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s

Roxane Laboratories, Inc.
Attention: Elizabeth Ernst
1809 Wilson Road

Columbus, OH 43228

Dear Madam:

This is in reference to your abbrev1ated new drug appllcatlon
(ANDA) dated December 23, 2002, submitted pursuant to Sectlon
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act):,
for Ipratropium Bromide Nasal Solution, O. 06% (Nasal Spray) ,:

0.042 mg/spray, packaged in a 15 mL bottle fltted w1th a meteredf
nasal spray pump. z :

Reference is also made to your amendments dated Septembp?
September 9, and October 28, 2003

We have completed the review of this abbrev1ated appllcat’ffi
have concluded that the drug is safe and effective for use. s
recommended in the submitted labellng Accordlngly the:
application is approved. The Division of Bloequlvalence has
determined your Ipratropium Bromide Nasal Solution, 0. 06 ’
(Nasal Spray) to be biocequivalent and, therefore, . 3
therapeutically equivalent to the listed drug (Atrovent Nasal
Spray, 0.06%, of Boehrlnger Ingelhelm Pharmaceutlcals Inc.).

Under Sectlon 506A of the Act, certain changes in the condition
described in this abbreviated application require an approvedi
supplemental application before the change may be- made

Post-marketing reporting requirements for thlS abbrev1ated s
application are set forth in 21 CFR 314.80- 81 and 314.98. The'*

Office of Generic Drugs should be advised of any change 1n the f?h_ﬁ
marketing status of this drug. o

We request that you submit, in duplicate, any proposed o L
advertising or promotional copy that you intend to use in your _
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.



E

-Advertlslng, and Communications (HFD-40) w1th a. comp

Submit both coples together with a copy of the final prlnted
labeling to the Division of Drug Marketing, Advertising, and
Communications (HFD-40). Please do not use Form FDA 2253 ,'
(Transmittal of Advertisements and Promotional Labeling for
Drugs for Human Use) for thlS initial submission. '

./ e
We call your attention to 21 CFR 314 .81 (b) (3). which requlresfvf”fi
that materials for any subsequent advertising or promotlonalﬂfﬁ
campaign be submitted to our Division of . Drug Marketlng, L

FDA 2253 at the time of their initial use.

Valldatlon of the regulatory methods by FDA’s fleld personnel_
has not been completed. It is the policy of the Offlce to. .
proceed with approval of your application while ‘the valldatlon
process is ongoing. We acknowledge receipt of your commltment»}g
to cooperate with the agency to resolve satisfactorily any - :
validation-related def1c1enc1es that may be 1dent1f1ed

Gary Buehler -
Director - E
Office of Generic: Drugs ST
‘Center for Drug. Evaluatlon and Rese




Fleld Copy 3
_'HFD 610/R West




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-598

LABELING




'IPRATROPiIUM BROMIDE

Nasal Solution 0.06%
NASAL SPRAY
42 mcg/spray

R onty
Prescribing Information

ATTENTION PHARMACISTS: Detach “Patient's
Instructions for Use” from package insert and dis-
pense with product.

DESCRIPTION

The active ingredient in Ipratropium Bromide Nasal
Spray is ipratropium bromide monohydrate. It is an
anticholinergic agent chemically described as 8-azo-
niabicyclo (3.2.1) octane, 3-(3-hydroxy-1-oxo-2-
phenylpropoxy)-8-methyl-8-( 1-methylethyl)-, bromide,
monohydrate (endo, syn)-, (+)-: a synthetic quaternary
ammonium compound, chemically related to atropine.
Its structural formula is:

He  GHICH),
\ / "
<|° ﬂ Br~ +H0
O
HOH
ipratropium bromide CagHapBrNO3* HoO
monchydrate Mol. Wt. 430.4

|pratropium bromide is a white to off-white, crys-
tailine substance. It is freely soluble in lower alcohols
and water, existing in an ionized state in aqueous
solutions, and relatively insoluble in non-polar media.

Ipratropium Bromide Nasal Spray 0.06% is a
metered-dose, manual pump spray unit which deliv-
ers 42 mcg ipratropium bromide (on an anhydrous
basis) per spray (70 mcL) in an isotonic, agueous
solution with pH-adjusted to 4.7. It also contains
ben-zalkonium chloride, edetate disodium, sodium
chloride, sodium hydroxide, hydrochioric acid, and
purified water. Each bottle contains 165 sprays.

CLINICAL PHARMACOLOGY

Mechanism of Action

ipratropium bromide is an anticholinergic agent that
inhibits vagally-mediated reflexes by antagonizing
the action of acetylcholine at the cholinergic receptor.
In humans, ipratropium bromide has anti-secretory
properties and, when applied locally, inhibits secre-
tions from the serous and seromucous glands lining
the nasal mucosa. Ipratropium bromide is a quater-
nary amine that minimally crosses the nasal and
gastrointestinal membranes and the blood-brain bar-
rier, resulting in a reduction of the systemic anti-
cholinergic effects (e.g., neurologic, ophthalmic, car-
diovascular, and gastrointestinal effects) that are
seen with tertiary anticholinergic amines.

Pharmacokinetics

Absorption: |pratropium bromide is poorly absorbed
into the systemic circulation following oral adminis-
tration (2 to 3%). Less than 20% of an 84 mcg per
nostril dose was absorbed from the nasal mucosa of
normal volunteers, induced-cold adult volunteers,
naturally acquired common cold pediatric patients, or
perennial rhinitis adult patients.

Distribution: |pratropium bromide is minimally bound
(0 to 9% in vitro) to plasma albumin and a,-acid
glycoprotein. Its blood/plasma concentration ratio
was estimated to be about 0.89. Studiss in rats have
shown that ipratropium bromide does not penstrate
the blood-brain barrier.

Metabolism: |pratropium bromide is partially metab-
olized to ester hydrolysis products, tropic acid, and
tropane. These metabolites appear to bs inactive
based on in vitro receptor affinity studies using rat
brain tissue homogenates.

Elimination: After intravenous administration of
2 mg ipratropium bromide to 10 healthy volunteers, the
terminal half-life of ipratropium bromide was approxi-
mately 1.6 hours. The total body clearance and renal
clearance were estimated to be 2,505 and 1,019
mb/min, respectively. The amount of the total dose
excreted unchanged in the urine (Ae) within 24 hours
was approximately one-half of the administered dose.

Pediatrics: Following administration of 84 meg of ipra-
tropium bromide per nostril three times a day in
patients 5 to 18 years old (n=42) with a naturally
acquired common cold, the mean amount of the total
dose excreted unchanged in the urine of 7.8% was
comparable to 84 mcg per nostril four times a day in
an aduit induced common cold population (n=22) of
7.3 10 8.1%. Plasma ipratropium concentrations were
relatively low {ranging from undetectable up to 0.62
ng/mL). No correlation of the amount of the total dose
excreted unchanged in the urine (Ae) with age or gen-
der was observed in the pediatric population.

Special Populations: Gender does not appear to influ-
ence the absorption or excretion of nasally adminis-
tered ipratropium bromide. The pharmacokinetics of
ipratropium bromide have not been studied in patients
with hepatic or renal insufficiency or in the elderly.

Drug-Drug Interactions: No specific pharmacokinetic
studies were conducted to evaluate potential drug-
drug interactions.

Pharmacodynamics: in two single dose trials (n=17),
doses up to 336 meg of ipratropium bromide did not
significantly affect pupillary diameter, heart rate, or sys-
tolic/diastolic blood pressure. Similarly, Ipratropium
Bromide Nasal Spray 0.06% in adult patients (n=22)
with induced-colds {84 mcg/nostril four times a day)
and in pediatric patients (n=45) with naturally acquired
common cold (84 mcg/nostril three times a day) had no
significant effects on pupillary diameter, heart rate, or
systolic/diastolic blood pressure.

Controlled clinical trials demonstrated that intranasal
fluorocarbon-propelled ipratropium bromide does not
alter physiologic nasal functions (e.g., sense of
smell, ciliary beat frequency, mucociliary clearance,
or the air conditioning capacity of the nose).

Clinical Trials .

Clinical trials for lpratropium Bromide Nasal Spray
0.06% were conducted in patients with rhinorrthea
associated with naturally occurring common colds. In
two controlled four day comparisons of Ipratropium
Bromide Nasal Spray 0.06% (84 mcg per nostril,
administered three or four times daily; n=352) with its
vehicle (n=351), there was a statistically significant
reduction of rhinorthea, as measured by both nasal
discharge weight and the patients’ subjective assess-
ment of severity of rhinorrhea using a visual analog

scale. These significant differences were evictent
within one hour following dosing. There was no erfect
of Ipratropium Bromide Nasal Spray 0.06% on degree
of nasal congestion or, sngezing. The response to
|pratropiur: Bromids fasal Spray 0.06% did not
appear to be affected by age or gender. No controlled
clinical trials directly compared the efficacy of three
times daily versus four times daily treatment.

One clinical trial was con-
ducted with Ipratropium
Bromide Nasal Spray

0.06%, administered four

times daily for three weeks, in 218 patients with rhin-
orrhea associated with Seasonal Allergic Rhinitis
(SAR), compared to its vehicle in 211 patients.
Patients in this trial were adults and adolescents 12
years of age and above. Ipratropium Bromide Nasal
Spray 0.06% was significantly more effective in reduc-
ing the severity and duration of rhinorrhea over the
three weeks of the study, as measured by daily
patient symptom scores. There was no difference
between treatment groups in the effect on nasal con-
gestion, sneezing or itching eyes.

INDICATIONS AND USAGE

{pratropium Bromide Nasal Spray 0.06% is indicated
for the symptomatic relief of rhinorrhea associated
with the common cold or seasonal allergic rhinitis for
adults and children age 5 years and older.
Ipratropium Bromide Nasal Spray 0.06% does not
relieve nasal congestion or sneezing associated with
the common cold or seasonal allergic rhinitis.

The safely and effectiveness of the use of Ipratropium
Bromide Nasal Spray 0.06% beyond four days in
patients with the common cold or beyond three
weeks in patients with seasonal allergic rhinitis has
not been established.

CONTRAINDICATIONS

Ipratropium Bromide Nasal Spray 0.06% is con-
traindicated in patients with a history of hypersensi-
tivity to atropine or its derivatives, or to any of the
other ingredients.

WARNINGS

Immediate hypsrsensifty reactions may occur after

administration of, ium bromide, as demon-
strated by rar; urticaria, angioedema, rash,
bronchos oropharyngeal edema.

PR IEN
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Ipratropium Bromide Nasal Spray 0.06% should be
used with caution in patients with narrow-angle glau-
coma, prostatic hypertrophy or bladder neck obstruc-
tion, particularly if they are receiving an anticholiner-
gic by another route. Cases of precipitation or wors-
aning of narrow-angle glaucoma and acute eye pain
have been reported with direct eye contact of ipra-
tropium bromide administered by oral inhalation.

Information for Patients

Patients should be advised that temporary blurring of
vision, precipitation or worsening of narrow-angle
glaucoma or eye pain may result if Ipratropium
Bromide Nasal Spray 0.06% comes into direct con-
tact with the eyes. Patients should be instructed to
avoid spraying |pratropium Bromide Nasal Spray
0.06% in or around the eyes. Patients who experi-
ence eye pain, blurred vision, excessive nasal dry-
ness or episodes of nasal bleeding should be instruct-
ed to contact their doctor. Patients should be remind-
ed to carefully read and follow the accompanying
Patient’s Instructions for Use.

Drug Interactions

No controlled clinical trials were conducted to inves-
tigate potential drug-drug interactions. Ipratropium
Bromide Nasal Spray 0.06% is minimally absorbed
into the systemic circulation; nonetheless, there is
some potential for an additive interaction with other
concomitantly administered medications with anti-
cholinergic propertiss, including Ipratropium Bromide
for oral inhalation.

Carci

Fertility
In two-year carcinogenicity studies in rats and mice,
ipratropium bromide at oral doses up to 6 mgfkg
(approximately 70 and 35 times the maximum rec-
ommended daily intranasal dose in adults, respec-
tively, and approximately 45 and 25 times the maxi-
mum recommended daily intranasal dose in children,
respectively, on a mg/m2 basis) showed no carcino-
genic activity. Resuits of various mutagenicity stud-
ies (Ames test, mouse dominant lethal test, mouse
micronucleus test, and chromosome aberration of
bone marrow in Chinese hamsters) were negative.
Fertility of male or female rats was unaffected by
ipratropium bromide at oral doses up to 50 mg/kg
(approximately 600 times the maximum recommend-
ed daily intranasal dose in adults on a mg/m2 basis).
At an oral dose of 500 mg/kg (approximately 16,000
times the maximum recommended daily intranasal
dose in adults on a mg/m? basis), ipratropium bro-
mide produced a decrease in the conception rate.

g is, Mutag is, Impairment of

Pregnancy

TERATOGENIC EFFECTS Pregnancy Category B.
Oral reproduction studies were performed at doses
of 10 mgkg in mice, 1,000 mgkg in rats and
125 mg/kg in rabbits, These doses correspond, in
each species respectively, to approximately 60,
12,000, and 3,000 times the maximum recommend-
ed daily intranasal dose in adults on a mg/m2 basis.
Inhalation reproduction studies were conducted in
rats and rabbits at doses of 1.5 and 1.8 mgkg,
respactively, (approximately 20 and 45 times, respec-
tively, the maximum recommended daily intranasal
dose in adults on a mg/m2 basis). These studies
demonstrated no evidence of teratogenic effects as a
result of ipratropium bromide. At oral doses above
90 mg/kg in rats {(approximately 1,100 times the max-
imum recommended daily intranasal dose in adults
on a mg/m2 basis) embryotoxicity was observed as
increased resorption. This effect is not considered
relevant to human use due to the large doses at
which it was observed and the differencs in route of
administration. However, no adequate or well con-
trolled studies have been conducted in pregnant
women. Because animal reproduction studies are
not always predictive of human response, ipra-
tropium bromide should be used during pregnancy
only if clearly needed.

Nursing Mothers

Itis known that some ipratropium bromide is system-
ically absorbed following nasal administration; how-
ever the portion which may be excreted in human
milk is unknown. Although lipid-insoluble quaternary
bases pass into breast milk, the minimal systemic
absorption makes it unlikely that ipratropium bromide
would reach the infant in an amount sufficient to
cause a clinical effect. However, because many
drugs are excreted in human milk, caution should be
exercised when Ipratropium Bromide Nasal Spray
0.06% is administered to a nursing woman.
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PATIENT’'S INSTRUCTIONS FOR USE

IPRATROPIUM BROMIDE
Nasal Solution 0.06%
NASAL SPRAY

42 mcg/spray

Ipratropium Bromide Nasal Spray 0.06% is
indicated for the symptomatic relief of rhinor-
rhea (runny nose) associated with the com-
mon cold or seasonal allergic rinitis for adults
and children age 5 years and older. |pratropium
Bromide Nasal Spray 0.06% does not relieve
nasal congestion or sneszing associated with
the common cold or seasonal allergic rhinitis.
Do not use |pratropium Bromide Nasal Spray
0.06% for longer than four days for a common
cold or three weeks for seasonal allergic rhini-
tis unless instructed by your physician.

Read complete instructions carefuily and use
only as directed.

To Use:

Figure 1

1. Remove the clear plastic dust cap and
the green safety clip from the nasal
spray pump (Figure 1). The safety clip
prevents the accidental discharge of the
spray in your pocket or purss.

3
09?\8\“
78 OV =5 2003

2. The nasal spray pump must be primed
before Ipratropium Bromide Nasal
Spray 0.06% is used for the first time.
To prime the pump, hold the bottle with
your thumb at the base and your index
and middle fingers on the white shoul-
der area. Make sure the bottls points
upright and away from your eyes. Press
your thumb firmly and quickly against
the bottle seven times (Figure 2). The
pump is now primed and can be used.
Your pump should not have to be
reprimed unless you have not used the
medication for more than 24 hours;
repriming the pump will only require two
sprays. |f you have not used your nasal
spray for more than seven days, reprim-
ing the pump will require seven sprays.

3. Before using Ipratropium Bromide Nasal
Spray 0.06%, blow your nose gently to
clear your nostrils if necessary.

p)
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Figure 3

4. Close one nostril by gently placing your
finger against the side of your nose, filt
your head slightly forward and, keeping
the bottle upright, insert the nasal tip
into the other nostril (Figure 3). Point
the tip toward the back and outer side of
the nose.

5. Press firmly and quickly upwards with
the thumb at the base while holding the
white shoulder portion of the pump
between your index and middls fingers.
Following each spray, sniff deeply and
breathe out through your mouth.

6. After spraying the nostril and removing
the unit, tilt your head backwards for a
few seconds to let the spray spread
over the back of the nose.

7. Repeat steps 4 through 6 in the same
nostril.

8. Repeat steps 4 through 7 in the other
nostril (i.e., two sprays per nostnl).
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9. Replace the clear plastic dust cap and
safety clip.

10.  You should not take extra doses or stop
using Ipratropium Bromide Nasal Spray
0.06% without consulting your physi-
cian.

To Clean:

Figure 4

If the nasal tip becomes clogged,
remove the clear plastic dust cap and
safety clip. Hold the nasal tip under run-
ning, warm tap water (Figure 4) for
about a minute. Dry the nasal tip,
reprime the nasal spray pump (step 2
above), and replace the plastic dust cap
and safety clip.

Caution:

Ipratropium Bromide Nasal Spray 0.06% is
intended to relieve your rhinorrhea (runny
nose) with regular use. it is therefore impor-
tant that you use Ipratropium Bromide Nasal
Spray 0.06% as prescribed by your physician.
For most patients, some improvement in runny
nose is apparent following the first dose of
treatment with Ipratropium Bromide Nasal
Spray 0.06%. Do not use Ipratropium Bromide
Nasal Spray 0.06% for longer than four days
for your cold or three weeks for seasonal aller-
gic rhinitis unless instructed by your physician.

Do not spray Ipratropium Bromide Nasal Spray
0.06% in your eyes. Should this oceur, imme-
diately flush your eye with cool tap water for
several minutes. If you accidentally spray
Ipratropium Bromide Nasal Spray 0.06% in
your eyes, you may experience a temporary
blurring of vision, increased sensitivity to light,
and a widening of the pupil, which may last a
fow hours. Should eye pain or blurred vision
oceur, contact your doctor.

Should you experience excessive nasal dry-
ness or episodes of nasal bleeding contact
your doctor.

If you have glaucoma or difficuity urinating due
to an enlargement of the prostate, be sure to
tell your physician prior to using Ipratropium
Bromide Nasal Spray 0.06%.

If you are pregnant or you are breast feeding
your baby, be sure to tell your physician prior
to using lpratropium Bromide Nasal Spray
0.06%. :

Storage: ' P

Store at 20° to 25°C (68° to 77°F). [See USP
Controlled Room Temperature.] Avoid freez-
ing. Keep out of reach of children. Do not
spray in the eyes.

Distributed by:
Roxane Laboratories, inc.
Columbus, OH 43216

10001010/01 Revised May 2003
© RLI, 2003

Pediatric Use

The ' safety of Ipratropium Bromide Nasal Spray
0.06% at a dose of two sprays (84 mcg) per nostril
thres times a day (total dose 504 meglday) for two to
four days has been demonstrefted in two clipical trials
involving 362 pediatric patients 5 to 11 years of age
with naturally acquired common colds. In this pedi-
atric population Ipratropium Bromide Nasal Spray
0.06% had an adverse event profile similar to that
observed in adolescent and adult patients. When
|pratropium Bromide was concomitantly adminis-
tered with an oral decongestant (pseudoephedrine
HCI) in 122 children ages & to 12 years, and con-
comitantly administered  with an oral
decongestant/antihistamine combination (pseu-
doephedrine HCl/chlorpheniramine maleate) in 123
children ages 5 to 12 years, adverse event profiles
were similar to Ipratropium Bromide alone. The safe-
ty of ipratropium Bromide Nasal Spray 0.06% at a
dose of two sprays (84 meg) per nostril four times a
day (total dose 672 meg/day) for three weeks in pedi-
atric seasonal allergic rhinitis patients down to 5
years is based upon the safety demonstrated in the
pediatric common cold trials and the trial in adult and
adolescent patients 12 to 75 years of age with sea-
sonal allergic rhinitis. The effectiveness of
Ipratropium Bromide Nasal Spray 0.06% for the treat-
ment of rhinorrhea associated with the common cold
and seasonal allergic rhinitis in this pediatric age
group is based on extrapolation of the demonstrated
efficacy of Ipratropium Bromide Nasal Spray 0.06%
in adolescents and adults with the conditions and the
likelihood that the disease course, pathophysiology,
and the drug's effects are substantially similar to that
of adults. The recommended dose for common cold
for the pediatric population is based on cross-study
comparisons of the efficacy of Ipratropium Bromide
Nasal Spray 0.06% in adult and pediatric patients
and on its safety profile in both adults and pediatric
common cold patients. The recommended dose for
seasonal allergic rhinitis for the pediatric population
down to 5 years is basad upon the efficacy and safe-
ty of Ipratropium Bromide Nasal Spray in adults and
adolescents 12 years of age and above with season-
al allergic rhinitis and the safety profile of this dose in
both adult and pediatric common cold patients. The
safety and effectiveness of Ipratropium Bromide
Nasal Spray 0.06% in pediatric patients under 5
years of age have not been established.

ADVERSE REACTIONS

Adverse reaction information on Ipratropium Bromide
Nasal Spray 0.06% in patients with the common cold
was derived from two multicenter, vehicle-controlled
clinical trials involving 1,276 patients (195 patients on
Ipratropium Bromide Nasal Spray 0.08%, 352
patients on Ipratropium Bromide Nasal Spray 0.06%,
189 patients on Ipratropium Bromide Nasal Spray
0.12%, 351 patients on vehicle and 189 patients
receiving ho treatment).

Table 1 shows adverse events raported for patients
who received Ipratropium Bromide Nasal Spray
0.06% at the recommended dose of 84 mcg per nos-
tril, or vehicle, administered three or four times daily,
where the incidence is 1% or greater in the
Ipratropium Bromide group and higher in the
Ipratropium Bromide group than in the vehicle group.

Table 1 % of Patients with Common Cold Reporting

’ >

2 Epistaxis reporled by 3.7% ofSpairopium Bismide patients

and 2.4% of vehicle patients, blood tinged nasal mucus by

2.3% of Ipratropium Bromide patients and 1.9% of vehicle
patients.

Additional anticholinergic effects noted with other
Ipratropium Bromide dosage forms (lpratropium
Bromide Inhalation Solution, Ipratropium Bromide
Inhalation Aerosol and Ipratropium Bromide Nasal
Spray 0.03%) include: precipitation or worsening of
narfow-angle glaucoma, urinary retention, prostate
disorders, constipation, and bowel obstruction.

There were no reports of allergic-type reactions in
the controlled clinical trials. Allergic-type reactions
such as skin rash, angioedema of the throat, tongue,
lips and face, generalized urticaria, laryngospasm,
and anaphylactic reactions have baen reported with
Ipratropium Bromide Nasal Spray 0.06% and other
ipratropium bromide products.

OVERDOSAGE

Acute overdosage by intranasal administration is
unlikely since ipratropium bromide is not well
absorbed systemically after intranasal or oral admin-
istration. Following administration of a 20 mg oral
dose (equivalent to ingesting more than two bottles
of Ipratropium Bromide Nasal Spray 0.06%) to 10
male volunteers, no change in heart rate or blood
pressure was noted. Following a 2 mg intravenous
infusion over 15 minutes to the same 10 male volun-
teers, plasma ipratropium concentrations of 22 to 45
ng/mL were observed (>100 times the concentra-
tions observed following intranasal administration).
Following intravenous infusion these 10 volunteers
had a mean increase of heart rate of 50 bpm and
less than 20 mmHg change in systolic or diastolic
blood pressure at the time of peak ipratropium levels.

Oral median lethal doses of ipratropium bromide
were greater than 1,000 mg/kg in mice {approxi-
mately 6,000 and 3,800 times the maximum recom-
mended daily intranasal dose in adults and children,
respectively, on a mg/mz basis), 1,700 mg/kg in rats
(approximately 21,000 and 13,000 times the maxi-
mum recommended daily intranasal dose in aduits
and children, respectively, on a mg/m? basis) and
400 mg/kg in dogs (approximately 16,000 and
10,000 times the maximum recommended daily
intranasal dose in adults and children, respectively,
on a mg/m2 basis).

DOSAGE AND ADMINISTRATION

For Symptomatic Relief of Rhinorrhea Associated
with the Common Cold

The recommended dose of Ipratropium Bromide
Nasal Spray 0.06% is two sprays (84 mcg) per nos-
tril three or four times daily (total dose 504 to 672
meg/day) in adults and children age 12 years and
older, Optimum dosage varies with response of the
individual patient. The recommended dose of
Ipratropium Bromide Nasal Spray 0.06% for children
age 5 to 11 years is two sprays (84 mcg) per nostril
three times daily (total dose of 504 meg/day).

The safety and effectiveness of the use of
Ipratropium Bromide Nasal Spray 0.06% beyond four
days in patients with the common cold have not been
ostablished.

For Symptomatic Relief of Rhinorrhea Associated

Events'

Ipratropium

Bromide Nasal Vehicle

Spray 0.06% Control
No. of Patients 352 351
Epistaxis? 8.2% 2.3%
Nasal Dryness 4.8% 2.8%
Dry Mouth/Throat 1.4% 0.3%
Nasal Congestion 1.1% 0.0%

1 This 1able includes adverse events for which the incidence

was 1% or greater in the Ipratropium Bromide group and
higher in"the Ipratropium Bromide group than in the vehicle
group.

Epistaxis reported by 5.4% of Ipratropium Bromids palients
and 1.4% of vehicle patients, blood tinged nasal mucus by
2.8% of Ipratropium Bromida patients and 0.9% of vehicle
patients.

Ipratropium Bromide Nasal Spray 0.06% was waell tol-
erated by most patients. The most frequently report-
ed adverse events were transient episodes of nasal
dryness or epistaxis. The majority of these adverse
events (96%) were mild or moderate in nature, none
was considered serious, and none resulted in hospi-
talization. No patient required treatment for nasal
dryness, and only three patients (<1%) required
treatment for epistaxis, which consisted of local
application of pressure or a moisturizing agent (e.g.,
petroleum jelly). No patient receiving Ipratropium
Bromide Nasal Spray 0.06% was discontinued from
the trial dua to either nasal dryness or bleeding.

Adverse events reported by less than 1% of the
patients receiving Ipratropium Bromide Nasal Spray
0.06% during the controlied clinical trials that are
potentially related to Ipratropium Bromide’s local
effects or systemic anticholinergic effects include:
taste perversion, nasal buming, conjunctivitis,
coughing, dizziness, hoarseness, palpitation,
pharyngitis, tachycardia, thirst, tinnitus, and blurred
vision. No controlled trial was conducted to address
the relative incidence of adverse events for three
times daily versus four times daily therapy.

Nasal adverse events seen in the clinical trial with sea-
sonal allergic rhinitis (SAR) patients (see Table 2) were
similar to those seen in the common cold trials.
Additional events were reported at a higher rats in the
SAR trial due in part to the longer duration of the trial
and the inclusion of upper respiratory tract infection
(URI) as an adverse event. In common cold trials, URI
was the disease under study and not an adverse event.

Table2 % of Patients with SAR Reporting Events'

Ipratropium
Bromide Nasal Vehicle
' Spray 0.06% Control

No. of Patients 218 211
Epistaxis? 6.0% 3.3%
Pharyngitis 5.0% 3.8%
URI 5.0% 3.3%
Nasal Dryness 4.6% 0.9%
Headache 4.1% 0.5%
Dry Mouth/Throat 4.1% 0.0%
Taste Perversion 3.7% 1.4%
Sinusitis 2.8% 2.8%
Pain 1.8% 0.9%
Diarrhea 1.8% 0.5%

1 This table includes adverse events for which the incidence
was 1% or greater in the Ipratropium Bromide group and
higher in the Ipratropium Bromide group than in the vehicle
group.

with S | Altergic Rhinitis

The recommended dose of lpratropium Bromide
Nasal Spray 0.06% is two sprays (84 mcg) per nos-
tril four times daily (total dose 672 mcg/day) in adults
and children age 5 years and older.

The safety and effectiveness of the use of
Ipratropium Bromide Nasal Spray 0.06% beyond
three weeks in patients with seasonal allergic rhinitis
have not been established.

Initial pump priming requires seven sprays of the
pump. If used regularly as recommended, no further
priming is required. If not used for more than 24
hours, the pump will require two sprays, or if not used
for more than seven days, the pump will require
seven sprays to reprime.

HOW SUPPLIED

Ipratropium Bromide Nasal Spray 0.06% is supplied
in a white high density polyethylene (HDPE) bottle fit-
ted with a metered nasal spray pump, a green safety
clip to prevent accidental discharge of the spray, and
a clear plastic dust cap. It contains 16.6 g of product
formulation, 165 sprays, each delivering 42 mcg of
ipratropium bromide per spray (70 mcL), or 10 days
of therapy at the maximum recommended dose (two
sprays per nostril four times a day).

Store at 20° to 25°C (68° to 77°F). [See USP
Controlled Room Temperature.] Avoid freezing. Keep
out of reach of children. Do not spray in the eyes.

Patients should be reminded to read and follow the
accompanying Patients Instructions for Use, which
should be dispensed with the product.

Manufactured by:
Roxane Laboratories, inc.
Columbus, OH 43218

10001010/01 Revised May 2003
© RLI, 2003

Laborawiu, inc.

Columbus, Ohlo 43218



Dosage: Read full prescribing information ~~ NDC 0054-0046-41 15 mi (165 metered sprays)
and patient instructions. IPRATROPIUM BROMIDE

Warning: Avoid spraying Ipratropium Bromide Nasal Solution / NASAL S'BAP

Nasal Spray in or aroungd your eyes. 0 06%
o i 42 mcgls ra

QOther Ingredients: ben |k0n|um chioride,
edetate disodium, sodi

purified water. ¢ -
Mid. by: Roxane Labo Ific.

Columbus, OH43216  ~ ©RLI, 2003 BBoxane 0101501
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NDC 0054- 15 ml
0046-41 (165 metered
sprays)

IPRATROPIUM
BROMIDE

Nasal Solution

NASAL SPRAY
42 mcglspray

Each spray contams 42 mog
_ipratropium bromidein a:.
L pH-adjusted 104.7,
- isotonic aqueous solutlon
= which'alsé contains
- benzalkonium chloride, N
“édetate disodium ‘and < ¢
sodlum chlonde -

: Wamlng Av0|d spraymg
Ipratropnum Bromide- Nasal
: Spray in or around your .

]"iB‘m’w .

Roxane
Laboratories, Inc.
Columbus, Chlo 43216

Store at 20° to 25°C
(68° to 77°F). [See USP
Controlled Room
Temperature.]

Avoid freezing.

Manufactured by:
Roxane Laboratories, Inc.
Columbus, OH 43216

I

S

NDC 0054- 15 mi
0046-41 (165 metered
sprays)

IPRATROPIUM
BROMIDE

Nasal Solution

NASAL SPRAY
42 mcg/spray

Roxane
Laborat ries, Inc,
Columbus, Ohlo 43216

Dosage:
Two sprays per nostril,
three or four times daily.

Read accompanying full
prescribing information
and patient instructions.

10001012/01
© RLI, 2003

Store at 20° to 25°C (68° to 77°F).
[See USP Controlied Room
Temperature.] Avoid freezing.
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APPROVAL SUMMARY (1mrnas>

REVIEW OF PROFESSIONAL LABELING- :
DIVISION OF LABELING AND PROGRAM SUPPORT
' ' LABELING REVIEW BRANCH

7/ .

_ ANDA Number. -> ' % . 76- 598

" Date of Submission " June 17,2003
i = Apphcant{."}; Roxane Laboratories -
.~ Drug Name"'?__-':’lpratropium Bromide Nasal Solutlo
Strength(s).” 0.06% (Nasal Spray) 0‘042

P '-mg/spray

. Container'Labels -~ . .

' FPL Approval Summary-;-- ERPRI L

. 0.06% "15 mL - une 17; 200 vol
Carton Labeling L : N e R
- 0.06% 1x15 mL _ June 1? 2003 voI 2 IA :
Package Insert Labeling  10001010/01 rev.- June 17,2003 voI 21A -
o - 52003 . ¢
Patient Leaflet . June 17 2003 vol 2. 1A

attached

' BASIS OF APPROVAL: Patent Data For NDA 20 394 NO UNEXPIRED PATENTS

Patent v Patent’ " | Use | Descrlptl' 'Labehn -Im act
“No ~ Explratlon | Code . g mp:
- None 'None'

”';Exclusmty Data For NDA 20 394

‘ Codelsup '

Descrlptron "

|- 004

'ExpiratIOn' o
TR _'»USG-IH .the:symptomati'c_
. |_éé7 5. oét 97 -»2’003-;__ - relief of thinorrhea

associated with seasonal
allergic rhinitis in. patients?
|- S'years of age and older

o Reference Llsted Drug :
RLD on the 356(h) form"

: - NDA Number :
RLD establrshed name =

. JFirm
Currently approved Pl
" AP Date
Note. o

'ATROVENT® Nasal Spray
'Ipratroplum Bro ide Nasal Squtlon

.5-005

20-394 -

Boehringer Ingelhelm AR

May 23, 2003.




REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter?.

Is this product a USP item? If so, USP supplement in which verification was asstred. USP 23

Is this name different than that used /'the Orange Book?- -

f not USP, has the product name been proposed in the PF’7

Error Preventton AnaIySIS -

‘ Has' the firm proposed a proprietary name" If yes complete this" subsectlon

‘Do you find the name objectionable? List reasons in- FTR |f $0: Consnder‘ M|sleadmg’7 Sounds or Iooks I|ke another
 name? USAN stem present? Prefix or Suffix present” - :

_ Has the name been forwarded to the Labeling and Nomenciature Commtttee’? If so, what were the
) recommendattons’r‘ if the name was unacceptable, has the firm been notified? -

Packaging

Is this anew packaglng configuration, never been approved by an ANDA or NDA? If yes, descnbe in FTR

Is this package size mlsmatched with the recommended dosage’? If yes the Porson Prevenuon Act may requlre a’
CRC.

Does the package proposed have any safety and/or regulatory concems?

If IV product packaged in syringe, could there be adverse patient outcome if given by direct IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sectlons and the packaglng
configuration?

Is the strength and/or concentration of the product unsupported by the insert Iabehng7

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? issues for FTR; Innovator individually cartoned? Ltght sensmve product WhICh mlght j__ E

require cartoning? -Must the package insert accompany the product? .

Avre there any other safety concerns?

Labeling T e

Is the name of the drug unclear in pnnt or, Iacklng in promlnence’? (Name shouId be the most promment mformatton )

on the label).

-Has applicant failed to clearly dtfferenttate multlple product strengths7

Is. the corporate logo larger than 1/3 contamer label? (No regulation - see ASHP gmdelmes)

Labeling(continued)

Does RLD make special differentiation for this label? (l e., Pedlatnc strength vs Adult OraI Squtlon vs Concentrate

Waming Statements that might be in red for.the NDA)

-Is the' Manufactured by/Distributor statement mcorrect or falsely |nconsrstent between Iabels and Iabetlng'? Is "Jonntly -

Manufactured by...", statement needed? -

Failure to describe SOIId oral dosage form ldentxfymg markmgs in HOW SUPPLIED?

‘Has the firm failed to adequately support compatibility or stability claims whrch appear in the sert labelin
Chemlst should confi irm the data has been adequately supported. . oo

Scorlng _Describe scoring confi guratlon of RLD and applicant (page #) in the FTR-

_Is the scoring configuration different than the RLD'7

Has the firm failed to:describe the scoring inthe HOW SUPPLIED sectlon'?

Inactive Ingredtents (FTR: List page #in apphcatlon where inactives are llsted)

Does the product contain aicohol? -If so, has the accuracy of the statement been confi rmed"

Do any of the inactives differ in concentration for this route of admlnlstratlon'7

Any adverse effects anticipated from inactives (i.e., benzyl atcohol-m neonates)? -

"Is there a-discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients" been used 1o protect a trade secret? If so,is claim supported?

Failure to fist the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

_ Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

Faiture to list. dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USPINDA recommendations? If so, are the recommendatlons ]

supported and is the difference acceptable? °

~Because of proposed packaging conhguration or Tor any other reason, does this appucant meet talT to meet all of the
unprotected conditions of use of referenced by the R 5




Does USP have labeling recommendations? If any, does ANDA meet them7

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP mformatxon should be used. feno
However, only |nclude solvents appearing in innovator labeling. : 3

Bloequwalence lssues (Compare bloequrvalency values insert to study Llst Cmax Tmax T 1/2 and dater e
study acceptable)

Insert labeling references a food efféct or a no-effect" If so, was a food study done'7 -

Has CLINICAL PHARMACOLOGY been modxf ed? If so, briefly detail wherelwhy

Patent/Exclusrvrty Issues?: FTR: Check the Orange Book edition or cumulatlve supplement for venfcatlon I R X o N

‘of the latest Patent or Exclusivity. List expiration date for all patents exclusrvmes etc. or: if none, please state. 70

L _ ‘NOTES/QUESTIONS TO THE CHEMIST

_FORTHE RECORD

1.

Review based on the Iabehng of Atrovent (Boehnng Ingelhemln NDA 20 394/8 005, approved 5/23/03 X
The name should reflect the USP monograph as "Ipratropium Bromide Nasal Sclution; XX% " with”

~ Nasal;, 0.021mg/spray or 0.042 mg/spray for Ipratropium bromide. However, OGD has used the”

" NDA - Store tightly closed between 15-30C. Avoid Freezrng keep out of reach of chrldren

-USP -~ not apphcable

) ,Dlspensmg Recommendatlons

7 USP—_:

, 'Product Llne '
.. 'The innovator markets’ their's product ina whrte HDPE bottle. ftted with a white’ an

. Inactrve Ingredients:

o consrstent with the listing of. rnactlve mgredrents found in the statement of components and composition-
o appeanng on page 5792 voI 1 13

o _M:anufacturer by Roxane in cclumbue chio page5900 v"c")‘I'_'1:'f,27 :

"(Nasal Spray)" added at the end. The orange book says NDA 20393 and 20394 Spray; metered

USP monograph as the establrshed name and added (Nasal Spray) in parenthesrs

Storage Conditions:

ANDA - Revise to store at 20 25 C(68 77F) [See USP CR'I]

NDA - Dispense with Patrent mstructlon sheet
ANDA - same .

ear metered nasal sp_ray
pump; a green safety clip and a clear- plastic.dust.cap, It contains 16.6g of product 165 sprays at 42 ‘

mcg/spray or 10 days of therapy at the maximum: dose of 2 sprays per nostril 4 x daily.-* .
The-applicant proposes to market thelr product the same as RLD except color of safety_ chp 6257 vol 1 13 S

The listing of inactive ingredients in the DESCRIPTION sectlon of the package msert appears tobe -

Date of Review: July 7, 2003 -~

- Date of Submission: June 17, 2003

‘cc:

ANDA: 76-598 ‘
DUP/DIVISION FILE .
HFD-613/APayne/ JGrace (no cc)

V: flrmsam/roxane/let&rev/76598ap lab
Review
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Chemistry Review Data Sheet
. ANDA: 76-598 |
. REVIEW #: 1
. REVIEW DATE: April 9 - 21, 2003 (Revised on 4-30-03)
4. REVIEWER: Mujahid L. Shaikh -

. PREVIOUS DOCUMENTS: N/A

Previous Documents Document Date

‘None

. SUBMISSION(S) BEING REVIEWED:
Submission(s) Reviewed Document Date
Original submission

December 23, 2002
NC February 7, 2003

Note: This ANDA is accepted for filing on December 26, 2002 and Acknowledgement
letter is issued to the firm on February 13, 2003.

. NAME & ADDRESS OF APPLICANT:

Roxane Laboratories, Inc.

Name:
Address: 1809 Wilson Road, Columbus, OH 43228
Representative: | Elizabeth Ernst
Telephone: . 614-272-4785



Note: Roxane Laboratories, Inc, OH i 1s a subsidiary of Boehrmger Ingelheim
Pharmaceuticals.

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: None Used
b) Non-Proprietary Name (USAN): Ipratropium Bromide Nasal Spray, 0.06%

9. LEGAL BASIS FOR SUBMISSION:
' NDA 20394, Atrovent® Nasal Spray, 0.06%, Boehringer Ingelheim

Patent Expiration Date: 5-24-2000

The indications the proposed drug product is going to be used for, active ingredient, route of
administration, dosage form, strength and labeling are the same as the listed drug product.

10. PHARMACOLOGY CATEGORY:

Anticholinergic agent for seasonal perennial rhinitis.
11. DOSAGE FORM: Nasal Spray (Code: 836)
12. STRENGTH/POTENCY: 0.06%

NOTE: THIS ANDA WAS SUBMITTED FOR BOTH 0.03% and 0.06%
STRENGTHS. 0.03% STRENGTH IS WITHDRAWN FROM THIS
ANDA PER NC DATED FEBRUARY 7, 2003.

13. ROUTE OF ADMINISTRATION: Nasal (Code: 014)

14. R&/OTC DISPENSED: X _Rx __ 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:

Ipratropium bromide monohydrate [66985-17-9]
CAS number for anhydrous form is 22254-24-6.

/
C20H30BFNO3-H20

-412.3659 anhydrous, 430.38 monohydrate

CH3 ]
HSC\ +)\CH3-
N
.-H
>\ e Br « H,0
M~
W O
17. RELATED/SUPPORTING DOCUMENTS:
A. DMFs:
Ty mEM REVIEW
1 2
DMF # PE HOLDER REFE];{:)ENCE CODE" | STATUS COMPLETE COMMENTS
D
14259 I Boehringer Ipratropium 3 Adequate 3-25-03
Ingelheim Bromide
o (N 4 N/A
1 4 N/A
11 4 N/A

! 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

18. STATUS:
CONSULTS/ CMC/
RELATED RECOMMENDATION | DATE REVIEWER
REVIEWS
Microbiology N/A
EES Pending
Methods Validation Will be requested later
Labeling Deficient 4/2/03 A. Payne
Bioequivalence Pending Review
EA Adequate 4-30-03 M. Shaikh
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

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

receipt. X _ Yes No

APPEARS THIS WAY
ON ORIGINAL

If no, explain reason(s) below:




The Chemistry Review for ANDA 76-598

The Executive Summary

I.

II.

/

Recommendations

A.

Recommendation and Conclusion on Approvability
Not Approved. NA (Minor) Letter

Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable
None identified at this time.

Summary of Chemistry Assessments

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

Drug Product: The proposed drug product is Ipratropium Bromide Nasal Spray,
0.06%.

The Reference Listed Drug is Atrovent ® Nasal Spray, 0.06% (NDA 20- 394) and
it is approved for Boehringer Ingelheim (BI).

Atrovent ® Nasal Spray is currently manufactured at the same facility as the
Roxane drug product proposed. The manufacturing process, source of the d.s. ,
and the specifications are essentially the same for both products.

Drug Substance: The active ingredient in this drug product is Ipratropium
Bromide. It is a non-USP material and its acceptance specifications are based on
BP and its manufacturer. The drug substance is provided by BI which is also the
source of the drug substance for the Reference Listed Drug.

B. Description of How the Drug Product is Intended to be Used:

Ipratropium Bromide has been used for many years for treatment of patients for
the symptomatic relief of rhinorrhea associated with the common cold or
seasonal allergic rhinitis in adults and children age 5 years and older. Ipratropium
Bromide Nasal Spray, 0.06% does not relieve nasal congestion or sneezing
associated with the common cold or seasonal allergic rhinitis. It has been found
to be safe and efficacious. It is used as nasal spray.

C. Basis for Approvability or Not-Approval Recommendation

Based on this CMC review for this ANDA, a not approvable letter with minor

amendment is being sent to the firm including deficiencies identified for release
and stability specifications.



III. Administrative

A. Reviewer’s Signature: Mujahid L. Shaikh
/

B. Endorsements _ \0
HFD-625/MShaikh/4/30/03 ™ 5_1'” L
HFD-625/MSmela/4/30/03 %1» M. Sinele S'/ 23 b3
HFD-617/PChen/

V:/Firmsnz/Roxane/ltrs&rev/76598.R01.doc

C. CC: ANDA 76-598
Division File
DUP Jacket
Field Copy

APPEARS THIS WAY
ON OR\GlNAL



Redacted 3 page(s)
of trade secret and/or
- confidential commercial

information trom

- CHEm(sTRY fEViEW #/




36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 76-598 APPLICANT: Roxane Laboratories, Inc.

DRUG PRODUCT: Ipratropium Bromide Nasal Solution, 0.06%, Nasal Spray,
42 mcg/ spray

The deficiencies presented below represent MINOR deficiencies.

A. Deficiencies;

1. ] | R

S e —

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

1. Please respond to the labeling deficiencies.

2. Your bioequivalency information is pending review. Deficiencies, if any,
will be communicated to you separately.

3. An acceptable compliance evaluation is needed for the approval of your

application. We have requested an evaluation from the Office of
Compliance.

4, A satisfactory Methods Validation study is needed to support this ANDA.
We will schedule it when the requested analytical methods information is
received. Please commit to co-operate with OGD to expeditiously resolve
any problems that may arise during methods validation testing.

39



5.

Please provide any additional stability data that is available.

Sincerely yours,

gJZ JW% 5'/23/03

Rashmikant M. Patel, Ph.D

Director - '

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL

40



cc: ANDA: 76-598
ANDA DUP
Division File
Field Copy

Endorsements :

HFD-625 /M. Shaikh /4/30/03 £(L2E MUf}

HFD-6 25 /M. Smela /4/30/03 2% ap,_czzloj

HFD-6 17 / PChen / Q/\/

F/t by: ard/5/5/03 for Slerios
V:\FIRMSNZ\Roxane\LTRS&REV\76598.R01 .doc

NOT APPROVABLE - MINOR

APPEARS THIS wAY
ON ORIGINAL

41



ANDA 76-598

Ipratropium Bromide Nasal Spray, 0.06%

Roxane Laboratories, Inc.
Columbus, OH

Mujahid L. Shaikh

Division Of Chemistry 1
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Chemistry Review Data Sheet
. ANDA: 76-598 | |
. REVIEW # 2
. REVIEW DATE: July 5-8, 2603
. REVIEWER: Mujahid L. Shaikh

. PREVIOUS DOCUMENTS: N/A

Previous Documents o Document Date
Original submission ' December 23, 2002
NC ' February 7, 2003

. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Minor Amendment : June 17, 2003 .

Note: This ANDA is accepted for filing on December 26, 2002 and Acknowledgement
letter is issued to the firm on February 13, 2003.

. NAME & ADDRESS OF APPLICANT:

Name: Roxane Laboratoﬁes, Inc.
Address: | 1809 Wilson Road, Colurribus, OH 43228
Representative: Elizabeth Ernst
Telephone: 614-272-4785



Note: Roxane Laboratories, Inc, OH is a subsidiary of Boehringer Ingelheim
Pharmaceuticals.

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: None Used
b) Non-Proprietary Name (USAN): Ipratropium Bromide Nasal Spray, 0.06%

9. LEGAL BASIS FOR SUBMISSION:
NDA 20394, Atrovent® Nasal Spray, 0.06%, Boehringer Ingelheim

Patent Expiration Date: 5-24-2000

10. PHARMACOLOGY CATEGORY:

Anticholinergic agent for seasonal perennial rhinitis.
11. DOSAGE FORM: Nasal Spray (Code: 836)
12. STRENGTH/POTENCY: 0.06%

NOTE: THIS ANDA WAS SUBMITTED FOR BOTH 0.03% and 0.06%
STRENGTHS. -0.03% STRENGTH IS WITHDRAWN FROM THIS
ANDA PER NC DATED FEBRUARY 7, 2003.

13. ROUTE OF ADMINISTRATION: Nasal (Code: 014)

14. R&/OTCDISPENSED: X Rx __ 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:



Ipratropium bromide monohydrate [66985-17-9]
CAS number for anhydrous form is 22254-24-6.

C20H30B1‘N03-H20
412.3659 anhydrous, 430.38 monohydrate

CHs
N
-H
>\ w9 Br « H,0
/ C<O
f
17. RELATED/SUPPORTING DOCUMENTS:
A. DMFs:
Ty 1M REVIEW
. 1 2
DMF # PE HOLDER REFEI}()ENCE CODE STATUS COMPLETE COMMENTS
: D
14259 I Boehringer Ipratropium 1 Adequate 7-7-03
Ingelheim Bromide
I 4 N/A
I 4 N/A
1 4 N/A

! 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 d1d

not need to be reviewed)

B. Other Documents: N/A




18. STATUS:

CONSULTS/ CMC

RELATED RECOMMENDATION DATE REVIEWER
REVIEWS

Microbiology N/A

EES _ Acceptable 6-4-03 J.D. Ambrogio

Methods Validation | Requested 7-8-03 M. Shaikh

Labeling Pending review

Bioequivalence Pending Review

EA , Adequate 4-30-03 M. Shaikh

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

——

APPEARS THIS WAY

ON ORIGINAL

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




The Chemistry Review for ANDA 76-598

The Executive Summary

L.

IL.

4

Recommendations

A.

Recommendation and Conclusion on Approvability
Not Approved. NA (Minor) Letter

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

Roxane has submitted required commitments regarding the method validation.

Summary of Chemistry Assessments

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

Drug Product: The proposed drug product is Ipratropium Bromide Nasal Spray,
0.06%. :

‘The Reference Listed Drug is Atrovent ® Nasal Spray, 0.06% (NDA 20-394) and

it is approved for Boehringer Ingelheim (BI).

Atrovent ® Nasal Spray is currently manufactured at the same facility as the
Roxane drug product proposed. The manufacturing process, source of the drug
substance, and the specifications are essentially the same for both products.

Drug Substance: The active ingredient in this drug product is Ipratropium
Bromide. It is a non-USP material and its acceptance specifications are based on
BP and its manufacturer. The drug substance is provided by BI which is also the
source of the drug substance for the Reference Listed Drug.

B. Description of How the Drug Product is Intended to be Used:

Ipratropium Bromide has been used for many years for treatment of patients for
the symptomatic relief of rhinorrhea associated with the common cold or
seasonal allergic rhinitis in adults and children age 5 years and older. Ipratropium
Bromide Nasal Spray, 0.06% does not relieve nasal congestion or sneezing
associated with the common cold or seasonal allergic rhinitis. It has been found
to be safe and efficacious. It is used as nasal spray.

C. Basis for Approvability or Not-Approval Recommendation

Based on this CMC review for this ANDA, a not approvable letter with minor
amendment is being sent to the firm including information regarding the
qualification of primary standard, and deficiency identified for stability program.



IIIL.

Administrative

A. Reviewer’s Signature: Mujahid L. Shaikh

B. Endorsements _ *Ql%v
HFD-625/MShaikh/7/14/03 TN

HFD-625/MSmela/7/16/03
HFD-617/PChen/7/18/03 _
V: /Flrmsnz/Roxane/ltrs&rev/76598 R02.doc '

C. CC: ANDA 76-598
Division File
DUP Jacket
Field Copy

APPEARS THIS WAY
ON ORIGINAL



Redacted 2 page(s)
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36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 76-598 APPLICANT: Roxane Laboratories, Inc.

'/
DRUG PRODUCT:  Ipratropium Bromide Nasal Solution, 0.06%, Nasal Spray,
42 mcg/ spray

The deficiencies presented below represent MINOR deficiencies.

A. Deficiencies:
. ]
2.
3.
B. In addition to responding to the deficiencies presented above, please note and

acknowledge the following comments in your response:
1. Your labeling response is pending review.
2. Your bioequivalency information is pénding review.

3. We have scheduled Methods Validation study of the drug product with
this review.

Sincerely yours,

’_P.

fod AL s
Rashmikant M. Patel, Ph.D

Director :

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research

22



cc: ANDA: 76-598
ANDA DUP
Division File
Field Copy /

Endorsements : -

HFD-625 /M. Shaikh /7/14/03 € Mxv\ 0;

HFD-6 25 /M. Smela /7/16/03 @ MSnea 72303
HFD-6 17 / PChen /7/18/03 - Hirdos

F/t by: ard/7/18/03
V:\FIRMSNZ\Roxane\LTRS&REV\76598 R02.doc |

NOT APPROVABLE - MINOR

APPEARS THIS WAY
ON ORIGINAL
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Ipratropium Bromide Nasal Spray, 0.06%

" Roxane Laboratories, Inc.
Columbus, OH
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Chemistry Review Data Sheet
1. ANDA: 76-598

/

2. REVIEW #: 3
3. REVIEW DATE: October 7, 2003 (Revised on November 3, 2003)
4. REVIEWER: Mujahid L. Shaikh

4. PREVIOUS DOCUMENTS: N/A

Previous Documents Document Date
Original submission December 23, 2002

NC February 7, 2003

Minor Amendment June 17, 2003

Bio Amendments July 10 and September 5, 2003

- 6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed _ Document Date
Minor Amendment September 9, 2003
Telephone Amendment October 28, 2003

Note: This ANDA is accepted for filing on December 26, 2002 and Acknowledgement
letter is issued to the firm on February 13, 2003.

7. NAME & ADDRESS OF APPLICANT:

Roxane Laboratories, Inc.

Name:
Address: 1809 Wilson Road, Columbus, OH 43228
Representative: Elizabeth Emst
Telephone: 614-272-4785



Note: Roxane Laboratories, Inc, OH is a subsidiary of Boehringer Ingelheim
Pharmaceuticals.

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: None Used
b) Non-Proprietary Name (USAN): Ipratropium Bromlde Nasal Spray, 0.06%

9. LEGAL BASIS FOR SUBMISSION:
NDA 20394, Atrovent® Nasal Spray, 0.06%, Boehringer Ingelheim

Patent Expiration Date: 5-24-2000

10. PHARMACOLOGY CATEGORY:

Anticholinergic agent for seasonal perennial rhinitis.
11. DOSAGE FORM: Nasal Spray (Code: 836)
12. STRENGTH/POTENCY: 0.06%

NOTE: THIS ANDA WAS SUBMITTED FOR BOTH 0.03% and 0.06%
STRENGTHS. 0.03% STRENGTH IS WITHDRAWN FROM THIS
ANDA PER NC DATED FEBRUARY 7, 2003.

13. ROUTE OF ADMINISTRATION: Nasal (Code: 014)

14. Rx/OTCDISPENSED: X Rx __ 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:



Ipratropium bromiide monohydrate [66985-17-9]
CAS number for anhydrous form is 22254-24-6.

C20H30BrN03-H20

412.3659 anhydrous, 430.38 monohydrate

B CHs
HaC{ A\CHE,
N
H
>\ b9 Br « H,0
/ C<o
g’
L OH |
17. RELATED/SUPPORTING DOCUMENTS:
A. DMFs:
TY ITEM DATE REVIEW
1 2
DMF # PE HOLDER REFEIEENCE CODE STATUS COMPLETED COMMENTS
14259 I Boehringer Ipratropium 3 Adequate | 7-7-03
Ingelheim Bromide
o 4 N/A
I 4 N/A
I . 4 N/A
N\

! 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



18. STATUS:

CONSULTS/ CMC

RELATED RECOMMENDATION | DATE REVIEWER
REVIEWS
Microbiology | N/A
EES Acceptable 6-4-03 J.D. Ambrogio
Methods Validation Pending 7-8-03 M. Shaikh
Labeling Acceptable 7-9-03 A. Payne/John Grace
Bioequivalence Acceptable 9-16-03 Moheb Makary/Dale Conner
EA Adequate 4-30-03 M. Shaikh
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
x _ No If no, explain reason(s) below: Minor amendment

receipt. _ Yes

——— ey

APPEARS THIS WAY

QN ORIGINA]L




The Chemistry Review for ANDA 76-598

The Executive Summary

I.

IL.

4

Recommendations

A.

Recommendation and Conclusion on Approvability -
Approved.

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

Roxane has submitted required commitments regarding the method validation.

Summary of Chemistry Assessments

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

Drug Product: The proposed drug product is Ipratropium Bromide Nasal Spray,
0.06%.

The Reference Listed Drug is Atrovent ® Nasal Spray, 0.06% (NDA 20-394) and
it is approved for Boehringer Ingelheim (BI).

Atrovent ® Nasal Spray is currently manufactured at the same facility as the
Roxane drug product proposed. The manufacturing process, source of the drug
substance, and the specifications are essentially the same for both products.

Drug Substance: The active ingredient in this drug product is Ipratropium
Bromide. It is a non-USP material and its acceptance specifications are based on
BP and its manufacturer. The drug substance is provided by BI which is also the
source of the drug substance for the Reference Listed Drug.

B. Description of How the Drug Product is Intended to be Used:

Ipratropium Bromide has been used for many years for treatment of patients for
the symptomatic relief of rhinorrhea associated with the common cold or
seasonal allergic rhinitis in adults and children age 5 years and older. Ipratropium
Bromide Nasal Spray, 0.06% does not relieve nasal congestion or sneezing
associated with the common cold or seasonal allergic rhinitis. It has been found
to be safe and efficacious. It is used as nasal spray.

C. Basis for Approvability or Not-Approval Recommendation

‘Based on this CMC review for this ANDA, Roxane has submitted acceptable
information regarding drug product formulation, manufacturing process,
container/closure system and acceptance specifications for the drug substance,



and release and stability specifications for the drug product. Referenced DMF is
adequate and EER for all the listed facilities is acceptable.

- III.  Administrative
A. Reviewer’s Signature: Mujahid L. Shaikh

B. Endorsements

~
HFD-625/MShaikh/11/3/03 m”“T‘m“Q IP=N ¥ /
{

HFD-625/MSmela/11/3/03

4] o3

V:/Firmsnz/Roxane/ltrs&rev/76598.R03.doc W
C. CC: - ANDA 76-598

Division File ' W\ / “I
DUP Jacket
Field Copy

APPEARS THIS WAY
ON ORIGINAL
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-598

BIOEQUIVALENCE REVIEWS



R

’Background

_is a quaternary amine that is poorly absorbed into the systemic circulation from -
- the nasal mucosa. The reference listed drug(RLD) is Atrovent? Nasal Spray, -

S\ G

Ipratropium Bromide Nasal Spray -~ Roxane Laboratories
0.06% (42 ug/spray), _ Columbus, OH.

0.03% (21 ug/spray) % ' Submission Date:
ANDA # 76-598 (0.06%) , S
ANDA #76-664 (0.03%) December 23, 2002
Reviewer: Moheb H. Makary . February 11, 2003

W. 76598N1202. doc _ , SeptemberS 2003

REVIEW OF IN VITRO BIOEQUIVALENCE STUDY DA,

Executive Summarv

ThlS subm|SS|on consrsted of two in vitro b|oequwa|enc studles ;The stu i
were conducted on the’ |pratrop|um bromrde 0.06% (42 ug/spray) and 0.03%
ng/spray) nasal spray comparing them with Boehnnger Ingelhrm s AtroventR
Nasal Spray, 0.06% (42 pg/spray) and 0.03% (21 ug/spray), respectlvely
Consistent with the recommendations made in the revised Draft Nasal BA/BE
guidance issued on April 3, 2003, the in vitro bioequivalence studies were.
conducted on the following testing for both strengths: the unit dose; droplet 'S|ze
distribution (laser diffraction and cascade impaction) and spray pattern. -7
Additionally, the plume geometry test was conducted on the O 06% strength nty

(21

Statistical analyses of the in vitro performance data for |pratrop|u

spray 0.06% (42 ug/spray) and 0.03% (21 ug/spray) for both studre
acceptable performance of the test products The appllcatlon i
ho deficiencies. : S TR

Submission Summary

The firm submitted this appllcatron for Ipratroplum Bromlde Nasal Spray, 0.06%
and 0.03% and requested a waiver of in wvo bloavallablllty requrrements under
21 CFR 320.22 (b)(3). R S

Based on the RLD labeling, lpratroplum bromrde nasal spray 0. 06% isa .
metered-dose, manual pump spray unit which delivers 42:ug lpratroplum brom
per spray (70uL). It is indicated for the symptomatic relief of rhinorrhea = ‘
associated with the common cold for adults and children age 5 years and older _It'

0.06% (42 pg/spray) manufactured by Boehringer Ingelheim. For Ipratroplum
Bromide Nasal Spray 0.06%, the recommended dose is two - sprays (84 ug) per
nostril three or four times daily. The drug is supplied as 15 mL of squtron ina )
high density polyethylene bottle fitted with a metered nasal spray pump The 15 s




e

listed drug (RLD) is Atrovent” Nasal Spray, 0.03% (21 ug/spray) manufactured

. 0.08% is 2 sprays (42 mcg) per nostril two: or three times. dally Tt
g

-quantitatively and qualitatively the same as the reference llsted drug The

mL bottle is designed to deliver 165 metered sprays of O 07 mL each (42
ug/spray |pratrop|um bromide). E

Ipratropium bromide nasal spray 0.03% is a metered- dose manual pump spray '
unit which delivers 21 ug (70pL) ipratropium bromide per spray. It is |nd|cated for.'... )
the symptomatic, yellef of rhinorrhea associated with allergic and nonallergic
perennial rhinitis in adults and children age 6 years and older. The reference

by Boehringer. lngelhe|m The recommended dose of Atrovent® Nasal: Spra

supplied as 30 mL of solution in a high density polyethylene botile fitted

metered nasal spray pump, a safety clip to prevent accidental dlscharge of:t
spray and a clear plastic dust cap. The 30- mL bottle is desrgned to deli
sprays of 0.07 mL each (21 -mcg |pratrop|um bromlde) :

Ipratropium Bromide Nasal Spray, 0.06%
Formulation: o
Composition of the test product, ipratropium bromide nasalspray, 0. 06%, is - .
formulations are provided below B ~_. SRR PR

FORMULATION COMPARISON (not for release under FOI

Ingredient | Test

. 'm’g./mL . —

Ipratropium bromide

Edetate disod_ium USP

_Sodlu_m _chloride,. USP o

Benzalkonlu’rn chloride, |
NF

‘Sodium hydroxide NF | 10 adjust pH | To adjust pH - Ee

Hydrochoric acid NF To adjust pH To adjust pH"ff _‘ e

Purified water UsP | —— | as.




' | (Roxane Nos. 10006625, 10006002 and 10004221)

Roxane Laboratories, Inc., a wholly owned subsidiary of Boehrrnger—lngelhelm
also manufactures the reference listed drugs. . . o

Drug Products:

Test: Roxane’s Ipratropium Bromide Nasal Spray, 0. 06%, conststed of one Iot of s
- the drug solution formulation (Lot #25180S/Atrovent Bulk Solution:Lot: #2561,:80 i

Lot size. , With a nominal fill of 15 mL per bottle, 0.06%,. manzufacture ate
4/2002) dlvrded into three sublots using three separate batches of pur

Reference: Boehnnger Ingelhelm s AtroventR Nasal Spray, 0.06 %o; LO
256644A, 256180B and 256930A Exp 5/2004 4/2004 and 6/2004 espectrvel

Comparability of Sprav Devnces

Summary of Conta/ner/Closure System I

The primary package consists of a white high- denS|ty polyethylene (HDPE) bottIe
fitted with a white metered nasal spray pump fitted with a clear plastlc dust cap..
These components and the corresponding packaging operation: are desrgn to
yield a finished product with a nominal fill of 30 mL (345 metered sprays). fo
Ipratropium Bromide Nasal Spray, 0.03% and a nominal fill of 15 mL: '
metered sprays) for Ipratropium Bromide Nasal Spray, 0.06%. Rexan
that these packaging components are ldentlcal to those used for'th eferenc

packaglng components are prowdlng on- page 6257 Vel 1":
used in both test-and- reference products |s

/

Procedures and Information Applicable to AI.I‘Te'sts}"

provrded data for aII teésts.. All-acty
nasal spray products were done using a mechanlcal actuator to act
sprays in a reproducible manner. The mechanical actuator used was a.
proprietary unit designed by ‘ ——
actuator operating conditions were as follows: .~ "

" Force Rise Time: 01sec

Min Travel Dist (mm) = 2. = .. -
Min Travel Time: =~ 0.3sec - .
Force Fall Time: . .. '(_),5»_'_sec' Lo
Hold Time: - . lsec.
Actuation Force' T 0 kg

Unit dose (Unit Spray Content) and unlformlty of umt dose_. o -



Roxane submitted data for the above-mentioned testlng The firm: performed the R
uniformity of unit dose test using a stability-indicating method [Test Method Nos o
M1-DC-1B06.0 and M1-DC-1B06.1 , Assay of Ipratropium Bromide per Sprayin-:
Ipratropium Bromide Nasal Spray, Vol 1.2, page 13]. The labeled number of fuII S
medication doses per bottle is 165 sprays. The unit dose test was carried out on oo
the entire bottle t% determine the priming, re-priming and tail-off charactenstlcs o
According to the Patient’s Instructions For Use leaflet for the reference. listed

~ drug, each unit is primed by wasting seven actuations. The unit should:be re-
primed by actuating the pump twice after 24 hours of non use and by_
actuations after 7 days of non- use. . . =

The number of sprays reqwred to prlme the pump was “de ine a
the first seven sprays of each unit. A re-priming was performed after a 2
actuation (re-prime) preceded by 24-hour period without use, and drug cont :
the next spray (No. 13) was then analyzed immediately. Additional” studies to
evaluate the prime retention after 7 days of non- use were also performed

For each test, ten (10) units from each of the three sub Iots of the test product
and each of the three lots of the reference product were tested. Therefore, for -
each test a total of 30 units of the test product and 30 units of the reference .
product were tested. The amount of drug per spray was determlned by a L
validated HPLC analysns (LOQ_ —_—). :

The Unit dose

Content umformlty summaty results were reported at the beginnin
and end of unit life (actuation 171). The foIlowmg table prov1des a ummary
based on the reviewer’s calculatlons : R

Table I

UNlT DOSE (UNIT SPRAY CONTENT) DAT/
) Varlablllty (%CV)

PROD. SECTOR Mean* _ Within-Lot - Betweeh-lot' Total

(N=30) — (N=10) N=3)  (N=30)
TEST  BEG 9979 157222 084 . 203 101

END 998 180229 114 . 226 .

REF BEG 9889  1.04-2.35 v2-00"__]".l‘-?;}2‘,-2‘5
END 100.03  1.49-2.39 047 84




- N

- reference product with regard to the un|t dose data

of in vitro performance of 'solution nasal spray products

- At each distance, measurements were taken at three delay tlmes The thre:

* The mean unit dose data are expressed % of label claim based on arithmetic -
means. Outcome of the statistical analysis remains the same whether the data
are expressed as % LC or amount spray.

Comments on the Unit Dose Data

1. For Roxane’s lpratrop|um Bromlde 0 06%, the geometrlc mean value at
actuations 8 and 171 values are similar to the correspondlng reference p
values. The test product exhibited almost the same. varlablllty (%CV 'as

2. The test/ref ratios are within the 90- 111% llmlts used by»DBE for acceptance

3. Based on the mean values there was no change in the unlt dose determmed
at the beginning and end sectors. Furthermore, the data did not. show a part|cular
trend in changes in variability through the contamer I|fe : :

4. The loss of prime was determined on the spray # 13 after a 2- actuatlon re-
prime and spray #171 after 7-actuation re-prime by allowing the product to're
for a period of 24 hours and 7 days, respectively. Based on the data submitted
(page 14, Vol.1.1), the test and reference products have same prlme retentlo
characterlst|cs » : v -

Droplet size dlstrlbutlon

a. Laser lefractlon' ;

Droplet size determination was performed on: 10 unlts from,»each of f
of test and reference products. Each unit was tested at beglnnmg, middle; -and
end sectors of unit life. At each sector of un|t llfe each unlt was actuated at

delay tlmes characterize three regions in’ the plume I|fe based on % trans

Plume Remon- . Transmlssron Characterlstlc ”.'f_f‘ft
Plume formation (Initial) Drops ..

Fully formed plume (Middle) “Stable

Plume dissipation (End) . Rrses

The three separate reglons constltute the sampllng pomts on wh|ch the‘:droplet
size distribution data are based. The delay times representing these regions vary:
with the actuation distances. The firm submitted' D10, D50; D90 and SPAN data

Based on the revised draft of the Nasal BA/BE guidance, bioequivalence




evaluation is based-only on D50 and SPAN data at the fully formed plﬁme

(Middle). A summary of these data based on the reviewer's calculatlons is: g|ven ' :
in Table Il. - ik

Table li
Droplet Slze Distribution (D50 Data) ~ Test Product Stable PIu‘

2.5 Middle 25.71
TEST MIDDLE 45  Middle 30.33
6.5 Middle 35.09
25 Middle. 2567
END 4.5 Middle 3043
6.5 Middle ~ 35.03.

‘ ' : ) Varlablllty (%CV).
PROD. Sector Distance Plume. Mean Wlthm-Lot Between lot - Total
Formation ~ (N=80)". i -(N= 10) T (N
25 . - Middle - 2525 - --2.’3-3;4’
BEG 45 Middle 29.62 2129 . 0.
65  Middle 34.40 - 2:9:3.8 .0

Droplet Size Distribution (D50 Data) — Ref

PROD. Sector Distance Plume ' Mean' " “Within-Lot Between lo
Formation - (N =30) © (N=10) -+ (N=3)

"~ (N=30)

25 Middle 2549 2439 10
BEG 45  Middle 2988 1822 -

65 . Midde 3423 3337
' ©25 - Mdde 2599~ 27-30
Ref  MIDDLE 45  Middle 3041  1126. . 0.
- 65 Midde 3555 2740 16
25 Middle 2617 = 37-43 - 08"
END 45 = Middle 3040 - 1228 . -~
6.5 Middle ~ 3520- = 1.8:36°




‘Droplet Size Distribution (SPAN Data) — Test Product Stable PIume B

. Variability (%CV) TEST/REF
PROD. Sector Distance Plume Mean Within-Lot Between-lot Total Arith Geo
Formation (N =230) (N=10) (N=3) - (N=30) :Mean(‘ =30):
7 25 Middle 1.53 3077 - 33 -
BEG 4.5 Middle 113 3469 .
6.5 Middle . 107 5067
- 25 Middle - . 151 3174 .2,
‘TEST MIDDLE 45 . Middle 1120 . 4146 -
' 6.5 Middle 105 4864 .
25  Mdde 168 37176 . 115 -
END 45 Middle 114 3.9-10.4 85 ¢

6.5 Middle 1.06 4662 13 526 102"

Droplet Size Distribution (D50 Data) Reference Product

Variability (%CV) .. =
PROD. Sector Distance Plume _ Mean _Within-Lot- Between-lot _Total
' ‘ Formation . (N=30) “(N=10) © 7 - /(N=3)% .
2.5 Middle !,

BEG 45 .  ‘Middle
- 6.5 .. Middle

25 Middle

Ref MIDDLE 45 Middle
6.5 _ Middle

.. . 25 . Midde

END 45 Middle -

6.5 Middle




Comments on Droplet Size Distribution

1. The ratios of the test geometric means to the reference geornetrrc meansfor o o
the fully formed (stable) plume D50 for the three distances are within. the -
0.98-1.01 range. For most comparisons the P values were |nS|gn|f|cant

2. The ratios of the test geometrlc means to the reference. geometrlc means zfo
SPAN for the three distances are within 0.99-1.02 range For most of thi
comparisons the P values were |n5|gn|f|cant '

3. For D50 and SPAN, the within-lot varlablllty, bet\)\ieenflot variabil
~ variability for the test product are comparable to that of referer

4. Based on the mean values: -

e The D50 values did not change with the product I|fe sectors However D50
mcreased with i lncrease in distance between the actuator and Iaser beam

. For the test and the reference products total vanablllty of D50 was generally
Iess than that of the SPAN. : . S

¢ Based on the geometric mean data the T/R ratlo for D50 and SPAN are:with
the 0.9-1.11 range used hitherto by DBE for acceptance of" /n vn‘ro
performance of solution nasal spray products S
5. Based on these data d|str|butron of droplets |n' he ,esv pr
to that of the reference product spray. ' R

b. Cascade impaction ‘

The firm submitted the following data:

Collection # C‘orrespondingv‘Stages 3 }' : Aerodynamchlamete

Group 1 Collar, induction Port, -~ . . "ECD >9.0
" Inlet Port, Stage 0, L
Valve stem & Actuator e
Group 2 Stages1and2 o ' 4 7<ECD<9 O
Group 3 - Stages 3 to - and Fitter - ECD<4 7

The drug deposited on correspondlng stages was determlned separatel /b
HPLC method. For the HPLC method the LOQ was r————




/ Ten units from each of the 3 unit lots of test and reference products were used to':vl . |
obtain cascade impaction data. Each unit was tested at the beglnnmg and end of o
life. In each test five actuations of the products were used

The procedure for determination of particle size distribution usmg —_—
Cascade Impactor with entry port of a one liter recovery. ﬂask (usmg
Automated Spray Pump Actuation Station - — and HPLC‘,method”
for the assay of Ipratropium Bromide Nasal- Spray, 0.06% (42 ug/spra'
validated for precision, accuracy, specificity and. lmearlty (Vol 1.2, pag ;13 a
Vol.1.10, page 13). The flow rate used was 28.3 L/minut :

cascade impaction data based on the rewewer caIcuIetl
Table Il.

Table III
Material ‘in ug , -
Variability %CV) o TESTIREF
PROD. - SECTOR Mean(N=30) Within-Lot Between-lot Total Arlth Geom
' Group 1 (N=10) - (N=3) (N —30) " Mean- i
7 . (N 30y s

(#9.0 _Qm) |

BEG 38.59 1627 032 22 0.990.99 -
- TEST \ o R i e
(/ _ END 39.46 1027 - . 14
|  BEG 38.91 2026 . o072 .. 2

END . -3962 12023 13

Varlablllty (%CV)

PROD. SECTOR Mean(N=30) — Within-Lot Between-llet.‘»
. Group 2 . (N=10) - -Q(N-‘—-3)b

Tofal _ Arith Geom _
oo N

(<90->47um) T

B¢ 03 taawsz 79
~ TEST . BRI
‘ END 032 128238 - 42

BEG 030 177214 36
REF

END 028 = 137228 7.0




e

- ' ’ : © . TEST/REF. . .

Variability
: (%CV) _ _ o Lo
PROD. SECTOR Mean(N=30) Within-Lot = Between-lot Total Arlth Geomj‘_
Group 3 (N=10) “(N=3) . (N=30) Mean.
y (<4.7 um) -
BEG 0.43 202304 153 27.3 0:89 089
TEST _ . AR
‘ END 0.67 - 12.0-366. 196 27300
BEG 048 212296 75 264
~REF . . . : -
‘END 050 - 17.4-260° 244 .- 220 "

Table based on combined data for the groups 2&3.

Comment on Cascade Impaction Data:

1. The Cascade Impaction results indicated that the amount of drug deposed in
droplets >9 um is similar between test and reference products. The test/ref ratio:
are within the 90-111% limits, used by DBE for acceptance of ln v1tro ’
performance of solution nasal spray products

2. The group 2 and 3 data were separately analyzed for both ‘
end stages However, the rewsed Draft Nasal BA/BE gwdance |ssued on

mean values were 0.35 and 0. 37 The T/R ratlos for the arlthmetlc and
geometric means were 0.94 and 0 95, respectlvely, WhICh are. wnthln t ’

recommended in the Nasal BA/BE guidance, the total mass of. drug cc

all stages and accessories is between 85 and 115 percent of Iabel clalm on ape
actuation basis. ’ _ _

4. The cascade impaction data are'acceptable.

10



Spray Pattern -

The firm submitted spray pattern data at three dlstances (6. 5 4. 5 and 2 5 cm) _
from TLC plate at beginning and end life sectors for the test product and the DI
reference products. It provided individual results of spray pattern determmatlon |n 4T

term of longest diameter (Dmax) shortest diameter (Dm,n) and ovaI|ty ratio..-
(Dmax/Drmin).. » :

The firm provided color photocopies of correspondlng TLC‘_p g
indicating Dmax and Dmin (page 5170, Vol.1.12). The staining agent. f—————-
that reacts with drug was used to hlghllght the pattern of the TL.C plate. Tes!
‘Method No. M1-SP-IB06.1 (Spray Pattemn Determination. for Ipratroplum Bromlde
Nasal Spray 0.06% (42 ug/spray)) can be found in Vol. .11, page 4959,
with its correspondlng valldatlon report. The firm employed ma’nual analysis

A summary of the spray pattern data based on the rewewer S calculatlons is
presented in Table IV

Table IV
‘Spray Pattern Data — Test Product '

- ST Varlablllty (%CV) o ]
PROD. Sector Distance Parameter Mean Wlthm Lot ‘Between-lot Total
- .!'(N=30) . (N=10): J{N=3)..:

25  long.Diam . 5594 " 4.7-7
25 Short. Diam =~ 49.63 '

25 Oval.Ratio- 1.3 - E
, 45  Long.Diam - 8416 -  3.7-10.2 '
BEG 45 Short. Diam . 71.61 - - 4

45  Oval. Ratio -1.18

65  Long.Diam = 117.30 .. 4.4-7.
6.5 Short.Diam " . 96.00 - . 6.3,
. 6.5 Oval. Ratio 7. 1.23". .- /I5,

TEST _ o
25  Long.Diam ~ 5274 ..
25  Short. Diam = 43.33. - .8

2.5 Oval. Ratioﬁv _ 1 22 o0
45 Long. Diam - 80.11_ __ 3.4_1.0..,7 R
END = 45 Short. Diam . 66.22 . . 3.
4.5 Oval. Ratio ~1.22- 58437

65 Long.Diam 11072 - 36120 = 5
6.5 Short. Diam = 89.29 58127 "
6.5 Oval. Ratio 1.27 - :5.6-11.8

11



Spray Pattern Data ~ Reference Product - g

" Variability (%CV)

PROD.  Sector Distance Parameter Mean " Within-Lot Between-lot. Total =
' (N =30) “(N=10) ~(N=B) - <(N=30) -
25  Long. Diam 56.18 2643 46 - 52.
'/ 25 Shor.Diam - 48.75 2862 .80

25  Oval. Ratio 1.16 2869

' 45 = Long. Diamn '78/6'.'0,5>
BEG 4.5  Short:Diam- . 71.85 .
45 - Oval. Ratio 71.20°

6.5 Long. Diam - 11516 ‘5468
6.5 Short. Diam = . 89.05 -

65  Oval.Ratio =~ 1.30 ' -~
Reference ' . R
2.5 Long. Diam 50.70- = '3.5-48
25 Short. Diam = 42.94 - ' 3.
25  Oval. Ratio . 118 . 4765 0

45  Long. Diam 77.90 -
END - 45  Short.Diam = 6372 5298 ~ - 4
: 45  Oval.Ratio 123 - 5371 .

6.5 Long. Diam . 105 42
6.5 Short. Diam - 76 52
6.5 Oval. Ratio 1 39

used by DBE as an acceptance criteria for the solutlon nasal s'pray drug
products. - »

recommends measurements of Dmax and Ovallty at 2 drsta
: analysrs of the spray pattern test T

' not different between the beglnmng and end sectors

4. Total varlab|I|ty in the three parameters was S|m|Iar between the test an
reference product. :

The spray pattern data are aceeptable'. |

12 -



Plume Geometry -

The plume geometry test was performed by : ' " on - -',':':
behalf of Roxane Laboratories, Inc. : : Dl T

Plume geometry js described by two side views, at 90° at each other and relatlve.
to the axis of the plume, of the aerosol cloud when actuated |nto space

High-speed video capture the spray plume (PIume Geometry) for ipratropium
bromide nasal spray, 0.06% (w/v), method No M1 -PG. IB 1 page 5418,

The test consisted of using 10 units from each product Iot to obtaln plume
geometry measurements at three times after a single actuatlon the beginnin
(Early) of the plume, the fully: formed plume (Intermediate), and the dlSSlpatlo
- plume (End). The parameters used to characterize plume geometry are plume:
‘length, plume width, and plume (spray cone) angle. The results of the’ plume '
length, width and plume angle measurements are shown in Vol. 1.12, page. ,
5423. Photographs of the spray plumes used to measure the pIume Iength WIdth -”
-and angle are shown in Vol. 1.12, page 5325. '

The plume geometry results calculated by the reviewer are shown in Table V
The Draft Nasal BA/BE guidance issued on April 3, 2003, recommends -
measurements of plume fully developed and still intact with the actuator.. Of the
three phases of plume studied by the sponsor, the early and mtermedlate phases
represent delay times at which.the plume is still intact with -actuato
the following tables |nclude data for these two phases onIy'

Table V i
Plume Geometry Data (PIume Length) R
Variability = - (%CV) - TEST/REF . -
PROD. Plume Mean Within-Lot Between-lot Total - Arith- Geo - - p.
Stage (N=30) (N=10) (N=3) - (N=30) ’

3 (N =30)i'

' 0-Degree View =~ - .

Early 9383 11.2-185 24 . 138 0.6 0.9

TEST Intermed 138.97 6793 43 . 86 100100 097
Early  97.80 © 135151 - 57 " 146" . -
REF Intermed 136.98 7.9-10.7 1.3 9.4

90-Degree View

Early 9430 15.0-23.1 69 204 1.021.02 074

TEST Intermed 139.35 10.5-12.6 40 114 102101 049
Early 9281 7.2-16.7 67 150

REF Intermed 136.87 6.9-9.1 24 8.1

13



- Plume Geometry Data (Plume Width'); :

Variability (%CV) TEST/REF
PROD. Plume Mean Within-Lot Between-lot Total Arith Geo P
Stage (N=30) (N=10) (N=3) {(N=30) (N=30)
0-Degree View ,
'/ S
Early 80.90 10.1-14.3 2.4 115 0:99 0.99- 0.81"
TEST Intermed 105.95 6.3-11.5 0.9 8.5 _1;0'4' 1.03 0.1
Ealy 8146 9.14-12.7 65 . 17 .
REF Intermed 102.53 7.0-7.6 4.8 ¢ 84
90-Degree -View
Early 8154 95-12.7 23 115 100101 0 S
TEST Intermed 108.67 8.0-10.5 3.0 96 1.05 1.05 0.04
Early 81.16 4.3-15.5 10.6 149
REF Intermed 103.61 5.3-9.8 4.1 - 8.3
Plume Geometry Data (Plume Angle) = -
_ Variability . (%CV) TEST/REF - -
PROD. Plume Mean Within-Lot Between-lot, Total = Arith Geo:
- Stage (N =30) (N=10) (N..3) (N=30)‘ ~(N-=30) _
. : _ O-DegreeV|ew . ‘ . e M
-Early 88.25 3.0-36 1.2 8.3 0.990.99 0. _
TEST Intermed 9167  3.0-4.4 0.5. . 3.6 +1.00:1.00- 0.
REF  Early 89.18  1.9-56 ’22 Co4t
' Intermed 91.43 1.5-5.9 1.6 4.0
90-Degree Vlew S
Eafly 8953  2.2-44 097 - 32
TEST Intermed 91.95  3.1-4.3 ' 0,96' 3.3
Early 8882 2658 10 = 44
REF Intermed 91.33 2.5-5.0° 4.0

08

Comments on Plume Geometry Data"

1. The mean values and vanablllty (%CV) for angle Iength an v
views and the two plume stages are summarized in the Table above

2. Forangle, length and width, the means are comparable between the st and
reference formulations. The overall var|ab|I|ty for the test and reference

14
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~Unit dose (Umt Spray Content) and unlformlty of unlt dose

“sprays of 0.07 mL each (21-ug ipratropium bromide). The unit- dose test was -

products is similar for the three parameters and geometnc mean ratlos
ranged from 0.96 to 1.05, supporting equivalence.
3. Plume Geometry Data are acceptable.

Ipratropium Bromide Nasal Spray, 0.03%

y o
Based on the revised draft Nasal BA/BE Guidance the‘in V|tro testlng
requirements for the lower strength products represent the foIIowmg a
testing: - :

In vitro test E 'Hi:g';’hn.'Stren.gth'
Single Actuation Content PR
Through Container Life B, E* *~

Priming and Repriming " “Yes .
Droplet Size Distribution
by Laser Diffraction B,E -
Drug in.Small Particles/Droplets
. by Cascade Impactor B
Spray Pattern B
Plume Geometry B

2 Beginning (B), Middle (M), End (E) .

Druq' Produ’ots'

Lot size ; with a nominal fill of 30 mL per bottle, 0. 03% manufactured date
3/2002) d|V|ded into three sublots using three separate batches of pumps
(Roxane Nos. 10004751, 10002678 and 10006253) S

vrespectlvely

Roxane submitted data for the above- mentroned testlng As mentione
0.06% product, the firm performed the uniformity of unit dose test using'a
stability-indicating method [Test Method Nos. M1- DC-1B03. (03 and M1-D 03:1
Assay of Ipratropium Bromide per Spray in Ipratroplum Bromlde Nasal Spray, V
1.2, page 13]. The labeled number of full medication doses per bottle is 345

carried out on the entire bottle to determine the prlmlng, re- prlmlng and tall off

15




LTS

product also states: “Initial pump priming requires seven sprays of the pump. If.

characteristics. As mentioned for the 0.06% product the Iabellng of the 0. 03% T

used regularly as recommended, no further priming is required. If not used for )
more than 24 hours, the pump will require two sprays; or if not used for more
than seven days, the pump will requwe seven sprays to re- prlme T

The number of sprays requrred to prime the pump was determmed. by-assaying
the first seven sprays of each unit. A re- pnmmg was performed afte
actuation (re-prime) preceded by 24-hour period without. use, and
the next spray (No. 13) was then analyzed rmmedlately 'dd|t|o
evaluate the prime retention after 7 days of non use wer also

For each test, ten (10) units from each of the three sub lots of t
and each of the three lots of the reference product were tested:
each test a total of 30 units of the test product and 30 units of the refer;
product were tested. The amount of drug per spray was determlned by ',
validated HPLC anaIyS|s (LOQ=~ ). SR

Content uniformity summary results were reported at the beglnnlng (actuatlon 8).
and end of unit life (actuatlon 351). The foIIowmg table provxdes a summary
based on the reviewer’s calculatlons : \

Table I '
UNIT DOSE (UNIT SPRAY CONT N .

Varlablllty (%CV)

PROD. SECTOR -Mean* Within-Lot -Between-lot
(N =30) - (N=10) - - " (N=3) .

Total
(Nfao) o

TEST BEG  101.54 143-1.66 .. 181
END  101.99 120227 - 185

END 10205 1483.09 087 -

~ *The mean unit dose data are expressed % of Iabel clarm based on arithmetic .

means. Outcome of the statistical analysis remains the same whether the "dat
are expressed as % LC or amount spray ' = :
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Comments on the Unit Dose Data L

1. For Roxane’s Ipratropium Bromide 0.06%, the geometric mean values at
actuations 8 and 351 values are similar to the corresponding reference product
values. The test product exhibited almost the same varrablllty (%CV) as the
reference produc} with regard to the unit dose data. ‘ :

2. The test/ref ratios are within the 90- 111% limits, used by DBE for acceptance
of in vitro performance of solutlon nasal spray products

3 Based on the mean values, there was no change in the unit dose. determlned
atthe beginning and end sectors. Furthermore, the data. dld not show '
trend in changes in varlab|I|ty through the contalner llfe :

4. The Ioss of prime was determin‘ed on the Spray # 3 aft'er}‘a"Qf'actua onres:
prime and spray #351 after 7-actuation re-prime by allowing the product to rest:
for a period of 24 hours and 7 days, respectively. Based on the data. submltted'
- the test dnd reference products have same prime retentlon characterlstrcs

Droplet size dlstrlbutlon

a. Laser Diffraction:

Droplet size determlnatlon was performed on 10 units from edch of the'3.
of test and reference products. The method used for determlnatlon_"
size distribution, data coIIectlon and anaIyS|s were the same as
0.06% product.

S Table |I .
Droplet Size Distribution (D50 Data) — Test Product.

_ - Variability (%CV) . ..
PROD. Sector Distance - Plume ’ Mea_n. Within-Lot Between-lot Total
o Formation (N =30) (N 10) “{N=3).~

2.5 . B V.Middlé ‘25"_43."”' ».-::‘

Test BEG 45 - Middle. -© 3018

65 - Middle 3469

Droplet Slze D|str|but|on (D50 Data) Reference Product:

_ - Variability (%CV) .+
PROD. Sector Distance Plume Mean * Within-Lot Between-lot -Total

Formation (N =30) - (N=10) (N 3) _ (N=30)
25  Middle = 2512 . - 1.9'-'2.8 13 ‘2,
Ref  BEG 4.5 Midde + 2995 - 2131 ° 1.0 .
6.5 Middle 3460 . 2833 .08, .
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Droplet Size Distribution (Span 'Data) — Test-Product i

Variability (%CV) .. TEST/RE
PROD. Sector Distance Plume Mean Within-Lot Between-lot. Total - Arlth Geo -
Formation (N =30) (N=10) “{N=3) (N=30) Mean(N_30)"

25 Middle 1.52 6293 22
Test BEG 45 Middle 112 . 66132 " 28
65  Middle  1.05 4472

Droplet Size D|str|but|on (Span Data) Reference Prod

, ‘Variability (%CV)
PROD. Sector Dlstance ~ Plume Mean" f Within-Lot- Between lot Tota

Formation =~ (N=30) ,(N 10)
o 25 Middle 1.51 ' '6.3-9.0‘
Ref BEG 45 Middle 1.10 4588

6.5 Middle =~ 1.05 3744

“that of reference product

4, Based on the geometnc mean data the T/R ratlo for. D50’ and SPA

Comments on Droplet Size Distribution

1. The ratios of the test geometric meansto the reference geometnc me
D50 for the fully formed plume for the three dlstances are wrthln .00
For all comparisons the P values were |hS|gn|f|cant

2. The ratios of the test geometnc means. to the reference geometric mean
SPAN for the fully formed plume for the three distances are within ‘49
range. For all of the comparisons the P values were |n5|gn|f|can

3. For D50 and SPAN, the within-lot vanablllty, between Iot vanablllty and:total-
variability at the initial of plume formatlon for the test product are comparable to

the 0.9-1.11 range used hitherto by DBE for acceptance of /n ’v1 o"perfor
of solution nasal spray products .

Based on these data, d|stnbut|on of droplets in the test product spray s si
that of the reference product spray ‘

Spray Pattern | |
The firm submitted spray pattern data at three dlstances (6 5 4 5and 2.5
from TLC plate at beginning of life sector for the test product and the reference

products. It provided individual results of spray pattern determmat|on in.term. of
longest diameter (Dpax), shortest diameter (Dm.n) and oval|ty ratlo (Dmax/Dm.n)
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The firm provided color photocopies of correspondlng TLC pIates W|th marklngs R
indicating Dmax and Dmin (page 4961, Vol.1.11). The staining agent ¢ >
that reacts with drug was used to highlight the pattern of the TLC plate Test CARIER
Method No. M1-SP-IB03.1 (Spray Pattern Determination for Ipratropium Bromlde’ ]
Nasal Spray 0.03% (21 ug/spray)) can be found in Vol. 1.11, page 4967, along S

with its correspor}dlng validation report. The firm employed manual analysis.

A summary of the spray pattern data based on the revrewer s caIcuIatlons
presented in Table fl. L

. Table III S
- _ Spray Pattern Data Test Product

‘ T Varlablllty {%CV)- -
PROD. Sector Distance Parameter -~ Mean  Within-Lot . ‘Between-lot Total
(N=30) ~ (N=10) (N=3) - (N= 30) Mean(N=30

25  Long.Diam  55.11 2652 77.6'1.';.5 ,7'.'4,'flff
25 Short. Diam 48.09 - 4167 - 55 .87
25 Oval.Rao 115 =~ 3649 37 50

45  Long. Diam  78.86. 2475

Test BEG 45  Short.Diam 6426 . 3983 .
45  Oval. Ratio 123 . 58900 -

65  Long. Diam | 109.85 .-
6.5  Short. Diam . 86.84. .
6.5  Oval. Ftatio; . 27

Spray Pattern Data Reference Product 7

, _ - . L Varlablllty (%CV) £
PROD. Sector Distance Parameter ~Mean . Wlthln-Lot Between-lot: Total

: (N=30).. - 1 - ( =30)
25  Long.Diam = 51.26 . - -‘_:3_5_.
25  Short.Diam  44.66 -~ 3.64.

25 . Oval.Rato ~  1.15

45  Llong.Diam 7566 =~ s f 6.
BEG 45  Short. Diam  63.84 - ¢ 9
4.5 Oval. Ratio- . -1.19

65 Llong.Diam 10589
6.5 Short. Diam = 87.43 - .
6.5 Oval. Ratio 1.22
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Comments on Spray Pattern AnalvsiS' -

1. The total varrablllty (%CV) for the test product is S|mrlar to the reference :
product for the various distances. T :

2. The ratips of the test geometric means to the reference geometric
means for Dmax, Dmin and Ovality were within 1.04-1. .07 and 0.99-1.08
1.00-1.04 range, respectively. Based on the geometrlc mean dataith T/

- ratio for Dmax, Dmin and Ovalrty are within the 0.9-1.11: range used
by DBE for acceptance of in vitro performance of solutron nasal spra
products. : : :

3. The spray pattern data are acceptable

_: Recommendatlons

1. The in vitro performance data submitted by Roxane Laboratories, Inc. "
comparing its ipartropium bromide nasal spray (0.06%) with the reference
product, Atrovent® nasal spray (0.06%) have been found to be acceptable byt
Division of Bioequivalence. The studies demonstrate equrvalent in vitro .~
performance of Roxane's ipartropium bromlde nasal spray, 0.06%, ‘and. the
reference listed drug product Atrovent Nasal Solutlon 0 06%, manufactured b
Boehringer Ingelhelm

2. The in vitro perfonnanoe data submltted by Roxane Laboratones nc
comparing its ipartropium bromide nasal spray (0 03%) with
product, Atrovent® nasal spray (0. 03%) have been found tobe’
Division of Bioequivalence. The studies demonstrate equr, alent in:v
performance of Roxane's ipartropium bromlde nasal spray, 0'03 %,.
reference listed drug product Atrovent® Nasal Solutron O 03%, manufactured b
Boehrrnger Ingelheim. o :

From the broequwalence vrewpomt the f|rm has met the requwement_s
formulation sameness, device comparablllty and ln wtro performancetest

o
Con S HISway
ON-»omsmAL Yoo

20



: %rﬂ/ ?

The firm should be informed of the above recommendations.

Mol b H ks ' o
Moheb H. Makary, Ph.D.  Date: §//5/0%
Review Branch |l
Division of Bioeqyivalence

RD INITIALLED—%
FT INITIALLED GJP SIN

Dale P. Conner, Pharm.D.
Director

Division of Bioequivalence . ' '
Mmakary/7-28-03, 9-2-03, 9-10-03, 9-15- 03 76598N1203 doc : [
cc: ANDA #76-598, 76- 664, original, HFD- 658 (Makary), Drug File, D|V|S|on Flle.‘ .

Céncur:%zml . __:.'-Da-t.év:j ?/ ’ /02
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BIOEQUIVALENCY- COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 76-598 ~ APPLICANT: Roxane Laboratories, Inc.
ANDA: 76-664 | o

DRUG PRODUCT Ipartroplum Bromide Nasal Spray, 0. 06% and O 03‘7»"""

The D|V|S|on of Bioequivalence has completed its rewew and has no further
questions at this tlme ' : :

Please note that the bloequwalency comments: provxded: in:this communicatio
- are preliminary. These comments are subject to revision after review of the
entire application, upon consideration of the chemistry, manufactunng an
controls, microbiology, labeling, or other scientific or regulatory issues: Pleas
be advised that these reviews may result in the need for additional.-

bioequivalency information and/or studies, or may result in a conclu3|on that the
proposed formulation is not approvable. ‘

Sincerely yours,

Dale P. Conner, Pharm. D.
Director, Division of Bloequwalen

Office of Generic Drugs . -
Center for Drug Evaluatlon and Research
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CC: ANDA #76-598
ANDA #76-664
ANDA DUPLICATE
‘DIVISION FILE
: HFD-651/ Bio Drug File
04( HFD-658/ Reviewer M. Makary

- HFD-658/ Bio team Leader GJP Slngh /)q/’/h/ (//é /’\/ 7

v \FIRMSNZ\ROXANE\LTRS&REV\76598N1202 doc

Prlnted in final on 9/1 5/03

Endorsements (Final Wlth Dates)
HFD-658/ Reviewer M. Makary mHm
#‘-HFD 658/ Bio team Leader GJP Slngh

HFD-650/ D. Conner /')7’2/_7//6/03 N
| “submission date: 12-23-03 "
~ ANDA #76-598 (0.06%)

~ submission date: 02-11-03
- ANDA#76-664 008%)

BIOEQUIVALENCY - ACCEPTABLE

ANDA #76-598
1. STUDY (STA)

2. STUDY(STA) un
3.  STUDY (STA)
4. STUDY (STA)

ANDA #76-664
5. STUDY (STA)

6.  STUDY (STA)
7. STUDY (STA)

8. STUDY (STA)

9. -Study—kmendment s w”“l‘“’h)wm

September 5, 2003

Outcome Decisions: AC — Acceptable

23

Strengths O ‘06%
~ Outcome: AC:
F iy Strengths* 0 06°/

v ‘v-fOutcom ,__.:@‘AC
- -Strengths: 0.06%
~Outcome: AC

' 'Outcom AC
‘ ._'_,Strengths 003%

- -Outcome: ‘AC
. -Strengths 0.03%

‘ Outcom'

Strengths 0. 03%



- OFFICE OF GENERIC DRUGS -
* DIVISION OF BIOEQUIVALENCE

ANDA #:76-598-and ANDA #76-664 SPONSOR:: Roxane Laboratones Incr.'f'-- .
DRUG AND DOSAGE FORM : Ipartropium Bromide Nasal Spray
STRENGTH(S) ; ,0.06% and 0.03%
TYPES OF STU6IES In Vitro Studies

CLINICAL STUDY SITE(S): N/A .~
ANALYTICAL SITE(S) : ———

STUDY SUMMARY :  In .Vitro Studies are acceptable.

R - DSl INSPECTION STATUS S
Inspection needed: Inspectlon status L TR Inspectlon results
YES / NO B '

First Generic  ' Inspection requested: (date)
_No_ - I
' Inspection completed: (date)

New facility L '
1 For éause

Other | ' ._ l,

PRIMARY REVIEWER : ~ Moheb H. Makary, Ph.D. BRANCH: Il

INITIAL : MHmn -DATE 7//5/ 0\”3

7&% TEAM LEADER:  GJP SINGH, Ph. D BRANCH

INITIAL: Per—" DATE f
DB & T Mc/mﬂ—

DIRECTOR, DIVISION OF BIOEQUIVALENCE DALE_P CONNER?':P

INITIAL : /%/ |
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-598

ADMINISTRATIVE DOCUMENTS



OGD APPROVAL ROUTING SUMMARY

ANDA #76-598 Applicant Roxane Laboratories, Inc.
Drug Ipratropium Bromide Nasal Spray Strength 0.06% (0.042 mg/spray)

PPROVAL ﬁ TENTATIVE APPROVAL 0O SUPPLEMENTAL APPROVAL (NEW STRENGTH) 0Ol 'OTHER 0O

REVIEWER' DRAFT P ' FINAL Pacgkage
1. Project Manager, Peter Chen - Date 0 Date /3 05

Review Support Br Team 2 _ ) Initials 7_2( Initials
o/ /

Application Summary:

Original Rec’d date [Z/‘Z,A/OZ EER Status Pending O Acce O
Date Acceptable for Filing ' \/ Date of EER Status ?6(/7
Patent Certification (type) : Date of Office Bio Rev1ew g/ te a_;
Date Patent/Exclus.expires HA Date of Labeling Approv. Sum 1/4/0_3
Citizens' Petition/Legal Case Yes O No FDate of Sterility Assur. App. Ka
(If YES, attach email from PM to CP coord) Methods Val. Samples Pending Yes No O
First Generic : Yes O No Commitment Rcd. from Firm Yes #No O
(If YES, Pediatric Exclusivity Tracking/System
(PETS) , ) Modified-release dosage form: Yes O NO/Q
RLD = -
Date checked ) NDA# Interim Dissol. Specs in AP Ltr: Yes O

Nothing Submitted O

Written request issued O

Study Submitted (]
Previously reviewed and tentatively approved O Date
Previously reviewed and CGMP def./N/A Minor issued O  Date
Comments:
Gregg Davis PPIII and PPIV ANDAs only Date Ll Date “l @ 'r
Supv., Reg. Support Branch/ Initials Initials -
Contains GDEA certification: Yes ﬂ No O Determ. of Involvement?y Yes O Noﬁ
(required if sub after 6/1/92) Pediatric Exclusivit
Patent/Exclusivity Certification: Yes ]& No O Date Checked | §JI
,If Para. IV Certification- did applicant Nothing Submitted X
Notlfy patent holder/NDA holder Yes O, Written request issued |

Was applicant sued w/in 45 days:Yes O o @ dy Su t ed o a {
Has case been se d: Yes O No D 3 di N ( X:J .
Date settled: }\} W ' 3 o
Is applicant eligible for 180 day @) % €1 n - \] -
Generic Drugs Exclusivity for each strength: j yee O O ‘

Comments: : < \Cﬂ.ls ’

O [OOJE

comm% Om\\cgg. pATNE m;ﬁ_@mduc

3. Div. Dir./DeputyBis. Date "/S{ /”}
Chemistry Div. I exIJ Initials }%{
Comments:

The Cont Sethry Mt Qb fedry



hY

. REVIEWER: FINAL ACTION

4. Frank Holcombe . Date
Assoc. Dir. For Chemistry Inltlals

ents: (First generic drug review)
'\jm ANDAS Jave. mi/ N

J
Nove “ﬁwumal | JS QL -
S5. Peter Rz.(ckman r)(r Sg Dat Gr
Director, DLPS , Inltlals

/

Para.IV Padient Cgrt;
Comments: Z}:Z:"
FQJQ&N\ (B\cgz_? :

usﬂm%gﬁ @few‘"ﬁ&fgﬁ}"bﬁi%
)E/Y"YC wwL 8¢

e

m Cmm ’fﬂen{'

5. Robert L. West =} ”IQ\//

Deputy Director, OGD Inj 0
Para.IV Patent Cert:Yesll NA; Pending Legal Action: YesD Noi Petition:YesO N%
Comments:
1 ANDS) Isve —( )
S ) S ngO\ﬂmT\daid, o Wy\/@ls
6. Gary Buehler Date [)l - \
Director, OGD Initials A
Comments: L -
First Generic Approval O PD or Clinical for B O Special Scientific or Reg.Issue
7. Project Manager, Peter Chen
Review Support Branch Team 2 Date;lj/}/49ﬁ?

) _ ' Initials y>(
i

Date PETS checked for first generic drug (just prior to notification to firm)

Applicant notification:
(SZLJ Time notified of approval by phone /3 S Time approval letter faxed

FDA Notification:

1ot Date e-mail message sent to "CDER-OGDAPPROVALSO distribution list.
. {gC¢Date Approval letter copied to \\CDSO0l4\DRUGAPP\ directory.



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-598
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Boehringer Ingelheim

) "II R‘oxane Laboratories

Center for Drug Evaluation and Research/FDA
Metro Park North II

Office of Generic Drugs / 5@5 (Z> /ﬁ?)

7500 Standish Place, Room 150 ecember 23, 2002
 Rockville, MD 20855-2773 :d()?
; : <
Abbreviated New Drug Application h ((f 5
C o

Ipratropium Bromide Nasal Spray, 0.03% and 0.06%

Dear Madam/Sir: . Elizabeth A. Ernst
Associate Director,

: . . L : DRA-Multisource Products
In accordance with 21 CFR 314.94, Roxane Laboratories, Inc. is submitting an

Abbreviated New Drug Application (ANDA) for Ipratropium Bromide Nasal ;Z{:‘f’::“e ((?12)) 332631%
Spray, 0.03% and 0.06%. This ANDA consists of 15 volumes. This ANDA was E-Mail  cemsi@col.boehringer-
formatted in accordance with the Guidance for Industrv Organization of an ingelheim.com

ANDA, February 1999

The reference-listed drug is ATROVENT® (ipratropium bromide) Nasal Spray,
0.03% and 0.06% manufactured by Boehringer Ingelheim. The active ingredient
1s Ipratropium Bromide Monohydrate. The formulation, manufacturing process,
equipment, and primary container/closure system used for Atrovent®
(ipratropium bromide) Nasal Spray, 0.03% and 0.06% and Roxane Laboratories’
Ipratropium Bromide Nasal Spray, 0.03% and 0.06% are identical. Roxane
Laboratories, Inc., a wholly owned subsidiary of Boehringer-Ingelheim
manufactures the reference-listed drugs.

Four complete copies of the draft labeling are contained in the Archival and
CMC Review copies of this application. The drug product will be manufactured,
tested, labeled, packaged and released by Roxane Laboratories, Inc. No contract
manufacturers or packagers are used for the proposed drug product. In vitro
bioequivalence study reports and diskettes containing electronic data in SAS
Transport format are included in this application. Furthermore, two copies of the

ANDA Section XV, Analytical Methods, are enclosed separately along with this
application.

Samples and the methods validation package will be submitted upon the request
and direction of the Office of Generic Drugs. Roxane Laboratories, Inc. commits
to provide full cooperation to resolve any problems that may arise during the

methods validation testing as part of the “Post-Approval” for the above listed
drug product.

RECEIVED
DEC 2 6 2002
OGD/CDER



Page 2

e
We have also submitted a copy of the technical sections contained in the archival
and review copies of this application to Ms. Kathleen D. Culver, Pre-Approval
Manager, FDA District Office, 6751 Steger Drive, Cincinnati, Ohio 45237-3097.

Correspondence concerning this application should be directed to Elizabeth
Ernst, Associate Director, DRA-Multisource Products, Roxane Laboratories, Inc.

I can be reached at (614) 272-4785 and by telefax at (614) 276-2470. In my
absence, please contact Virginia Fojas, Manager, Regulatory Affairs at (614)

241-4133.
Elizabet

Associate Director, DRA-Multisource Products

Respectfully,

APPEARS THIS WAY
ON ORIGINAL



<~ "\ BoehringerIngelheim

||||| Roxane Laboratories

Office of Generic Drugs

Center for Drug Evaluation and Research/FDA
Metro Park North IT

7500 Standish Place, Room 150

Rockville, MD 20855-2773
f¥EV/ CORRESP
Attention: Emily Thomas N Q

ANDA 76-598
Ipratropium Bromide Nasal Spray, 0.06%
Amendment

Dear Ms. Thomas:

We wish to amend the ANDA. As you requested per our telephone conversation
on Friday, January 31, 2003, we are withdrawing all the references to
Ipratropium Bromide Nasal Spray, 0.03% submitted in ANDA 76-598, accepted
for filing on December 26, 2002. We commit to resubmitting the ANDA for
Ipratropium Bromide Nasal Spray, 0.03% during the week of February 10, 2003.

E.»-*' We have also submitted a copy of this amendent to Ms. Kathleen D. Culver,
Pre-Approval Manager, FDA District Office, 6751 Steger Drive, Cincinnati,
Ohio 45237-3097.

Correspondence concerning this application should be directed to Elizabeth
Ernst, Associate Director, DRA-Multisource Products, Roxane Laboratories, Inc.
I'can be reached at (614) 272-4785 and by telefax at (614) 276-2470. In my
absence, please contact Virginia Fojas, Manager, Regulatory Affairs at (614)
241-4133.

Respectfully,

~

Associate Director, DRA-Multisource Products

February 7, 2003,

Elizabeth A. Ernst
Associate Director,
DRA-Multisource Products

Telephone (614) 272-4785

Telefax  (614) 276-2470

E-Mail  eemnst@col.boehringer-
ingelheim.com

‘RECEIVED
FEB 1 0 2003

OGD / CDER



ANDA 76-598 -

»Roxane Laboratorles,

Inc

bATE

-(REQEIVED)‘ACCEPTA E FO



‘Project’ Manager'
(301)°827-5848

© ANDA 76-598
‘cc:  DUP/Jacket: -7
" Division File’
Field Copy: = -
HFD-610/R.West
HFD=610/P.Ri

‘_:E-'n‘_d'oir'sément' "

EST02/12/0
cknowl




MINOR AMENDMENT

ANDA 76-598 - : v .
| ) OMAY 23 2003 7,
*OFFICE OF GENERIC DRUGS, CDER, FDA : ‘
. Document Control Room, Metro Park North I

7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

4

- APPLICANT: Roxane Laoratories, Inc. . = - " TEL 614-272-478

ATTN: Elizabeth Ernst
FROM: Peter Chen

Dear Madam:

- notify us by telephone and return it to us by mail at the above address. .




MAY 23 2003

/. 36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT =
| ANDA: 76-598 APPLICANT: Roxane Laboratories, Inc.

DRUG PRODUCT: Ipratropium Bromide Nasal Solutlon 0. 06%, Nasal Spray, L
42 mcg/ spray '

The deficiencies presented below represent MH\IQR"dei'_i__;ei.ene_ies,l. B

A. Deficiencies:

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

L. Please respond to the labeling deﬁciencies.

2. Your bloequlvalency information is pendmg rev1ew Deﬁc:l'
' w111 be commumcated to you separately

3. An acceptable compliance evaluatlon is needed for the approval of your.

application. We have requested an evaluation from the Ofﬁce of
Comphance : : : '

4. A satisfactory Methods Validation study is needed to support thls ANDA : v
We will schedule it when the requested analytical methods- 1nf01rnatron is -
- received. Pléase commit to co-operate with OGD to expeditiously resolve o
any problems that may arise during methods Valldatlon testlng



5.




«~\ Boehringer Ingelheim

I"II Roxane Laboratories

Office of Generic Drugs /

Center for Drug Evaluation and Research/FDA
Metro Park North I
7500 Standish Place, Room 150

Rockville, MD 20855-2773 ORIG AMENDMENT
" Attention: Peter Chen N\ gm

ANDA 76-598 ~ FPL
Ipratropium Bromide Nasal Solution, 0.06%
Nasal Spray, 42 mcg/spray

MINOR AMENDMENT
Chemistry/Labeling Deficiencies

Dear Mr. Chen:

We wish to amend the ANDA. Enclosed please find a point-by-point response to
the questions in the facsimile deficiency letter dated May 23, 2003.

This amendment contains 12 copies of the computerized final printed labeling for
the drug product and one (1) copy each of the side by-side comparisons of the
revised labeling with the previously submitted labeling.

We have also submitted a copy of this amendent to Ms. Kathleen D. Culver,

Pre-Approval Manager, FDA District Office, 6751 Steger Drive, Cincinnati,
Ohio 45237-3097.

Correspondence concerning this applicéﬁon should be directed to Elizabeth
Emst, Associate Director, DRA-Multisource Products, Roxane Laboratories, Inc.
I can be reached at (614) 272-4785 and by telefax at (614) 276-2470. In my

absence, please contact Virginia Fojas, Manager, Regulatory Affairs at (614)
241-4133. ' '

' Respectfully,
g

Eliz

June 17, 2003

Elizabeth A. Ernst
Associate Director,
DRA-Multisource Products

Telephone (614) 2724785

Telefax  (614) 276-2470

E-Mail  eemst@col.boehringer-
ingeiheim.com

RECEIVED

Associate Director, DRA-Multisource Products ' JUN 1 8 2003

OGD / CDER



>\ BoehringerIngelheim
"l Roxane Laboratories

L

Office of Generic Drugs /

Center for Drug Evaluation and Research/FDA )
Metro Park North IT

7500 Standish Place, Room 150 (Documents Room) ' July 10,2003
Rockville, MD 20855-2773

Attention: Steve Mazella

~ ANDA 76-598 :
Ipratropium Bromide Nasal Solution, 0.06%
- Nasal Spray, 42 mcg/spray
‘ Elizabeth A. Ernst

7 ' Associate Director,
AMENDMENT DRA-Multisource Products
Response to Request for Electronic Submission of the In Vitro :

Bioeauiv Telephotte (614) 272-4785
oequivalence Data \ Telefax  (614) 276-2470
E-Mail  eemst@col boehringer-
Dear Mr. Mazella: ingelheim.com

In response to your telephone request of July 7, 2003, attached is a diskette
containing the in vitro bioequivalence electronic data in SAS Transport format.

Also included in the diskette is document (in WORD) describing the contents of
the diskette. '

Correspondence concerning this application should be directed to Elizabeth
Emst, Associate Director, DRA-Multisource Products, Roxane Laboratories, Inc.
I can be reached at (614) 272-4785 and by telefax at (614) 276-2470. In my

absence, please contact Virginia Fojas, Manager, Regulatory Affairs at (614)
241-4133.

Respectfully,

Elizabet Ernst Cx{\
Assagt , DRA-Multisource Products

RECEIVED
JUL 11 2003
OGD/CDER



~ in the attachments ( | pages). This facsimile is to be regarded as an official FDA commumcatlon and unless

 SPECIAL INSTRUCTIONS: Chemistry comments included'.

MINOR AMENDMENT

ANDA 76-598

OFFICE OF GENERIC DRUGS, CDER, FDA

Document Control Room, Metro Park North II : -
7500 Standish Place, Room 150 ‘ JUL 25 2003
Rockville, MD 20855-2773 (301-594-0320) :

/
APPLICANT: Roxane Laboratories, Inc. , ‘TEL'-61.4-272-4785 :
ATTN: Elizabeth Ernst " FAX: 614276 2470
FROM: Peter Chen : ' PROJECT MANAGER 301 827 5\848

Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated December 23, "2002 submltted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Ipratropium Bromlde Nasal Solutlon,
0.06%, Nasal Spray. . .

Reference is also made to your amendment(s) dated: June 17, 2003.
The application is deﬁ01ent and, therefore, Not Approvable under Section 505 of the Act for the reasons provrded
requested, a hard copy will not be mailed.

The file on this application is now closed. You are requlred to take an actron descrlbed under 12
which will either amend or withdraw the application.  Your amendment should respond to all of thie- deﬁcr
listed. Facsimiles or partial replies will not be considered for review, nor will the review ¢lock be reactl a il
all deficiencies have been addressed. The response to this facsimile will be considered to represent a MINOK S
AMENDMENT and will be reviewed according to current OGD policies and procedures. - The designation as a
MINOR AMENDMENT should appear prominently in your cover letter. You have been/will be notified in.a
separate communication from our Division of Bioequivalence of any deficiencies identified durlng our revie
your bioequivalence data. If you have substantial disagreement w1th our reasons for not approvmg thrs ap|
you may request an opportunity for a hearlng : L ‘

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

Ifreceived by someone other than the addressee or 4 person a
dissemination, copying, or other action to the content of this ¢
notify us by telephone and return it to us by mall at thé above

fized to deliver this document to the addressee, you are hereby nonﬁed that any drsclosure B
i on is not authorized. If you have received this document in error, plmse mmedlately




JUL 25 2003 B

36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT -

ANDA: 76-598 APPLICANT: Roxane Laboratories, In'c‘.‘ E T

DRUG PRODUCT Ipratropium Bromide Nasal Solution; 0. 06%, Nasal Spray, s
42 mcg/ spray S

The deficiencies presented below re_presentM_]}I_}\‘I'QR:.deﬁ'c'ienoie_s.ﬂ '

~A. D'eﬁciencies: i , o ]
: 1.
2.
3. ’
B. In addition to respondmg to the.deficiencies presented above please note a:nd

acknowledge the followmg comments in your response

1. Your labeling response is pepding reVYiew._»» _‘

2. Your bioequivalency information 'is?pending review.

3. We have scheduled Methods Vahdat1on study of the drug product w1th o
this review.

Smcerely yours

Rt
Rashmikant M. Patel, Ph D
Director
Division of Chemistry I
Office of Generic Drugs =

Center for Drug Evaluatron‘ and Research

o

. -



ﬂ Boehringer Ingelheim
||||I Roxane Laboratories

Office of Generic Drugs

Center for Drug Evaluation and Research/FDA

Metro Park North II

7500 Standish Place, Room 150 - September 3, 2003
Rockville, MD 20855-2773

Attention: Steve Mazzella

ANDA 76-598
Ipratropium Bromide Nasal Solution, 0.06%
Nasal Spray, 42 mcg/spray
Elizabeth A. Ernst
BIOEQUIVALENCY AMENDMENT DR roducts
Responses to In-Vitro Testing Questions GRG AEnDn
N g Telephone (614) 272-4785
Telefax  (614)276-2470
Dear Mr. Mazzella: ) /A/ E-Mail  eemst@col.boehringer-
ingelheim.com

We wish to amend the ANDA. This is the hard copy of the amendment which
was faxed to you today. Enclosed please find a copy of the Cascade Impaction
Method (~——— Method No. M1-CI-IBO6.2) requested as a result of the
telephone conference held between Roxane (Ms. Elizabeth Ernst and Dr. Mukul
Agrawal) and FDA (Dr. Gur Singh, Dr. Mohab Makari and Mr. Steve Mazzela)
on September 4, 2003. The method provides the following information discussed
in the teleconference:

¢ Description of the cascade impactor and the entry port (Section 3.0, Items
1 and 2 of the method). A diagram of the entry port is also provided (see
Diagram 1 attached to the method);

e Flow rate of the cascade impactor (Section 4.3.1, of the method);
‘Auto-actuator operating parameters (Section 3.1 of the method). During the
teleconference, the reviewer acknowledged and confirmed , based on the
information provided by Dr. Agrawal, that this information was described in
Volume 10, page 4000 of the ANDA.

Correspondence concerning this application should be directed to Elizabeth.
Emst, Associate Director, DRA-Multisource Products, Roxane Laboratories, Inc.
I can be reached at (614) 272-4785 and by telefax at (614) 276-2470. In my

absence, please contact Virginia Fojas, Manager, Regulatory Affairs at (614)
241-4133.

L B oyt LU W e ’“}

B~
C

SEP 8 8 7003

ePirector, DRA-Multisource Products OG Ui o s
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2~ Boehringer Ingelheim

] | l"ll Roxane Laboratories

Office of Generic Drugs /

Center for Drug Evaluation and Research/FDA m@ AMENDMENT
Metro Park North I _

7500 Standish Place, Room 150 '\&\( m Septembgr 9,2003
Rockville, MD 20855-2773
Attention: Peter Chen

ANDA 76-598 .
Ipratropium Bromide Nasal Solution, 0.06%
Nasal Spray, 42 mcg/spray
Elizabeth A. Ernst
Associate Director,
MINOR AMENDMENT ) D;A-;Vlulti;::l‘;:: Products
Chemistry Deficiencies

Telephone (614) 272-4785
_ Telefax  (614) 276-2470

Dearer- Chen: ’ E-Mail  eemst@col.boehringer-
) ingetheim.com

We wish to amend the ANDA. Enclosed please find a point-by-point response to
the questions in the facsimile deficiency letter dated July 25, 2003.

We have also submitted a copy of this amendent to Ms. Kathleen D. Culver,
Pre-Approval Manager, FDA District Office, 6751 Steger Drive, Cincinnati,
Ohio 45237-3097.

Correspondence concerning this application should be directed to Elizabeth
Emst, Associate Director, DRA-Multisource Products, Roxane Laboratories, Inc.
I can be reached at (614) 272-4785 and by telefax at(614) 276-2470. In my

absence, please contact Virginia Fojas, Manager, Regulatory Affairs at
(614) 241-4133.

Res_;pctfully,

Associate Director, DRA-Multisource Products

SEP 11 2083
e iviin

27 ot bt b b 4




Boehringer Ingelheim

) ||||| Roxane Laboratories

Office of Generic Drugs

Center for Drug Evaluatign and Research/FDA
Metro Park North II

October 28, 2003
7500 Standish Place, Room 150 , : _ ’
Rockville, MD 20855-2773 | ORIG AMENDMENT ‘

Attention:  Peter Chen , /U / /4 M

Mujahid Shikh

ANDA 76-598
Ipratropium Bromide Nasal Solution, 0.06%
Nasal Spray, 42 mcg/spray

Elizabeth A. Ernst

- , Associate Director,

TELEPHONE AMENDMENT DRA-Multisource Products
Chemistry Deficiency

Telephone (614) 272-4785

. : Telefax  (614) 2762470
Dear Mr. Chen and Mr. Shikh: - E-Mail  eemst@col.boehringer-

. ingetheim.com
We wish to amend the ANDA. Enclosed please find the response to the

telephone amendment requested by Mr. Shikh in a conference call with me and

Virginia Fojas on October 14, 2003. This was to revise the release and stability

limits stated in of the product

specification. The limits were revised as follows:

From: —— —_—

To:

Attached is a revised copy of the product specification, Specification No.
1624-03 for Ipratropium Bromide Nasal Solution 0.06%, Nasal Spray —

42 mcg/spray

We have also submitted a copy of this amendent to Ms. Kathleen D. Culver,

Pre-Approval Manager, FDA District Office, 6751 Steger Drive, Cincinnati,
Ohio 45237-3097. ’

RECEIVED |
0CT 2.9 2003 'Q
OGD/CDl:ﬁ \

I
N

—,

N



Page 2

Correspondence concerning this application should be directed to Elizabeth
Emst, Associate Director, DRA-Multisource Products, Roxane Laboratories, Inc.
I can be reached at (614) 2724785 and by telefax at (614) 276-2470. In my

absence, please contact Virginia Fojas, Manager, Regulatory Affairs at
(614) 2414133,

Respectfully,

Associate Director, DRA-Multisource Products

APPEARS THIS WAY‘
ON ORIGINAL



