar keting) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Drug Substance:
Naphazoline Hydrochloride, USP manufactured by:

)@
Naphazoline Hydrochloride, USP is White to off-white crystalline powder. The
pH is 5.0-6.6 and solution is clear and colorless. It is soluble in water.
DMF ®@ describes the synthesis of the drug substance Naphazoline
Hydrochloride, USP. The DMF was reviewed by M. Farahani on February 4,
2008 and was found to be inadequate.

Pheniramine Maleate, U@S)E) manufactured by:

Pheniramine Maleate, USP is a white fine crystalline powder. The melting point
is 104°C-109°C.

DMF | ®®describes the synthesis of the drug substance Pheniramine Maleate,
USP. The DMF was reviewed by M. Farahani on December 30, 2007 and was
found to be inadequate.

Drug product: Pheniramine Maleate 0.315% & Naphazoline HC1 0.027%.
Ophthalmic Solution temporarily relieves itching and redness caused by pollen,
ragweed, grass, animal hair and dander.

Inactive ingredients in the formulation are: Hydroxypropyl methylcellulose, USP,
Purified water, USP, Boric acid, NF, Sodium borate, NF, Sodium chloride, USP,
Edetate disodium, USP, Benzalkonium chloride, USP, 08



An expiration date of 24 months has been requested based on 3-months of
accelerated stability data. In addition to the accelerated stability data, the firm has
also submitted 24 months of room temperature stability data. The stability data
support the requested expiration date of 24 months.

B. Description of How the Drug Product is Intended to be Used
The recommended storage condition is 15° — 30°C (59° — 86°F). Protect from
light.
The drug product is an ophthalmic solution. The labeling insert states to apply 1-
2 drops in each affected eye up to four times daily. 1 drop =50 mg (USP).
Naphazoline HC1 0.027%:
MDD=50 mg x 8 drops x 2 eyes x 0.027%= 0.216 mg/day
DS: IT=0.10% QT=0.15%
DP: IT=1.0% QT =1.0%
Pheniramine Maleate 0.315%:
MDD=50 mg x 8 drops x 2 eyes x 0.315%= 2.52 mg/day

DS: IT=0.10% QT=0.15%
DP: IT =0.50% QT =1.0%

C. Basisfor Approvability or Not-Approval Recommendation

The application is not acceptable

[1l. Administrative
A. Reviewer’'s Signature
Mahnaz Farahani, Ph.D.

B. Endorsement Block

James M. Fan

Following this page, 17 pages withheld in full (b)(4)



Response: All future stability testing for the subject drug product shall be conducted on sampled
held under accelerated conditions of (40 °C +2 °C/ 25% RH=+ 5%RH).

30.

31

32.

33.

34.

35.

MICROBIOLOGY:: Pending

SAMPLESAND RESULTSMETHODS VALIDATION STATUS: Not required
LABELING: Pending

ESTABLISHMENT INSPECTION : Pending

BIOEQUIVALENCE: Pending

ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL
EXCLUSION: Satisfactory

The firm requests a waiver of the Environmental Assessment in accordance with 21 CFR
25.31 (a).

27



36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 78- 208 APPLICANT: Altaire Pharmaceuticals, Inc.

DRUG PRODUCT: Pheniramine Maleate 0.315% and Naphazoline Hydrochloride
0.027% Ophthalmic Solution

The deficiencies presented below represent MINOR deficiencies.

A. Deficiencies:

! B I
e - I

2.

Please irovide

5. Please provide

6. The validation of

7. Please provide




9. Please provide ® @

B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1. The firms referenced in your application should be in compliance with
cGMP at the time of approval.

2. Bioequivalence, Microbiology and Labeling information you have
provided is pending review. After the reviews are completed, any
deficiencies found will be communicated to you under a separate cover.

Sincerely yours,

Rashmikant M. Patel, Ph.D.

Director

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research

29



cc: ANDA 78- 208
ANDA DUP
Division File
Field Copy

Endorsements:
HFD-624/M.Farahani/7/22/08
HFD-627/).Fan/
HFD-617/R.Adigun

F/T:

V:\Chem I\Team 3\FIRMSAM\ Altaire \LTRS&REV\78208.R02.doc
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CHEM ST

Si non Eng
8/ 20/ 2008 11:21:17 AM
CSO

Janes Fan
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Mahnaz Farahani, Ph.D.
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Office of Generic Drugs

Review # 3
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA: 78-208 First Generic

2. REVIEW #: 3

3. REVIEW DATE: September 16, 2009
4. REVIEWER: Mahnaz Farahani, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
Original submission 3/15/06
Amendment 6/26/06

General correspondence 5/6 and 8/27/07
Acceptable for filing 8/28/07
Amendment May 21, 2008

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Amendment September 9, 2008

7. NAME & ADDRESS OF APPLICANT:

Altaire Pharmaceuticals, Inc.

PO Box 849
Address: 311 West Lane
Aquebogue, NY 11931
Medvice Consulting, Inc.
Representative: 2214 Sanford Drive, Suite B7
Grand Junction, CO 81505

Telephone: 970-243-5490

Name:

8. DRUG PRODUCT NAME/CODE/TYPE:




CHEMISTRY REVIEW
Chemistry Review Data Sheet

a) Proprietary Name: B

b) Non-Proprietary Name (USAN): Pheniramine Maleate 0.315% & Naphazoline HCI
0.027%

9. LEGAL BASIS FOR SUBMISSION:

The firm has provided Paragraph II Patent Certification Statement.

The reference listed drug is Opcon-A®, manufactured by Bausch and Lomb, NDA 20-
065.

10. PHARMACOL CATEGORY:

Temporally relieves itching and redness caused by pollen, ragweed, grass, animal hair
and dander.

11. DOSAGE FORM:
Ophthalmic Solution
12. STRENGTH/POTENCY:
Pheniramine Maleate 0.315% & Naphazoline HC1 0.027%
13. ROUTE OF ADMINISTRATION:
Topical
14. Rx/OTC DISPENSED: Rx _ x OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X Not a SPOTS product

1. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR

FORMULA, MOLECULAR WEIGHT:
Pheniramine Maleate



CHEMISTRY REVIEW

Chemistry Review Data Sheet

| AN
~N
N/CHa . HOWOH
|
CH, @) Q

C15H20N2‘C4H404 35642

2-[@-[2-Dimethylaminoethyllbenzyl]pyridine bimaleate.
N,N-Dimethyl-3-phenyl-3-(2-pyridyl)propylamine hydrogen maleate

Naphazoline Hydrochloride

H
N e HCI
|\)
N
CHisN,-HCI 246.74

1H-Imidazole, 4,5-dihydro-2-(1-naphthalenylmethyl)-, monohydrochloride.
2-(1-Naphthylmethyl)-2-imidazoline monohydrochloride

17. RELATED/SUPPORTING DOCUMENTS:



CHEMISTRY REVIEW
Chemistry Review Data Sheet

A. DMFs:
DATE
DI;;IF TYPE | HOLDER REFIgIr{I;:ZI\I:II CED CODE! | STATUS? REVIEW COMMENTS
COMPLETED
2T O& Adequate | 1/05/10 Reviewed by

M Farahani

I 1 Adequate | 7/22/08 M Farahani

III 4

11 4

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents: N/A

DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Microbiology Acceptable 5/1/09 Steven Donald
EES Pending (please see Approval Routing

Summary for final recommendation)

Methods Validation Not required

Labeling Acceptable 3/17/09 Beverly Weitzman

Bioequivalence Acceptable 3/16/09 Farrar, Johnetta L




CHEMISTRY REVIEW

EA

Chemistry Review Data Sheet

Categorical exclusion

3/6/06

M. Farahani

Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of

receipt. Yes x_No

If no, explain reason(s) below: Minor amendment




The Chemistry Review for ANDA 78-208

The Executive Summary

Recommendations

A.

Recommendation and Conclusion on Approvability
The application is approvable.

Recommendation on Phase 4 (Post-M ar keting) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Drug Substance:

Naphazoline Hydrocglgride, USP manufactured by:

Naphazoline Hydrochloride, USP is White to off-white crystalline powder. The
pH is 5.0-6.6 and solution is clear and colorless. It is soluble in water.

DMF ®® describes the synthesis of the drug substance Naphazoline
Hydrochloride, USP. The DMF was reviewed by M. Farahani on February 4,
2008 and was found to be inadequate.

Pheniramine Maleate, USP manufactured by:

@
Pheniramine Maleate, USP is a white fine crystalline powder. The melting point
is 104°C-109°C.
DMF  ““describes the synthesis of the drug substance Pheniramine Maleate,
USP. The DMF was reviewed by M. Farahani on December 30, 2007 and was
found to be inadequate.

Drug product: Pheniramine Maleate 0.315% & Naphazoline HC1 0.027%.
Ophthalmic Solution temporarily relieves itching and redness caused by pollen,
ragweed, grass, animal hair and dander.

Inactive ingredients in the formulation are: Hydroxypropyl methylcellulose, USP,
Purified water, USP, Boric acid, NF, Sodium borate, NF, Sodium chloride, USP,
Edetate disodium, USP, Benzalkonium chloride, USP O



An expiration date of 24 months has been requested based on 3-months of
accelerated stability data. In addition to the accelerated stability data, the firm has
also submitted 24 months of room temperature stability data. The stability data
support the requested expiration date of 24 months.

B. Description of How the Drug Product is Intended to be Used
The recommended storage condition is 15° — 30°C (59° — 86°F). Protect from
light.
The drug product is an ophthalmic solution. The labeling insert states to apply 1-
2 drops in each affected eye up to four times daily. 1 drop =50 mg (USP).
Naphazoline HCI 0.027%:
MDD=50 mg x 8 drops x 2 eyes x 0.027%= 0.216 mg/day
DS: IT=0.10% QT=0.15%
DP: IT=1.0% QT =1.0%
Pheniramine Maleate 0.315%:
MDD=50 mg x 8 drops x 2 eyes x 0.315%= 2.52 mg/day

DS: IT=0.10% QT=0.15%
DP: IT =0.50% QT =1.0%

C. Basisfor Approvability or Not-Approval Recommendation
The application is approvable.
[11. Administrative
A. Reviewer’'s Signature
Mahnaz Farahani, Ph.D.

B. Endorsement Block

James M. Fan/ TL

Following this page, 10 pages withheld in full (b)(4)



30.

31.

32.

33.

35.

MICROBIOLOGY: Acceptable 5/1/09 (S. Donald)

SAMPLESAND RESULTSMETHODS VALIDATION STATUS: Not required
LABELING: Acceptable 3/17/09 (B. Weitzman)

ESTABLISHMENT INSPECTION : Pending

BIOEQUIVALENCE: Acceptable 3/16/09 (J Farrar)

ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL
EXCLUSION: Satisfactory

The firm requests a waiver of the Environmental Assessment in accordance with 21 CFR
25.31 (a).
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cc: ANDA 78- 208
ANDA DUP
Division File
Field Copy

Endorsements:
HFD-624/M.Farahani/1/05/10
HFD-627/J.Fan/1/5/10
HFD-617/T. Tran/1/6/10

F/T:

V:\Chem [\Team 3\FIRMSAM\ Altaire \LTRS&REV\78208.R03.doc

TYPE OF LETTER: CMC is approvable
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Division of Chemistry I
Office of Generic Drugs

Review # 4
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA: 78-208 First Generic

2. REVIEW #: 4

3. REVIEW DATE: September 1, 2010
4. REVIEWER: Mahnaz Farahani, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
Original submission 3/15/06
Amendment 6/26/06

General correspondence 5/6 and 8/27/07
Acceptable for filing 8/28/07
Amendment May 21, 2008
Amendment September 9, 2008

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Amendment March 15, 2010

7. NAME & ADDRESS OF APPLICANT:

Altaire Pharmaceuticals, Inc.

PO Box 849
Address: 311 West Lane
Aquebogue, NY 11931
Medvice Consulting, Inc.
Representative: 2214 Sanford Drive, Suite B7
Grand Junction, CO 81505

Telephone: 970-243-5490

Name:

8. DRUG PRODUCT NAME/CODE/TYPE:




CHEMISTRY REVIEW

Chemistry Review Data Sheet

a) Proprietary Name: ®9

b) Non-Proprietary Name (USAN): Pheniramine Maleate 0.315% & Naphazoline HCI
0.027%
9. LEGAL BASIS FOR SUBMISSION:

The firm has provided Paragraph II Patent Certification Statement.

The reference listed drug is Opcon-A®, manufactured by Bausch and Lomb, NDA 20-
065.

10. PHARMACOL CATEGORY:

Temporally relieves itching and redness caused by pollen, ragweed, grass, animal hair
and dander.

11. DOSAGE FORM:
Ophthalmic Solution
12. STRENGTH/POTENCY:
Pheniramine Maleate 0.315% & Naphazoline HCI 0.027%
13. ROUTE OF ADMINISTRATION:
Topical
14. R&/OTCDISPENSED:  Rx _ x OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X Not a SPOTS product

1. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR

FORMULA, MOLECULAR WEIGHT:
Pheniramine Maleate



CHEMISTRY REVIEW

Chemistry Review Data Sheet

| AN
~N
N/CHa . HOWOH
|
CH, @) Q

C15H20N2‘C4H404 35642

2-[@-[2-Dimethylaminoethyllbenzyl]pyridine bimaleate.
N,N-Dimethyl-3-phenyl-3-(2-pyridyl)propylamine hydrogen maleate

Naphazoline Hydrochloride

H
N e HCI
|\)
N
CHisN,-HCI 246.74

1H-Imidazole, 4,5-dihydro-2-(1-naphthalenylmethyl)-, monohydrochloride.
2-(1-Naphthylmethyl)-2-imidazoline monohydrochloride

17. RELATED/SUPPORTING DOCUMENTS:



CHEMISTRY REVIEW
Chemistry Review Data Sheet

A. DMFs:
DATE
DI;;IF TYPE | HOLDER REFIgIr{I;:ZI\ILII CED CODE! | STATUS? REVIEW COMMENTS
COMPLETED
OeT O Adequate | 9/19/10 Reviewed by

M Farahani

I 1 Adequate | 9/19/10 M Farahani

I 4

11 4

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents: N/A

DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Microbiology Acceptable 5/1/09 Steven Donald
EES Acceptable 9/2/10 M. Stock
Methods Validation Not required
Labeling Acceptable 3/17/09 Beverly Weitzman
Bioequivalence Acceptable 3/16/09 Farrar, Johnetta L
EA Categorical exclusion 3/6/06 M. Farahani




CHEMISTRY REVIEW

Chemistry Review Data Sheet

| Radiopharmaceutical | N/A | |

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. Yes x_No  Ifno, explain reason(s) below: Minor amendment




The Chemistry Review for ANDA 78-208

The Executive Summary

Recommendations

A.

Recommendation and Conclusion on Approvability
The application is approvable.

Recommendation on Phase 4 (Post-M ar keting) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Drug Substance:

Naphazoline Hydrog)l({tl)oride, USP manufactured by:

Naphazoline Hydrochloride, USP is White to off-white crystalline powder. The
pH is 5.0-6.6 and solution is clear and colorless. It is soluble in water.

DMF ®® describes the synthesis of the drug substance Naphazoline
Hydrochloride, USP. The DMF was reviewed by M. Farahani on February 4,
2008 and was found to be inadequate.

Pheniramine Maleate, U(gg manufactured by:

Pheniramine Maleate, USP is a white fine crystalline powder. The melting point
is 104°C-109°C.

DMF = ®®describes the synthesis of the drug substance Pheniramine Maleate,
USP. The DMF was reviewed by M. Farahani on December 30, 2007 and was
found to be inadequate.

Drug product: Pheniramine Maleate 0.315% & Naphazoline HC1 0.027%.
Ophthalmic Solution temporarily relieves itching and redness caused by pollen,
ragweed, grass, animal hair and dander.

Inactive ingredients in the formulation are: Hydroxypropyl methylcellulose, USP,
Purified water, USP, Boric acid, NF, Sodium borate, NF, Sodium chloride, USP,
Edetate disodium, USP, Benzalkonium chloride, USP O

Following this page, 3 pages withheld in full (b)(4)



cc: ANDA 78- 208
ANDA DUP
Division File
Field Copy

Endorsements:
HFD-624/M.Farahani/9/20/10
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HFD-617/T. Tran/9/20/10
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TYPE OF LETTER: ANDA is approvable
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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.

MAHNAZ FARAHANI
09/21/2010

TRANG Q TRAN
09/21/2010

JAMES M FAN
09/21/2010
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 078208

BIOEQUIVALENCE REVIEWS




DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 78-208
T e I N e Naphazoline Hydrochloride anfl Pheniramine Maleate Ophthalmic
Solution/Drops

Naphazoline HC1 - 0.027%

Strength(s) Pheniramine Maleate — 0.315%

Applicant Name Altaire Pharmaceuticals, Inc.
PO Box 849

Address 311 West Lane

Aquebogue, NY 11931

Mr. Martin Dalsing
Phone: (970) 243 — 5490
Fax: (970) 243 — 5501
Email: marty@fdapproval.com

Applicant’s Point of Contact

Contact’s Telephone Number 631-722-5988
Contact’s Fax Number 631-722-9683
Original Submission Date(s) 27 August 2007
Submission Date(s) of N/A
Amendment(s) Under Review

Reviewer Johnetta L. Farrar, Ph.D.
OUTCOME DECISION INCOMPLETE

1 EXECUTIVE SUMMARY

This application is for the first generic product of Naphazoline Hydrochloride (HCI), 0.027% &
Pheniramine Maleate, 0.315% Ophthalmic Solution/Drops. The firm, Altaire Pharmaceuticals,
Inc., has requested a waiver of in vivo bioequivalence (BE) requirements based on Section 505
(j) of the Federal Food, Drug and Cosmetic Act for its test product, Naphazoline Hydrochloride
(HCI), 0.027% & Pheniramine Maleate 0.315% Ophthalmic Solution/Drops. The reference-listed
drug (RLD) drug product is Opcon-A® (Naphazoline HCI, 0.02675% & Pheniramine Maleate
0.315% Ophthalmic Solution), manufactured by Bausch and Lomb (NDA 20-065, Approval
Date: 18 June 1994).

The current Division of Bioequivalence (DBE) recommendations for ophthalmic products
(March 2008)" state that in order for an ophthalmic product to be considered for a waiver of in
vivo BE study requirements under 21 CFR§ 320.22 (b) (1) the product should be qualitatively
(Q1) and quantitatively (Q2) the same as the RLD product, including preservatives, buffers and
thickening agents (exceptional excipients). In addition, the test product’s physico-chemical
properties (pH, specific gravity, osmolality, and viscosity) should be comparable with those of

! y:\firmsam ®®Controls\070104.C.0107.mor.doc
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the RLD. Pursuant to 21 CFR § 320.22 (b) (1), the criteria for waiver of evidence of in vivo
bioavailability or bioequivalence are as follows:

“The drug product: (i) Is a parental solution intended solely for administration by injection, or
an ophthalmic or otic solution; and (ii) Contains the same active and inactive ingredients in the
same concentration as a drug product that is the subject of an approved full new drug
application or abbreviated new drug application.”

In case of any qualitative or quantitative differences in exceptional excipients, the Office of
Generic Drugs (OGD) may accept for filling of an ANDA for an ophthalmic product under the
21 CFR § 314.94 (a) (9) (iv). However, the OGD may not approve such ANDA without a BE
study (with a clinical endpoint) in order to demonstrate safety or efficacy.

The formulation of the test product is qualitatively but not quantitatively the same as the RLD
product. There are differences in the ®@hetween the two formulations.

Therefore, according to the current DBE policyz, the firm’s waiver request is denied at this time.
The DBE recommends the following options to the firm:

1) In order to gain approval for this ophthalmic product without a BE study, the firm should
1) reformulate its test product to be Q1 and Q2 the same as the RLD product, and ii)
submit comparative chemico-physical properties (e.g., specific gravity, pH, osmolality,
and viscosity) for the newly formulated test product vs. RLD product.

2) If the firm decides not to reformulate the proposed test product, and selects to have the
test product be considered under 21 CFR § 314.94 (a) (9) (iv), the firm is requested to
conduct a BE study with a clinical endpoint to demonstrate equivalent safety and efficacy
between the test and RLD products. The firm may submit a protocol to the OGD for
review prior to initiation of its study.

The application is incomplete with a deficiency.

? Division of Bioequivalence Review of ANDA # ®@prg Bioequivalence Review N ®EN 000
28-Dec-2006.

20f17




2 TABLE OF CONTENTS

1 EXCCULIVE SUIMIMATY...c.uiiiiiiieiieiiieeiieeieeeteesteeeteesteeesseessseeasseessseessseessseessseessseessseessseessseessseesssessseensses 1

2 Table Of CONLENLS ..uvveiiieeiieeiieetieeieeeiee et e et e e tteeteeeteeesteeestaeesseeessaeenseeansseanseeensseenseeensseenseeensseensnennses 3

3 SUDMISSION SUMIMATY ...eiiutiiiiieeiiieiiieeieerie e et et e e st estbeesaeessbeesaeesssaessseessseessseessseessseessseessseessseessseenssen 4
3.1 Drug Product INfOrmMation ...........ccceeeuiiiirieniieiieit ettt ettt et et enaessaesseessaenseensesnnes 4
3.2 PK/PD INfOrMAtION ...ooiiiiiiieiiieiieit ettt ettt ettt st esseeseenseensessaenseenseenseenseensennnes 4
3.3 Contents Of SUDMISSION.......ccviriieriiiieiieeiesti et et eteete st et eteeaesaesseesseeseenseessessaesseenseensenssennsesnnes 5
3.4 FOIMUIALION ...ttt ettt et et e st e e st e sseesseenseesseeneeeseesseenseenseenseensesseenseensennsennnes 5
3.5 WaIVEr REQUESE(S) cuvreureeuieiiieiiieriieie ettt et et et et eetestesttesteesseenseenaesseesseesseenseenseansesssesssesseensennsesnnas 5
3.6 DeficienCy COMIMENL.........cueiieriieeieieeteetestteieeteeeteetesseesseeseensesseesseesseesseenseanseessesseesseensennsesnsesnnes 6
3.7 ReECOMMENAALIONS ...uvieeiiiieiieeiieetieetieeteeeteeeteeseteesaeessseessseessseessseessseessseesseesssesssseensseensseesssesnsses 6
3.8 Comments for Other OGD DiSCIPIINES .....cccvvieriiiiiiiieiieeiie et cieeerieeeiee et ereesreeseaeesaeessaeeseveenenes 6

N o] 013 16 . USRS 7
4.1 Formulation Data (NOT FOR RELEASE UNDER FOTA).......cccoieiiiiiiieeieecieecee et 7
REVIEWET™S COMIMENES ... ttieutieeiieeiieetieeiteeeteeesteestaeeteeestaeeseeesseeenseeessaeasseesnsseaseesnsseenseesnsasenseessseenseesnses 8
4.2 Detailed ReguUlatory HISTOIY .....ccueiieitiiiiiiiiiiiie ettt sttt s 8
4.3 CONSUIL REVICWS...eeuiiiieiiieiieeiiestiett ettt ettt et et ete s e st e sa e e st et e enseesaeeseesseenseenseensesnsesseesneenseenseenes 8
4.4 Additional AttACHMENLS. .......cccuieieeiieiieie ettt ettt et e ete e e e st e sse e seeseenaesnaesneesseenseenes 9
4.5 OULCOME PAGE ...eooiiiiiiiiiieiie ettt et sttt b e st e bt st e et e s beeeaeeens 17

3o0f17




3 SUBMISSION SUMMARY

3.1 Drug Product Information

Test Product

Naphazoline HCI, 0.027% & Pheniramine Maleate 0.315% Ophthalmic
Solution

Reference Product

pcon-. aphazolme nydrociioride U. () neniramine aleate.
0 A® hazoline Hydrochloride 0.02675% % Pheniramine Mal
0.315% Ophthalmic Solution)

RLD Manufacturer Bausch and Lomb

NDA No. 20-065

RLD Approval Date 18 June 1994

Indication® Temporarily relieves itching and redness caused by pollen, ragweed, grass,
animal hair, and dander.

3.2 PK/PD Information™ *

Bioavailability Naphazoline may be systemically absorbed from both the nasal mucosa and
gastrointestinal tract after intranasal administration, resulting in systemic
adverse effects, especially when excessive doses are used.

After 1.V. administration, serum concentrations of pheniramine between 231
and 894 ng/ml were reached.

Food Effect Not applicable

Tmax Naphazoline: N/A
Following oral administration, peak serum concentrations between 173 and
274 ng/ml were reached after 1.0 to 2.5 hours.

Metabolism Naphazoline: N/A
Pheniramine has two major metabolites: N-desmethyl pheniramine and N-
didesmethyl pheniramine.

Excretion Naphazoline: N/A
The amount of pheniramine excreted in the urine for up to 120 h varied
between 5.7 and 11.6 mg and 10.2 and 13.2 mg after i.v. and oral
administration respectively.

Half-life Naphazoline: N/A
The terminal half-life of pheniramine was estimated to range between 8 and 17
h (i.v.) and 16 and 19 h (oral).

Drug Specific Issues (if any) None.

* FDA Drug Database. Labeling for Opcon-A. Last accessed: 25 November 2008. Drugdex® Drug Evaluations:

Naphazoline. http://csi.micromedex.conyDKS/Data/DE/DE0566.HTM#03000000$$00$8$: Last accessed: 19

November 2008.

* Witte, PU, et. al. “Pharmacokinetics of pheniramine (Avil) an metabolites in healthy subjects after oral and
intravenous administration.” International Journal of Clinical Pharmacology. Therapy and Toxicology Volume 1

(1985): 59-62.
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3.3 Contents of Submission

| Study Types Yes/No? How many?
‘ Single-dose fasting No --
‘ Single-dose fed No -
| Steady-state No -
I In vitro dissolution No -
‘ Waiver requests Yes 1
I BCS Waivers No -
| Clinical Endpoints No -
| Failed Studies No -
‘ Amendments No -
3.4 Formulation

’ Location in appendix

Section 4.1, Page 17

‘ If a tablet, is the RLD scored?

N/A

| If a tablet, is the test product biobatch scored

N/A

| Is the formulation acceptable?

FORMULATION INCOMPLETE

If not acceptable, why?

The test and RLD formulations contain quantitative (Q2)
differences.

3.5 Waiver Request(s)

| Strengths for which waivers are requested

Naphazoline HCI, 0.027% & Pheniramine Maleate 0.315%

’ Proportional to strength tested in vivo?

N/A

l Is dissolution acceptable?

N/A

| Waivers granted?

WAIVERS DENIED

If not then why?

Pursuant to 21 CFR § 320.22 (b) (1), the Criteria for Waiver of
evidence of in vivo bioavailability or bioequivalence is as
follows:

“The drug product: (i) Is a parental solution intended solely
for administration by injection, or an ophthalmic or otic
solution; and (ii) Contains the same active and inactive
ingredients in the same concentration as a drug product that is
the subject of an approved full new drug application or
abbreviated new drug application.”
Si11§e the test formulation contains differences 21
as well as qualitative differences, the formulation is not
considered quantitatively (Q2) the same as the RLD. The
waiver, as requested, is denied.
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3.6

Deficiency Comment

The test product and reference-listed drug (RLD) product formulations for Naphazoline
Hydrochloride (HCI), 0.027% & Pheniramine Maleate 0.315% Ophthalmic
Solution/Drops is qualitatively (Q1) but not quantitatively (Q2) the same.

3.7

4.

Recommendations

. The Division of Bioequivalence (DBE) does not agree that the information submitted

by Altaire Pharmaceuticals, Inc. demonstrates that Naphazoline HCIl, 0.027% &
Pheniramine Maleate 0.315% Ophthalmic Solution/Drops met the requirements of
Section 21 CFR § 320.22 (b) (1). The DBE recommends the waiver of bioequivalence
testing be denied. Accordingly bioequivalence testing should be undertaken for the test
product.

According to the current DBE policy, in order to gain approval for this ophthalmic
product without a bioequivalence (BE) study, the firm should 1) reformulate its test
product to match %ualitatively and quantitatively to the reference-listed drug (RLD)
product, Opcon-A™~ (Naphazoline HCI, 0.02675% & Pheniramine Maleate 0.315%
Ophthalmic Solution), manufactured by Bausch and Lomb, and 11) submit comparative
chemico-physical properties (e.g., specific gravity, pH, osmolality, and viscosity) for
the newly formulated test product vs. RLD product.

. If the firm decides not to reformulate the proposed test product and selects to have the

test product be considered under 21 CFR § 314.94 (a) (9) (iv), then the firm should
conduct a BE study with a clinical endpoint to demonstrate equivalent safety and
efficacy between the test and RLD products.

The application is incomplete.

The firm should be informed of the above deficiency comment and recommendations.

3.8 Comments for Other OGD Disciplines
Discipline Comment
None N/A
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4 APPENDIX

4.1 Formulation Data (NOT FOR RELEASE UNDER FOIA)
Ingredient Test Formulation | RLD Formulation® | Percentage Difference
. ®@ . ®) @) ®) @) ® @
Hydroxypropylmethylcellulose
®) (4)USP
Boric Acid, NF
Sodium Borate, NF
Disodium Edetate, USP’
Sodium Chloride, USP
Naphazoline Hydrochloride, USP 0.02675% 0.02675% -
Pheniramine Maleate, USP 0.315% 0.315% --
Benzalkonium Chloride. ®® 0.01%" 0.01% -
NF
Is there an overage of the active pharmaceutical ingredient No
(API)? '
If the answer is yes, has the appropriate chemistry division
- No.
been notified?
If it is necessary to reformulate to reduce the overage, will No

bioequivalence be impacted?

Comments on the drug product formulation:

Pursuant to 21 CFR § 320.22 (b) (1), the
Criteria for Waiver of evidence of in vivo
bioavailability or bioequivalence is as follows:

“The drug product:

(i) Is a parental solution intended solely for
administration by injection, or an ophthalmic
or otic solution; and (ii) Contains the same
active and inactive ingredients in the same
concentration as a drug product that is the
subject of an approved full new drug
application or abbreviated new drug
application.”

Since the test formulation contains differences
®®  the formulation is not
considered quantitatively (Q2) the same as the

> Formulation information obtained from the original Chemistry review of the NDA submission. Please see “RLD

Formulation™ in the Additional Attachments section of this review.

® Sodium Borate 2Ty

" The RLD formulation contains “Edetate Disodium,” whereas the test formulation contains “Disodium Edetate.”
Per the FDA Inactive Ingredient Guide. Edetate Disodium is the appropriate nomenclature.

7 of 17

®@




RLD. The waiver, as requested, is denied.

Reviewer’s Comments:

®@
®) @

The differences in

between the test and RLD formulations are greater than 0O

as shown above.

Per the OGD Regulatory Support Staff (see Additional Attachments - Questions for ANDA 78-
208 Formulation), the firm changed its formulation by excluding these pH adjusters. As a result,
the application was acceptable for filing and 1s qualitatively (Q1) the same as the RLD. The
current Division of Bioequivalence (DBE) recommendations for ophthalmic products (March
2008)’ state that in order for an ophthalmic product to be considered for a waiver of in vivo BE
study requirements under 21 CFR § 320.22 (b) (1) the product should be qualitatively (Q1) and
quantitatively (Q2) the same as the RLD product, including preservatives, buffers and thickening
agents (exceptional excipients). As a result, the waiver of bioequivalence testing is denied.

4.2 Detailed Regulatory History

According to the OGD Regulatory Support Staff, 07

Also, per the OGD Regulatory Support Staff (see Additional Attachments - Questions for ANDA
78-208 Formulation), the test product ®e

. As aresult, the application was acceptable for filing and 1s qualitatively
(Q1) the same as the RLD.

It should be noted that e
. Per the OGD Regulatory Support Staff
(see Additional Attachments - Questions for ANDA 78-208 Formulation), “the application was
not accepted for filing until ®9 "as the inclusion was not an
allowable change under 21 CFR § 314.94(a) (9) (1v), and a new exhibit batch was
manufactured.”

4.3 Consult Reviews
N/A
9. ® @
v:\firmsam)\ Controls\070104.C.0107.mor.doc

' DFS, Forms, ANDA Checklist Refuse to File CSO N 078208 N 000 AC 26-Jun-2006.
' DFS. Forms, ANDA Checklist General, CSO, N 078208 N 000 AC 27-Aug-2007.
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44 Additional Attachments— Electronic Orange Book

A Active Ingredient Search - Microsoft Internet Expl

Fle Edit View Favorites Took Help

eﬁal:k ) \ﬂ @ h fﬂl Search \;n:(Fa\mntEs VE} [7;- :_,\’, _J ﬂ ﬁ

Address |{€] https . accessdats. fia.cov/scripts feder fobjdocs tempai.cim

v

Go

Links

»

Active Ingredient Search Results from "OB_OTC" table for query on "naphazoline.”

Appl RLD Active Dosage Form; Strength Proprietary Applicant
No Ingredient Route Name

018746 Yes ANTAZOLINE PHOSPHATE: NAPHAZOLINE HYDROCHLORIDE  SOLUTION/DROPS: OPHTHALMIC 0.5%:0.05% WVASOCON-A NOVARTIS
020226 Yes MAPHAZOLINE HYDROCHLORIDE: PHENIRAMINE MALEATE ~ SOLUTION/DROPS: OPHTHALMIC 0.025%:0.3% NAPHCON-A ALCOM
020065 Yes MAPHAZOLIME HYDROCHLORIDE: PHENIRAMINE MALEATE  SOLUTION/DROPS: OPHTHALMIC 0.02675%:0.315% OPCON-A  BAUSCH AND LOMB

020485 No  MAPHAZOLINE HYDROCHLORIDE: PHENIRAMINE MALEATE ~ SOLUTION/DROPS; OPHTHALMIC 0.025%:0.3% VISINE-A JOHNSON AND JOHNSON

Return to Electronic Orange Book Home Page

FDA/Center for Drug Evaluation and Research
Office of Generic Drugs
Division of Labeling and Program Support
Update Frequency:
Orange Book Data - Monthly
Generic Drug Product Information & Patent Information - Daily
Orange Book Data Updated Through October, 2008
Patent and Generic Drug Product Data Last Updated: November 21, 2008

@ Dane

Q Local intranet




45 Additional Attachments—Formulation for NDA 20-065 Bausch and
Lomb’s Opcon-A

From: Nguyen, Hoainhon T

Sent: Tuesday, December 02, 2008 11:45 AM

To: Braddy, April; Farrar, Johnetta

Cc: Nguyen, Hoainhon T

Subject: FW: Formulation for NDA 20065 Bausch and Lomb's Opcon-A
Attachments: Picture (Enhanced Metafile); Picture (Enhanced Metafile)
From: Rodriguez, Libaniel

Sent: Tuesday, December 02, 2008 11:33 AM

To: Nguyen, Hoainhon T; De, Swapan K

Subject: RE: Formulation for NDA 20065 Bausch and Lomb's Opcon-A




| hope this helps

Libaniel




From: Nguyen, Hoainhon T

Sent: Tuesday, December 02, 2008 10:28 AM

To: Rodriguez, Libaniel; De, Swapan K

Cc: Nguyen, Hoainhon T

Subject: Formulation for NDA 20065 Bausch and Lomb's Opcon-A

Good morning,

We in the Division of Bioequivalence |, Office of Generic Drugs, are currently reviewing a
First Generic version of Opcon-A (Naphazoline HCI, 0.027%, and Pheniramine Maleate,
0.315%, Drops (OTC). We would like to confirm the formulation of the innovator's product,
for qualitative and quatitative comparison with the generic formulation. We have searched
DFS and Enterprisesearch for the formulation information but could not locate any. The only
source we found was COMIS database which is known to contain many errors.

We noticed your names in most recent chemistry reviews of the NDA and hope that you
could assist us in obtaining the accurate and most updated formulation of Opcon-A, NDA
20065.

Thanks very much in advance for your help.

Hoainhon Nguyen Caramenico
Acting Deputy Director
Division of Bioequivalence I
Office of Generic Drugs
CDER/FDA

Telephone: 240-276-8804

Email: hoainhon.caramenico@fda.hhs.qgov

4.6 Additional Attachments—Questionsfor ANDA 78-208 For mulation
From: Margand, lain

Sent: Tuesday, December 02, 2008 1:49 PM

To: Nguyen, Hoainhon T; Shimer, Martin

Cc: Braddy, April; Farrar, Johnetta

Subject: RE: Questions for ANDA 78208 Formulation

Hi Hoainhon,

1. The first formulation on page 12 is the applicant final formulation and the second is a copy of
the RLD package insert formulation.
2. The application was not accepted for filing until
inclusion was not an allowable change under 21 CFR 314.94(a)(9)(iv), and a new
exhibit batch was manufactured. | took a look in the 3.1 jacket in which the applicant has stated
®® and committed to

4
®® as the

providing a new exhibit batch .
3. The COMIS formulation and the RLD package insert are the only two formulations used as
references for the review of the application. | could not find a copy of the

original RLD formulation in DFS.

Hope this helps.

lain




From: Nguyen, Hoainhon T

Sent: Tuesday, December 02, 2008 12:50 PM

To: Margand, lain; Shimer, Martin

Cc: Braddy, April; Farrar, Johnetta; Nguyen, Hoainhon T
Subject: RE: Questions for ANDA 78208 Formulation

lain,

Thanks for your quick reply.

1. On page 12 of your checklist review (attached again for your reference), there are two
formulations listed. Did you mean the TOP formulation was the TEST formulation (ANDA
78208)? The way the page was presented, it appeared that the TOP formulation belongs to
Opcon A (as the name given right below the formulation table.). Please clarify/confirm
whether the TOP formulation is the TEST or RLD (which | originally thought was the RLD
formulation).

2. Please confirm that (b) 4)

®®  Our BE reviewer apparently looked at

the original submission, and not any other amendments, and found the information on the e
®®  This is where | got the information about ®®  However, | just now
noticed that you have commented in your review that the ®®in the

amendment dated 5/6/2007.

3. Besides the COMIS and the RLD labeling information, were there other sources of
information you relied on for your information of the RLD product formulation? We have just
recently obtained the original RLD formulation submitted in 1990 from the NDA chemist and
just want to make sure that there has been no change in the RLD formulation since then.

Thanks very much,
Hoai
<< File: 78208 ANDA Checklist and Opcon A Formulation.pdf >>

From: Margand, lain

Sent: Tuesday, December 02, 2008 12:30 PM
To: Nguyen, Hoainhon T; Shimer, Martin

Cc: Braddy, April; Farrar, Johnetta

Subject: RE: Questions for ANDA 78208 Formulation

Hello Hoainhon,

Can you tell me what formulation you are referring to in your e-mail AN
®® The two RLD formulations listed on the checklist are from COMIS and the

RLD package insert, neither list ®®3s part of the formulation. The third

formulation is the applicants'. The application was accepted prior to the change in policy

that an ophthalmic must be Q1/Q2 to the RLD.

lain

From: Nguyen, Hoainhon T

Sent: Tuesday, December 02, 2008 12:10 PM
To: Margand, lain; Shimer, Martin

Cc: Braddy, April; Farrar, Johnetta; Nguyen, Hoainhon T
Subject: Questions for ANDA 78208 Formulation

lain and Martin,
| have noticed that your ANDA Checklist review dated October 26, 2007 for the




above ANDA (RLD is Opcon A Ophthamic Drops, NDA 20065) included a formulation
of the RLD product. (Thanks for pointing out in the review that the COMIS
formulation information is INCORRECT!) This formulation in your checklist review is
different from the original formulation of Opcon A submitted in 1995 for approval. It
appears that Bausch and Lomb has changed its formulation over the years. Could
you please let us know where the source of your RLD formulation information
(including the date, if possible)? Based on this "newer" RLD formulation, it appears
that the test and RLD products are Q1 and Q2 match ®®
®® Did you file this ANDA because of 21 CFR
314.94 (9)(iv) even though we currently do not approve ophthalmic drug products that
are not Q1 and Q2 match, unless there is a BE study with clinical endpoints?
Thanks very much in advance for your clarification.
Hoai

<< File: 78208 ANDA Checklist and Opcon A Formulation.pdf >>




BIOEQUIVALENCE DEFICIENCIES

ANDA : 78-208
APPLICANT: Altaire Pharmaceuticals, Inc.

DRUG PRODUCT: ©Naphazoline HCl & Pheniramine Maleate (0.027%
0.315%) Ophthalmic Solution/Drops

&

The Division of Biocequivalence (DBE) has completed 1its
review of your submission(s) acknowledged on the cover
sheet. The following deficiency has been identified:

Your requested waiver of in wvivo bioequivalence (BE) study
requirements for your test product, Naphazoline HCl 0.027%
& Pheniramine Maleate 0.315% Ophthalmic Solution/Drops does
not meet the requirements set forth in Section 21 CFR §
320.22 (b) (1) . Your test product formulation is
qgualitatively (Q1l) but not quantitatively (Q2) the same as
the formulation of the reference listed drug (RLD) product,
Opcon—A® (Naphazoline HCl1 0.02675% & Pheniramine Maleate
0.315% Ophthalmic Solution), manufactured by Bausch and
Lomb. Therefore, the waiver request is denied.

The DBE currently recommends the following options:

a. In order to obtain a waiver of in vivo bioequivalence
testing for your test product under 21 CFR § 320.22(b)
(1) :
i) Please reformulate vyour test product to match

qualitatively and quantitatively to the formulation
of the reference listed drug (RLD) product, Opcon—A®
(Naphazoline HCl 0.02675% & Pheniramine Maleate 0.315%
Ophthalmic Solution) ;

ii) In addition, please submit comparative chemico-
physical data, which should include but not be limited
to pH, specific gravity, osmolality and viscosity, for
the newly reformulated test product versus RLD
product.

b. Alternatively, 1f vyou decide not to reformulate the
current test formulation and to have the current test
formulation be considered under 21 CFR § 314.94 (a)
(9) (iv), please conduct a bioequivalence study with a
clinical endpoint to demonstrate equivalent safety and
efficacy between the test and RLD products. You may




submit a protocol to the Office of Generic Drugs prior

to initiation of your study, for review and comments.

Sincerely yours,

{See appended electronic signature page}

Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence I

Office of Generic Drugs
Center for Drug Evaluation and Research




4.7 Outcome Page

ANDA: 78-208

Productivity:
ID |Letter Date | Productivity Category Sub Category Productivity |Subtotal
6899 8/27/2007 |Other Waiver Ophthalmic Solution 1 1

‘ Bean Total: 1




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

Johnetta Farrar
12/ 4/ 2008 09:47: 34 AM
Bl OPHARMACEUTI CS

Apri |l Braddy
12/ 10/ 2008 07: 28: 23 AM
Bl OPHARMACEUTI CS

Hoai nhon T. Nguyen

12/ 11/ 2008 11:42:02 AM

Bl OPHARMACEUTI CS

For Dale P. Conner, Pharm D., Director, Division of
Bi oequi val ence |



DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 78-208
T e I N e Naphazoline Hydrochloride anfi Pheniramine Maleate Ophthalmic
Solution/Drops

Naphazoline HCI — 0.027%
Strength(s) Pheniramine Maleate — 0.315%
Applicant Name Altaire Pharmaceuticals, Inc.

PO Box 849

Address 311 West Lane

Aquebogue, NY 11931

Mr. Martin Dalsing
Phone: (970) 243 — 5490
Fax: (970) 243 — 5501
Email: marty@fdapproval.com

Applicant’s Point of Contact

Contact’s Telephone Number 631-722-5988
Contact’s Fax Number 631-722-9683
Original Submission Date(s) 27 August 2007
Submission Date(s) of 02 February 2009
Amendment(s) Under Review 03 February 2009'
Reviewer Johnetta L. Farrar, Ph.D.
OUTCOME DECISION INCOMPLETE

1 EXECUTIVE SUMMARY

This 1s a review of an amendment to a waiver request.

This application is for the first generic product of Naphazoline Hydrochloride (HCI),
0.027% & Pheniramine Maleate, 0.315% Ophthalmic Solution/Drops. In the previous
(original) submission (27 August 2007)%, the firm, Altaire Pharmaceuticals, Inc.,
requested a waiver of in vivo bioequivalence (BE) requirements based on Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for its test product, Naphazoline
Hydrochloride (HCI), 0.027% & Pheniramine Maleate 0.315% Ophthalmic
Solution/Drops. The reference-listed drug (RLD) drug product is Opcon-A®
(Naphazoline HCI, 0.02675% & Pheniramine Maleate 0.315% Ophthalmic Solution),
manufactured by Bausch and Lomb (NDA 20-065, Approval Date: 18 June 1994).

'Per COMIS (an internal database, last accessed 11 February 2009), the firm has submitted a response to
the cited bioequivalence deficiencies (letter date: 02 February 2009). In a separate submission, the firm has
also submitted a cover letter to accompany the aforementioned response to cited deficiencies (letter date: 03
February 2009).

? DFS: Review: Bioequivalence Review; Biopharmaceutics; N 078208 N 000 AC 27-Aug-2007.



However, the waiver request was denied at that time due to the fact that the formulation
of the firm’s test product was not qualitatively (Q1) or quantitatively (Q2) the same as the
RLD product. There was a difference of in the concentrations of %

between the test and RLD
formulations.

Based on the current DBE recommendations for ophthalmic products, the firm was
provided with the following options:

Option # 1

In order to gain approval for this ophthalmic product without a BE study by obtaining a
waiver of in vivo bioequivalence testing for its testing product under 21 CFR§ 320.22 (b)
(1), the firm should 1) reformulate its test product to be Q1 and Q2 the same as the RLD
product, and 11) submit comparative chemico-physical properties (e.g., specific gravity,
pH, osmolality, and viscosity) for the newly formulated test product vs. RLD product.

Option # 2

If the firm decided not to reformulate the proposed test product, and selected to have the
test product be considered under 21 CFR § 314.94 (a) (9) (1iv), the firm was requested to
conduct a BE study with a clinical endpoint to demonstrate equivalent safety and efficacy
between the test and RLD products. The firm was advised they could submit a protocol to
the OGD for review prior to initiation of its study.

The firm chose option # 1. However, the firm’s reformulated test product is Q1 but not
Q2 the same as the RLD product. There i1s a difference of P9 in the
®@petween the two formulations.

Therefore, the DBE recommends the following options to the firm:

1) In order to gain approval for this ophthalmic product without a BE study, the firm
should 1) reformulate ®®in its test product to be Ql
and Q2 the same as the RLD product, and i1) submit comparative chemico-
physical properties (e.g., specific gravity, pH, osmolality, and viscosity) for the
newly formulated test product vs. RLD product. The firm may submit its
reformulated composition for review prior to conducting testing for determination
of chemico-physical properties of the reformulated product.

2) If the firm decides not to reformulate the proposed test product, and selects to
have the test product be considered under 21 CFR § 314.94 (a) (9) (iv), the firm is
requested to conduct a BE study with a clinical endpoint to demonstrate
equivalent safety and efficacy between the test and RLD products. The firm may
submit a protocol to the OGD for review prior to initiation of its study.
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3 SUBMISSION SUMMARY

3.1 Drug Product Information

Test Product

Naphazoline HCI, 0.027% & Pheniramine Maleate 0.315% Ophthalmic
Solution

Reference Product

Opcon-A® (Naphazoline Hydrochloride 0.02675% % Pheniramine
Maleate, 0.315% Ophthalmic Solution)

RLD Manufacturer Bausch and Lomb

NDA No. 20-065

RLD Approval Date 18 June 1994

Indication® Temporarily relieves itching and redness caused by pollen, ragweed,
grass, animal hair, and dander.

3.2 PK/PD Information™ *

Bioavailability Naphazoline may be systemically absorbed from both the nasal mucosa
and gastrointestinal tract after intranasal administration, resulting in
systemic adverse effects, especially when excessive doses are used.
After I.V. administration, serum concentrations of pheniramine between
231 and 894 ng/ml were reached.

Food Effect Not applicable

Tmax Naphazoline: N/A
Following oral administration, peak serum concentrations between 173
and 274 ng/ml were reached after 1.0 to 2.5 hours.

Metabolism Naphazoline: N/A
Pheniramine has two major metabolites: N-desmethyl pheniramine and
N-didesmethyl pheniramine.

Excretion Naphazoline: N/A
The amount of pheniramine excreted in the urine for up to 120 h varied
between 5.7 and 11.6 mg and 10.2 and 13.2 mg after i.v. and oral
administration respectively.

Half-life Naphazoline: N/A
The terminal half-life of pheniramine was estimated to range between 8
and 17 h (i.v.) and 16 and 19 h (oral).

Drug Specific Issues (if any) None.

? FDA Drug Database. Labeling for Opcon-A. Last accessed: 25 November 2008. Drugdex® Drug
Evaluations: Naphazoline. http://csi micromedex.com/DKS/Data/DE/DE0566.HTM#03000000$$00$3:

Last accessed: 19 November 2008.
* Witte, PU, et. al. “Pharmacokinetics of pheniramine (Avil) an metabolites in healthy subjects after oral
and intravenous administration.” International Journal of Clinical Pharmacology. Therapy and Toxicology

Volume 1 (1985): 59-62.




3.3 Contents of Submission

| Study Types Yes/No? How many?
‘ Single-dose fasting No --
‘ Single-dose fed No -
| Steady-state No -
I In vitro dissolution No -
‘ Waiver requests No -
I BCS Waivers No --
| Clinical Endpoints No -
| Failed Studies No -~
‘ Amendments Yes 1
3.4 Formulation

’ Location in appendix

Section 4.1, Page 17

’ If a tablet, is the RLD scored?

N/A

| If a tablet, is the test product biobatch scored

N/A

| Is the formulation acceptable?

FORMULATION IS INCOMPLETE

’ If not acceptable, why?

The test and RLD formulations contain quantitative
(Q2) differences.

3.5 Waiver Request(s)

’ Strengths for which waivers are requested

Naphazoline HCI, 0.027% & Pheniramine Maleate
0.315%

’ Proportional to strength tested in vivo? N/A
I Is dissolution acceptable? N/A
| Waivers granted? WAIVERS DENIED

If not then why?

Pursuant to 21 CFR § 320.22 (b) (1), the Criteria for
Waiver of evidence of in vivo bioavailability or
bioequivalence is as follows:

“The drug product: (i) Is a parental solution intended
solely for administration by injection, or an ophthalmic
or oftic solution; and (ii) Contains the same active and
inactive ingredients in the same concentration as a drug
product that is the subject of an approved full new drug
application or abbreviated new drug application.”
Since the test formulation contains differences LRy

. the formulation is not considered quantitatively
(Q2) the same as the RLD. The waiver, as requested, is
denied.




3.6

Firm’s Current Responsesto DBE Deficiencies

DBE’s Previous Deficiency Comment No. 1 (See the review of the submission dated 27
August 2007):

The DBE currently recommends the following options:

a. In order to obtain a waiver of in vivo bioequivalence testing for your test
product under 21 CFR § 320.22(b)  (2):

i) Please reformulate your test product to match qualitatively and quantitatively
to the formulation of the reference listed drug (RLD) product, Opcon-A®
(Naphazoline HCI 0.02675% & Pheniramine Maleate 0.315% Ophthalmic
Solution);

ii) In addition, please submit comparative chemico-physical data, which should
include but not be limited to pH, specific gravity, osmolality and viscosity, for the
newly reformulated test product versus RLD product.

b. Alternatively, if you decide not to reformulate the current test formulation
and to have the current test formulation be considered under 21 CFR § 314.94 (a)
(9) (iv), please conduct a bioequivalence study with a clinical endpoint to
demonstrate equivalent safety and efficacy between the test and RLD products.
You may submit a protocol to the Office of Generic Drugs prior to initiation of
your study, for review and comments.

Firm’s Current Response No. 1:

“ Altaire has reformulated the Proposed Drug Product “ Naphazoline HCI 0.027% &
Pheniramine Maleate 0.315% Ophthalmic Solution” to qualitatively and
quantitatively match the Reference Drug Product Opcon-A® (Naphazoline HCI
0.02675% & Pheniramine Maleate 0.315% Ophthalmic Solution). Attached hereto at
“ Appendix A” is a copy of the proposed reformulation, and what follows is a review
of the reformulation process and results.”

The firm has also submitted “a comparison of the chemico-physical properties of the
formulation of the Reference Drug Product and the reformulation of the Proposed
Drug Product.”

Reviewer’'s Comment (NOT FOR RELEASE UNDER FOIA):

)@
The difference between the test and RLD
formulations is ®®  The current Division of
Bioequivalence (DBE) recommendations for ophthalmic products (March 2008)’ state
that in order for an ophthalmic product to be considered for a waiver of in vivo BE study

5 v:\firmsam ® (4)Sontrols\070104.C.0107.mor.doc



requirements under 21 CFR § 320.22 (b) (1) the product should be qualitatively (Q1) and
quantitatively (Q2) the same as the RLD product, including preservatives, buffers and
thickening agents (exceptional excipients). The firm did submit comparative chemico-
physical data. However, the data were not reviewed since the formulation of the test
product is not Q2 the same as the RLD product. As a result, the waiver of bioequivalence
testing is denied.

3.7

3.8

Deficiency Comment

The reformulated test product and reference-listed drug (RLD) product
formulations for Naphazoline Hydrochloride (HCl), 0.027% & Pheniramine
Maleate 0.315% Ophthalmic Solution/Drops is qualitatively (Q1) but not
quantitatively (Q2) the same.

Therefore, the following options will be provided to the firm:

1.

1.

In order to gain approval for this ophthalmic product without a BE study, the
firm should 1) reformulate ®®in its test product to
be quantitatively the same as the concentration in the RLD product and ii)
submit comparative (newly formulated test product vs. RLD product)
matching data on specific gravity, pH, osmolality, and viscosity. The
comparative data on specific gravity, pH, osmolality, tonicity and viscosity for
the test and RLD products should be provided using the Exhibit test lot, and
two (2) other production lots, if available, of the test product, and 3
commercial lots of the RLD product. The measurement should be done in
triplicate for each lot tested. However, the firm is advised to submit the
reformulated composition for review prior to conducting testing for
characterizing the chemico-physical properties of the reformulation product in
comparison with the RLD product.

If the firm decides not to accept the above stated recommendation and selects
to have the test product be considered under 21 CFR § 314.94 (a) (9) (iv), the
firm is requested to conduct a BE study with a clinical endpoint to
demonstrate equivalent safety and efficacy between the test and RLD
products. The firm may submit a protocol to the OGD for review prior to
initiation of their study.

Recommendations

The Division of Bioequivalence (DBE) does not agree that the information
submitted by Altaire Pharmaceuticals, Inc. demonstrates that it’s Naphazoline
HCI, 0.027% & Pheniramine Maleate 0.315% Ophthalmic Solution/Drops met
the requirements of Section 21 CFR § 320.22 (b) (1). The DBE recommends
the waiver of bioequivalence testing be denied. Accordingly, in vivo
bioequivalence testing may be undertaken for the test product.



2.

4.

According to the current DBE policy, in order to gain approval for this
ophthalmic product without a bioequivalence (BE) study, the firm should 1)
reformulate ®® n its test product to be
quantitatively the same as the concentration in the reference-listed drug (RLD)
product, Opcon-A® (Naphazoline HCIl, 0.02675% & Pheniramine Maleate
0.315% Ophthalmic Solution), manufactured by Bausch and Lomb, and 11)
submit comparative chemico-physical properties (e.g., specific gravity, pH,
osmolality, and viscosity) for the newly formulated test product vs. RLD
product.

. If the firm decides not to reformulate the proposed test product and selects to

have the test product be considered under 21 CFR § 314.94 (a) (9) (iv), then the
firm should conduct a BE study with a clinical endpoint to demonstrate
equivalent safety and efficacy between the test and RLD products.

The application is incomplete.

The firm should be informed of the above deficiency comment and recommendations.

3.9 Comments for Other OGD Disciplines
Discipline Comment
None N/A




4 APPENDIX

4.1 Formulation Data (NOT FOR RELEASE UNDER FOIA)
Ingredient Test Formulation RLD Percentage Difference
Formulation®
| (O1C N ®@® [ ®@ [ ®@ |

Hydroxypropylmethylcellulose
®®@ USp
Boric Acid. NF
Sodium Borate, NF
Disodium Edetate, USP*
Sodium Chloride, USP

Naphazoline Hydrochloride, 0.02675% 0.02675% -
USP
Pheniramine Maleate, USP 0.315% 0.315% --
Benzalkonium Chloride B 0.01% 0.01% --
NF
Is there an overage of the active pharmaceutical No
ingredient (API)? '
If the answer is yes, has the appropriate chemistry No
division been notified? ’
If it is necessary to reformulate to reduce the overage, No

will bioequivalence be impacted?

Comments on the drug product formulation:

Pursuant to 21 CFR § 320.22 (b) (1), the
criteria for waiver of evidence of in vivo
bioavailability or bioequivalence is as
follows:

“The drug product:

(i) Is a parental solution intended solely for
administration by  injection, or an
ophthalmic or otic solution; and (ii)
Contains the same active and inactive
ingredients in the same concentration as a
drug product that is the subject of an
approved full new drug application or
abbreviated new drug application.”

Since the test formulation contains

® Formulation information obtained from the original Chemistry review of the NDA submission. Please see
“RLD Formulation” in the Additional Attachments section of this review.

7 Sodium Borate ®@

 The RLD formulation contains “Edetate Disodium,” whereas the test formulation contains “Disodium
Edetate.” Per the FDA Inactive Ingredient Guide. Edetate Disodium is the appropriate nomenclatm(‘g.@)




5 ; &
differences in LR the

formulation is not considered quantitatively
(Q2) the same as the RLD. The waiver, as
requested, is denied.

Reviewer’s Comments:
Please see the Reviewer’s Comments noted in Section 3.6.

4.2 Detailed Regulatory History

According to the OGD Regulatory Support Staff, e

Initially. the firm’s test f01mulati0141 ®@

Per the OGD Regulatory Support Staff (see
Additional Attachments - Questions for ANDA 78-208 Formulation) %, the firm changed
- - ®® ) -
its formulation . As a result, the application was
acceptable for filing [314.94 (a) (9) (iv)] and is qualitatively (Q1) the same as the RLD.

4.3 Consult Reviews

N/A

10 DFS. Forms, ANDA Checklist Refuse to File CSO N 078208 N 000 AC 26-Jun-2006.
I DFS: Review: MIC AP Line unknown Alta; Microbiologist; N 078208 N 000 15-Mar-2006.
2 DFS, Forms, ANDA Checklist General, CSO, N 078208 N 000 AC 27-Aug-2007.



4.4 Additional Attachments—

2} Active Ingredient Search - Microsoft Internet Expl

Electronic Orange Book

Elle Edit Wiew Favorites Tools Help

Qe - ) \ﬂ @ h /:‘l Search \{::(Favarmes & [-,'?;' :\4 Ji

Address |@B| http:/jwww.accessdata, fda. gov/scripts/cder fob/docs ftempai.cfm

v|Ga

Links

3

Appl RLD Active
No Ingredient

018746 Yes ANTAZOLINE PHOSPHATE: NAPHAZOLINE HYDROCHLORIDE

020226 Yes MAPHAZOLIME HYDROCHLORIDE; PHENIRAMINE MALEATE

020065 Yes MAPHAZOLIME HYDROCHLORIDE; PHENIRAMINE MALEATE

020485 No  MAPHAZOLIME HYDROCHLORIDE; PHENIRAMINE MALEATE

Return to Electronic Orange Book Home Page

Active Ingredient Search Results from "OB_OTC" table for query on "naphazoline.”

Dosage Form; Strength Proprietary Applicant
Route Name

SOLUTION/DROPS; OPHTHALMIC 0.5%:0.05% VASOCON-A NOVARTIS
SOLUTION/DROPS; OPHTHALMIC 0.025%:0.3% NAPHCON-A ALCOM
SOLUTION/DROPS; OPHTHALMIC 0.02675%:0.315% OPCON-A  BAUSCH AND LOMB

SOLUTION/DROPS; OPHTHALMIC 0.025%:0.3% VISINE-A  JOHNSON AND JOHNSON

FDA/Center for Drug Evaluation and Research
Office of Generic Drugs
Division of Labeling and Program Support
Update Frequency:
Orange Book Data - Monthly
Generic Drug Product Information & Patent Information - Daily
Orange Book Data Updated Through October, 2008
Patent and Generic Drug Product Data Last Updated: November 21, 2008

@ Done

‘Q Local intranet




4.5 Additional Attachments —Formulation for NDA 20-065 Bausch and

Lomb’s Opcon-A
From: Nguyen, Hoainhon T
Sent: Tuesday, December 02, 2008 11:45 AM
To: Braddy, April; Farrar, Johnetta
Cc: Nguyen, Hoainhon T
Subject: FW: Formulation for NDA 20065 Bausch and Lomb's Opcon-A

Attachments: Picture (Enhanced Metafile); Picture (Enhanced Metafile)

From: Rodriguez, Libaniel
Sent: Tuesday, December 02, 2008 11:33 AM
To: Nguyen, Hoainhon T; De, Swapan K

Subject: RE: Formulation for NDA 20065 Bausch and Lomb's Opcon-A




| hope this helps

Libaniel




From: Nguyen, Hoainhon T

Sent: Tuesday, December 02, 2008 10:28 AM

To: Rodriguez, Libaniel; De, Swapan K

Cc: Nguyen, Hoainhon T

Subject: Formulation for NDA 20065 Bausch and Lomb's Opcon-A

Good morning,

We in the Division of Bioequivalence |, Office of Generic Drugs, are currently reviewing a
First Generic version of Opcon-A (Naphazoline HCI, 0.027%, and Pheniramine Maleate,
0.315%, Drops (OTC). We would like to confirm the formulation of the innovator's product,
for qualitative and quantitative comparison with the generic formulation. We have searched
DFS and Enterprisesearch for the formulation information but could not locate any. The only
source we found was COMIS database which is known to contain many errors.

We noticed your names in most recent chemistry reviews of the NDA and hope that you
could assist us in obtaining the accurate and most updated formulation of Opcon-A, NDA
20065.

Thanks very much in advance for your help.

Hoainhon Nguyen Caramenico
Acting Deputy Director
Division of Bioequivalence I
Office of Generic Drugs
CDER/FDA
Telephone: 240-276-8804
Email: hoainhon.caramenico@fda.hhs.gov

4.6 Additional Attachments—Questionsfor ANDA 78-208 For mulation
From: Margand, lain

Sent: Tuesday, December 02, 2008 1:49 PM

To: Nguyen, Hoainhon T; Shimer, Martin

Cc: Braddy, April; Farrar, Johnetta

Subject: RE: Questions for ANDA 78208 Formulation

Hi Hoainhon,

1. The first formulation on page 12 is the applicant final formulation and the second is a copy of
the RLD package insert formulation. )@
2. The application was not accepted for filing until as the
inclusion was not an allowable change under 21 CFR 314.94(a)(9)(iv), and a new

exhibit batch was manufactured. | took a look in the 3.1 jacket in which the applicant has stated

®® and committed to

providing a new exhibit batch .
3. The COMIS formulation and the RLD package insert are the only two formulations used as
references for the review of the application. | could not find a copy of the

original RLD formulation in DFS.

Hope this helps.

lain
From: Nguyen, Hoainhon T
Sent: Tuesday, December 02, 2008 12:50 PM
To: Margand, lain; Shimer, Martin

Cc: Braddy, April; Farrar, Johnetta; Nguyen, Hoainhon T



Subject: RE: Questions for ANDA 78208 Formulation

lain,
Thanks for your quick reply.

1. On page 12 of your checklist review (attached again for your reference), there are two
formulations listed. Did you mean the TOP formulation was the TEST formulation (ANDA
78208)? The way the page was presented, it appeared that the TOP formulation belongs to
Opcon A (as the name given right below the formulation table.). Please clarify/confirm
whether the TOP formulation is the TEST or RLD (which | originally thought was the RLD
formulation).

2. Please confirm that ik
®® our BE reviewer apparently looked at
the original submission, and not any other amendments, and found the information on the
®®  This is where | got the information about ®@  However, I just now
noticed that you have commented in your review that the ®®in the
amendment dated 5/6/2007.

3. Besides the COMIS and the RLD labeling information, were there other sources of
information you relied on for your information of the RLD product formulation? We have just
recently obtained the original RLD formulation submitted in 1990 from the NDA chemist and
just want to make sure that there has been no change in the RLD formulation since then.

Thanks very much,
Hoali
<< File: 78208 ANDA Checklist and Opcon A Formulation.pdf >>

From: Margand, lain

Sent: Tuesday, December 02, 2008 12:30 PM
To: Nguyen, Hoainhon T; Shimer, Martin

Cc: Braddy, April; Farrar, Johnetta

Subject: RE: Questions for ANDA 78208 Formulation

Hello Hoainhon,

Can you tell me what formulation you are referring to in your e-mail M
®® The two RLD formulations listed on the checklist are from COMIS and the

RLD package insert, neither list O part of the formulation. The third

formulation is the applicants'. The application was accepted prior to the change in policy

that an ophthalmic must be Q1/Q2 to the RLD.

lain

From: Nguyen, Hoainhon T

Sent: Tuesday, December 02, 2008 12:10 PM
To: Margand, lain; Shimer, Martin

Cc: Braddy, April; Farrar, Johnetta; Nguyen, Hoainhon T
Subject: Questions for ANDA 78208 Formulation

lain and Martin,

| have noticed that your ANDA Checklist review dated October 26, 2007 for the
above ANDA (RLD is Opcon A Ophthamic Drops, NDA 20065) included a formulation
of the RLD product. (Thanks for pointing out in the review that the COMIS



formulation information is INCORRECT!) This formulation in your checklist review is
different from the original formulation of Opcon A submitted in 1995 for approval. It
appears that Bausch and Lomb has changed its formulation over the years. Could
you please let us know where the source of your RLD formulation information
(including the date, if possible)? Based on this "newer" RLD formulation, it appears
that the test and RLD products are Q1 and Q2 match DI
®@ Dpid you file this ANDA because of 21 CFR
314.94 (9)(iv) even though we currently do not approve ophthalmic drug products that
are not Q1 and Q2 match, unless there is a BE study with clinical endpoints?
Thanks very much in advance for your clarification.
Hoai

<< File: 78208 ANDA Checklist and Opcon A Formulation.pdf >>



BIOEQUIVALENCE DEFICIENCY

ANDA : 78-208
APPLICANT: Altaire Pharmaceuticals, Inc.

DRUG PRODUCT: Naphazoline HCl & Pheniramine Maleate (0.027%
0.315%) Ophthalmic Solution/Drops

&

The Division of Biocequivalence (DBE) has completed 1its
review of your submission(s) acknowledged on the cover
sheet. The following deficiency has been identified:

Your reformulated Naphazoline HCl1 0.027% & Pheniramine
Maleate 0.315% Ophthalmic Solution/Drops is now
qualitatively (Q1l) but not quantitatively (Q2) the same as
the formulation of the reference listed drug (RLD) product,
Opcon—A® (Naphazoline HCl1 0.02675% & Pheniramine Maleate
0.315% Ophthalmic Solution), mangggctured by Bausch and
Lomb. The amount of in your reformulated
product is not the same as that in the RLD product.
Therefore, the waiver request is still denied at this time.

As stated in our previous deficiency letter to you, the DBE
currently recommends the following options:

1. In order to obtain a waiver of in vivo biocequivalence
testing for your test product under 21 CFR §
320.22(b) (1) :

a) Please reformulate 8
in your test product to be quantitatively the
same as 1in the reference 1listed drug (RLD)
product, Opcon—Aé (Naphazoline HC1 0.02675% &
Pheniramine Maleate 0.315% Ophthalmic Solution),
and, in addition

b) Please submit comparative chemico-physical data,
which should include but not be limited to pH,
specific gravity, osmolality and viscosity, for
the newly reformulated test product wversus RLD
product. The comparative data on specific
gravity, pH, osmolality, tonicity and wviscosity
for the test and RLD products should be provided
using the Exhibit (reformulated) test lot, and
two (2) other production lots, if available, of
the test product, and 3 commercial lots of the




RLD product. The measurement should be done in
triplicate for each lot tested. It is advisable
that you submit the reformulated composition for
review prior to conducting additional testing to
characterize the chemico-physical properties of
the reformulated product in comparison with the
RLD product.

. Alternatively, 1if vyou decide not to reformulate the
current test formulation and to have the current test
formulation be considered under 21 CFR § 314.94 (a) (9)
(iv), please conduct a Dbiocequivalence study with a
clinical endpoint to demonstrate equivalent safety and
efficacy between the test and RLD products. You may
submit a protocol to the Office of Generic Drugs prior to
initiation of your study, for review and comments.

Sincerely yours,

{See appended electronic signature page}
Dale P. Conner, Pharm.D.

Director, Division of Bioequivalence I

Office of Generic Drugs
Center for Drug Evaluation and Research



4.7 Outcome Page
ANDA: 78-208
Productivity:
ID |Letter Date | Productivity Category Sub Category Productivity |Subtotal
7507 (2/2/2009  |Other Waiver Ophthalmic Solution 1 1

‘Bean Total: ‘

1




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

Johnetta Farrar
2/ 13/ 2009 02:54: 43 PM
Bl OPHARMACEUTI CS

Hongl i ng Zhang
2/ 13/ 2009 02:59: 00 PM
Bl OPHARVACEUTI CS

Hoai nhon T. Nguyen

2/ 13/ 2009 05:02:38 PM

Bl OPHARMACEUTI CS

For Dale P. Conner, Pharm D., Director, Division of
Bi oequi val ence |



DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No.

Drug Product Name

Strength(s)

Applicant Name

Address

Applicant’s Point of Contact

Contact’s Telephone Number
Contact’s Fax Number

Original Submission Date(s)

Submission Date(s) of
Amendment(s) Under Review

Reviewer

OUTCOME DECISION

78-208

Naphazoline Hydrochloride and Pheniramine Maleate Ophthalmic

Solution/Drops

Naphazoline HCI — 0.027%
Pheniramine Maleate — 0.315%

Altaire Pharmaceuticals, Inc.

PO Box 849
311 West Lane
Aquebogue, NY 11931

Mr. Martin Dalsing
Phone: (970) 243 — 5490
Fax: (970) 243 — 5501
Email: marty@fdapproval.com

631-722-5988
631-722-9683
27 August 2007

02 February 2009
03 February 2009"
Current: 03 March 2009

Johnetta L. Farrar, Ph.D.

ACCEPTABLE

1 EXECUTIVE SUMMARY

This 1s a review of the second amendment to a waiver request.

This application is for the first generic product of Naphazoline Hydrochloride (HCI),
0.027% & Pheniramine Maleate, 0.315% Ophthalmic Solution/Drops. In the original
submission (27 August 2007)’, the firm, Altaire Pharmaceuticals, Inc., requested a waiver
of in vivo bioequivalence (BE) requirements based on Section 505 (j) of the Federal
Food, Drug and Cosmetic Act for its test product, Naphazoline Hydrochloride (HCI),
0.027% & Pheniramine Maleate 0.315% Ophthalmic Solution/Drops. The reference-
listed drug (RLD) drug product is Opcon-A® (Naphazoline HCl, 0.02675% &
Pheniramine Maleate 0.315% Ophthalmic Solution), manufactured by Bausch and Lomb
(NDA 20-065, Approval Date: 18 June 1994, over-the-counter product).

'Per COMIS (an internal database, last accessed 11 February 2009), the firm has submitted a response to
the cited bioequivalence deficiencies (letter date: 02 February 2009). In a separate submission, the firm has
also submitted a cover letter to accompany the aforementioned response to cited deficiencies (letter date: 03
February 2009).

? DFS: Review: Bioequivalence Review; Biopharmaceutics; N 078208 N 000 AC 27-Aug-2007.



However, the waiver request was denied at that time due to the fact that the formulation of the
firm’s test product was qualitatively (Q1) but not quantitatively (Q2) the same as the RLD
product. There was a difference of ’® in the concentrations L

between the test and RLD formulations.

Based on the current DBE recommendations for ophthalmic products, the firm was provided with
the following options:

Option # 1

In order to gain approval for this ophthalmic product without a BE study by obtaining a waiver of
in vivo bioequivalence testing for its testing product under 21 CFR§ 320.22 (b) (1), the firm
should 1) reformulate its test product to be Q1 and Q2 the same as the RLD product, and ii)
submit comparative chemico-physical properties (e.g.. specific gravity, pH, osmolality, and
viscosity) for the newly formulated test product vs. RLD product.

Option # 2

If the firm decided not to reformulate the proposed test product, and selected to have the test
product be considered under 21 CFR § 314.94 (a) (9) (iv), the firm was requested to conduct a BE
study with a clinical endpoint to demonstrate equivalent safety and efficacy between the test and
RLD products. The firm was advised they could submit a protocol to the OGD for review prior to
initiation of its study.

In the first amendment submission dated 02 February 2009°, the firm, Altaire Pharmaceuticals,
Inc., chose option # 1 and reformulated its test product. However, it was still was denied at that
time due to the fact that the formulation of the firm’s test product was still not quantitatively (Q2)
the same as the RLD product. There was a difference of ®@in the concentration of

®®@petween the reformulated test and RLD

formulations. Therefore, the firm was once again provided with the above two options.

In the current amendment, the firm again chose option # 1. The firm’s reformulated test product
is both Q1 and Q2 the same as the RLD product. There are no differences P9 in the
quantity of any active or inactive ingredient between the two formulations. In addition, the test
product’s physico-chemical properties (pH, specific gravity, osmolality, and viscosity) are
comparable with those of the RLD.

Based on the above information, the waiver request is granted under 21 CFR§ 320.22 (b) (1). As
a result the Division of DBE (DBE) deems the test product, Naphazoline Hydrochloride (HCI),
0.027% & Pheniramine Maleate 0.315% Ophthalmic Solution/Drops to be bioequivalent to the
RLD drug product, Opcon-A® (Naphazoline HCI. 0.02675% & Pheniramine Maleate 0.315%
Ophthalmic Solution), manufactured by Bausch and Lomb.

Therefore, the application is acceptable with no deficiencies.

? DFS: Review: Bioequivalence Review; Biopharmaceutics; N 078208 N 000 AC 27-Aug-2007.
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3 SUBMISSION SUMMARY

3.1 Drug Product Information

Test Product

Naphazoline HCI, 0.027% & Pheniramine Maleate 0.315% Ophthalmic
Solution

Reference Product

Opcon-A® (Naphazoline Hydrochloride 0.02675% % Pheniramine
Maleate, 0.315% Ophthalmic Solution)

RLD Manufacturer Bausch and Lomb

NDA No. 20-065

RLD Approval Date 18 June 1994

Indication® Temporarily relieves itching and redness caused by pollen, ragweed,
grass, animal hair, and dander.

3.2 PK/PD Information® *

Bioavailability Naphazoline may be systemically absorbed from both the nasal mucosa
and gastrointestinal tract after intranasal administration, resulting in
systemic adverse effects, especially when excessive doses are used.
After I.V. administration, serum concentrations of pheniramine between
231 and 894 ng/ml were reached.

Food Effect Not applicable

Tmax Naphazoline: N/A
Following oral administration, peak serum concentrations between 173
and 274 ng/ml were reached after 1.0 to 2.5 hours.

Metabolism Naphazoline: N/A
Pheniramine has two major metabolites: N-desmethyl pheniramine and
N-didesmethyl pheniramine.

Excretion Naphazoline: N/A
The amount of pheniramine excreted in the urine for up to 120 h varied
between 5.7 and 11.6 mg and 10.2 and 13.2 mg after i.v. and oral
administration respectively.

Half-life Naphazoline: N/A
The terminal half-life of pheniramine was estimated to range between 8
and 17 h (i.v.) and 16 and 19 h (oral).

Drug Specific Issues (if any) None.

* FDA Drug Database. Labeling for Opcon-A. Last accessed: 25 November 2008. Drugdex® Drug
Evaluations: Naphazoline. http://csi micromedex.com/DKS/Data/DE/DE0566.HTM#03000000$$00$3:

Last accessed: 19 November 2008.
3 Witte, PU, et. al. “Pharmacokinetics of pheniramine (Avil) an metabolites in healthy subjects after oral
and intravenous administration.” International Journal of Clinical Pharmacology. Therapy and Toxicology

Volume 1 (1985): 59-62.
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3.3 Contents of Submission

| Study Types Yes/No? How many?
‘ Single-dose fasting No --
‘ Single-dose fed No -
| Steady-state No -
I In vitro dissolution No -
‘ Waiver requests No -
I BCS Waivers No --
| Clinical Endpoints No -
| Failed Studies No -~
‘ Amendments Yes 1
3.4 Formulation

’ Location in appendix

Section 4.1, Page 17

’ If a tablet, is the RLD scored?

N/A

| If a tablet, is the test product biobatch scored

N/A

| Is the formulation acceptable?

FORMULATION IS ACCEPTABLE

’ If not acceptable, why?

The test and RLD formulations contain no qualitative
(Q1) or quantitative (Q2) differences.

3.5 Waiver Request(s)

’ Strengths for which waivers are requested

Naphazoline HCI, 0.027% & Pheniramine Maleate
0.315%

’ Proportional to strength tested in vivo? N/A
I Is dissolution acceptable? N/A
| Waivers granted? WAIVER GRANTED

If not then why?

Pursuant to 21 CFR § 320.22 (b) (1), the Criteria for
Waiver of evidence of in vivo bioavailability or
bioequivalence is as follows:

“The drug product: (i) Is a parental solution intended
solely for administration by injection, or an ophthalmic
or oftic solution; and (ii) Contains the same active and
inactive ingredients in the same concentration as a drug
product that is the subject of an approved full new drug
application or abbreviated new drug application.”

Since the test formulation contains no differences in

the formulation is considered qualitatively
(Q1) and quantitatively (Q2) the same as the RLD. The
waiver, as requested, is granted.
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3.6

Firm’s Current Responses to DBE Deficiencies

DBE'’s Previous Deficiency Comment No. 1 (See the review of the submission dated 02
February 2009):

The DBE currently recommends the following options:

a. In order to obtain a waiver of in vivo bioequivalence testing for your test
product under 21 CFR § 320.22(b)  (1):

i) Please reformulate your test product to match qualitatively and quantitatively
to the formulation of the reference listed drug (RLD) product, Opcon-A~
(Naphazoline HCI 0.02675% <& Pheniramine Maleate 0.315% Ophthalmic
Solution);

ii) In addition, please submit comparative chemico-physical data, which should
include but not be limited to pH, specific gravity, osmolality and viscosity, for the
newly reformulated test product versus RLD product.

b. Alternatively, if you decide not to reformulate the current test formulation
and to have the current test formulation be considered under 21 CFR § 314.94 (a)
(9) (iv), please conduct a bioequivalence study with a clinical endpoint to
demonstrate equivalent safety and efficacy between the test and RLD products.
You may submit a protocol to the Office of Generic Drugs prior to initiation of
vour study, for review and comments.

Firm’s Current Response No. 1:

“Altaire has further reformulated the Proposed Drug Product “Naphazoline HCI
0.027% & Pheniramine Maleate 0.315% Ophthalmic Solution” to qualitatively and
quantitatively match the Reference Drug Product Opcon-A® (Naphazoline HCI
0.02675% & Pheniramine Maleate 0.315% Ophthalmic Solution), in accordance with
the deficiency indicated in the February 17, 2009 deficiency letter. Attached hereto
at “Appendix A" is a copy of the proposed r-reformulation, and what follows is a
review of the reformulation process and results.”

The firm has also submitted “a comparison of the chemico-physical properties of the
Jformulation of the Reference Drug Product and the reformulation of the Proposed
Drug Product.”

Reviewer’s Comment (NOT FOR RELEASE UNDER FOIA):

®) @

The current
Division of Bioequivalence (DBE) recommendations for ophthalmic products (March

Page 6 of 19



2008)° state that in order for an ophthalmic product to be considered for a waiver of in
vivo BE study requirements under 21 CFR § 320.22 (b) (1) the product should be
qualitatively (Q1) and quantitatively (Q2) the same as the RLD product, including
preservatives, buffers and thickening agents (exceptional excipients). The firm also
submitted comparative chemico-physical data. This submitted data is acceptable. As a
result, the waiver of bioequivalence testing is granted.

3.7 Deficiency Comment
None.
3.8 Recommendations

1. The Division of Bioequivalence (DBE) finds that the formulation of the
Naphazoline HCI, 0.027% & Pheniramine Maleate 0.315% Ophthalmic
Solution/Drops is acceptable under the Section 21 CFR § 320.22 (b) (1) and the
waiver request of in vivo bioequivalence requirements is granted under the
same regulation provision.

2. The DBE deems the test product Naphazoline HCl, 0.027% & Pheniramine
Maleate 0.315% Ophthalmic Solution/Drops manufactured by Alcon Altaire
Pharmaceuticals, Inc., to be bioequivalent to the reference product, Opcon-A®
(naphazoline HCIl, 0.02675% & pheniramine maleate 0.315%) Sterile
Ophthalmic Solution manufactured by Bausch and Lomb.

The firm should be informed of the above recommendations.

3.9 Comments for Other OGD Disciplines
Discipline Comment
None N/A

® v:\firmsam ®© (4)C0ntrols\070104.C.0107.mor.d0c
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4 APPENDIX

4.1 Formulation Data (NOT FOR RELEASE UNDER FOIA)

Ingredient

Test Formulation

Formulation’

RLD Percentage Difference

| ® @

®) @

Hydroxypropylmethylcellulose
®O® ysp

Boric Acid, NF

Sodium Borate, NF

Disodium Edetate, USP®

Sodium Chloride, USP

Naphazoline Hydrochloride,
USP

® @ ® @

0.02675%

0.02675% -

Pheniramine Maleate, USP

0.315%

0.315% -

Benzalkonium Chloride I

NF

0.01%"

0.01% -

Is there an overage of the active pharmaceutical

ingredient (API)?

If the answer is yes, has the appropriate chemistry

division been notified?

If it is necessary to reformulate to reduce the overage,

will bioequivalence be impacted?

No.

Comments on the drug product formulation:

Pursuant to 21 CFR § 320.22 (b) (1), the
criteria for waiver of evidence of in vivo
bioavailability or bioequivalence is as
follows:

“The drug product:

(i) Is a parental solution intended solely for
administration by  injection, or an
ophthalmic or otic solution; and (ii)
Contains the same active and inactive
ingredients in the same concentration as a
drug product that is the subject of an
approved full new drug application or
abbreviated new drug application.”

Since the test formulation contains no

7 Formulation information obtained from the original Chemistry review of the NDA submission. Please see
“RLD Formulation” in the Additional Attachments section of this review.

® Sodium Borate

® The RLD formulation contains “Edetate Disodium,” whereas the test formulation contains “Disodium
Edetate ” Per the FDA Tnactive Tneredient Gnide FEdetate Disodium is the annronriate nomenclature
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differences in O e

formulation is considered qualitatively
(Q1) and quantitatively (Q2) the same as
the RLD. The waiver, as requested, is
granted.

Reviewer’s Comments:

Please see the Reviewer’s Comments noted in Section 3.6.
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Comparative Physico-Chemical Data'!

Reviewer’s Comments: The firm has shown the comparable physicochemical properties
in pH, osmolality, viscosity and specific gravity for three lots of the reference product

! provided by the firm in the current submission.
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and two lots of the test product. The firm submitted the data in triplicate for each lot.
The data, as shown above, is similar and comparable. Although the firm only provided
the results for two lots of its test product, the data is acceptable.

Based on the above data, the firm’s comparable physicochemical data is acceptable.

4.3 Detailed Regulatory History®

According to the OGD Regulatory Support Staff, ®®

Initially, the firm’s test formulation contained &8

Per the OGD Regulatory Support Staff (see
Additional Attachments - Questions for ANDA 78-208 Formulation) **, the firm changed
its formulation @9 As a result, the application was
acceptable for filing [314.94 (a) (9) (1iv)] and is qualitatively (Q1) the same as the RLD.

4.4 Consult Reviews

N/A

12 DFS. Forms, ANDA Checklist Refuse to File CSO N 078208 N 000 AC 26-Jun-2006.
 DFS: Review: ®®. Microbiologist; N 078208 N 000 15-Mar-2006.
' DFS, Forms, ANDA Checklist General, CSO, N 078208 N 000 AC 27-Aug-2007.
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45 Additional Attachments—

2} Active Ingredient Search - Microsoft Internet Expl

Electronic Orange Book

Elle Edit Wiew Favorites Tools Help

Qe - ) \ﬂ @ h ) search \{::(Favarmes & [-,'?;' :\4 Ji

Address |@B| http:/jwww.accessdata, fda. gov/scripts/cder fob/docs ftempai.cfm

v|Ga

Links

3

Appl RLD Active
No Ingredient

018746 Yes ANTAZOLINE PHOSPHATE: NAPHAZOLINE HYDROCHLORIDE

020226 Yes MAPHAZOLIME HYDROCHLORIDE; PHENIRAMINE MALEATE

020065 Yes MAPHAZOLIME HYDROCHLORIDE; PHENIRAMINE MALEATE

020485 No  MAPHAZOLIME HYDROCHLORIDE; PHENIRAMINE MALEATE

Return to Electronic Orange Book Home Page

Active Ingredient Search Results from "OB_OTC" table for query on "naphazoline.”

Dosage Form; Strength Proprietary Applicant
Route Name

SOLUTION/DROPS; OPHTHALMIC 0.5%:0.05% VASOCON-A NOVARTIS
SOLUTION/DROPS; OPHTHALMIC 0.025%:0.3% NAPHCON-A ALCOM
SOLUTION/DROPS; OPHTHALMIC 0.02675%:0.315% OPCON-A  BAUSCH AND LOMB

SOLUTION/DROPS; OPHTHALMIC 0.025%:0.3% VISINE-A  JOHNSON AND JOHNSON

FDA/Center for Drug Evaluation and Research
Office of Generic Drugs
Division of Labeling and Program Support
Update Frequency:
Orange Book Data - Monthly
Generic Drug Product Information & Patent Information - Daily
Orange Book Data Updated Through October, 2008
Patent and Generic Drug Product Data Last Updated: November 21, 2008

@ Done

‘Q Local intranet
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4.6 Additional Attachments—Formulation for NDA 20-065 Bausch and
Lomb’s Opcon-A

From: Nguyen, Hoainhon T

Sent: Tuesday, December 02, 2008 11:45 AM

To: Braddy, April; Farrar, Johnetta

Cc: Nguyen, Hoainhon T

Subject: FW: Formulation for NDA 20065 Bausch and Lomb's Opcon-A
Attachments: Picture (Enhanced Metafile); Picture (Enhanced Metafile)
From: Rodriguez, Libaniel

Sent: Tuesday, December 02, 2008 11:33 AM

To: Nguyen, Hoainhon T; De, Swapan K

Subject: RE: Formulation for NDA 20065 Bausch and Lomb's Opcon-A
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| hope this helps

Libaniel
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From: Nguyen, Hoainhon T

Sent: Tuesday, December 02, 2008 10:28 AM

To: Rodriguez, Libaniel; De, Swapan K

Cc: Nguyen, Hoainhon T

Subject: Formulation for NDA 20065 Bausch and Lomb's Opcon-A

Good morning,

We in the Division of Bioequivalence |, Office of Generic Drugs, are currently reviewing a
First Generic version of Opcon-A (Naphazoline HCI, 0.027%, and Pheniramine Maleate,
0.315%, Drops (OTC). We would like to confirm the formulation of the innovator's product,
for qualitative and quantitative comparison with the generic formulation. We have searched
DFS and Enterprisesearch for the formulation information but could not locate any. The only
source we found was COMIS database which is known to contain many errors.

We noticed your names in most recent chemistry reviews of the NDA and hope that you
could assist us in obtaining the accurate and most updated formulation of Opcon-A, NDA
20065.

Thanks very much in advance for your help.

Hoainhon Nguyen Caramenico
Acting Deputy Director
Division of Bioequivalence I
Office of Generic Drugs
CDER/FDA
Telephone: 240-276-8804
Email: hoainhon.caramenico@fda.hhs.gov

4.7 Additional Attachments—Questionsfor ANDA 78-208 For mulation
From: Margand, lain

Sent: Tuesday, December 02, 2008 1:49 PM

To: Nguyen, Hoainhon T; Shimer, Martin

Cc: Braddy, April; Farrar, Johnetta

Subject: RE: Questions for ANDA 78208 Formulation

Hi Hoainhon,

1. The first formulation on page 12 is the applicant final formulation and the second is a copy of
the RLD package insert formulation.
2. The application was not accepted for filing until
inclusion was not an allowable change under 21 CFR 314.94(a)(9)(iv), and a new
exhihit batch was manufactured | took a In(8|(<4in the 3.1 jacket in which the applicant has stated
and committed to

®® 35 the

providing a new exhibit batch.
3. The COMIS formulation and the RLD package insert are the only two formulations used as
references for the review of the application. | could not find a copy of the

original RLD formulation in DFS.

Hope this helps.

lain
From: Nguyen, Hoainhon T
Sent: Tuesday, December 02, 2008 12:50 PM
To: Margand, lain; Shimer, Martin
Cc: Braddy, April; Farrar, Johnetta; Nguyen, Hoainhon T
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Subject: RE: Questions for ANDA 78208 Formulation

lain,
Thanks for your quick reply.

1. On page 12 of your checklist review (attached again for your reference), there are two
formulations listed. Did you mean the TOP formulation was the TEST formulation (ANDA
78208)? The way the page was presented, it appeared that the TOP formulation belongs to
Opcon A (as the name given right below the formulation table.). Please clarify/confirm
whether the TOP formulation is the TEST or RLD (which | originally thought was the RLD
formulation).
. ®) @
2. Please confirm that
®@ " Our BE reviewer apparently looked at
the orlqmal submission, and not any other amendments, and found the information on the
?@ This is where | got the information about . However, | just now
noticed that you have commented in your review that the ®®in the
amendment dated 5/6/2007.

3. Besides the COMIS and the RLD labeling information, were there other sources of
information you relied on for your information of the RLD product formulation? We have just
recently obtained the original RLD formulation submitted in 1990 from the NDA chemist and
just want to make sure that there has been no change in the RLD formulation since then.

Thanks very much,
Hoai
<< File: 78208 ANDA Checklist and Opcon A Formulation.pdf >>

From: Margand, lain

Sent: Tuesday, December 02, 2008 12:30 PM
To: Nguyen, Hoainhon T; Shimer, Martin

Cc: Braddy, April; Farrar, Johnetta

Subject: RE: Questions for ANDA 78208 Formulation

Hello Hoainhon,

Can you teII me what formulation you are referring to in your e-mail AN
“The two RLD formulations listed on the checklist are from COMIS and the

RLD package insert, neither list ®®as part of the formulation. The third

formulation is the applicants'. The application was accepted prior to the change in policy

that an ophthalmic must be Q1/Q2 to the RLD.

lain

From: Nguyen, Hoainhon T

Sent: Tuesday, December 02, 2008 12:10 PM
To: Margand, lain; Shimer, Martin

Cc: Braddy, April; Farrar, Johnetta; Nguyen, Hoainhon T
Subject: Questions for ANDA 78208 Formulation

lain and Martin,

| have noticed that your ANDA Checklist review dated October 26, 2007 for the
above ANDA (RLD is Opcon A Ophthalmic Drops, NDA 20065) included a
formulation of the RLD product. (Thanks for pointing out in the review that the
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COMIS formulation information is INCORRECT!) This formulation in your checklist
review is different from the original formulation of Opcon A submitted in 1995 for
approval. It appears that Bausch and Lomb has changed its formulation over the
years. Could you please let us know where the source of your RLD formulation
information (including the date, if possible)? Based on this "newer" RLD formulation,
it appears that the test and RLD products are Q1 and Q2 match &
®® Dpid you file this ANDA
because of 21 CFR 314.94 (9) (iv) even though we currently do not approve
ophthalmic drug products that are not Q1 and Q2 match, unless there is a BE study
with clinical endpoints?
Thanks very much in advance for your clarification.
Hoai

<< File: 78208 ANDA Checklist and Opcon A Formulation.pdf >>
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA : 78-208
APPLICANT: Altaire Pharmaceuticals, Inc.

DRUG PRODUCT: ©Naphazoline HCl & Pheniramine Maleate (0.027%
0.315%) Ophthalmic Solution/Drops

&

The Division of Biocequivalence has completed its review and
has no further questions at this time.

Please note that the biocequivalence comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, 1labeling, or other scientific or
regulatory issues. Please be advised that these reviews
may result 1in the need for additional Dbiocequivalence
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

{See appended electronic signature page}
Dale P. Conner, Pharm.D.

Director, Division of Bioequivalence I

Office of Generic Drugs
Center for Drug Evaluation and Research




4.8 Outcome Page

ANDA: 78-208

Productivity:

Letter Productivity o

ID Date Category Sub Category Productivity |Subtotal

7722 |3/3/2009  |Other Waiver Ophthalmic |1 1
Solution
| Bean Total: |1
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This is arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Johnetta Farrar
3/ 16/ 2009 01:10: 44 PM
Bl OPHARMACEUTI CS

April Braddy
3/16/ 2009 01:15:03 PM
Bl OPHARMACEUTI CS

Hoai nhon T. Nguyen

3/ 16/ 2009 11:49:15 PM

Bl OPHARMACEUTI CS

For Dale P. Conner, Pharm D., Director, Division of
Bi oequi val ence |



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 078208

MICROBIOLOGY REVIEWS




Product Quality Microbiology Review

08/15/2008

ANDA: 78-208

Drug Product Name
Proprietary:
Non-proprietary: Pheniramine Maleate 0.315% & Naphazoline HCI
0.027%
Drug Product Priority Classification:

Review Number: 1

Dates of Submission(s) Covered by this Review

Letter Stamp Consult Sent | Assigned to Reviewer
03/15/06* 03/16/2006 N/A 08/15/2008
06/26/06* 06/29/06 N/A 08/15/2008
08/27/07 08/28/08 N/A 08/15/2008
*Refused to File

Submission History (for amendments only)

Applicant/Sponsor
Name: Altaire Phar maceuticals, Inc.
Address. P. O. Box 849
311 West Lane
Aquebogue, NY 11931

U.S. Agent:
Name: Medvice Consulting, Inc.
Address. 2214 Sanford Dr., Suite B7
Grand Junction, CO 81505
Representative: Mr. Martin Dalsing,
Telephone: 970 243 5490, Fax: 970 243 5501

Name of Reviewer: Steven P. Donald



ANDA78-208 Microbiology Review #1

Conclusion: The submission isnot recommended for approval on the basis
of sterility assurance.
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ANDA78-208

Microbiology Review #1

Product Quality Microbiology Data Sheet

A. 1.

2.

6.

TYPE OF SUBMISSION: Original ANDA

SUBMISSION PROVIDES FOR: Initial marketing of a sterile drug
product

MANUFACTURING SITE: Altaire Pharmaceuticals, Inc.
311 West Lane, PO BOX 849 Aquebogue, NY 11931

DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: Sterile solution, topical, ophthalmic,
Pheniramine malate 0.315%, Naphazoline HCI 0.027%, multi-dose,
packaged as 0.5 oz. fill in a 15 cc bottle and a 1.0 oz. fill in a 30 cc bottle

METHOD(S) OF STERILIZATION: e

PHARMACOLOGICAL CATEGORY: N/A

B. SUPPORTING/RELATED DOCUMENTS: None

C. REMARKS: None

filename: 78-208.doc
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ANDA78-208

Microbiology Review #1

Executive Summary

I Recommendations

A.

Recommendation on Approvability - The submission is not
recommended for approval on the basis of sterility assurance.
Specific comments and deficiencies are provided in the "Product
Quality Microbiology Assessment" and “List of Microbiology
Deficiencies and Comments” sections.

Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable — N/A

IL. Summary of Microbiology Assessments

A.

Brief Description of the Manufacturing Processes that relate to
Product Quality Microbiology —Drug product is o

®®into sterile 15 and 30 ml
bottles.

Brief Description of Microbiology Deficiencies - o

Assessment of Risk Due to Microbiology Deficiencies -
The safety risk associated with the microbiology deficiencies is
considered high.

II1. Administrative

A.

B.

Reviewer's Signature

Endorsement Block
Microbiologist / Steven P. Donald, M.S.
Microbiology Team Leader/Lynne Ensor, Ph.D.

CC Block
cc: Field Copy

Page 4 of 18
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ANDA78-208 Microbiology Review #1

H. LIST OF MICROBIOLOGY DEFICIENCIES AND
COMMENTS

ANDA: 78-208 APPLICANT: Altaire Pharmaceuticals
DRUG PRODUCT: Pheniramine Maleate 0.315% & Naphazoline HC1 0.027%
A. Microbiology Deficiencies:

1. Regarding Composition of the Drug Product:
a. Please identi

Page 16 of 18



ANDA78-208 Microbiology Review #1

B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1. For future submissions and ease of review, please consult the Agency’s
1994 “Guidance for Industry for the Submission of Documentation for
Sterilization Process Validation in Applications for Human and Veterinary
Drug Products”.

Please clearly identify your amendment to this facsimile as “RESPONSE TO
MICROBIOLOGY DEFICIENCIES”. The “RESPONSE TO MICROBIOLOGY
DEFICIENCIES” should also be noted in your cover page/letter.

Sincerely yours,
{See appended electronic signature page}

Lynne A. Ensor, Ph.D.

Microbiology Team Leader

Office of Generic Drugs

Center for Drug Evaluation and Research

Page 18 of 18
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Product Quality Microbiology Review

08/15/2008

ANDA: 78-208

Drug Product Name
Proprietary:
Non-proprietary: Pheniramine Maleate 0.315% & Naphazoline HCI
0.027%
Drug Product Priority Classification:

Review Number: 2

Dates of Submission(s) Covered by this Review

Letter Stamp Consult Sent | Assigned to Reviewer
10/16/08 10/21/2008 N/A 10/30/2008
Submission History (for amendments only)
Submission Date(s) Microbiology Review # Review Date(s)
03/15/06*
06/26/06*
08/27/07 1 08/15/2008
*Refused to File

Applicant/Sponsor
Name: Altaire Pharmaceuticals, I nc.
Address; P. O. Box 849
311 West Lane
Aquebogue, NY 11931

U.S. Agent:
Name: Medvice Consulting, Inc.
Address: 2214 Sanford Dr., Suite B7
Grand Junction, CO 81505




ANDA78-208 Microbiology Review #2

Representative: Mr. Martin Dalsing,
Telephone: 970 243 5490, Fax: 970 243 5501

Name of Reviewer: Steven P. Donald

Conclusion: The submission is not recommended for approval on the basis
of sterility assurance.

Page 2 of 30



ANDA78-208

Microbiology Review #2

Product Quality Microbiology Data Sheet

A. 1.

2.

6.

TYPE OF SUBMISSION: ANDA Amendment,

SUBMISSION PROVIDES FOR: Response to microbiology deficiency
letter.

MANUFACTURING SITE: Altaire Pharmaceuticals, Inc.
311 West Lane, PO BOX 849 Aquebogue, NY 11931

DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: Sterile solution, topical, ophthalmic,
Pheniramine malate 0.315%, Naphazoline HCI 0.027%, multi-dose,
packaged as 0.5 oz. fill in a 15 cc bottle and a 1.0 oz. fill in a 30 cc bottle

METHOD(S) OF STERILIZATION: e

PHARMACOLOGICAL CATEGORY: N/A

B. SUPPORTING/RELATED DOCUMENTS: None

C. REMARKS: None

filename: 78-208al.doc
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ANDA78-208

Microbiology Review #2

Executive Summary

I Recommendations

A.

Recommendation on Approvability - The submission is not
recommended for approval on the basis of sterility assurance.
Specific comments and deficiencies are provided in the "Product
Quality Microbiology Assessment" and “List of Microbiology
Deficiencies and Comments” sections.

Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable — N/A

IL. Summary of Microbiology Assessments

A.

Brief Description of the Manufacturing Processes that relate to
Product Quality Microbiology —Drug product is B

®@filled into sterile 15 and 30 ml
bottles.

Brief Description of Microbiology Deficiencies - o8

Assessment of Risk Due to Microbiology Deficiencies -

The safety risk associated with the microbiology deficiencies is
considered high.

II1. Administrative

A.

B.

Reviewer's Signature

Endorsement Block
Microbiologist / Steven P. Donald, M.S.
Microbiology Team Leader/Lynne Ensor, Ph.D.

CC Block
cc: Field Copy

Page 4 of 30
Following this page, 23 pages withheld in full (b)(4)



ANDA78-208 Microbiology Review #2

H. LIST OF MICROBIOLOGY DEFICIENCIESAND
COMMENTS

ANDA: 78-208 APPLICANT: Altaire Pharmaceuticals

DRUG PRODUCT: Pheniramine Maleate 0.315% & Naphazoline HC1 0.027%

Microbiology Deficiencies:

Page 28 of 30




ANDA78-208 Microbiology Review #2

Please clearly identify your amendment to this facsimile as “RESPONSE TO
MICROBIOLOGY DEFICIENCIES”. The “RESPONSE TO MICROBIOLOGY
DEFICIENCIES” should also be noted in your cover page/letter.

Sincerely yours,
{See appended el ectronic signature page}

Lynne A. Ensor, Ph.D.

Microbiology Team Leader

Office of Generic Drugs

Center for Drug Evaluation and Research
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Product Quality Microbiology Review

01/28/2009
ANDA: 78-208

Drug Product Name
Proprietary: N/A
Non-proprietary: Pheniramine Maleate 0.315% & Naphazoline HCI
0.027%
Drug Product Priority Classification: N/A

Review Number: 3
Dates of Submission(s) Covered by this Review

Letter Stamp Consult Sent | Assigned to Reviewer
01/13/2009 01/15/2009 N/A 01/22/09
Submission History (for amendments only)
Submission Date(s) Microbiology Review # Review Date(s)
08/27/07 1 08/15/08
10/16/2008 2 08/15/2008

Applicant/Sponsor
Name: Altaire Phar maceuticals, I nc.
Address. P. O. Box 849
311 West Lane
Aquebogue, NY 11931

U.S. Agent:
Name: Medvice Consulting, Inc.
Address. 2214 Sanford Dr., Suite B7
Grand Junction, CO 81505
Representative: Mr. Martin Dalsing,
Telephone: 970 243 5490, Fax: 970 243 5501

Name of Reviewer: Steven P. Donald

Conclusion: The submission is not recommended for approval on the basis
of sterility assurance.




ANDA78-208 Microbiology Review #3

Product Quality Microbiology Data Sheet

A. 1. TYPE OF SUBMISSION: Original Amendment

2. SUBMISSION PROVIDES FOR: Information in response to deficiency
letter, dated November 24, 2008, addressing microbiological issues in
review #2.

3. MANUFACTURING SITE: Altaire Pharmaceuticals, Inc.
311 West Lane, PO BOX 849 Aquebogue, NY 11931

4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: Sterile solution, topical, ophthalmic,
Pheniramine malate 0.315%, Naphazoline HCI 0.027%, multi-dose,
packaged as 0.5 oz. fill in a 15 cc bottle and a 1.0 oz. fill in a 30 cc bottle

5. METHOD(S) OF STERILIZATION: ©e

6. PHARMACOLOGICAL CATEGORY: N/A
B. SUPPORTING/RELATED DOCUMENTS: None

C. REMARKS: On 02/06/09 I spoke with Michael Sawaya of Altaire

. . . . 4)
Pharmaceuticals, Inc., in a telephone conversation regarding o9

He is
providing new ®®information for the next amendment.

filename: 78-208a2.doc
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ANDA78-208

Microbiology Review #3

Executive Summary

I Recommendations

A.

Recommendation on Approvability — The submission is not
recommended for approval on the basis of sterility assurance.
Specific comments and deficiencies are provided in the "Product
Quality Microbiology Assessment" and “List of Microbiology
Deficiencies and Comments” sections.

Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable — N/A

II. Summary of Microbiology Assessments

A.

Brief Description of the Manufacturing Processes that relate to
Product Quality Microbiology —Dmg solution 1s

®filled into sterile 15 and 30 ml
bottles.

Brief Description of Microbiology Deficiencies- 0@

Assessment of Risk Due to Microbiology Deficiencies -
The safety risk associated with the microbiology deficiencies is
considered low.

II1. Administrative

A.

B.

Reviewer's Signature

Endorsement Block
Microbiologist / Steven P. Donald, M.S.
Microbiology Team Leader/Lynne Ensor, Ph.D.

CC Block
cc: Field Copy

Page 3 of 18
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ANDA78-208 Microbiology Review #3

e LIST OF MICROBIOLOGY DEFICIENCIESAND COMMENTS
ANDA: 78-208 APPLICANT: Altaire Pharmaceuticals

DRUG PRODUCT: Pheniramine Maleate 0.315% & Naphazoline HCI 0.027%
A. Microbiology Deficiencies:

1.
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ANDA78-208 Microbiology Review #3

Please clearly identify your amendment to this facsimile as “RESPONSE TO
MICROBIOLOGY DEFICIENCIES”. The “RESPONSE TO MICROBIOLOGY
DEFICIENCIES” should also be noted in your cover page/letter.

Sincerely yours,
{See appended electronic signature page}

Lynne A. Ensor, Ph.D.

Microbiology Team Leader

Office of Generic Drugs

Center for Drug Evaluation and Research

Page 18 of 18
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Product Quality Microbiology Review

ANDA: 78-208

Drug Product Name
Proprietary: N/A

04/20/2009

Non-proprietary: Pheniramine Maleate 0.315% & Naphazoline HCI

0.027%

Drug Product Priority Classification: N/A

Review Number: 4

Dates of Submission(s) Covered by this Review

Letter Stamp Consult Sent | Assigned to Reviewer
03/18/2009 | 03/20/2009 N/A 03/23/09
Submission History (for amendments only)
Submission Date(s) Microbiology Review # Review Date(s)
08/27/07 1 08/15/08
10/16/2008 2 08/15/2008
01/13/2009 3 01/28/2009

Applicant/Sponsor

Name: Altaire Phar maceuticals, Inc.
Address: P. O. Box 849

311 West Lane

Aquebogue, NY 11931

U.S. Agent:

Name: Medvice Consulting, Inc.

Address: 2214 Sanford Dr., Suite B7

Grand Junction, CO 81505

Representative: Mr. Martin Dalsing,
Telephone: 970 243 5490, Fax: 970 243 5501

Name of Reviewer: Steven P. Donald




ANDA78-208 Microbiology Review #4

Conclusion: The submission is recommended for approval on the basis of
sterility assurance.
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ANDA78-208 Microbiology Review #4

Product Quality Microbiology Data Sheet

A. 1. TYPE OF SUBMISSION: Original Amendment
2. SUBMISSION PROVIDES FOR: Information in response to deficiency

letter, dated March 4, 2009, addressing microbiological issues in review
#3.

3. MANUFACTURING SITE: Altaire Pharmaceuticals, Inc.
311 West Lane, PO BOX 849 Aquebogue, NY 11931

4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: Sterile solution, topical, ophthalmic,
Pheniramine malate 0.315%, Naphazoline HCI 0.027%, multi-dose,
packaged as 0.5 oz. fill in a 15 cc bottle and a 1.0 oz. fill in a 30 cc bottle

5. METHOD(S) OF STERILIZATION: ©e

6. PHARMACOLOGICAL CATEGORY: N/A
B. SUPPORTING/RELATED DOCUMENTS: None
C. REMARKS: None

filename: 78-208a3.doc

Page 3 of 12



ANDA78-208 Microbiology Review #4

Executive Summary

l. Recommendations

A. Recommendation on Approvability —
The submission is recommended for approval on the basis of
sterility assurance.

B. Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable—N/A

1. Summary of Microbiology Assessments

A. Brief Description of the Manufacturing Processes that relate to
Product Quality Microbiology —Drug solution is o
®Dfilled into sterile 15 and 30 ml
bottles.

B. Brief Description of Microbiology Deficiencies-
None Identified.

C. Assessment of Risk Dueto Microbiology Deficiencies -
No microbiology deficiencies were identified. The applicant
demonstrates an adequate level of sterility assurance for the
manufacturing process.

[1l. Administrative

A. Reviewer's Signature

B. Endor sement Block
Microbiologist / Steven P. Donald, M.S.
Microbiology Team Leader/Lynne Ensor, Ph.D.

C. CC Block
cc: Field Copy

Page 4 of 12
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 078208

PROPRIETARY NAME REVIEW




Department of Health and Human Services
Public Health Service

Food and Drug Administration

Center for Drug Evaluation and Resear ch
Office of Surveillance and Epidemiology

Date: December 5, 2008
To: William P. Rickman, Director
' Division of Labeling and Program Support
Office of Generic Drugs
Through: Kellie Taylor, Pharm.D., M.P.H., Team Leader

Denise Toyer, Pharm.D., Deputy Director
Carol Holquist, R.Ph., Director
Division of Medication Error Prevention and Analysis

From: Cathy A. Miller, M..P.H.,
Division of Medication Error Prevention and Analysis

Subject: Proprietary Name, Label, and Labeling Review
() (4)

(Naphazoline Hydrochloride and Pheniramine Maleate)
Ophthalmic Solution 0.02675 % / 0.315 %

Drug Name(s):

Application Type/Number: ANDA #78-208
Applicant: Altaire Pharmaceuticals, Inc.
OSE RCM #: 2008-1036

***Note: This review contains proprietary and confidential information that should not be
released to the public. ***
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EXECUTIVE SUMMARY

The results of the Proprietary Name Risk Assessment find the proposed name,

vulnerable to confusion that could result in medication errors because of its similarity to the
currently marketed product, R Specifically, we find that orthographic similarities along
with many other shared product characteristics such as similar indication of use, single strength
availability, dosage form, route of administration and frequency, present a potential for
medication error occurring in the usual practicing setting.

(WIC]

The results of the Label and Labeling Risk Assessment found that the presentation of information
and design of the proposed carton labeling and container label acceptable, consistent with the
reference listed product, OpCon-A, and we have no labeling recommendations at this time.

1 BACKGROUND

1.1 INTRODUCTION

This review is in response to a request from the Office of Generic Drugs, Division of Labeling
and Program Support, to evaluate the proposed proprietary name, ®@along with carton
labeling and container labels, for the potential to contribute to medication errors.

1.2 REGULATORY HISTORY

Reference listed drug Opcon-A (Naphazoline Hydrochloride and Pheniramine Maleate), new
drug application (NDA 20-065), manufactured by Bausch and Lomb, was approved on

June 8, 1994 for temporary relief of itching and redness caused by pollen, ragweed, grass, animal
hair and dander and is available without a prescription (over-the-counter). On August 27, 2007,
Altaire Pharmaceuticals submitted abbreviated new drug application (ANDA 78-208), along with
a request for proprietary name review for @9 On June 25, 2008, the Division of
Medl(hg%lon Error Prevention and Analysis was consulted for the proprietary name review of

1.3 PRODUCT INFORMATION

@5 an ophthalmic eye drop indicated for relieve of minor eye symptoms of itching and

redness caused by pollen, ragweed, grass, animal hair, and dander, and will be available without a
prescription (over-the-counter). ®®contains Naphazoline Hydrochloride (0.02675 %) and
Pheniramine Maleate (0.315 %). ®®should be administered by instilling one or two drops
in the affected eye(s) up to four times daily.

2 METHODSAND MATERIALS

This section consists of two sections which describe the methods and materials used by the
Division of Medication Error Prevention and Analysis’ medication error staff conducting a
proprietary name risk assessment (see 2.1 Proprietary Name Risk Assessment) and label,
labeling, and/or packaging risk assessment (see 2.2 Label and Labeling Risk Assessment).
The primary focus for both of the assessments is to identify and remedy potential sources of
medication error prior to drug approval. The Division defines a medication error as any

Following this page, 24 pages withheld in full (b)(4)
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 078208

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




MEDVICE CONSULTING, INC. Grand Valley Business Plaza - 2214 Sanford Drive, Suite # B’

ne Grand Junction, CO. 81505 US,
Martin Dalsing T (970) 243-5490 Fax (970) 243-5501 Direct Email: Marty@FDApproval.con

7] -08

Office of Generic Drugs March 15, 2006
CDER, FDA

Metro Park North II

7500 Standish Place, ROOM 150

Rockville, MD 20855

RE: Abbreviated New Drug Application for: Pheniramine Maleate 0.315% and Naphazoline
HCI 0.027% Ophthalmic Solution

Attention: Document Mail Clerk

To whom it may concern;

This is to notify you of the intention of Altaire Pharmaceuticals, Inc.. to manufacture, market and
distribute the following Generic Drug Product:

Purpose of Submission: Clearance of Generic Drug Product
Referenced Listed Drug: Opcon-A™ Eye Drops
Type of Submission: ANDA _
®®
New Drug Product Eye Drops
Proprietary Name:
Establishment Reg #: 2335740
Applicant Name: Altaire Pharmaceuticals, Inc.

Michael S. Sawaya
General Counsel

P.O. Box 849

311 West Lane
Aquebogue, NY 11931

Number of Volumes: 1 RECE IVED
MAR 1 6 2006

OGD/CDER

International FDA Consultants in the Medical Device and Ophthalmic Industry
Medical/Ophthalmic Device & Solution Approvals, Regulatory Affairs and Quality System Regulations
www.FDApproval.com

|



MEDVICE CONSULTING, INC. @‘ Grand Valley Business Plaza - 2214 Sanford

Drive, Suite # B7 nc.
Grand Junction, CO. 81505 USA

Martin Dalsing TR (970) 243-5490 Fax (970) 243-5501 Direct Email:
Marty@FDApproval.com

Letterhead statement: Letterhead from Medvice Consulting, Inc. is being utilized
for this cover letter. Reference section XXI of ANDA for
authorization letter.

Should additional information be required, the Center for Drug Evaluation and Research should contact
the undersigned.

Mr. Martin Dalsing

Official Correspondent and US Consultant for
Altaire Pharmaceuticals, Inc.

Medvice Consulting, Inc.

2214 Sanford Drive, Suite B7

Grand Junction, CO 81505

(970) 243.5490

Fax (970) 243.5501
E-mail: marty@fdapproval.com

Sincerely,

Mdrtin Dalsing

Enclosures

International FDA Consultants in the Medical Device and Ophthalmic Industry
Medical/Ophthalmic Device & Solution Approvals, Regulatory Affairs and Quality System Regulations
www.FDApproval.com



ANDA CHECKLIST
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION

ANDA Nbr: 78-208 FIRM NAME: ALTAIRE PHARMS.

RELATED APPLICATION(S): NA Bio Assignments: 53 Miero Rev
ICro View

First Generic Product 