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ANDA 76-702

Mylan Pharmaceuticals Inc.
Attention: S. Wayne Talton
Vice President, Regulatory Affairs
781 Chestnut Ridge Road
P.0O. Box 4310
Morgantown, WV 26504-4310

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated March 28, 2003, submitted pursuant to section
505(j) of the Federal Food, Drug, and Cosmetic Act (Act), for
Oxybutynin Chloride Extended-release Tablets, 5 mg.

Reference is made to the Tentative Approval letter issued by
this office on January 12, 2005, and to your amendments dated
March 17, June Qk\gnd July 27, 2004; an&\September 16,
SeptembEE”Zl, and~October 27, 2005. We also acknowledge receipt
of your correspondence dated July 19, August 31, and

September 29, 2005, and August 17, 2006, regarding the ‘092
patent as noted below and informing the agency of the outcome of
your patent litigation regarding the ‘355 patent.

We have completed the review of this ANDA and have concluded
that the drug is safe and effective for use as recommended in
the submitted labeling. Accordingly, the ANDA is approved. The
Division of Bicequivalence has determined your Oxybutynin
Chloride Extended-release Tablets, 5 mg, to be bicequivalent
and, therefore, therapeutically equivalent to the listed drug,
Ditropan XL Extended-release Tablets, 5 mg, of Alza Corporation.
Your dissolution testing should be incorporated into the
stability and quality control program using the same method
proposed in your application. The “interim” dissolution
specifications are as follows:



Time Percent Dissolved

2 hr: 0 - 10%
4 hr: 10 - 30%
8 hr: 40 - 65%
16 hr: NLT 80%

The “interim” dissolution test(s) and tolerances should be
finalized by submitting dissolution data from the first three
production size batches. These data should be submitted as a
“Special Supplement - Changes Being Effected” if there are no

. revisions to be made to the “interim” specifications or when the
final specifications are tighter than the “interim”
specifications. In all other instances, the information should
be submitted in the form of a Prior Approval Supplement.

The listed drug product referenced in your ANDA, Ditropan XL
Extended-release Tablets, 5 mg, of Alza Corporation, is subject
to periods of patent protection. The following patents and
expiration dates are currently listed in the agency’s
publication entitled Approved Drug Products with Therapeutic
Equivalence Evaluations. (the “Orange Book”) for this drug
product:

U.S8. Patent Number Expiration Date*

5,674,895 (the ‘895 patent) November 22, 2015
5,840,754 (the ‘754 patent) November 22, 2015
5,912,268 (the ‘268 patent) November 22, 2015

( )

( )

( )

6,124,355 (the ‘355 patent November 22, 2015
6,262,115 (the ‘115 patent November 22, 2015
6,919,092 (the ‘092 patent November 22, 2015

*with pediatric exclusivity

Your ANDA contains paragraph IV patent certifications under
section 505(]j) (2) (A) (vii) (IV) of the Act stating that each of
these patents is invalid, unenforceable, or will not be
infringed by your manufacture, use, sale, offer for sale, or
importation of Oxybutynin Chloride Extended-release Tablets,

5 mg, under this ANDA. Section 505(j) (5) (B) (iii) of the Act
provides that approval of an ANDA shall be made effective
immediately unless an action was brought against Mylan
Pharmaceuticals, Inc. (Mylan) for infringement of one or more of
the patents that were the subjects of the paragraph IV
certifications. This action must have been brought against
Mylan prior to the expiration of 45 days from the date the
notice you provided under section 505(3) (2) (B) was received by



the NDA/patent holder(s). You have notified the agency that
Mylan complied with the requirements of section 505(j) (2) (B) of
the Act. As a result, litigation for infringement of the ‘355
patent was brought against Mylan in the United States District
Court for the Northern District of West Virginia (Alza
Corporation v. Mylan Laboratories Inc. and Mylan Pharmaceuticals
‘Inc., Civil Action No. 1:03-cv-158). Subsequent to your receipt
of the tentative approval letter, you informed the agency that
Mylan prevailed in the district court with respect to the
finding that Mylan did not infringe the asserted claims of the
355 patent. Therefore, under section 505(j) (5) (B) (iii) (I),
this court decision renders the ANDA eligible for approval.
Furthermore, you informed the agency that on October 11, 2005,
Alza appealed the district court decision, and that on September
6, 2006, the U.S. court of Appeals for the Federal Circuit
affirmed the district court’s holding that Mylan’s product does
. not infringe the asserted claims of the patent and that the
asserted claims are invalid.

The agency recognizes that Mylan was not sued within the 45-day
period on any of the other listed patents.

With respect to 180-day generic drug exclusivity, we note that
- Mylan was the first ANDA applicant to submit a substantially
complete ANDA with a paragraph IV certification for Oxybutynin
Chloride Extended-release Tablets, 5 mg, to each of the listed
patents. Therefore, with this approval, Mylan is eligible for
180-days of market exclusivity for Oxybutynin Chloride Extended-
"release Tablets, 5 mg. This exclusivity, which is provided for
under section 505(3) (5) (8) (iv) of the Act,? will begin to run
from the earlier of the commercial marketing or court decision
dates identified in section 505(j) (5) (B) (iv). Please submit
correspondence to the ANDA informing the agency of the date the
exclusivity begins to run.

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

! Because your ANDA was filed before the date of enactment of the Medicare
Prescription Drug, Improvement and Modernization Act (MMA) (Public Law 108-
173) on December 8, 2003, this reference to the 180-day exclusivity provision
is to the section of the Act as in effect prior to December 8, 2003. See MMA
§ 1102 (b) (1).



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

Promotional materials may be submitted to FDA for comment prior
to publication or dissemination. Please note that these
submissions are voluntary. If you desire comments on proposed
launch promotional materials with respect to compliance with
applicable regulatory requirements, we recommend you submit, in
draft or mock-up form, two copies of both the promotional
materials and package .insert directly to:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road

Beltsville, MD 20705

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications with a completed Form FDA 2253
at the time of their initial use. '

Office of Generic Drugs
Center for Drug Evaluation and Research
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ANDA 76-702
JAM 12 2005

Mylan Pharmaceuticals Inc.
Attention: §. Wayne Talton
781 Chestnut Ridge Road
P.O. Box 4310

Morgantown, WV 26504-4310

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated March 28, 2003, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Oxybutynin Chloride Extended-release Tablets, 5 mg. '

Reference is also made to your amendments . dated December 2,
2003; and July 27, August 20, September 24, and October 13,
2004. We also acknowledge receipt of your correspondence dated
September 30, 2003, and March 31, 2004, addressing the patent
issues noted below.

We have completed the review of this abbreviated application,
and based upon the information you have presented to date we
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. However, we are unable
to grant final approval to your application at this time because
of the patent issue noted below. Therefore, the application is
tentatively approved. This determination is based upon
information available to the agency at this time (i.e.,
information in your application and the status of current good
manufacturing practices (cGMPs) of the facilities used in the
manufacture and testing of the drug product). This
determination is subject to change on the basis of new
information that may come to our attention. In addition, this
letter does not address notice issues related to the 180-day
exclusivity provisions under Section 505(3j) (5) (B) (iv) of the
Act.

The listed drug'product referenced in your application, Ditropan
XL Extended-release Tablets, 5 mg, of Alza Corporation, is
subject to periods of patent protection. The following patents



and their expiration dates are currently listed in the agency’s
publication entitled Approved Drug Products with Therapeutic
Equivalence Evaluations, the “Orange Book”:

U.S. Patent Number Expiration Date

5,674,895 (the ‘895 patent) November 22, 2015
5,840,754 (the ‘754 patent) November 22, 2015
5,912,268 (the ‘268 patent) November 22, 2015
6,124,355 (the ‘355 patent) November 22, 2015
6,262,115 (the ‘115 patent) November 22, 2015

Your ANDA contains paragraph IV patent certifications under
section 505(j) (2) (A) (vii) (IV) of the Act stating that each of
these patents are invalid, unenforceable, or will not be
infringed by your manufacture, use, sale, offer for sale, or
importation of Oxybutynin Chloride Extended-release Tablets,

5 mg, under this ANDA. Section 505(j) (5) (B) (iii) of the Act
provides that approval of an ANDA shall be made effective
immediately unless an action was brought against Mylan
Pharmaceuticals, Inc. (Mylan) for infringement of one or more of
these patents that were the subjects of the paragraph IV
certifications. This action must have been brought against
Mylan prior to the expiration of 45 days from the date the
notice you provided under section 505(j) (2) (B) was received by
the NDA/patent holder(s). You have notified the agency that
Mylan complied with the requirements of section 505(j) (2) (B) of
the Act. As a result, litigation was brought against Mylan in
the United States District Court for the Northern District of
West Virginia involving your challenge to the ‘355 patent (Alza
Corporation v. Mylan Laboratories Inc. and Mylan Pharmaceuticals
Inc., Civil Action No. 1:03-cv-158). We note that Mylan was not
sued within the 45-day period on any of the other listed '
patents. '

Therefore, final approval cannot be granted until:

1. a. the expiration of the 30-month period provided
for in Section 505(j) (5) (B) (iii)* or such shorter
or longer period as the court may have ordered,
or,

! Because information on the 895, ‘754, ‘268, ‘355, and ‘115 patents was submitted before August 18, 2003, this
reference is to a section of the Act as in effect prior to December 8, 2003, when the Medicare Prescription Drug,
Improvement and Modernization Act (MMA) (Public Law.108-173) was enacted. See MMA § 1101(c)(3).



b. - the date the court decides® that the patent (s)
is/are invalid or not infringed [see sections
505(j) (5) (B) (iii) (I), (II), and (III) of the

Act], or,
c. the ‘355 patent has expired, and
2. The agency is assured there is no new information that

would affect whether final approval should be granted.

To reactivate your application prior to final approval, please
submit a “MINOR AMENDMENT -~ FINAL APPROVAL REQUESTED” 90 days
prior to the date you believe that your ANDA will be eligible
for final approval. Your amendment must provide:

1. A copy of a court decision or a settlement agreement
between the parties, whichever is applicable, or a
licensing agreement between you and the patent holder,
or any other relevant information, and

2. a. updated information related to final-printed
labeling or chemistry, manufacturing and controls
data, or any other change in the conditions
outlined in this abbreviated application, or

b. a statement that no such changes have been made
to the application since the date of tentative
approval.

This amendment should be submitted even if none of these changes
were made, and it should be designated clearly in your cover
l.ettevr as a MINOR AMENDMENT - FINAL APPROVAL REQUESTED.

In addition to the amendment requested above, at any time prior
to the final date of approval the agency may request that you
submit an additional amendment containing the requested
information. Failure to submit either or, if requested, both
amendments may result in rescission of the tentative approval
status of your application, or may result in a delay in the
issuance of the final approval letter.

% This decision may be either a decision of the district court or the court of appeals, whichever com't is the first to
decide that the patent is invalid or not infringed.



Any significant changes in the conditions outlined in this
abbreviated application and the status of the manufacturing and
testing facilities' compliance with current good manufacturing
procedures are subject to Agency review before final approval of
the application will be made. Such changes should be
categorlzed as representing either “major” or “minor” changes,
and they will be reviewed according to OGD policy in effect at
the time of receipt. The submission of multiple amendments
prior to final approval may also result in a delay in the
issuance of the final approval letter.

This drug product may not be marketed without final agency
approval under section 505 of the Act. The introduction or
delivery for introduction into interstate commerce of this drug
before the effective final approval date is prohibited under
section 501 of the Act. Also, until the agency issues the final
approval letter, this drug product will not be deemed approved
for marketing under 21 U.S.C. 355, and it will not be listed in
the “Orange Book”.

For further information on the status of this application, or
prior to submitting additional amendments, please contact
Sarah Park, Project Manager, at 301-827-9275.

@ hﬁ&g& EOS

Gary Buehler
Director
- Office of Generic Drugs
Center for Drug Evaluation and Research
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OXBT R1

OXYBUTYNIN CHLORIDE
EXTENDED-RELEASE
TABLETS
5 mg

DESCRIPTION: Oxybutynin chloride is an antispasmodic, anticholinergic
agent. Each oxybutynin chloride extended-release tablet contains 5 mg of
oxybutynin chloride USP, formulated as a once-a-day controlled-release
tablet for oral administration. Oxybutynin chloride is administered as a
racemate of R- and S- enantiomers.

Chemically, oxybutynin chloride is d,| (racemic) 4-diethylamino-2-butynyl
phenylcyclohexylglycolate hydrochloride. The molecular formula of oxybu-
tynin chloride is C22H31NO3 * HCI.

Its structural formula is:

(l? CzHs
C——C—0—CH,—C=C—CH,—N “HCI
OH C,Hs

Oxybutynin chloride is a white crystalline solid with a molecular weight
of 393.9. It is readily soluble in water and acids, but relatively insoluble
in alkalis.

Oxybutynin chloride extended-release tablets contain the following in-
active ingredients: colloidal silicon dioxide, D&C yellow #10 aluminum lake,
dibasic calcium phosphate (anhydrous), FD&C blue #1 aluminum lake,
FD&C red #40 aluminum lake, hypromellose, magnesium stearate,
methacrylic acid copolymer dispersion, polydextrose, polyethylene glycol,
polysorbate 80, povidone, sodium hydroxide, talc, titanium dioxide, triacetin
and triethyl citrate. In addition, oxybutynin extended-release tablets may
also contain imprinting ink consisting of either black pigment and natural
resin or black iron oxide, isopropyl alcohol, methanol and propylene glycol.
System Components and Performance: Oxybutynin chloride extend-
ed-release tablets are formulated to deliver oxybutynin chloride at a
controlled rate over approximately 24 hours. The dosage form is com-
prised of a hydrophilic cellulose polymer matrix tablet surrounded by an
enteric coating system. The enteric coat is insoluble in the low pH envi-
ronment of the stomach. As the tablet passes through the stomach and
enters the higher pH environment of the small intestine, the enteric
coating dissolves and/or erodes to expose the polymer matrix tablet
which swells and releases drug at a controlled rate via diffusion and/or
erosion.

CLINICAL PHARMACOLOGY: Oxybutynin chloride exerts a direct anti-
spasmodic effect on smooth muscle and inhibits the muscarinic action
of acetylcholine on smooth muscle. Oxybutynin chloride exhibits only
one-fifth of the anticholinergic activity of atropine on the rabbit detrusor
muscle, but four to ten times the antispasmodic activity. No blocking
effects occur at skeletal neuromuscular junctions or autonomic ganglia
(antinicotinic effects).

Oxybutynin chloride relaxes bladder smooth muscle. In patients with
conditions characterized by involuntary bladder contractions, cystomet-
ric studies have demonstrated that oxybutynin increases bladder (vesi-
cal) capacity, diminishes the frequency of uninhibited contractions of the
detrusor muscle, and delays the initial desire to void. Oxybutynin thus
decreases urgency and the frequency of both incontinent episodes and
voluntary urination.

Antimuscarinic activity resides predominantly in the R-isomer. A me-

tabolite, desethyloxybutynin, has pharmacological activity similar to that
of oxybutynin in in vitro studies.
Pharmacokinetics: Absorption: Following the first dose of oxybutynin
chloride extended-release tablets, oxybutynin plasma concentrations
rise for 4 to 6 hours; thereafter steady concentrations are maintained for
up to 24 hours, minimizing fluctuations between peak and trough con-
centrations associated with oxybutynin.

The relative bioavailabilities of R- and S-oxybutynin from oxybutynin
chloride extended-release are 156% and 187%, respectively, compared
with oxybutynin. The mean pharmacokinetic parameters for R- and S-
oxybutynin are summarized in Table 1. The plasma concentration-time
profiles for R- and S-oxybutynin are similar in shape; Figure 1 shows the
profile for R-oxybutynin.

Table 1
Mean (SD) R- and S-Oxybutynin Pharmacokinetic Parameters
Following a Single Dose of Oxybutynin Chloride Extended-release
Tablets 10 mg

(n=43)
Parameters (units) R-Oxybutynin S-Oxybutynin
Crmax (ng/mL) 1.0 (0.6) 1.8 (1.0)
Temax (h) 12.7 (5.4) 11.8 (5.3)
tys2 (h) 13.2 (6.2) 12.4 (6.1)
AUCg.48) (ng*h/mL) 18.4 (10.3) 342 (16.9)
AUC;¢ (ngeh/mL) 21.3 (12.2) 305 (21.2)
54
o —e—  axybutynin chloride ER 10 mg QD
—©— oxybutynin 5 mg TID
3 - l
\

Mean Plasma R-oxybutynin Concentrafion (ng/mL)
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\\6
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Figure 1. Mean R-oxy in plasma ing a single dose of oxybutynin chioride ER
10 mg and oxybutynin 5 mg administered every 8 hours (n=23 for each treatment).

Steady-state oxybutynin plasma concentrations are achieved by Day 3 of
repeated oxybutynin chloride extended-release dosing, with no observed
drug accumulation or change in oxybutynin and desethyloxybutynin
pharmacokinetic parameters.

Pharmacokinetic information for pediatric patients 5 to 15 years of
age with symptoms of detrusor overactivity associated with a neurolog-
ical condition (e.g., spina bifida) is approved for Alza Corporation’s oxy-
butynin chloride extended-release tablets. However, due to Alza Corp-
oration’s marketing exclusivity rights, this drug product is not labeled for
pediatric use.

Food Effects: The rate and extent of absorption and metabolism of oxy-
butynin are similar under fed and fasted conditions.

Distribution: Plasma concentrations of oxybutynin decline biexponen-
tially following intravenous or oral administration. The volume of distribu-
tion is 193 L after intravenous administration of 5 mg oxybutynin chloride.
Metabolism: Oxybutynin is metabolized primarily by the cytochrome
P450 enzyme systems, particularly CYP3A4 found mostly in the liver
and gut wall. Its metabolic products include phenylcyclohexylglycolic

acid, which is pharmacologically inactive, and desethyloxybutynin, which is
pharmacologically active. Following oxybutynin chloride extended-release
administration, plasma concentrations of R- and S-desethyloxybutynin are
73% and 92%, respectively, of concentrations observed with oxybutynin.
Excretion: Oxybutynin is extensively metabolized by the liver, with less
than 0.1% of the administered dose excreted unchanged in the urine.
Also, less than 0.1% of the administered dose is excreted as the metab-
olite desethyloxybutynin.

Dose Proportionality: Pharmacokinetic parameters of oxybutynin and
desethyloxybutynin (Cmax and AUC) following administration of 5 to 20 mg
of oxybutynin chloride extended-release tablets are dose proportional.

Special Populations: Geriatric: The pharmacokinetics of oxybutynin
chloride extended-release were similar in all patients studied (up to 78
years of age).

Pediatric: Pharmacokinetic information for pediatric patients 5 to 15 years
of age with symptoms of detrusor overactivity associated with a neurologi-
cal condition (e.g., spina bifida) is approved for Alza Corporation’s oxybuty-
nin chloride extended-release tablets. However, due to Alza Corporation’s
marketing exclusivity rights, this drug product is not labeled for pediatric
use.

Gender: There are no significant differences in the pharmacokinetics of
oxybutynin in healthy male and female volunteers following administra-
tion of oxybutynin chloride extended-release.

Race: Available data suggest that there are no significant differences in
the pharmacokinetics of oxybutynin based on race in healthy volunteers
following administration of oxybutynin chloride extended-release.

Renal Insufficiency: There is no experience with the use of oxybutynin
chloride extended-release in patients with renal insufficiency.

Hepatic Insufficiency: There is no experience with the use of oxybutynin
chloride extended-release in patients with hepatic insufficiency.

Drug-Drug Interactions: See PRECAUTIONS: Drug Interactions.

Clinical Studies: Oxybutynin chloride extended-release was evaluated
for the treatment of patients with overactive bladder with symptoms of urge
urinary incontinence, urgency, and frequency in three controlled studies
and one open label study. The majority of patients were Caucasian (89%)
and female (91.9%) with a mean age of 59 years (range, 18 to 98 years).
Entry criteria required that patients have urge or mixed incontinence (with
a predominance of urge) as evidenced by = 6 urge incontinence episodes
per week and = 10 micturitions per day. Study 1 was a forced dose esca-
lation design, whereas the other studies used a dose adjustment design in
which each patient’s final dose was adjusted to a balance between im-
provement of incontinence symptoms and tolerability of side effects. Con-
trolled studies included patients known to be responsive to oxybutynin or
other anticholinergic medications, and these patients were maintained on
a final dose for up to 2 weeks.

The efficacy results for the three controlled trials are presented in the
following tables and figures.

Number of Urge Urinary Incontinence Episodes Per Week

Study 1 N Oxybutynin N Placebo
Chloride ER
Mean Baseline t 34 15.9 16 209
Mean (SD) Change from Baseline 34 -15.8 (8.9) 16 -7.6(8.6) axytptpin chiorie ER*
95% Confidence Interval for Difference (-136,-2.8)" . pateto
(oxybutynin chloride ER - Placebo) T
*The difference between oxybutynin chloride ER and placebo was statistically significant. ) F] E] r
tCovariate adjusted mean wi h missing observations set to baseline values
Study 2 N Oxybutynin N oxybutynin
Chloride ER
Mean Baseline 53 216 52 230
Mean (SD) Change from Baseline! 53  -17.6(11.9) 52 -194(119) o
95% Confidence Interval for Difference (-2.8,6.5) m ;
(oxybutynin chloride ER - oxybutynin) I
TCovariate adjusted mean wi h missing observations set to baseline values . a ’ o
Moan Changs (:80) In Epleodsa PorWesk fron Bassl ne.
Study 3 N Oxybutynin N oxybutynin
Chloride ER
Mean Baseline t 111 18.9 115 19.5
Mean (SD) Change from Baseline 111 -145(8.7) 115 -13.8(8.6) - .
95% Confidence Interval for Difference (-30,1.6)** “w.m.
(oxybutynin chloride ER - oxybutynin) _—
**The difference between oxybutynin chloride ER and oxybutynin fulfilled he criteria for comparable efficacy. % 0 A

TCovariate adjusted mean with missing observations set to baseline values




INDICATIONS AND USAGE: Oxybutynin chloride extended-release tab-
lets are once-daily controlled-release tablets indicated for the treatment of
overactive bladder with symptoms of urge urinary incontinence, urgency,
and frequency.

Pediatric use information for the treatment of patients aged 6 years
and older with symptoms of detrusor overactivity associated with a neu-
rological condition (e.g., spina bifida) is approved for Alza Corporation’s
oxybutynin extended-release tablets. However, due to Alza Corporation’s
marketing exclusivity rights, this drug product is not labeled for pediatric
use.

CONTRAINDICATIONS: Oxybutynin chloride extended-release tablets
are contraindicated in patients with urinary retention, gastric retention
and other severe decreased gastrointestinal motility conditions, uncon-
trolled narrow-angle glaucoma and in patients who are at risk for these
conditions.

Oxybutynin chloride extended-release is also contraindicated in pa-
tients who have demonstrated hypersensitivity to the drug substance or
other components of the product.

PRECAUTIONS: General: Oxybutynin chloride extended-release should
be used with caution in patients with hepatic or renal impairment and in
patients with myasthenia gravis due to the risk of symptom aggravation.
Urinary Retention: Oxybutynin chloride extended-release should be
administered with caution to patients with clinically significant bladder
outflow obstruction because of the risk of urinary retention (see CON-
TRAINDICATIONS).

Gastrointestinal Disorders: Oxybutynin chloride extended-release
should be administered with caution to patients with gastrointestinal ob-
structive disorders because of the risk of gastric retention (see CONTRA-
INDICATIONS).

Oxybutynin chloride extended-release, like other anticholinergic drugs,
may decrease gastrointestinal motility and should be used with caution in
patients with conditions such as ulcerative colitis and intestinal atony.

Oxybutynin chloride extended-release should be used with caution in
patients who have gastroesophageal reflux and/or who are concurrently
taking drugs (such as bisphosphonates) that can cause or exacerbate
esophagitis.

As with any other nondeformable material, caution should be used
when administering oxybutynin chloride extended-release to patients
with preexisting severe gastrointestinal narrowing (pathologic or iatro-
genic). There have been rare reports of obstructive symptoms in patients
with known strictures in association with the ingestion of other drugs in
nondeformable controlled-release formulations.

Information for Patients: Patients should be informed that heat pros-
tration (fever and heat stroke due to decreased sweating) can occur
when anticholinergics such as oxybutynin chloride are administered in
the presence of high environmental temperature.

Because anticholinergic agents such as oxybutynin may produce drowsi-
ness (somnolence) or blurred vision, patients should be advised to exercise
caution.

Patients should be informed that alcohol may enhance the drowsiness
caused by anticholinergic agents such as oxybutynin.

Patients should be informed that oxybutynin chloride extended-release
tablets should be swallowed whole with the aid of liquids. Patients should
not chew, divide, or crush tablets.

Oxybutynin chloride extended-release tablets should be taken at ap-
proximately the same time each day.

Drug Interactions: The concomitant use of oxybutynin with other anti-
cholinergic drugs or with other agents which produce dry mouth, consti-
pation, somnolence (drowsiness), and/or other anticholinergic-like ef-
fects may increase the frequency and/or severity of such effects.

Anticholinergic agents may potentially alter the absorption of some
concomitantly administered drugs due to anticholinergic effects on gas-
trointestinal motility. This may be of concern for drugs with a narrow ther-
apeutic index.

Mean oxybutynin chloride plasma concentrations were approximately
2-fold higher when oxybutynin chloride extended-release tablets were
administered with ketoconazole, a potent CYP3A4 inhibitor. Other in-
hibitors of the cytochrome P450 3A4 enzyme system, such as antimy-
cotic agents (e.g., itraconazole and miconazole) or macrolide antibiotics
(e.g., erythromycin and clarithromycin), may alter oxybutynin mean phar-
macokinetic parameters (i.e., Cmax and AUC). The clinical relevance of
such potential interactions is not known. Caution should be used when
such drugs are co-administered.

Concurrent ingestion of antacid (20 mL of antacid containing alumi-
num hydroxide, magnesium hydroxide, and simethicone) did not signifi-
cantly affect the exposure of oxybutynin or desethyloxybutynin.
Carcinogenesis, Mutagenesis, Impairment of Fertility: A 24-month study
in rats at dosages of oxybutynin chloride of 20, 80 and 160 mg/kg/day
showed no evidence of carcinogenicity. These doses are approximately 6, 25

and 50 times the maximum human exposure, based on surface area.

Oxybutynin chloride showed no increase of mutagenic activity when
tested in Schizosaccharomyces pompholiciformis, Saccharomyces cere-
visiae, and Salmonella typhimurium test systems.

Reproduction studies with oxybutynin chloride in the mouse, rat, ham-
ster, and rabbit showed no definite evidence of impaired fertility.
Pregnancy: Teratogenic Effects. Pregnancy Category B: Reproduc-
tion studies with oxybutynin chloride in the mouse, rat, hamster, and rab-
bit showed no definite evidence of impaired fertility or harm to the animal
fetus. The safety of oxybutynin chloride extended-release administration to
women who are or who may become pregnant has not been established.
Therefore, oxybutynin chloride extended-release should not be given to
pregnant women unless, in the judgment of the physician, the probable
clinical benefits outweigh the possible hazards.

Nursing Mothers: It is not known whether oxybutynin is excreted in hu-
man milk. Because many drugs are excreted in human milk, caution
should be exercised when oxybutynin chloride extended-release is ad-
ministered to a nursing woman.
Pediatric Use: Clinical study information for pediatric patients 6 to 15
years of age with symptoms of detrusor overactivity in association with
a neurological condition (e.g., spina bifida) is approved for Alza Corp-
oration’s oxybutynin chloride extended-release tablets. However, due to
Alza Corporation’s marketing exclusivity rights, this drug product is not
labeled for pediatric use.

Oxybutynin chloride extended-release tablets are not recommended
in pediatric patients who cannot swallow the tablet whole without chew-
ing, dividing or crushing, or in children under the age of 6 years.

Geriatric Use: The rate and severity of anticholinergic effects reported
by patients less than 65 years old and those 65 years and older were
similar (see CLINICAL PHARMACOLOGY: Pharmacokinetics: Special
Populations: Gender).

ADVERSE REACTIONS: Adverse Events with Oxybutynin Chloride
Extended-release Tablets: The safety and efficacy of oxybutynin chlo-
ride was evaluated in a total of 580 participants who received oxybutynin
chloride extended-release tablets in 4 clinical trials (429 patients, 151
healthy volunteers). These participants were treated with 5 to 30 mg/day
for up to 4.5 months. Three of these studies allowed dose adjustments
based on efficacy and adverse events and one was a fixed dose escala-
tion design. Safety information is provided for 429 patients from these
three controlled clinical studies and one open label study in the first col-
umn of Table 2 below. Adverse events from two additional fixed dose,
active controlled, 12 week treatment duration, postmarketing studies, in
which 576 patients were treated with oxybutynin chloride extended-
release tablets 10 mg/day, are also listed in Table 2 (second column). The
adverse events are reported regardless of causality.

Table 2
Incidence (%) of Adverse Events Reported by > 5% of Patients Using
Oxybutynin Chloride Extended-release Tablets (5 to 30 mg/day) and % of
Corresponding Adverse Events in Two Fixed Dose (10 mg/day) Studies

Oxybutynin Chloride | Oxybutynin Chloride
ER Tablets ER Tablets
Body System Adverse Event 5 to 30 mg/day 10 mg/day
(n=429) (n=576)
General headache 10 6
asthenia 7 3
pain 7 4
Digestive dry mouth 61 29
constipation 13 7
diarrhea 9 7
nausea 9 2
dyspepsia 7 5
Nervous somnolence 12 2
dizziness 6 4
Respiratory  rhinitis 6 2
Special blurred vision 8 1
senses dry eyes 6 3
Urogenital urinary tract 5 5
infection

The most common adverse events reported by patients receiving 5 to
30 mg/day oxybutynin chloride extended-release tablets were the ex-
pected side effects of anticholinergic agents. The incidence of dry mouth
was dose-related.

The discontinuation rate for all adverse events was 6.8% in the 429 pa-
tients from the 4 studies of efficacy and safety who received 5 to 30 mg/day.
The most frequent adverse event causing early discontinuation of study
medication was nausea (1.9%), while discontinuation due to dry mouth was
1.2%.

In addition, the following adverse events were reported by 2 to < 5% of
the 429 patients who received 5 to 30 mg/day of oxybutynin chloride ex-
tended-release tablets in the 4 efficacy and safety studies. General: ab-
dominal pain, dry nasal and sinus mucous membranes, accidental injury,
back pain, flu syndrome; Cardiovascular: hypertension, palpitation, vaso-
dilatation; Digestive: flatulence, gastroesophageal reflux; Musculoskeletal:
arthritis; Nervous: insomnia, nervousness, confusion; Respiratory: upper
respiratory tract infection, cough, sinusitis, bronchitis, pharyngitis; Skin: dry
skin, rash; Urogenital: impaired urination (hesitancy), increased post void
residual volume, urinary retention, cystitis.

Additional rare adverse events reported from worldwide post-marketing
experience with oxybutynin chloride extended-release tablets include:
peripheral edema, cardiac arrhythmia, tachycardia, hallucinations, convul-
sions, and impotence.

Additional adverse events reported with some other oxybutynin chloride
formulations include: cycloplegia, mydriasis, and suppression of lactation.

OVERDOSAGE: The continuous release of oxybutynin from oxybutynin
chloride extended-release tablets should be considered in the treatment
of overdosage. Patients should be monitored for at least 24 hours.
Treatment should be symptomatic and supportive. Activated charcoal as
well as a cathartic may be administered.

Overdosage with oxybutynin chloride has been associated with anti-
cholinergic effects including central nervous system excitation, flushing,
fever, dehydration, cardiac arrhythmia, vomiting, and urinary retention.

Ingestion of 100 mg oxybutynin chloride in association with alcohol has
been reported in a 13 year old boy who experienced memory loss, and a
34 year old woman who developed stupor, followed by disorientation and
agitation on awakening, dilated pupils, dry skin, cardiac arrhythmia, and re-
tention of urine. Both patients fully recovered with symptomatic treatment.

DOSAGE AND ADMINISTRATION: Oxybutynin chloride extended-
release tablets must be swallowed whole with the aid of liquids, and must
not be chewed, divided, or crushed.

Oxybutynin chloride extended-release tablets may be administered
with or without food.

Adults: The recommended starting dose of oxybutynin chloride extend-
ed-release tablets is 5 or 10 mg once daily at approximately the same
time each day. Dosage may be adjusted in 5 mg increments to achieve
a balance of efficacy and tolerability (up to a maximum of 30 mg/day).
In general, dosage adjustment may proceed at approximately weekly
intervals.

Pediatric Patients: Dosing information for pediatric patients aged 6
years and older is approved for Alza Corporation’s oxybutynin chloride
extended-release tablets. However, due to Alza Corporation’s marketing
exclusivity rights, this drug product is not labeled for pediatric use.
HOW SUPPLIED: Oxybutynin chloride extended-release tablets are
available containing 5 mg of oxybutynin chloride, USP.

The 5 mg tablets are light green, film coated, round, biconvex, beveled
edge, unscored tablets with M over O 5 imprinted in black ink on one side
of the tablet and blank on the other side. They are available as follows:

NDC 0378-6605-01
bottles of 100 tablets

NDC 0378-6605-05
bottles of 500 tablets

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

Protect from moisture and humidity.

Dispense in a tight, light-resistant container as defined in the USP
using a child-resistant closure.
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TENTATIVE APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number:; 76-702
Dates of Submission: March 28, 2003, August 20, 2004, September 24, 2004 and October 13, 2004
Applicant's Name: Mylan Pharmaceuticals, Inc.
Established Name: Oxybutinin Chloride Extended-release Tablets, 5 mg
BASIS OF TENTATIVE APPROVAL:
TENTATIVE APPROVAL SUMMARY
Container Labels: :
(bottles of 100)

Satisfactory in draft as of August 20, 2004 submission.
(Vol. 3.1 and \Cdsesubogd1\n76702W 000\2004-08-20\Labeling\Proposed BL 1. pdf)

(bottles of 500)
Satisfactory in draft as of August 20, 2004 submission.
(Vol. 3.1 and \Cdsesubogd1\n76702\N 000\2004-08-20\Labeling\Proposed BL2.pdf)

Professional Package Insert Labeling:
Satisfactory in draft as of September 24, 2004 submission,
(Vol. 5.1 and \Cdsesubogd1\n76702\N 000\2004-10-13\Labeling\Proposed OT.pdf)

Revisions needed post-approval:

BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Ditropan XL-

NDA Number: 18-211

NDA Drug Name: Oxybutinin Extended-release Tablets

NDA Firm: Aiza

Date of Approval of NDA Insert and supplement #  June 30, 2004
Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels:

Basis of Approval for the Carton Labeling:

Other Comments -

PATENT/ EXCLUSIVITIES ,
Patent Data —
No Expiration Use Code Use File

5674895 May 22, 2015 . I\
5674895*PED Nov 22, 2015

5840754 May 22, 2015 [\
5840754*PED Nov 22, 2015

5912268 May 22, 2015 I\
5912268*PED Nov 22, 2015 ) ’

6124355 May 22, 2015 U-378 Method for treating incontinence [\
6124355*PED Nov 22, 2015 U-378 Method for treating incontinence




6262115 May 22, 2015 U-393 Management of incontinence, mgt of hormone replacement v
therapy, treatment of involuntary incontinence, mgt
overactive bladder and increasing compliance in such pt

6262115*PED Nov 22, 2015 U-393 Management of incontinence, mgt of hormone replacement
therapy, treatment of involuntary incentinence, mgt
overactive bladder and increasing compliance in such pt

Exclusivity Data -

Code/sup Expiration Use Code Description Labeling Impact
020897 ~_April 15, 2006 NPP New Patient Population
020897 October 15, 2006 PED Pediatric Exclusivity

REVIEW OF PROFESSIONAL LABELING CHECKLIST

Established Name Yes No N.A.
Different name than on acceptance to file letter? X
Is this product a USP item? If 50, USP supplement in which verification was assured. USP 26 X
Is this name different than that used in the Orange Book? X

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subsection,

Do you find the name objectionable? List reasons in FTR, if s0. Consider: Misleading? Sounds or looks like another X
name? USAN stem present? Prefix or Suffix present?
Has the name been forwarded to the Labeling and Nomenclature Committee? If s0, what were the X

recommendations? If the name was unacceptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR.

Ig Firgs package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a X

Does the package proposed have any safety and/or regulatory concerns? X .
If IV product packaged in syringe, could there be adverse patient outcome if given by direct IV injection? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging X
configuration?

Is the strength and/or concentration of the product unsupported by the insert labeling? X

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect? X
Individual cartons required? Issueé for FTR: Innovator individually cartoned? Light sensitive product which might X

require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most brominent information
on the label).

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines)

Labeling(continued)

‘Yes

No N.A.

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,
Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and iabeling? Is "Jointly
Manufactured by...", statement needed? : .

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims which appear in.the insert labeling? Note;
Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If s0, has the accuracy of the statement been confirmed?




Do any of the inactives differ in concentration for this route of administration? X

Any adverse effects anticipated from inactives (i.e., benzyl alconol in neonates)? X

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

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

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

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

Failure 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 USP/NDA recommendations? If so, are the recommendations X
supported and is the difference acceptable?

pi configuration or ang;) T reason, es this applicant meef fail to meet all of the X

USE Of pr agin
unprotected conditionspaof uge gf referenced by the RL|

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

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 information Should be used.
However, only include soivents appearing in innovator labeling.

Bioequivalence Issues: (Compare bioequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date
study acceptable)

insert labeling references a food effect or a no-effect? If so, was a food study done? X

Has CLINICAL PHARMACOLOGY been modified? If S0, briefly detail where/why. . X

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification
of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state.

NOTES/QUESTIONS TO THE CHEMIST:

FOR THE RECORD:

1. Review based on the labeling of Ditropan XL by Alza approved June 30, 2004 (NDA 20-897/S013).
2. PATENT/ EXCLUSIVITIES

See table.
3. MANUFACTURING FACILITY

Mylan Pharmaceuticals, Inc.
Morgantown, WV 26505
(Vol. 1.2, p 000165)

4, STORAGE CONDITIONS:

NDA - Store at controlled room temperature 15'to 25°C (59to 77°F),
ANDA - Store at controlled room temperature ve
USP-  Preserve in tight, light-resistant containers.

5. DISPENSING RECOMMENDATIONS:

NDA - Dispense in a tight, light-resistant container as defined in the USP.
ANDA - Dispense in a tight, light-resistant container as defined in the USP using a child-resistant closure.

6. INACTIVE INGREDIENTS:
The listing of inactive ingredients in the DESCRIPTION section of the package insert IS NOT consistent
with the listing of inactive ingredients found in the statement of components 8)'23 composition appearing on
page 000060 (Volume 1.1). There is no listing of the ingredients in the

7. PACKAGING CONFIGURATIONS:
NDA-  The 5mg, 10 mg and 15 mg tablets are packaged in bottles of 100 tablets.

ANDA- The 5 mg tablet wili be used in bottles of 100's (75¢cc) and 500's (200cc) tablets only.



8. CONTAINER/CLOSURE SYSTEM:
1) The bottles of 100's will be packaged usin ige HDPE bottle from| ®®omF
hThe bottle will be molded using the DMF| ®@,
T i beige plastic CRC from | P oE 0 an consists of clear|®®
DMF hand a beige HDPE outer shell.
m
The desiccant is manufactured b DMF
and consists of a nister containing black activated carbon and silica gel granules.
2) The bottl .8 will be packaged using a 200 mL round beige HDP
DMF ﬁ The bottle will be molded using the '
DMF .
The closure will i i i from and it
consists of clear DMF shell.
_

Nesiocant is manufactured b DMF
and consists of a nister containing black activated carbon and silica gel granules.

This is the same as in the 75mL bottle.
(Vol. 1:2, p. 000337-40 ) ‘

9. In Mylan’s original labeling submission, the Systems Components and Performance
section was omitted. Email discussion was exchanged to decide whether or not omitting this section would
constitute “same-as” labeling. It was decided that the firm could not omit the section and would have to
resubmit an amendment which included this section which described the release system for their product.
Wayne Talton was called on September 16, 2004 and he stated that Mylan would resubmit labeling. Below

is a copy of the final email sent by John Grace on Thursday September 19, 2004 at 8:38 AM stating our
position:

“Mylan's proposal is to eliminate that subsection entirely.

There is no proposed text. -The statement from Wayne Talton is a marketing statement (not a labeling statement)
from Mylan's Marketing Department.

I did some checking and found that the approved ANDAs that referenced Procardia XL, which has the same
subsection as Ditropan XL, proposed a different statement which would describe the ANDA product. | think this is an
"allowable difference” per regs. Eliminating subsection would not meet "same as" requirements.

We will ask Mylan to propose a "System Components and Performance" subsection for their product.

John F. Grace”

Date of Review: October 18, 2004

Dates of Submission: March '28, 2003, August 572004 and September 24, 2004

Primary Reviewer: Postelle Birg Date: October 18, 2004

Team Leader: John Grace %% Date: /? //Z/ﬁ?/

cc: ANDA: 76-702
DUP/DIVISION FILE
HFD-613/PBirch/JGrace (no cc)

V:\FlRMSAM\MYLAN\LTRS&REV\76-702tap.Iabel.doc
Review




APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-702
Dates of Submission:  September 16, 2005

Applicant's Name: Mylan Pharmaceuticéls, Inc.

Established Name: Oxybutinin Chioride Exfended-release Tablets, 5mg

BASIS OF APPROVAL:

APPROVAL SUMMARY
Container Labels:
(bottles of 100)
Satisfactory in FPL as of September 16, 2005submission.
(Vol. 3.1 and \Cdsesub1\n76702\N 000'2005-09-16\Labeling\Proposed BL 1 .pdi)

(bottles of 500)
Satisfactory in FPL as of September 16, 2005submission.
(Vol. 3.1 and \Cdsesub1\n76702\N 000\2005-09-16\Labeling\Proposed BL2.pdf)

Professional Package Insert Labeling:
Satisfactory in FPL as of September 186, 2005submission.
(Vol. 5.1 and \\Cdsesub1\n76702\N 000\2005-09-16\Labeling\Proposed OT.pdf10
) ' :

Revisions needed post-approval:

BASIS OF APPROVAL: '

Was this approval based upon a petition? No

What-is the RLD on the 356(h) form: Ditropan XL

NDA Number: 18-211

NDA Drug Name: Oxybutinin Extended-release Tablets

- NDA Firm: Alza

Date of Approval of NDA Insert and supplement#  June 30, 2004
Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels:

Basis of Approval for the Carton Labeling:

Other Comments
PATENT/ EXCLUSIVITIES
Patent Data -
No Expiration "Use Code Use File
15674895 May 22, 2015 v
5674895*PED Nov 22, 2015
5840754 May 22, 2015 v
5840754*PED Nov 22, 2015
5912268 May 22, 2015 v
5912268*PED Nov 22, 2015
6124355 May 22, 2015 U-378 Method for treating incontinence vV




6124355*PED Nov 22, 2015 U-378 Method for treating incontinence
6262115 May 22, 2015 U-393 Management of incontinence, mgt of hormone replacement v
: i therapy, treatment of involuntary incontinence, mgt
. overactive bladder and increasing compliance in such pt
6262115*PED Nov 22, 2015 U-393 Management of incontinence, mgt of hormone replacement
therapy, treatment of involuntary incontinence, mgt
overactive bladder and increasing compliance in such pt
6919092 May 22, 2015 - U-867 Management of incontinence; method for treating v
incontinence :

6919092*PED Nov 22, 2015

Exclusivity Data -

Code/sup Expiration Use Code Description Labeling Impact
020897 April 15, 2006 ‘NPP New Patient Population
020897 October 15, 2006 - PED Pediatric Exclusivity

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name Yes ©{ No ['NA
Different name than on acceptance to file letter? X
Is this product a USP item? I 0, USP supplement in which verification was assured. USP 26 X
Is this name different than that used in the Orange Book? X

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subsection.

Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? Sounds or looks like another . X
name? USAN stem present? Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenclature Committee? if so, what were the - X
recommendations? If the name was unacceptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR. X

Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a X
CRC.

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

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

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging X
configuration?

Is the strength and/or concentration of the product unsupported by the insert labeling? X

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

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might X
require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is'the name of the drug unclear in print or lacking in prominence? (Name shouid be the most prominent information
on the label).

Has applicant failed to Clearly differentiate muitiple product strengths? X

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Labeling(continued) .Yes. I"No NA.-
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate, X

Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or faisely inconsistent between labels and labeling? Is "Jointly
Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X

Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note:
Chemist should confirm the data has been adeguately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?




Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If S0, has the accuracy of the statement been confirmed? X

Do any of the inactives differ in concentration for this route of administration? X
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCRIPTION and the composition statement? X

Has the term “other ingredients” been used to protect a trade secret? If $0, is claim supported?

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

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

Failure 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 USP/NDA recommendations? if so, are the recommendations , v X .

supported and is the difference acceptable? _

USe Of pr ing contiguration orfor any other reason, does This icant meel 0 meet all of the X
unbrotecied condtont of aon o sormaaraton or o ar ?
Does USP have labeling recommendations? If any, does ANDA meet them? X
Is the product light sensitive? If $0, is NDA and/or ANDA in a light resistant container?
Failure of DESCRIPTION to meet USP Description and Solubility information? If 80, USP information should be used, X

However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: (Compare bioequivalency values: insert to study. List Cmax, Tmax; T 1/2 and date
study acceptable) ’

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why., ‘ X

Patent/Exclusivity Issues?: FTr: Check the Orange Book edition or cumulative supplement for verification
of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state.

NOTES/QUESTIONS TO THE CHEMIST:

FOR THE RECORD:
1. Review based on the labeling of Ditropan XL by Alza approved June 30, 2004 (NDA 20-897/S01 3).
2. PATENT/ EXCLUSIVITIES
See table.
3. MANUFACTURING FACILITY
Mylan Pharmaceuticals, Inc.
Morgantown, WV 26505
(Vol. 1.2, p 000165)
4, STORAGE CONDITIONS:
NDA - Store at controlled room temperature 15'to 25°C (59°to 77'({))(.4)
ANDA - Store at controlled room temperature ,
USP-  Preserve in tight, light-resistant containers.
5. DISPENSING RECOMMENDATIONS:
NDA - Dispensein a tight, light-resistant container as defined in the USP.
ANDA - Dispense in a tight, light-resistant container as defined in the USP using a child-resistant closure.
6. INACTIVE INGREDIENTS:
The listing of inactive ingredients in the DESCRIPTION section of the package insert IS NOT consistent
with the listing of inactive ingredients found in the statement of components g)%i composition appearing on
page 000060 (Volume 1.1). There is no listing of the ingredients in the
7. PACKAGING CONFIGURATIONS:




NDA-  The 5 mg, 10 mg and 15 mg tablets are packaged in bottles of 100 tablets.

 ANDA- The 5 mg tablet will be used in bottles of 100's (75¢cc) and 500°s (200cc) tablets only.
8. CONTAINER/CLOSURE SYSTEM:

1) The bottles of 100's will be packaged usin ige HDPE bottle from-(DMF
| ©® The bottle will be molded using the MDMF -
The clo i beige plastic CRC from| @@ pye PP and consists of clear®®
MDMF ﬁand a beige HDPE outer shell.
M
The desiccant is manufactured b MF
ﬂand consists of a ack activated carbon and silica gel granules.
2) Th ;5 Will be packaged using a 200 mL round beige HDPE bottle
(DMF ﬁ The bottle will be molded using the

L S our e, |

The closure will be a 45 mm fine-ribb i i from and it
M
The desiccant is manufactured MF
" ®%and consists of a activated carbon and silica gel granules.

This is the same as in the 75mL bottle.
(Vol. 1.2, p. 000337-40 )

Date of Review: December 6, 2005

Dates of Submission: September 16, 2005

Primary Reviewer: Postelle Birch / Date: /Z/ 67 so—

- Team Leader: John Grace Date: / J/ / &/ Do
/ H
cc: ANDA: 76-702
DUP/DIVISION FILE
HFD-613/PBirch/JGrace (no

V:\FlRMSAM\MYLAN\LTRS&REV\76-702ap.label.doc
Review o
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

Chemistry Review Data Sheet
1. ANDA #76-702
2. REVIEW #: 01
3. REVIEW DATE: August 22, 2003
4. REVIEWER: Robert W. Trimmer, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
n/a

6. SUBMISSION BEING REVIEWED:

Submission Reviewed | Document Date

Original 3-28-2003

7. NAME & ADDRESS of APPLICANT: ‘

. Mylan Pharmaceuticals Inc.
Name:

PO Box 4310 :
Address: 781 Chestnut Ridge Road
Morgantown, WV 26504-4310

Representative: Mr. S. Wayne Talton

Page 3 of 32




CHEMISTRY REVIEW
Chemistry Review Data Sheet

Telephone: 304-599-2595

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: -
b) Non-Proprietary Name (U SAN): Oxybutynin Chloride Extended-release Tablets

9. LEGAL BASIS For SUBMISSION:
505(G)(2)(A)(vii) _
Based on RLD: Ditropan Extended Release NDA 20-897 (for 5, 10, & 15 mg tabs)

10. PHARMACOL. CATEGORY: antispasmodic and anti-cholinergic agent
11. DOSAGEFORM: tablets

12. STRENGTH / POTENCY: 5 mg

13. ROUTE of ADMINISTRATION:I oral .

14. Rx/OTC DISPENSED: Ry

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

SPOTS product — Form Completed

X__Not a SPOTS product

Page 4 0of 32




CHEMISTRY REVIEW
Chemistry Review Data Sheet

16. CHEMICAL NAME, STRUCTURAL F ORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Oxybutynin Chloride C2H3NO3; . MW 357.4918

4-(Diethylamino)-2-butylnyl-alpha-phenylcyclohexaneglycolate hydrochloride.

.
@éu

HCl salt

Page 5 of 32



CHEMISTRY REVIEW
Chemistry Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:

A. DMF’s:
ITEM ] , DATE COMMENTS
DMF# | TYPE HOLDER REFERENCED CODE STATUS REVIEW
. COMPLETED
I1 1 Not 06-30-2003
adequate revised 7-2-03

it 4

I 4

III 4

111 4

111 4

11 4

I 4

11 4

I 7 The component has
been previously
reviewed & found sat.
Numerous ANDAs
have been approved

. using this component.
I 7 “
! Action codes for DMF Table:

1 — DMF Reviewed.
Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF ,
3 —Reviewed previously and no revision since last review
4 — Sufficient information in application ~
5 — Authority to reference not granted
6 — DMF not available
7 — Other (explain under "Comments")

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

B. Other Documents: n/a
DOCUMENT APPLICATION NUMBER DESCRIPTION

Page 6 of 32



CHEMISTRY REVIEW
Chemistry Review Data Sheet

18. STATUS:
CONSULTS/ CMC

RELATED 4

REVIEWS RECOMMENDATION | DATE REVIEWER
Microbiology n/a
EES acceptable 8-20-2003
Methods Validation open
Labeling open _ D.Catterson
Bioequivalence open '
Env. Assessment sat.
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 If no, explain reason below:

Page 7 of 32
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CHEMISTRY REVIEW

Chemistry Assessment Section

The Chemistry Review for ANDA 76-702
The Executive Summary

Recommendations

A.

Recommendation and Conclusion on Approvability
Not recommended for approval at this time re DMF, bio and other issues.

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

Summary of Chemistry Assessments

A. Description of the Drug Product and Drug Substance

Oxybutynin Chloride drug substance is a USP product. Per the applicant, any
previously released DS remaining in inventory 1 year after its original release date
or its retest date will be sampled and tested prior to further use. The DS can be
recontrolled up to 5 years from date of receipt or up to the manufacturer’s
expiration date. Materials will be retested at least once per year up to the noted
time limit.
Chemical name: 4-(Diethylamino)-2-butylnyl-a{pha—phenylcyclohexaneglycolate
hydrochloride. CAS number: 1508-65-2 and MW: 393.97. It is a white to off-white
powder melting between 124 to 129°. Extensive testing by Mylan via the literature
and testing by, ®“showed no evidence of polymorphism. This DS is freely soluble
in water, very soluble in methanol, slightly soluble in ether, and very slightly soluble
in hexane. It spite of it being very soluble in water, Mylan has developed a particle
size method and established spec of [PNMT[ 1@ 0@ - ©© and
PONMT | O The DS is administered as a racemate of R- and S- enantiomers.

This ER drug product is 5mg per dose and is not s USP drug product. The tablets
are light green colored, round, biconvex, beveled edged, unscored tablets with M
over 0 5 imprinted in black ink on one side and blank on the other side.

The DP is available in bottles of 100 and 500 tablets.

B. Description of How the Drug Product is Intended to be Used
The labeling should describe its use. The name given by the innovator is Ditropan
Tablets (HMR, Inc.).

80f32



CHEMISTRY REVIEW

Chemistry Assessment Section

C. Basis for Approvabili

ty or Not-Approval Recommendation
Multiple deficienci

€s were noted including a non-adequate Type IT DMF.

III. Administrative \

A. Reviewer’s Signature ,
-Robert W. Trimmer |

B. Endorsement Block

Chemist Name/Date: Robert W, Trimmer, Ph.D./
ChemistryTeamLeadcrName/DaIe: Dave S. Gill, Ph.D./
Project Manager Name & Date: Sarah Kim, PM/

C. CC Block

90f32
Followihg this page, 19 pages withheld in full (b)(4)
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CHEMISTRY REVIEW

Chemistry Assessment Section

31. SAMPLES and RESULTS ! METHODS VALIDATION STATUS:
The drug product is not an USP compendial item. Method validation by a FDA district
laboratory is therefore required, however, the request will be submitted after the issues on
assay, dissolution, and impurity specifications have been resolved.

32. LABELING: open

33. ESTABLISHMENT INSPECTION: sat.
‘ Per the EER the overall recommendation was found acceptable on 20-August-2003.

34. BIOEQUIVALENCE: pending bio review re dissolution

a. The request for a waiver of in-vivo bioequivalence study is to be granted by our
Division of Bioequivalence.
b. Dissolution data will be compared with DBE’s specs.

35. ENVIRONMENTAL IMPACT CONSIDERATIONS / CATEGORICAL EXCLUSION: sat.
The applicant claims a claim for categorical exclusion under an environmental
assessment under 21 CFR 25.31.

The request for exclusion from the requirements for the environmental impact analysis
statement was signed by Mr. Sisto.

29 0f 32



Chemistry Assessment Section

36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 76-702 ~ APPLICANT: Mylan Pharmaceuticals Inc.

DRUG PRODUCT: Oxybutynin Chloride Extended-release Tablets, 5 mg

The deficiencies presented below represent MINOR deficiencies,

A. Deficiencies:

1.

‘C.

Drug Master File %@ deficient. The holder of the DMF has been
notified of the deficiencies. Please do not submit a MINOR amendment
until the DMF holder has informed you that a complete response to the
DMF deficiency letter has been submitted to the Agency.

‘ Combormnt
Regarding your Brug‘:&-hbmee specificatiors

a.

Regarding your Drug Product release specifications:

a.

Regarding the analytical methods, please provide the LOD data for the
process and degradation impurities, ‘

Please iovide the data, or state the page re the data is found,

for the tests. The specifications are
listed on page 5312 of your ANDA.

30 0f 32



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

1. The CGMP compliance of all the facilities listed in your application shall
be evaluated by our Office of Compliance and a satisfactory evaluation is
required prior to the approval of this application.

- 2. Your bioequivalence information (including dissolution data) are pending

review by the Division of Bioequivalence (DBE). The final Release and
Stability Specifications will be based on the recommendations of DBE.

3. Please note that methods validation will be scheduled after testing issues

. in this letter are resolved.

4. Areview of the Labels and Labeling is pending. Any deficiencies found
will be sent to you under separate cover. '

Sincerely yours,

DLy

ff" Rashmikant M. Patel, Ph.D.
Director
Division of Chemistry I
Office of Generic Drugs
Center for Drug Evaluation and Research



CHEMISTRY REVIEW

Chemistry Assessment Section

cc: ANDA
ANDA DUP
DIV FILE
Field Copy

Endorsements (Draft and Final with Dates): N
P
HFD-623/Robert W. Trimmer, Ph.D. /9/5/03 m\#’\f T-(5-3%

HFD-623/ Dave S. Gill, Ph.D. /9/5/03 DELYU 8- 'L.' oz

HFD-617/S. Kim, Pharm. D/PM /9/12/03 <~ 4~o” | o 123

F/T by /ard/9/15/03
VAFIRMSam\mylan\ltrs&rev\76702crl1.oxybutynin.doc

TYPE of LETTER: NOT APPROVABLE - MINOR
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__ CHEMISTRY REVIEW
Chemistry Review Data Sheet

- Chemistry Review Data Sheet

. ANDA #76-702 (First Generic)

ek

2. REVIEW #: 2

W

. REVIEW DATE: August 18, 2004
REVISION DATE:  September 10, 2004

4. REVIEWER: Mike Darj, Ph.D.

5. PREVIOUS DOCUMENTS:
Previous Documents Document Date
Original 28-MAR-2003

6. SUBMISSION BEING REVIEWED:

Submission Reviewed Document Date
Amendment 02-DEC-2003
Gratuitous Amendment 27-JUL-2004

7. NAME & ADDRESS of APPLICANT:

Name: Mylan Pharmaceuticals, Inc.
781 Chestnut Ridge Road
Address: P.0O.Box 4310
Morgantown, WV 26504
Representative: S. Wayne Talton '
Telephone: (304) 599-2595

Page 3 of 22




. CHEMISTRY REVIEW
-Chemistry Review Data Sheet

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: -
b) Non-Proprietary Name (USAN): Oxybutynin Chloride Extended-Release Tablets

9. LEGAL BASIS For SUBMISSION:
S05()(2)(A)(vii) |
Based on RLD: Ditropan Extended Release NDA 20-897 (for 5,10, & 15 mg tabs)

10. PHARMACOL. CATEGORY: antispasmodic and anti-cholinergic agent
11. DOSAGE FORM: Extended-release tablets

12. STRENGTH / POTENCY: 5 mg

13. ROUTE of ADMINISTRATION: oral

14. Rx/OTC DISPENSED:  Rx

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

SPOTS product — Form Completed

X _ Not a SPOTS product

Page 4 0f 22




__ CHEMISTRY REVIEW
Chemistry Review Data Sheet

16. CHEMICAL NAME, STRUCTURAL F ORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Oxybutynin Chloride Cy2H3iNO3.HCL. MW 393.97

4-(Diethylamino)-2—butynyl-alpha-phenylcyclohexaneglycolate hydrochloride.

0 /—CH3
N -
o7 T ¢y
HO 3
| HCl

Page 5 0f 22




. CHEMISTRY REVIEW
Chemistry Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:

A. DMF’s:
, ITEM DATE COMMENTS
DMF# | TYPE | HOLDER REFERENCED | CODE' | STATUS? REVIEW
COMPLETED .

I 3 adequate Dec-02-2004 Reviewed by this
reviewer

il 4

111 4

111 4

I 4

41§ 4

III 4

I 4

I 4

I 7 The component has
been previously
reviewed & found sat,
Numerous ANDAs
have been approved
using this component.

m ) 7 “

! 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")

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

B. Other Documents: n/a
DOCUMENT APPLICATION NUMBER DESCRIPTION

18. STATUS:

Page 6 of 22
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' CHEMISTRY REVIEW

Chemistry Review Data Sheet

CONSULTS/ CMC \
RELATED -
REVIEWS - RECOMMENDATION DATE REVIEWER
Microbiology n/a
EES acceptable 20Aug2003
Methods Validation n/a
Labeling Acceptable 190¢t2004 P. Birch
Bioequivalence Acceptable 13Aug2004 P. Nwakama
Env. Assessment Acceptable
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 If no, explain reason below:

Page 7 0f 22




' CHEMISTRY REVIEW

| 8

Chemistry Assessment Section

The Chemistry Review for ANDA 76-702
The Executive Summary

Recommendations

A.

Recommendation and Conclusion on Approvability

The ANDA is recommended for approval (see section II).

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

Summary of Chemistry Assessments

A. Description of the Drug Product and Drug Substance

Oxybutynin Chloride drug substance is a USP product. Per the applicant, any
previously released DS remaining in inventory 1 year after its original release date
or its retest date will be sampled and tested prior to further use. The DS can be
recontrolled up to 5 years from date of receipt or up to the manufacturer’s
expiration date. Materials will be retested at least once per year up to the noted
time limit. _
Chemical name: 4-(Diethylamino)-2-butynyl-aévha-phenylcyclohexaneglycolate
hydrochloride. CAS number: 1508-65-2 and MW: 393.97. It is a white fo off-white
powder melting between 124 to 129°C. Extensive testing by Mylan via the literature
and testing by| ®“showed no evidence of polymorphism. This DS is freely soluble
in water, very soluble in methanol, slightly soluble in ether, and very slightly soluble
in hexane. In spite of it being very soluble in water, Mylan has developed a particle
size method and established spec of I®®NMT/ " @€ @O\ we
PONMT ®° The DS is administered as a racemate of R- and S- enantiomers.

This ER drug product is 5mg per dose and is not a USP drug product. The tablets
are light green colored, round, biconvex, beveled edged, unscored with M over 0
S imprinted in black ink on one side and blank on the other side.

The DP is available in bottles of 100 and 500 tablets,

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

The drug product is a tablet that is taken orally. -

8 of 22



__ CHEMISTRY REVIEW

Chemistry Assessment Section

C. Basis for Approvability or Not-Approval Recommendation
All CMC issues have been successfully addressed.

III. Administrative

A. Reviewer’s Signature

—_ A , ,
{/éé/\/, A7 ﬁmg_e,cq
B. Endorsement Block

HFD-623/M. Darj, Ph.D., RC/
HFD-623/D. Gill, Ph.D., TL/

F/T by: EW 12/6/04
VAFIRMSAM\MYLAN\LTRS&REV\76702.CR3.DOC
Type of Letter: Approvable

C. CC Block

ANDA 76-702

ANDA DUP

DIV FILE
Field Copy

9o0f22
Following this page, 11 pages withheld in full (b)(4)



Chemistry Assessment Section

30. MICROBIOLOGY:. 1n/a

31. SAMPLES and RESULTS / METHODS VALIDATION STATUS:
n/a

32. LABELING: Acceptable 10/19/2004

33. ESTABLISHMENT INSPECTION: Accetpable
EER overall recommendation found acceptable on 20-August-2003

34. BIOEQUIVALENCE: Acceptable 8/13/2004

35, ENVIRONMENTAL IMPACT CONSIDERATIONS / CATEGORICAL EXCLUSION: sat.
CR1
The applicant claims a claim for categorical exclusion under an enwronmental
assessment under 21 CFR 25.31.
The request for exclusion from the requirements for the environmental impact analysis
statement was signed by Mr. Sisto.

21 of 22



__ CHEMISTRY REVIEW

Chemistry Assessment Section

cc:  ANDA 76-702
' ANDA DUP
DIV FILE
Field Copy

Endorsements (Draft and Final with Dates):
HFD-623/ M. Datj, Ph.D., RC/18Aug2004/10Sep2004/ M[kaj a7 Aét'?-ki— <f

HFD-623/D. Gill, Ph.D., TL/9/10/04 DS&Go j2-7-0H
HFD~617/S. Park, Pharml. D., PM/9/14/04 5" Lip V217 ‘ d/i
F/T by: EW 12/6/04 '

VAFIRMSAM\Mylan\LTRS&REV\76702.CR3.doc

TYPE of LETTER: APPROVABLE

22 0f 22
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_ CHEMISTRY REVIEW
Chemistry Review Data Sheet

Chemistry Review Data Sheet
1. ANDA #76-702 (First Generic)
2. REVIEW #: 3

3. REVIEW DATE: October 21, 2005 (Minor Amendment of 16Sep05 and Gratuitous Amendment
of 21Sep2005)
November 3, 2005 (Telephone Amendment of 270ct2005)

4. REVIEWER: Mike Darj, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
Original 28-MAR-2003
Minor Amendment 02-DEC-2003
Gratuitous Amendment 27-JUL-2004
Minor Amendment ' 16-Sep-2005
Gratuitous Amendment 21-Sep-2005

6. SUBMISSION BEING REVIEWED:

Submission.Reviewed Document Date
Telephone Amendment 27-Oct~2005

7. NAME & ADDRESS of APPLICANT:

Name: Mylan Pharmaceuticals, Inc.
' 781 Chestnut Ridge Road
Address: P.0.Box 4310
Morgantown, WV 26504
Representative: S. Wayne Talton

Page 3 of 21



10.

11.

12.

13.

14.

15.

* CHEMISTRY REVIEW
Chemistry Review Data Sheet

' Telephone: (304) 599-2595

. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: - ,
b) Non-Proprietary Name (USAN): Oxybutynin Chloride Extended-Release Tablets

LEGAL BASIS For SUBMISSION:

505G)(2)(A)(vii)
Based on RLD: Ditropan Extended Release NDA 20-897 (for 5, 10, & 15 mg tabs)

PHARMACOL. CATEGORY: antispasmodic and anti-cholinergic agent
DOSAGE FORM: Extended-release tablets

STRENGTH /POTENCY: 5mg

ROUTE of ADMINISTRATION: oral

Rx/OTC DISPENSED: Rx

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Combleted

x __ Not a SPOTS product

Page 4 of 21




© CHEMISTRY REVIEW -
Chemistry Review Data Sheet

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Oxybutynin Chloride Cj;H3NO3.HCL. MW 393.97

4-(Diethylamino)-2-butynyl-alpha-phenylcyclohexaneglycolate hydrochloride.

' o /'-'-CH3
—_— N
/T/
O \—CH
HO 3
HCI
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" CHEMISTRY REVIEW
Chemistry Review Data Sheet

17. RELATED/ SUPPORTING DOCUMENTS:

A. DMFE’s:
’ ITEM DATE COMMENTS
DMF# | TYPE | HOLDER REFERENCED CODE' | STATUS? REVIEW
A - COMPLETED

u adequate | 19Sep2005 Reviewed by M. Darj

m

o

m

ur

I

"
The component has
been previously
reviewed & found sat.
Numerous ANDAs
have been approved

“ using this component.

! 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")

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

B. Other Documents: n/a .
- DOCUMENT APPLICATION NUMBER DESCRIPTION

18. STATUS:

Page 6 of 21



 CHEMISTRY REVIEW
Chemistry Review Data Sheet

CONSULTS/ CMC |

RELATED

REVIEWS RECOMMENDATION DATE REVIEWER
Microbiology n/a v
EES acceptable 20Aug2003
Methods Validation n/a
Labeling Acceptable 12-Dec-2005 P. Birch
Bioequivalence Acceptable ' 13Aug2004 P. Nwakama
Env. Assessment Acceptable
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

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

The review of this minor amendment was expedited as per Sarah Park.

Page 7 of 21
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. CHEMISTRY REVIEW

Chemistry Assessment Section

The Chemistry Review for ANDA 76-702
The Executive Summary |

Recommendations

A.

Recommendation and Conclusion on Approvability
The ANDA is approvable.

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

Summary of Chemistry Assessments

A. Description of the Drug Product and Drug Substance

Oxybutynin Chloride drug substance is a USP product. Per the applicant, any
previously released DS remaining in inventory 1 year after its original release date

or its retest date will be sampled and tested prior to further use. The DS can be
recontrolled up to 5 years from date of receipt or up to the manufacturer’s

expiration date. Materials will be retested at least once per year up to the noted

time limit.

Chemical name: 4-(Diethylamino)-2-butynyl-alpha-phenylcyclohexaneglycolate
hydrochloride. CAS number: 1508-65-2 and MW: 393.97. Ttisa white to off-white
powder melting between 124 to 129°C. Extensive testing by Mylan via the literature
and testing byl showed no evidence of polymorphism. This DS is freely soluble
in water, very soluble in methanol, slightly soluble in ether, and very slightly soluble
in hexane. In spite of it being very soluble in water, Mylan has developed a particle
si%b?«method and established spec of | ®?NMT R ®8

NMT and
MT 99 The DS is administered as a racemate of R- and S- enantiomers.

This ER drug product is Smg per dose and is not a USP drug product. The tablets
are light green colored, round, biconvex, beveled edged, unscored with M over 0
S imprinted in black ink on one side and blank on the other side.

The DP is available in bottles of 100 and 500 tablets.

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

The drug product is a tablet that is taken orally.
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___ CHEMISTRY REVIEW

Chemistry Assessment Section

C. Basis for Approvability or Not-Approval Recommendation
The recommendation of Approvability is based on satisfactory resolution of all
deficiencies.

Bioequivalence section is acceptable and labeling section is approvable.

The drug product, Oxybutynin Chloride ER Tablets, 5 mg can be classified as
safe and effective in this review.

III. Administrative

A. Reviewer’s Signature

Z / Z}LA z>/7"(" 7 B Rb 5004

B. Endorsementfl;:l;
HFD-630/M. Darj, Ph.D., RC/
HFD-630/D. Gill, Ph.D., TL/

F/T by: EW 2/13/06
VAFIRMSAM\MYLAN\LTRS&REV\76702.CR3.DOC
Type of Letter: Approvable

C. CC Block

ANDA 76-702

ANDA DUP

DIV FILE
Field Copy

9of21
Following this page, 11 pages withheld in full (b)(4)



. CHEMISTRY REVIEW

Chemistry Assessment Section

cc:  ANDA 76-702
ANDA DUP
DIV FILE |
Field Copy

Endorsements (Draft and Final with Dates):
y =T rr a D pfl
HFD-630/ M. Darj, Ph.D., RC/03Nov2005/ { (Lo~ 2 h¢T 3 Febo 2204

HFD-630/D. Gill, Ph.D., TL/11-3-05  DS&.e 2z- '3-0&
F/T by: EW 2/13/06

VAFIRMSAM\Mylan\L TRS&REV\76702.CR3.doc

TYPE of LETTER: ‘APPROVABLE

21 of 21



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 0767020rig1s000

BIOEQUIVALENCE REVIEWS



DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 76-702

Drug Product Name  Oxybutynin Chloride Extended-Release Tablets
Strength 5mg

Applicant Name Mylan Pharmaceuticals Inc.

Address 781 Chestnut Ridge Road, Morgantown, WV 26504
Submission Date(s) March 28, 2003

Amendment Date(s) N/A

Reviewer Patrick Nwakama
First Generic Yes
File Location V:\firms AM\Mylan\ltrs&rev\76702S.0303

I. Executive Summary

. This submission consisted of two (fasting and- non-fasting), two-way, crossover,
bioequivalence (BE) studies and dissolution data on the 5 mg strength. Both studies are
conducted in healthy adult males and females (fasting, n = 60; non-fasting, n = 28).
Statistical analyses of the plasma concentration data for oxybutynin and N-
desethyloxybutynin in both studies demonstrate bioequivalence.

Oxybutynin results in the fasting study are (point estimate, 90% CI): LAUCT of 0.88,
81.1-95.2%; LAUCI 0.88, 81.5 — 95.6%; and LCmax 0.95, 87.5 — 103.1%.
N-desethyloxybutynin results in the fasting study are (point estimate, 90% CI): LAUCT
0f 0.92, 86.4 —- 97.2%; LAUCI 0.93, 87.4 — 98.9%; and LCmax 0.99, 93.9 — 104.9%.
Oxybutynin results in the non-fasting study are (point estimate, 90% CI): LAUCT of
1.05, 91.4 - 120.8%; LAUCI 1.05, 91.8 — 119.0%; and LCmax 1.21, 108.2 — 135.4%.
N-desethyloxybutynin results in the non-fasting study are (point estimate, 90% CD:
LAUCT of 0.95, 85.1 — 105.6%; LAUCI 0.95, 85.3 — 105.3%; and LCmax 1.00, 91.6 -
108.7%. The non-fasting study was performed prior to the implementation of the CDER
Guidance for Industry: Food-Effect Bioavailability and Fed Bioequivalence Studies:
Study Design, Data Analysis and Labeling.

The firm had initially submitted (3/28/2003) ANDA (#76644) for the 10 mg strength
consisting of a replicate fasting and a crossover non-fasting BE studies. The studies were
acceptable but the ANDA was incomplete because of the dissolution testing. The 5- and
10-mg strengths have the same inactive ingredients but are not proportionally similar.
Both strengths were filed under two separate ANDAs since each ANDA contains
Paragraph IV Patent Certification statements and each strength is designated as a RLD.

In this ANDA, the dissolution testing is incomplete, because the firm conducted
dissolution in a single medium using the method developed in house. From the
bioequivalence point of view, the application is incomplete.



II. Table of Contents

L EXECULIVE SUMIMATY ......cvuureireiremcerireirinseresessieessesssessesssssssasiasssssesonesesssenensaseosesesssessesesessssasasssassesessssses 1
II. Table Of CONLENLS. .i..vuveeritieeeeeceereciettse sttt es st b sss s e resnees s es e mseessssssesaeon 2
I, SubmiSSION SUMIMATY ......cecurivereerririrnrariseesesseesessessessssssassssssessssesssesssssesessessesessessasesssesesessssesssesssos 3
A Drug Product INfOrmMAation..........cceeceriemriruneseieseseeceeceecse st csstsstsseasseee s esesbesseesesesssesnens 3

B PK/PD INOIMATION oevvvvvievecercnseninersssiesassssaes e sesseseste s sessssesasessssessosesssesessssessseasasasesssssasessans 3

C Contents Of SUDIMISSION .......cuevecrrmrierriestricessese st secssesesesasesensessiessassesessesssessessssessssassssas 4

D Pre-Study Bioanalytical Method Validation ..............veeeeveemeeeiiseesneeensrreeeeesesesseseosasesessssesssssssesans 5
E. IN VIVO STUAIES ..ottt as st tse e et es e e s eeesesesessase s sn e ssnes 5

1. Single-dose Fasting Bioequivalence StUAY........cocevuevvervrverermseissesesessceessssnsesesssessseesessessessessassns 5

2.  Single-dose Fed Bioequivalence StUAY ............cccueevvveereesieceisesereeneosenaeeoressessssesesessesessessssesesssssans 7

F. FOMUIALION oottt et s s st s s s as et s e v s enmnesens .. 8
G. In VItro DISSOIUHON ....cuveevercveieecnrerisinasie ettt eses st esessesemes s s ss s s esseeseesssesssssenon 9
H. WRIVET REQUESI(S) cu.eevvvivrcereeceeruennirisesiesesssses st sessesssssssessessssssesessesseseessasenssenssssssmsessssssssssssssesns 9

I Deficiency COMIMENL........ocirrereerrrneeseteersstescsesiassessesenseeeseesestssessssessesessassssssssssssessssssssssasaes veeee 9

J. RECOMMENAAtONS. ....cvmmrercenrureeneaereaetsess st ss st ssesaseseesseeeeosesseseeraseesesessssseseseessasses e s seeesesea 10
IV, APPEIMIX oottt et st s ettt en e e s st e e naes 11
A, Individual STUAY REVIEWS ......cocverruerrrereiverent ettt esesessesesesssesesessess ot sessasseesesessss s senses 11

1. Single-dose Fasting Bioequivalence Study.............. reeeriererre et st et s se s e e e aaaraans 11

2. Single-dose Fed Bioequivalence StUAY ........c.eeeeuereeeeeeeeeereeevcmeeasensssesnesessstesesessssesessesssesesseses 18

B FOrmMUIAtioN DAta ........cecuriieirereienrinnesieseeesscsiseeeisestsstesesne st seeesstsesseseeesssmsesaesessassessasasessosnane 25

C DiSSOMItION DALA ...ttt esec et r st oo seesse et eseesesess s eseesessesssresassenssasns 26

D CONSUIE REVIEWS ......eevteittticreree ettt sttt e e nse e eas et ases s ee s e s sneasnseen 28

E SAS OULPUL ...ttt etctes et ss s e st st s e e st eneseemnesees s sesenseeeessesaseneen 29

F Additional AHAChMENtS (N/A).....cuiererreemrtriisiseeeereeereeese e eeeeeeeeeessasssasssessassasesessessssssesssesesssesen 30



II1.Submission Summary
A. Drug Product Information

Test Product Oxybutynin Chloride ER Tablets, 5 mg
Reference Product Ditropan® XL Tablets, Smg
RLD Manufacturer Alza Pharmaceuticals

NDA No. 20897
RLD Approval Date December 16, 1998
Indication Treatment of Overactive Bladder

B. PK/PD Information

Bioavailability 6%

Food Effect None

Tmax 4 — 6 hours

Metabolism Extensively metabolized via the enteric and hepatic

CYP450 3A4 enzymes. Desethyloxybutynin is an
active metabolite.

Excretion <0.1% of oxybutynin or N-desethyloxybutynin
appears in the urine unchanged

Half-life 12 hours (post-prandial) and 16 hours (fasting)

Relevant OGD or DBE This is the first ANDA submitted to the Agency for

History oxybutynin ER tablets, 5 mg.  The first ANDA

(#76644) for oxybutynin ER tablets, 10 mg also filed
by Mylan (3/28/2003) was found incomplete by the
DBE (11/26/2003) due to a deficiency in dissolution

testing.
The Division has responded to 7 control documents [ 5
CDs (#99-276, 99 7/12/99; #00-025, [ ©9
1/14/2000; #00-496 ®® 11/17/2000 and
#00-517 ©@1/28/2000; #01-297, Rl
©95/30/2001) on analyte measurement and the
remaining 2 inquiries (#02-059, @9 172972001
and #02-034, @9 1/11/2002) on in vivo

biocequivalence and  dissolution requirements].

The Division of Bioequivalence (DBE) recommends
the measurement in plasma of both oxybutynin and its
active metabolite, desethyloxybutynin, using an
achiral assay, without measurement of the individual
enantiomers, in bioequivalence studies of Oxybutynin
HCI Extended Release Tablets.



Agency Guidance

Drug Specific Issues (if any)

The Agency’s recommendations included that the
metabolite, desethyloxybutynin, should be measured
because it is formed as a result of presystemic
metabolism and contributes meaningfully to efficacy.
This is consistent with the CDER Guidance,
Bioavailability and Bioequivalence Studies for Orally
Administered  Drug  Products - General
Considerations, March 2003. Only parent -
oxybutynin AUC and Cmax data should be analyzed
using a confidence interval approach. The metabolite
data from the test product should be evaluated for
comparability to the metabolite data from the
reference product. Since dissolution testing methods
for ER products are generally product-specific, firms
should establish dissolution methods as a part of
product development process. Therefore, firms
should conduct dissolution - testing using USP
apparatus I (Basket, 100 rpm) and I (Paddle, 50, 75,
and 100 rpm) in different dissolution media (e.g.
water, 0.1N HCI and buffers at pH 4.5 and 6.8).

CDER Guidance, Bioavailability and Bioequivalence
Studies for Orally Administered Drug Products —
General Considerations, March 2003.

Oxybutynin  exhibits = dose-dependent, linear
pharmacokinetics. The R- and S-isomers of
oxybutynin exhibit different pharmacokinetic and
pharmacodynamic characteristics.  Activity resides
primarily with the R-isomer,” which is the minor
enantiomer. There is no evidence of nonlinear
absorption for either enantiomer (OCPB Review of
NDA 20-897, 12/15/98).

~C. Contents of Submission

Study Types Yes/No? How many?
Single-dose fasting Yes 1
Single-dose fed Yes ' 1
Steady-state No

In vitro dissolution Yes 1
Waiver requests No

BCS Waivers No

Vasoconstrictor Studies No

Clinical Endpoints No

Failed Studies No

Amendments No




D. Pre-Study Bioanalytical Method Validation

Vol. 1.7; pp. 3577 - 3613
Parent Metabolite

Analyte name Oxybutynin | N-Desethyloxybutynin
Internal Standard - e
Method description LC/MS LC/MS
QC range 0.20 to 12.0 ng/mL 0.60 to 36.0 ng/mL
Standard curve range 0.20 to 20.0 ng/mL 0.60 to 60.0 ng/mL
Limit of quantitation 0.20 ng/mL 0.60 ng/mL
Average recovery of Drug (%) 92.64 92.00
Average Recovery of Int. Std (%) _90.51 87.58
Intraday precision range (% CV) 0.42 to 3.48% 1.62 t0 3.07%
Intraday accuracy range (%) 93.48t0 101.31% 96.16 to 103.46%
Interday precision range (% CV) 4.55 to 6.08% 2.47 t0 8.83%
Interday accuracy range (%) 99.69 to 103.86% 99.91 to 104.27%
Bench-top stability (hrs) 4 hours 4 hours
Stock stability (days) 42 days 31 days
Processed stability (hrs) 96 hours 96 hours
Freeze-thaw stability (cycles) 3 3
Long-term storage stability (days) 203 days 203 days
Dilution integrity 1:1; 101.7% to 111.5% 1:1;95.5%t0 111.9%
Specificity Yes Yes
SOPs submitted Yes Yes
Bioanalytical method is acceptable Yes Yes
20% Chromatograms included (Y/N) Yes Yes
Random Selection of Serial Chrom Yes Yes

E. In Vivo Studies

1. Single-dose Fasting Bioequivalence Study

Study Summary
Study No. OXYB-02116
Study Design Single-dose, randomized, two-way, crossover

No. of subjects enrolled

60

No. of subjects completing 58

No. of subjects analyzed 58

Subjects (Normal/Patients?) Normal

Sex(es) included (how many?) | Male: 36 Female: 24
Test product Oxybutynin ER Tablets
Reference product Ditropan® XL Tablets
Strength tested 5mg '
Dose 4x5mg




Summary of Statistical Analysis
Additional Information in Appendix, Table 7 and Table 8

Parameter | Point Estimate | 90% Confidence Interval
Oxybutynin
AUCo-t 0.88 81.1-95.2
AUCx 0.88 81.5-95.6
Cmax 0.95 , 87.5-103.1
N-desethylOxybutynin
AUCO-t 0.92 86.4-97.2
AUCw 0.93 87.4 —98.9
Cmax 0.99 . 93.9-104.9

Reanalysis of Study Samples
Additional information in Appendix, Table 6

| Number of samples Number of recalculated
Reason why assay was values used after
reanalyzed .
repeated reanalysis
Actual % of total Actual % of total
(‘Whole Subject’) number assays number assays
T R T R T R T R
Unacceptable QCs 114 | 114 { 520 | 520 | 114 | 114 | 5.20 | 5.20
(Subj. 5, 25, 35, 40, 46, 60)
Failure to thaw Samples 38 38 | .73 | 1.73 38 | 38 | 1.73 | 1.73
(Subj. 15 and 57)
Total 152 | 152 | 693 | 693 | 152 | 152 | 6.93 | 6.93
Number of samples Number of recalculated
. values used after
reanalyzed .
Reason why assay was . reanalysis
repeated Actual % of total Actual % of total
number assays number -assays
T R T R T R T R
Abnormal Internal Standard 27 31 246 [ 283 | 27 |31 | 246 | 2.83
Response _
Entire Sample Lost During 4 0 036 | O 4 0 1036 O
Assay Procedure - . :
Value Above Standard Curve | 4 14 | 036 | 1.28 4 14 | 0.36 | 1.28
Range '
Total 35 45 | 318 {411 | 35 | 45| 3.18 | 4.11

Did use of recalculated plasma concentration data change study outcome? N/A
The ‘whole subject” and ‘single sample’ reassay values were reported as the final results
in accordance with SOPs #D416-01 and #D400-02, established priori.

Comments on Fasting Study: The fasting study is acceptable.




2. Single-dose Fed Bioequivalence Study

Study No. OXYB-02109

Study Design randomized, two-way, single-dose crossover
No. of subjects enrolled 28 '
No. of subjects completing 28

No. of subjects analyzed 28

Subjects (Normal/Patients?) Normal

Sex(es) included (how many?) Male: 16 Female: 12
_Test product Oxybutynin ER Tablets
Reference product Ditropan® XL Tablets
Strength tested Smg

Dose 14x5mg

Summary of Statistical Analysis

Additional Information in Appendix, Table 17 and Table 18

Parameter | Point Estimate | 90% Confidence Interval
Oxybutynin
AUCo-t 1.05 91.4 - 120.8
AUCw 1.05 91.8-119.0
Crmax 1.21 108.2 - 1354
N-desethyloxybutynin
AUCo-t 0.95 85.1 —105.6
AUCw 0.95 85.3~105.3
Cmax 1.00 91.6 — 108.7
Reanalysis of Study Samples
Additional information in Appendix, Table 16
Number of samples Number of recalculated
Reason why assay was ‘ P values used after
reanalyzed .
repeated reanalysis
Actual % of total Actual % of total
(‘Whole Subject’) number “assays number assays
T R T R T R T R
Sample loss during extraction | 38 | 38 | 3.58 | 3.58 | 38 | 38 | 3.58 | 3.58
(Subj. 10 and 15)
Atypical recovery - 76 | 76 | 7.17 | 7.17 | 76 | 76 | 7.17 | 7.17
(Subj. §, 9, 17, and 20)
Failure to thaw Samples 19 119179 | 179 | 19| 19 | 1.79 | 1.79
(Subj. 23) _
Total 133 | 133 | 12.54 | 12.54 | 133 | 133 | 12.54 | 12.54




Number of samples Number of recalculated
values used after
Reason why assay w reanalyzed lysi
y y was reanalysis
.repeated Actual % of total Actual % of total
number | assays number assays
T R T R T R T R
Abnormal Internal Standard 3 5 1028 | 047 3 5 | 0.28 | 047
Response
Value Above Standard Curve 2 4 1019 | 0.38 2 4 10.19 | 0.38
Range
Total 5 9 | 047 | 0.85 5 9 | 047 | 0.85

Did use of recalculated plasma concentration data change study outcome? N/A

The ‘whole subject’ and ‘single sample’ reassay values were reported as the final results
in accordance with SOPs #D416-01 and #D400-02, established priori.

Comments on fed study: The non-fasting study is acceptable based on the point
estimates (ratios of geometric means). The study did not pass the 90% CI criteria for
LCmax (108.2 — 135.4%) but it was initiated prior to the implementation of the CDER

Guidance for Industry: Food-Effect Bioavailability and Fed Bioequivalence Studies:

Study Design, Data Analysis and Labeling.

F. Formulation

Location in appendix

Inactive ingredients within IIG Limits (yes or no)

If no, list ingredients outside of limits
If a tablet, is the product scored? (yes or no)
If yes, which strengths are scored?

Is scoring of RLD the same as test? (yes or no)

Formulation is acceptable (yes or no)

If not acceptable, why?

Section B, Page 25

Yes
N/A
No

N/A
N/A
Yes
N/A




G. In Vitro Dissolution

Source of Method

Medium

Volume (mL)

USP Apparatus type

Rotation (rpm)

Firm
Row 1 (2-hour):

pH 1.2 Simulated Gastric Fluid w/o Enzyme

Row 2 — 4 (4-, 8- and 16-hour):

pH 6.8 Simulated Intestinal Fluid w/o Enzyme

250 mL
Apparatus 3 (Reciprocating Cylinder)
25 dips per minute

Firm’s proposed specifications

FDA Method:

FDA-recommended specifications

USP Apparatus VII, Artificial Gastric Fluid w/o
Enzyme (37.0 + 0.5°C), 50 mL, 30 cycles /min;

sampling times: 4, 10 and 24 hours.

F2 metric calculated (yes or no) Yes
If no, reason why F2 not calculated N/A
Method is acceptable (yes or no) No

F2 metric, other strengths compared to biostudy strength

[ Highest strength | F2 metric for test | F2 metric for RLD

Low strength
N/A (one strength)
F2 metric, test compared to reference
Strength F2 metric
5 mg 44.3
H. Waiver Request(s)
Strengths for which waivers requested N/A
Regulation cited N/A
Proportional to strength tested in vivo (yes orno)  N/A
Dissolution is acceptable (yes or no) No
Waiver granted (yes or no) N/A

I. Deficiency Comment

The firm conducted dissolution testing in one medium only. The firm should be
requested to perform dissolution testing using USP Apparatus I (Basket, 100 rpm)
and II (Paddle, 50, 75 and 100 rpm) in 900 mL of various dissolution media (e.g.
Water, 0.1 N HCI, and buffers at pH 4.5 and 6.8). In addition, the firm should
conduct dissolution testing using the USP Apparatus VII, Artificial Gastric Fluid




L.

2.

w/o Enzyme (37.0 + 0.5°C), 50 mL, 30 cycles /minute, sampling times 2, 4, 10 |
and 24 hours.

J. Recommendations

The single-dose, fasting bioequivalence study conducted by Mylan Pharmaceuticals
on the test product, Oxybutynin Chloride ER Tablets, 5 mg, lot # R1K3865,
comparing it to Ditropan® XL Tablets, 5 mg, lot # 0200368 manufactured by Alza
Corporation is acceptable to the Division of Bioequivalence. The study
demonstrates that under fasting conditions, Mylan’s Oxybutynin Chloride ER
Tablets, 5 mg, are bioequivalent to the reference product, Ditropan® XL Tablets, 5
mg, manufactured by Alza Corporation.

The single-dose, non-fasting bioequivalence study conducted by Mylan
Pharmaceuticals on the test product, Oxybutynin Chloride ER Tablets, 5 mg, lot #
R1K3865, comparing it to Ditropan® XL Tablets, 10 mg, lot # 0200368
manufactured by Alza Corporation is acceptable to the Division of Bioequivalence.
The study demonstrates that under non-fasting conditions, Mylan’s Oxybutynin
Chloride ER Tablets, 5 mg, are bioequivalent to the reference product, Ditropan®
XL Tablets, 5 mg, manufactured by Alza Corporation.

The in vitro dissolution testing conducted by Mylan Pharmaceuticals on the test
product, Oxybutynin Chloride ER Tablets, 5 mg, is incomplete because of the
deficiency comment mentioned above.

Date signed

[2-72 %

Date signed

124 12,103

Dale P. Conner, Pharm. D.~
Director, Division of Bioequivalence
Office of Generic Drugs
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IV. Appendix

A. Individual Study Reviews

1. Single-dose Fasting Bioequivalence Study

Study Information

Study Number 0OXYB-02116

Study Title Single-Dose, Fasting Bioequivalence Study

Clinical Site _ PRACS Institute, Ltd., Fargo, North Dakota

Principal Investigator | James D. Carlson, Pharm.D.

Study/Dosing Dates Period 1: December 6 — 10, 2002; Period 2: December 21-24, 2002
Analytical Site Mylan Pharmaceuticals Inc., Morgantown, West Virginia
Analytical Director 0 ®“ Ph.D.

Analysis Dates January 24 — February 27, 2003

Storage Period 82 days (long-term stability duration: 203 days)

Treatment ID A B -

Test or Reference Test Reference
Product Name Oxybutynin ER Tablets Ditropan® XL Tablets
Manufacturer Mylan Pharmaceuticals Alza Corporation
Batch/Lot No. R1K3865 0200368
Manufacture Date 10/09/02 N/A
Expiration Date N/A 11/03
Strength 5mg 5 mg
Dosage Form Tablets Tablets
Batch Size ve N/A
Production Batch Size N/A
Potency 102.9% 102.6%
Content Uniformity 102.6% (RSD 1.2%) 100.2% (RSD 2.4%)
Formulation See Appendix Section B

Dose Administered 4x5mg 4x5mg
Route of Administration Oral

No. of Sequences 2

No. of Periods 2

No. of Treatments 2

No. of Groups 1

Washout Period 14 days

Randomization Scheme

Blood Sampling Times

AB: 4,5,6,7,10,11,13,15,18,19,21,22,27,29,31,32,36,37
38, 40,41,43,44,46,49,51,53,54,57,58,59,62

BA: 1,2,3,8,9,12,14,16,17,20,23,24,25,26,28,30,33,34,
35, 39,42,45,47,48,50,52,55,56,60,61,63,64

0,1,2,4,5,6,8,10,12,14,16,18,21,24,28,36,48,60 and 72 h

Blood Volume Collected/Sample 7 mL
Blood Sample Processing/Storage - 70°C + 15°C

IRB Approval

Yes

11




Informed Conéent Yes

- Subject Demographics See Table 1
Length of Fasting 10 hours
Length of Confinement 34 hours
Safety Monitoring Subjects were monitored throughout the confinement

portion of the study. Vital signs were taken prior to
dosing and as scheduled post-dosing.

Table 1 Demographics of Study Subjects

Age Groups Gender Race

Age Weight
Range % Sex % Category %0

<18 0.00 Male 60.0 | Caucasian | 93.3

Mean 29.1 Mean 63.9 18-40 80.0 | Female | 40.0 | Afr.Amer.| 3.3

SD 12.3 || SD 7.2 41-64 | 20.0 Hispanic | 0.0
Range | 18 -76 | Range | 49-79.0 | 65-75 | 0.00 Asian 1.7

>75 0.00 ’ Other 1.7
Study Results

Table 2 Dropout Information

Subject No Subject #13 _ Subject #20
Reason Voluntary Withdrawal Nlness
Period : Prior to Period II Prior to Period IT
Replacement No No

Table 3 Study Adverse Events

Adverse Event Description # in Test Group # in Reference Group

Vomiting 2
Headache 2 1
Cough 1

- Nausea 1
Dizziness 3 1
Diarrhea . 1
Total: 5 7

Comments: (on adverse events)

Compared with the reference product, there were a slightly lower number of adverse events with
the test product. All events were reported as mild in severity.

Table 4 Protocol Deviations

There were 29 deviations (16 sampling time delays < 1 hour and 13 ‘no show’ for blood draws).
Actual sampling times were used for statistical and PK analyses. Three subjects (#19, #55 and

12



#58) took analgesics for headache, within 14 days of dosing in Period I. The deviations are not
significant to compromise the integrity of the study. -

Table 5 Assay Validation — Within Study

Vol. 1.2, pp 267 — 268; Vol. 1.3, pp 495 - 531

Parent Metabolite
QC Conc. (ng/mL) 0.3 - 12.0 ng/mL 0.9 — 36.0 ng/mL
Inter day Precision (% CV) 31-173% 3.5-82%
Inter day Accuracy (%) 94.2 - 102.8% 99.1 - 103.8%

Cal. Standards Conc. (ng/mL) 0.20 — 20.0 ng/mL 0.60 — 60.0 ng/mL

Inter day Precision (% CV) 1.6 -5.5% 2.4 -59%
Inter day Accuracy (%) , 98.5-101.2% 97.7-100.7%
Linearity Range 0.99613 0.99510

Chromatograms: Any interfering peaks? None

Table 6 SOP’s dealing with analytical repeats of study samples

SOP No. Date of SOP | SOP Title
D-400-02 8/24/99 Reassay or Reinjection of Clinical Samples
D-416-01 6/18/02 Reassay of Whole Subjects

Comments on repeat assays:

* Did recalculation of plasma concentrations change the study outcome? No
® Does the reviewer agree with the outcome of the repeat assays? Yes
e Provide any other comments about the repeat assays: None.

Comments on Within-Study Validation: The within study validation is complete.

Conclusion: Analytical method is acceptable.

13



Table 7 Arithmetic Mean Pharmacokinetic Parameters

Mean plasma concentrations are presented in Table 10 and Figure 1

. Test Reference
Parameter Units Moan I %OV Mean | % CV T/R
Oxybutynin
AUCo-t ng*hr/mL 110.77 58.48 122.41 57.53 0.90
AUCw ng*hr/mL 120.56 57.20 130.61 55.99 0.92
Cmax ng/mL 5.67 52.14 599 63.84 0.95
Tmax hr 14.52 57.51 10.48 3242 1.38
T1/2 hr 13.48 51.82 14.82 45.51 0.91
kel hr! 0.06 - 44.82 0.06 44.83 1.13
- N-desethyl Oxybutynin

AUCo-t ng*hr/mL 552.46 44.52 59545 45.29 0.93
AUCow ng*hr/mL 581.77 42.51 614.38 44.31 0.95
Cmax ng/mL 32.06 34.56 32.43 41.50 0.99
Tmax hr 6.57 83.58 8.76 45.63 0.75
T12 hr 9.32 63.15 10.20 52.01 0.91
kel hr! 0.10 49.30 0.09 53.35 1.13
Table 8 Least Square Geometric Means and 90% Confidence Intervals

Parameter | - Test | Reference | T/R | 90% CI

Oxybutynin
AUCo-t 96.70 110.04 0.88 81.1-95.2
AUCc0 103.93 117.71 0.88 81.5-95.6
Cmax 5.06 5.33 0.95 87.5-103.1
N-desethyl Oxybutynin

AUCO-t 508.48 554.85 0.92 86.4-97.2
AUCw 533.18 573.59 0.93 87.4-98.9
Cmax 30.36 30.58 0.99 93.9-104.9
Table 9 Additional Study Information:
Oxybutynin
Root mean square error, AUC0-72h 0.258
Root mean square error, AUCo 0.257
Root mean square error, Cmax 0.262
mean ratio AUC0-/AUCco T =0.99 R =0.94
Range of values, ratio AUC0-t/AUCw T=073-0.99 R=0.79-0.99
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N-desethyl Oxybutynin

Root mean square error, AUC0-72h 0.191

Root mean square error, AUCo - 0.199

Root mean square error, Cmax 0.178 _

mean ratio AUC0-t/AUCoo T =0.99 R =0.99
Range of values, ratio AUC0-t/AUCoo T=0.52-0.99 R =0.78-0.99

Comments: (on pharmacokinetic analysis)

Ke and AUCi were determined for all subjects.

Measurable drug concentrations at O hr: None

First measurable drug concentration at Cmax: None

Were there statistically significant sequence or period effects? No

The 90% confidence intervals are within the acceptable limits of 80-125% for the In-
transformed parameters of AUCt, AUCi, Cmax.

e The pharmacokinetic parameters and 90% conﬁdenbe'intervals calculated by the reviewer
agree with firm’s calculations. :

Conclusion: The single-dose fasting bioequivalence study is acceptable.
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Table 10 Mean Plasma Oxybutynin Concentrations (ng/mL), Single-Dose FaSting
. Bioequivalence Study

;| :

Mean Conc. %CV | Mean Conc. % CV
0.00 : 0.00 . .
0.14 274.82 0.02 623.95 | 8.35
1.83 131.68| 023 111.79 | 7.85
2.38 53.50 2.19 80.04 1.09
221 51.89 2.92 101.17 | 0.76
3.32 51.12 4.74 55.92 | 0.70
2.69 57.14 4.30 70.80 | 0.63
2.81 73.82 4.40 77.69 | 0.64
3.87 72.73 5.38 69.67 | 0.72
3.60 73.17 4.86 80.09 | 0.74
3.32 77.44 4.24 70.03 0.78
272 93.13 3.35 72.06 | 0.81
2.28 93.53 245 6597 | 0.93
3.47 76.79 2.80 150.54 1.24
2.59 64.85 2.20 52.52 1.17
1.17 67.11 1.09 54.24 1.07
0.70 89.76 0.67 64.60 1.04
0.32 101.11 0.32 94.83 | 0.99
0.18 135.66 0.20 129.55 | 0.91
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Figure 1 Mean Plasma Oxybutynin Concentrations (ng/mL), Single-Dose Fasting
Bioequivalence Study

PLASMA OXYBUTYNIN LEVELS

OXYBUTYNIN ER TABLETS, 5 MG, ANDA #76—702
UNDER FASTING CONDITIONS
DOSE=4 X 5 MG

i

PLASMA LEVEL, NGML
W

N

TIME, HRS
TRT — 1 BEE58 2

1=TEST(MYLAN) 2=REF(ALZA)
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2. Single-dose Fed Bioequivalence Study

Study Information
Study Number OXYB-02117
Study Title Single-Dose, Non-Fasting Bioequivalence Study
Clinical Site PRACS Institute, Ltd., Fargo, North Dakota
Principal Investigator | James D. Carlson, Pharm.D.
Study/Dosing Dates Period 1: December 14 - 17, 2002
Period II: December 28 - 31, 2002
Analytical Site Mylan Pharmaceuticals Inc., Morgantown, West Virginia
Analytical Director @@pp D.
Analysis Dates December 14, 2002 — March 2, 2003
Storage Period 78 days (long-term stability: 203 days)
Treatment ID A B
Test or Reference Test Reference
Product Name Oxybutynin ER Tablets Ditropan® XL Tablets
Manufacturer Mylan Pharmaceuticals Alza Corporation
Batch/Lot No. R1K3865 0200368
Manufacture Date 10/09/02 N/A
Expiration Date N/A 11/03
Strength 5mg 5 mg
Dosage Form Tablets Tablets
Batch Size e N/A
Potency 102.9% 102.6%
Content Uniformity 102.6% (RSD 1.2%) 100.2% (RSD 2.4%)
Formulation See Appendix Section B
Dose Administered 4x5mg 4x5mg
Route of Administration Orally (after administration of the OGD-recommended
standardized breakfast)
No. of Sequences 2
No. of Periods 2
No. of Treatments 2
No. of Groups 1
Washout Period 7 days

Randomization Scheme

Blood Sampling Times

AB: 1,2,6,7,11,12,13,14,18,20,23,24,25 28
BA: 3,4,5,8,9,10,15,16,17,19,21,22,26,27
0,1,2,4,5,6,8,10,12,14,16,18,21,24,28,36,48,60 and 72 h

Blood Volume Collected/Sample 1x7 mL
Blood Sample Processing/Storage - 70°C + 15°C

IRB Approval
Informed Consent
Subject Demographics
Length of Fasting

Yes-:

Yes

See Table 11
10 hours
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Length of Confinement 34 hours :
Safety Monitoring _ Same as Fasting Study

Table 11 Demographics of Study Subjects

Age Weight Age Groups Gender Race
Range Yo Sex % [ Category %

, <18 | 000 | Male | 57.1 | Caucasian | 96.4

Mean 29.4 | Mean 76.6 18-40 | 78.6 | Female | 42.9 | Afr.Amer. 0.00
SD 11,5 §SD 12.1 41-64 | 214 Hispanic 0.00
Range | 19-60 | Range | 55.4-98.5 | 65-75 | 0.00 : Asian 3.6
>75 0.00 Other 0.00

Study Results

Table 12 Dropout Information - No dropouts
Table 13 Study Adverse Events

Adverse Event Description # in Test Group # in Reference Group
Headache 0 5
Dry Mouth 0 1
Pharyngitis ' 1 2

Total: 1 8

Comments: (on adverse events)

Compared with the test product, there were 8 times more adverse events with the reference
product but all events were reported as mild in severity. '

Table 14 Protocol Deviations

There were 13 deviations (9 sampling time delays < 1 hour and 4 ‘no show for blood draws)
Actual sampling times were used for statistical and PK analyses.

Three subjects (#4, #14 and #21) took topical antifungal, cough preparations, and simple

analgesics during the course of the study. The deviations are not significant to comprormsé the
integrity of the study.
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Table 15 Assay Validation — Within Study

Vol. 1.7: pp 3152 — 3153, 3316 — 3340

Parent Metabolite
QC Conc. (ng/mL) 0.3 - 12.0 ng/mL 0.9 — 36.0 ng/mL
Inter day Precision (% CV) . 03-73% 1.0-7.1%
.5 103.2 - 118.8%

" 0.60 — 60.0 ng/

O —20.0 ng/mL

Inter day Precision (% CV) 2.9-6.7% 3.1-57%

Inter day Accuracy (%) 97.3-103.5% 98.2 - 101.9%

Linearity Range

0.99353 0.99173

| Chromatograms: Any interfering peaks? None

Table 16 SOP’s dealing with analytical repeats

SOP No. Date of SOP | SOP Title

D-400-02 | 8/24/99

Reassay or Reinjection of Clinical Samples

D-416-01 6/18/02

Reassay of Whole Subjects

Comments on repeat assays:

e Did recalculation of plasma concentrations change the study outcome? No
e Does the reviewer agree with the outcome of the repeat assays? Yes
e Provide any other comments about the repeat assays: None.

There were no pharmacokinetic repeats réported.

Comments on Within-Study Validation: The within-study validation is acceptable.

Conclusion: Analytical method is acceptable.
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Table 17 Arithmetic Mean Pharmacokinetic Parameters

Mean plasma concentrations are presented in Table 20 and Figure 2

Oxybutynin
. Test Reference
Parameter Units Mean | %CV | Mean % CV T/R
AUCo-t ng*hr/mL 122.51 59.44 109.87 51.76 1.12
AUCwo ng*hr/mL 130.16 59.17 118.51 53.44 1.10
Cmax ng/mL 6.60 58.11 5.16 49.78 1.28
Tmax hr 13.04 59.99 11.00 . 56.09 1.19
T12 _ hr - 13.35 30.08 14.30 38.88 0.93
Kel hr ! 0.06 36.21 0.06 52.94 0.99
N-desethyloxybutynin
: . Test Reference
Parameter Units Moan %OV Moan % CV T/R
AUCo-t ng*hr/mL 608.67 64.81 622.19 67.69 0.98
AUCw ng*hr/mL 629.35 66.64 650.10 73.58 0.97
Cmax ng/mL 31.20 42.51 31.23 45.94 1.00
Tmax hr 10.18 60.62 8.46 34.85 1.20
T12 hr 8.75 41.96 9.80 56.49 0.89
Kel hr ! 0.09 42.80 0.09 49.41 1.03
Table 18 Geometric Means and 90% Confidence Intervals
Oxybutynin
| Parameter Test Reference T/R 90% CI
AUCo-t 10229 97.36 1.05 91.4-120.8
AUCe0 109.48 104.75 1.05 91.8-119.0
Cmax 562 4.64 1.21 108.2 ~ 135.4
N-desethyloxybutynin

Parameter Test Reference ' T/R 90% CI
AUCo-t 517.48 545.82 0.95 85.1_— 105.6
AUCwo 534.35 563.88 0.95 85.3-1053
Cmax 28.80 28.87 1.00 91.6 -108.7
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‘Table 19 Additional Study Information

Oxybutynin
Root mean square error, AUCO-t 0.307
Root mean square error, AUCw 0.285
Root mean square error, Cmax , 0.245
mean ratio AUC0-t/AUCxo T=094 . R =0.93

Range of values, ratio AUC0-/AUCoo T = 0.82-0.97 R=0.86 —0.97

N-desethyloxybutynin
Root mean square error, AUCO-t 0.237
Root mean square error, AUCw 0.232
Root mean square error, Cmax 0.187
mean ratio AUC0-t/AUCx T =0.97 : R =0.97
Range of values, ratio AUC0-/AUCoo T=0.92-0.99 R= 088 —0.99 .

‘Comments: (on pharmacokinetic analysis)

Ke and AUCi were determined for all subjects.

Measurable drug concentrations at O hr: None

First measurable drug concentration at Cmax: None

Were there statistically significant sequence or period effects? No

The 90% confidence intervals are within the acceptable limits of 80-125% for the LAUCT
and LAUCI. However, the 90% CI for LCmax are not within the acceptable limits.

e The pharmacokinetic parameters and 90% confidence intervals calculated by the reviewer
agree with those of the ﬁrm

Conclusion: The single-dose fed bioequivalence study is acceptable since the point estimates
are within the acceptable limits of 0.80 — 1.25.
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Table 20 Mean Oxybutynin Plasma Concentrations (ng/mL), Single-Dose Fed
Bioequivalence Study

Mean Conc. | %CV | Mean Conc. | %CV

0.00 . 0.00

0.00 : 0.00

0.01 529.15|  0.23 118.00 | 0.04
0.33 187.21 2.54 60.19 | 0.13
1.65 113.11 3.36 5548 | 049
4.66 78.32 4.59 56.09 1.01
2.94 61.64 3.29 50.57 | 0.89
2.74 89.31 3.47 58.81 | 0.79
412 | 77.19 4.05 49.59 | 1.02
3.82 75.37 3.50 46.35 1.09
3.97 93.78 3.66 48.51 1.08
2.87 75.71 2.78 50.54 | 1.04
2.64 62.02 2.33 56.13 1.13
3.75 80.08 2.55 59.43 1.47
2.98 66.33 2.08 53.08 1.43
1.58 74.05 1.11 59.01 1.42
0.85 79.91 0.67 78.51 1.26
0.46 92.40 0.37 97.06 | 1.24
0.24 117.38 0.21 14096 | 1.15
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Figure 2 Mean Plasma Concentrations, Single-Dose Fed Bioequivalence Study

PLASMA OXYBUTYNIN LEVELS

OXYBUTYNIN ER TABLETS, 5 MG, ANDA #76—702
UNDER NON-—FASTING CONDITIONS
DOSE=4 X 5 MG

PLASMA LEVEL, NGML

TIME, HRS
TRT — 1 B85 2

1=TEST(MYLAN) 2=REF(ALZA)
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B. Formulation Data

Ingredients (mg) / tablet

Yo WIW

Oxybutynin Chloride 5.00
Povidone, USP

Dibasic Calcium Phosphate USP, Anhydrous

Hypromellose, USP

Magnesium Stearate, NF
| Colloidal Silicon Dioxide, NF

Methacrylic Acid Copolymer Dispersion, NF
Talc USP,
Triethyl Citrate, NF

Polysorbate 80, NF
Sodium Hydroxide, NF .

Total 210.5

2.37

100.0




C. Dissolution Data

Table 1
Sampling Oxybutynsin ER Tablets Ditropan® XL Tablets
Time mg 5 mg
(hours) Lot No. R1K3865 Lot No. 0021413
Mean RSD Range Mean RSD Range
2 0 188.8 2 21.7
4 18 5.6 11 21.8
8 51 4.7 35 12.2
16 102 2.0 83 8.1
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Figure 3 Dissolution Profiles (optional)
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D. Consult Reviews

None
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E. SAS Output

Parent

Metabolite

Fasting

OXYBUTYNIN7670
2fast_outpit.txt

DESETHYLoxybuty
nin76702fast_outy

Non-Fasting

OXYBUTYNIN7670
2fed_output.txt

DESETHYLoxybuty
nin76702fed_outp
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F. Additional Attachments (N/A)
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BIOEQUIVALENCE DEFICIENCY COMMENT TO BE PROVIDED TO THE
APPLICANT

ANDA: 76-702 APPLICANT: Mylan Pharmaceuticals
DRUG PRODUCT: Oxybutynin Chloride ER Tablets, 5 mg

The Division of Bioequivalence has completed its review of
your submission acknowledged on the cover sheet and the
following deficiency has been identified:

You have conducted dissolution testing in one medium only.
Please perform dissolution testing using USP Apparatus I
(Basket, 100 rpm) and II (Paddle, 50, 75 and 100 rpm) in 900 mL
of various dissolution media (e.g. Water, 0.1 N HCl, and buffers

at pH 4.5 and 6.8). It may not be necessary to use the higher
paddle speeds with Apparatus II if 50 rpm is adequately
discriminatory. In addition, please conduct dissolution

testing using USP Apparatus VII, Artificial Gastric Fluid w/o
‘Enzyme (37.0 + 0.5°C), 50 mL, 30 cycles /minute. We recommend
sampling times of 1, 2, 4, 10 and 24 hours, or until at least
80% of the drug is dissolved.

Sincerely yours,

(Banb ard v Dot
\4&Fv Dale P. Conner,Pharm.D.

Director

Division of Bioequivalence

foice of Generic Drugs



CC: ANDA 76-702

ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File

HFD-658/ P.Nwakama ?“/ ,Z/,//Z/UVB

V:\FIRMSAM\Mylan\LTRS&REV\76-70280303.doc
Printed in final on //

Endorsements: (Final with Dates)

HFD-658/ P.Nwakama < \,L,,rqffcsig
HFD-658/ GJP Singh

HFD-650/ S.Mazzella
HFD-650/ D. COnnerwé?h4§} 42/@&13

BIOEQUIVALENCE - Incomplete Submission Date: March 28, 2003

1. FASTING STUDY (STF)  Strengths: 5 mg
Clinical: PRACS Institute, Fargo Outcome: ACZ(
Analytical: Mylan Pharmaceuticals

2. -FOOD STUDY (STP) Strength: 5 mg.
Clinical: PRACS Institute, Fargo Outcome: T
Analytical: Mylan Pharmaceuticals
Disselution—(DPIS) : T StTrengEirSme—

o A =] .
‘ —outbeoner——3i=ILC.

Outcome Decisions: IC - Incomplete
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DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 76-702

Drug Product Name  Oxybutynin Chloride Extended-Release Tablets
Strength Smg :

Applicant Name Mylan Pharmaceuticals Inc.

Address 781 Chestnut Ridge Road, Morgantown, WV 26504
Submission Date(s) March 28, 2003

Amendment Date(s)  March 17, 2004

Reviewer Patrick Nwakama
First Generic Yes
File Location V:\firmsAM\Mylan\ltrs&rev\76702a0304

I. Executive Summary

Mylan Pharmaceuticals previously submitted fasting and non-fasting bioequivalence
(BE) studies for the 5 mg tablet on March 17, 2003. Both BE studies were found
acceptable based on the following results.

Oxybutynin results in the fasting study were (point estimate, 90% CI): LAUCT of 0.88,
81.1 — 95.2%; LAUCI 0.88, 81.5 — 95.6%; and LCmax 0.95, 87.5 — 103.1%. N-
desethyloxybutynin results in the fasting study were (point estimate, 90% CD: LAUCT of
0.92, 86.4 — 97.2%; LAUCI 0.93, 87.4 — 98.9%; and LCmax 0.99, 93.9 — 104.9%.
Oxybutynin results in the non-fasting study were (point estimate, 90% CI): LAUCT of
1.05; 91.4 — 120.8%; LAUCI 1.05, 91.8 — 119.0%; and LCmax 1.21, 108.2 — 135.4%.
N-desethyloxybutynin results in the non-fasting study were (point estimate, 90% CI):
LAUCT of 0.95, 85.1 — 105.6%; LAUCI 0.95, 85.3 — 105.3%; and LCmax 1.00, 91.6 —
108.7%. The non-fasting study was performed prior to the implementation of the CDER
Guidance for Industry: Food-Effect Bioavailability- and Fed Bioequivalence Studies:
Study Design, Data Analysis and Labeling. The study meets the acceptance criteria in
place at the time of the study was conducted.

The dissolution testing was found incomplete because only one medium (simulated
gastric and intestinal fluids without enzyme) was employed using an in-house dissolution
method. In this amendment, the firm has submitted additional dissolution data using the
methods requested by the DBE.  The test product now meets the FDA dissolution
specifications. However, the application is incomplete pending the firm’s acceptance of
the DBE recommended dissolution method and specification.



ANDA #76-702
Oxybutynin Chloride ER Tablets

Background:

January 21, 2003 - Mylan Pharmaceuticals submitted original ANDA (76644) containing
two BE (fasting and non-fasting) studies for its Oxybutynin ER 10 mg Tablets. The BE
studies were found acceptable. The dissolution testing was not conducted in at least .
three dissolution media as requested for modified release drug products. Therefore, the
application was found incomplete. A deficiency letter was sent on December 8, 2003,
requesting the firm to conduct additional dissolution testing. On February 18, 2004, the
firm submitted additional dissolution data as an amendment to the ANDA. The test
product now found to meet the FDA dissolution specifications. However, the
application is incomplete pending the firm’s acceptance of the DBE recommended
_dissolution method and specification.

March 28, 2003 - Mylan Pharmaceuticals submitted another ANDA (76702) containing
two BE (fasting and non-fasting) studies for its Oxybutynin ER 5 mg Tablets. The BE
studies were found acceptable. The dissolution testing was not conducted in at least
three dissolution media as required for modified release drug products. Therefore, the
application was found incomplete. A deficiency letter was sent on December 12, 2003,
requesting the firm to conduct additional dissolution testing. In the current submission
(3/17/2004), the firm submitted additional dissolution data as an amendment to the
ANDA.

FDA Deficiency Comment:

You have conducted dissolution testing only in one medium. Please perform dissolution
testing using USP Apparatus I (Basket, 100 rpm) and II (Paddle, 50, 75 and 100 rpm) in
900 mL of various dissolution media (e.g. Water, 0.1 N HCI, and buffers at pH 4.5 and
6.8). It may not be necessary to use the higher paddle speeds with Apparatus II if 50
rpm is adequately discriminating. In addition, please conduct dissolution testing using
USP Apparatus VII, Artificial Gastric Fluid w/o Enzyme (37.0 + 0. 5°C), 50 mL, 30 cycles
/minute. We recommend sampling times 1, 2, 4, 10 and 24 hours, or until at least 80% of
the drug is dissolved .

Firm’s Response:

The firm did not conduct dissolution testing with water, 0.1 N HCI, and pH 4.5 buffer on
Oxybutynin chloride ER Tablets, 5 mg since, as previously demonstrated with the 10 mg
strength, pH 6.8 buffer is the only medium in which the test product exhibited drug
release. The firm felt this was expected since the test products (5mg and 10 mg) utilizes
identical enteric coating that does not facilitate drug release at pH values less than 5.5.
The firm conducted dissolution testing with paddle at 50, 75 and 100 rpm; and basket at
100 rpm (Table I). The firm did not conduct dissolution testing using USP Apparatus
VII, Artificial Gastric Fluid w/o Enzyme (37.0 + 0.5°C), 50 mL, 30 cycles /minute
because the test product will not exhibit drug release at pH 1.2.



ANDA #76-702
Oxybutynin Chloride ER Tablets

Mylan claims that dissolution of its test product occurs only in pH 6.8 buffer with paddle
or basket because of its unique coating and release mechanism. However, the firm did
not propose specifications for percent dissolution.

Reviewer’s Comments:

This reviewer and Dr. Tran, the DBE dissolution focal point, agree that the test product
exhibited the best dissolution profile in 900 mL phosphate buffer pH 6.8, Basket at 100
rpm (see e-mail attachment).

Recommendations

1. The single-dose, fasting bioequivalence study conducted by Mylan Pharmaceuticals
on the test product, Oxybutynin Chloride ER Tablets, 5 mg, lot # R1K3865,
comparing it to Ditropan® XL Tablets, 5 mg, lot # 0200368 manufactured by Alza
Corporation was previously found acceptable to the Division of Bioequivalence.
The study demonstrated that under fasting conditions, Mylan’s Oxybutynin
Chloride ER Tablets, 5 mg, were bioequivalent to the reference product, Ditropan®
XL Tablets, 5 mg, manufactured by Alza Corporation.

2. The single-dose, non-fasting bioequivalence study conducted by Mylan
Pharmaceuticals on the test product, Oxybutynin Chloride ER Tablets, 5 mg, lot #
R1K3865, comparing it to Ditropan® XL Tablets, 5 mg, lot # 0200368
manufactured by Alza Corporation was previously found acceptable to the Division
of Bioequivalence. The study demonstrated that under non-fasting conditions,
Mylan’s Oxybutynin Chloride ER Tablets, 5 mg, were bioequivalent to the
reference product, Ditropan® XL Tablets, 5 mg, manufactured by Alza
Corporation.

3.  The in vitro dissolution testing conducted by Mylan Pharmaceuticals on the test
product, Oxybutynin Chloride ER Tablets, 5 mg, is now acceptable.

The dissolution testing should be conducted in'‘900 mL, pH 6.8 phosphate buffer
using USP Apparatus I (Basket) at 100 rpm. The test product should meet the
following specifications:

1he: NmTL . ©F

4 hrs: ® @

10 hrs

24 hrs: NLT  ©¢



ANDA #76-702
Oxybutynin Chloride ER Tablets

s .

Patrick Nwakama, Pharm.D., Branch {11, Date signed
Reviewer

SN & JZok
Gur Jai PabSingh, PAD.,  BrameK ITI, © - Date signed '

Team Leader

bl o ner ej/g//o,e/

Dale P. Conner, Pharm. D.
Director, Division of Bioequivalence
Office of Generic Drugs




ANDA #76-702

Oxybutynin Chloride ER Tablets
Table I
In vitro Dissolution Testing
Sampling | Test Product: Oxybutynin ER Reference Product: Ditropan® XL
Times Lot Number: R1K3865 Lot Number: 0332168
(HOURS) | Strength: 5 mg Strength: 5 mg
MEAN RANGE %CV MEAN RANGE %CV
pH 6.8 Phosphate buffer, 900 mL, Basket @ 100 rpm
1 5 6.3 0 0 0
2 9 6.8 0 0 0
4 17 4.7 10 19.3
10 41 3.1 43 10.3
24 84 4.5 85 2.6
pH 6.8 Phosphate buffer, 900 mL, Paddle @ S0 rpm
1 4 27.8 0 0 0.0
2 7 15.5 0 0 0.0
4 13 165 9 25.5
10 31 6.9 47 12.1
24 62 6.1 89 3.1
pH 6.8 Phosphate buffer, 900 mL, Paddle @ 75 rpm
1 2 9 0 0 0.0
2 6 5.8 0 0 0.0
4 12 4.7 10 28.8
10 31 5.2 46 11.7
24 70 5.4 88 2.4
pH 6.8 uffer, 900 Paddle @ 100 rpm
1 4 13.9 0 0
2 7 12.7 0 0
4 14 8.1 9 24.1
10 33 5.7 43 9.2
24 68 4.1 86 2.9




ANDA #76-702
Oxybutynin Chioride ER Tablets

E-mail Attachment

-----Original Message-----

From: Tran, Nhan L

Sent: Monday, March 01, 2004 9:27 AM

To: Nwakama, Patrick E

Cc: Singh, GurJ P

Subject: DISSOLUTION METHOD FOR OXYBUTYNIN EXTENDED-RELEASE
TABLETS '

The firm provided enough information for us to make an informed
recommendation. Results submitted by the firm indicated that the following
method and conditions can be adopted for Mylan's Oxybutynin ER tablets:

USP Apparatus | (Basket) at 100 RPM
900 ml phosphate buffer pH 6.8
Tolerances:
1 hr: NMT
4 hrs:

10 hrs:!

24 hrs: NLT | ©¢

®@

Remember, this is only a suggestion. Please discuss this with your TL for
his opinion and/or concurrence.

Thanks,



ANDA #76-702
Oxybutynin Chioride ER Tablets

BIOEQUIVALENCE DEFICIENCY TO BE PROVIDED TO THE APPLICANT
ANDA: 76-702 APPLICANT: Mylan Pharmaceuticals, Inc.
DRUG PRODUCT: Oxybutynin Chloride ER Tablets, 5 mg

The Division of Biocequivalence hashcompleted its review of
your submission acknowledged on the cover sheet and the
following deficiency has been identified.

Please acknowledge that you have accepted the following
dissolution method and specifications.

The dissolution testing should be conducted in 900 mL of pH 6.8
Phosphate Buffer using USP apparatus I (Basket) at 100 rpm. The
test products should meet the following specifications:

1 hr: NmT | ©¢
4 hrS' ®) @)
10 hrs:

24 hrs: NLT b®

Sincerely your

-«

Dale P. Conner,Pharm.D.
Director

Division of Bioequivalence
Office of Generic Drugs



ANDA #76-702 .
Oxybutynin Chloride ER Tablets

CC: ANDA 76-702
ANDA DUPLICATE
DIVISION FILE

HFD-651/ Bio Drug File . -
HFD-658/ P.Nwakama (Vé,.._/ ?72;17)[

V: \FIRMSAM\Mylan\LTRS&REV\76—702a03 4 . doc
Printed in final on 3//2004

Endorsements: (Final with Dates)
HFD-658/ P.Nwakama "

HFD-658/ GJP Singh %zdj/ol(
HFD-650/ S.Mazzella

HFD-650/ D. Connerﬁ% 77[/&/

i

ey

BIOEQUIVALENCE - DEFICIENCY Submission Date: March 28, .2003"

STUDY AMENDMENT (STA) Strength: 5 mg

Clinical: Kendle International Inc. Outcome:

Analytical: Mylan Pharmaceuticals

Outcome Decisions: IC - Incomplete

IcC



DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 76702

Drug Product Name  Oxybutynin Chloride Extended-Release Tablets
Strength 5mg

Applicant Name Mylan Pharmaceuticals Inc.

Address 781 Chestnut Ridge Road, Morgantown, WV 26504
Submission Date(s) June 9, 2004

Amendment Date(s) N/A

Reviewer Patrick Nwakama
First Generic Yes
File Location V:\firmsAM\Mylan\ltrs&rev\76702a0604

I. Executive Summary

This is a review of a study amendment. Mylan Pharmaceuticals previously submitted
acceptable fasting and non-fasting bioequivalence (BE) studies for the 5 mg tablet on March 28,
2003. The application was found incomplete because the dissolution testing was conducted
using one medium only (Apparatus 3 [Reciprocating Cylinder] in simulated gastric and intestinal
fluids without enzyme). At the request of DBE, the firm submitted an amendment (3/17/2004)
containing dissolution profile data in various media. Subsequently, the DBE recommended the
following dissolution method and soemﬁcahons [900 mL, pH 6.8 Phosphate Buffer, Apparatus I
(Basket), 100 rpm; 1 hr: NMT 4 h: ®®10 h: ®®and 24 h: NLT| ©9).

In this amendment, the firm did not accept the above FDA-recommended dissolution method
citing the following reasons: 1) absence of an acid stage challenge to control the enteric coating

of the product, 2) dissolution at L; for the 5 mg strength is not achieved, 3) maximum drug
release is not attained for the test product, and 4) high variability is observed with the FDA
method. The firm now proposes to retain its original dissolution method and specifications [Row
1 (2-hour): pH 1.2 simulated gastric fluid (SGF) w/o enzyme; Rows 2 —4 (4 —, 8 — and 16 —
hour): pH 6.8 simulated intestinal fluid (SIF) w/o enzyme; 250 mL; Apparatus 3 (Rec1procat1ng
Cylinder); 25 dips per minute; 2 h: 4 h: ®@ 8 h: ©@ and 16 h: il
The firm has submitted additional dissolution data under varying temperature, humidity and
tablet storage conditions using the FDA-recommended method (Phosphate Buffer pH 6.8) along
with updated stability data using its own proposed method.

Following the review of the dissolution data submitted in the original application and
amendment, the DBE now accepts the firm’s proposal to retain its original dissolution method
[Row 1 (2-hr): pH 1.2 simulated gastric fluid (SGF) w/o enzyme; Rows 2 —4 (4 —, 8 —and 16 -
hour): pH 6.8 simulated intestinal fluid (SIF) w/o enzyme; 250 mL; Apparatus 3 (Reciprocating
Cylinder)] for its 5 mg and 10 mg drug products. However, the firm’s proposed specifications
are not acceptable. The DBE has modified the dissolution specifications to 2 h: 0~ 10%; 4 h: 10
—30%; 8 h: 40 —65% and 16 h: NLT 80%. The application is deficient pending the firm’s
acceptance of the new specifications recommended by the DBE.



Background:

March 28, 2003 - Mylan Pharmaceuticals submitted an original ANDA (76702) containing two
BE (fasting and non-fasting) studies for its Oxybutynin ER 5 mg Tablets. The BE studies were
found acceptable. The dissolution testing was not conducted in at least three dissolution media
as required for modified release drug products. Therefore, the application was found
incomplete. A deficiency letter was sent on December 12, 2003, requesting the firm to conduct
additional dissolution testing. The firm had already submitted (January 21, 2003) a separate
application (ANDA #76644) for its Oxybutynin ER 10 mg Tablets. Mylan conducted BE studies
on the 5-mg tablets because its formulations for 5-mg and 10-mg tablets are not proportionally
similar.

March 17, 2004 — the firm submitted additional data generated from dissolution testing using
using USP Apparatus I (Basket, 100 rpm) and II (Paddle, 50, 75 and 100 rpm) in 900 mL of
various dissolution media (Water, 0.1 N HCI, pH 4.5 Acetate buffer and pH 6.8 Phosphate
buffer). A significant drug release occurred only in pH 6.8 buffer (paddle or basket) and this
was attributed by Mylan to the unique coating and release mechanism of its drug product. Upon
reviewing the data, the DBE recommended the following dissolution method and specifications
[900 mL, pH 6.8 Phosphate Buffer, An(%{atus I (Basket), 100 rpm; 1 hr: NMT| ®% 4 h:

®® 10 h: ©®® and 24 h: NLT to the firm.
Current Submission (June 9, 2004):

FDA Deficiency Comment:

®@

Please acknowledge that you have accepted the following dissolution method and specifications.

The dissolution testing should be conducted in 900 mL of pH 6.8 Phosphate Buffer using USP
apparatus I (Basket) at 100 rpm. The test products should meet the following specifications:

® @

1 h: NMT

4 h: ® @
10 h:
24h:NLT ©¢

Firm’s Response:

In response to the Agency’s request, the firm reviewed the previously submitted drug release
results generated using the above FDA recommended dissolution method. The results of the
original dissolution data using the FDA recommended method showed that the 5 mg tablet did
not meet the L; specification criteria for dissolution. Consequently, additional dissolution
testing was conducted using the FDA recommended method on different samples, conditions,
days and instruments (see Tables I — IIT). The firm made the following conclusions: 1) the
proposed method does not have an acid stage challenge; therefore, no control of the functional
enteric coating of Mylan’s drug product, 2) Mylan’s drug product will not routinely meet the
FDA recommended specification for both 5 mg and 10 strengths, 3) the FDA method does not



provide full extent of drug release for the Mylan product, and 4) the FDA method has a high
level of variability. Based on these conclusions, the firm felt that the FDA recommended
method is not a suitable quality control test for release and stability testing of Mylan’s drug
product. Instead, the firm proposes to retain the dissolution method [Row_1 (2-hour): pH 1.2
Simulated Gastric Fluid w/o Enzyme; Rows 2 - 4 (4 —, 8 — and 16 — hour): pH 6.8 Simulated
Intestinal Fluid w/o Enzyme; 250 mL; Apparatus 3 (Reciprocating Cylinder); 25 dips per
minute] and specifications [2 h: O® 4 h: 0@ h: ®®and 16 h: O
submitted in the original application. It also provided stability data (at 25° C) using its proposed
method.

Reviewer’s Comments:

Based on the dissolution data submitted in the original application and this amendment, the
firm’s proposal to retain its original dissolution method [Row 1 (2-hr): pH 1.2 simulated gastric
fluid (SGF) w/o enzyme; Rows 2 — 4 (4 —, 8 — and 16 - hour): pH 6.8 simulated intestinal fluid
(SIF) w/o enzyme; 250 mL; Apparatus 3 (Reciprocating Cylinder)] for both the 5 mg and 10 mg
strengths of its product is now acceptable. However, the firm’s proposed specifications are not
acceptable. The reviewer recommends the dissolution specifications of 2 h: 0 ~ 10%:; 4 h: 10 —
30%; 8 h: 40 — 65% and 16 h: NLT 80%.

Recommendations

1. The single-dose, fasting bioequivalence study conducted by Mylan Pharmaceuticals on the
test product, Oxybutynin Chloride ER Tablets, 5 mg, lot # R1K3865, comparing it to
Ditropan® XL Tablets, 5 mg, lot # 0200368 manufactured by Alza Corporation was
previously found acceptable to the Division of Bioequivalence. The study demonstrated
that under fasting conditions, Mylan’s Oxybutynin Chloride ER Tablets, 5 mg, were
bioequivalent to the reference product, Ditropan® XL Tablets, 5 mg, manufactured by Alza
Corporation.

2.  The single-dose, non-fasting bioequivalence study conducted by Mylan Pharmaceuticals on
the test product, Oxybutynin Chloride ER Tablets, 5 mg, lot # R1K3865, comparing it to
Ditropan® XL Tablets, 5 mg, lot # 0200368 manufactured by Alza Corporation was
previously found acceptable to the Division of Bioequivalence. The study demonstrated
that under non-fasting conditions, Mylan’s Oxybutynin Chloride ER Tablets, 5 mg, were
bioequivalent to the reference product, Ditropan® XL Tablets, 5 mg, manufactured by Alza
Corporation. '

3. The in vitro dissolution testing conducted by Mylan Pharmaceuticals on the test product,
Oxybutynin Chloride ER Tablets, 5 mg, [Row 1 (2-hr): pH 1.2 simulated gastric fluid
(SGF) w/o enzyme; Rows 2 —4 (4 -, 8 — and 16 — hour): pH 6.8 simulated intestinal fluid
(SIF) w/o enzyme; 250 mL; Apparatus 3 (Reciprocating Cylinder)] is now acceptable.
However, the firm’s proposed specifications are not acceptable. The Division of
Bioequivalence recommends the following dissolution specifications:



A

However, the firm’s proposed specifications are not acceptable. The Division of
Bioequivalence recommends the following dissolution specifications:

2hr:  0-10%
4hr: 10-30%
8hr: 40-65%

16hr: NLT 80%

2 Y .

Patrick Nv Nwakama Pharm.D., BrancH I, Dafte signed
Yih Chaiz'Huang, Ph.D., Bgaﬁi\gu, Date signéd

WMMaS% Posts Flioloy

Dale P. Conner, Pharm. D.
Director, Division of Bioequivalence
Office of Generic Drugs




TableI: in vitro Dissolution Testing

FDA Method [pH 6.8 Phosphate buffer, 900 mL, Basket @ 100 rpm] No. Unit Tested: 12

Sampling Test Product: Oxybutynin Cl Extended Release Tablets
Times Lot Number: R1K3865
(hour) Strength: 5 mg
MEAN RANGE % CV

100 count bottle, stored at warehouse c

PH 6.8 Phosphate buffer, 900 mL @ 37°C, Basket @ 100 rpm

g;l(gitions [Date of Assay: 5/19/2004]

1 6 12.3
4 21 17.5
10 50 11.3
24 94 4.1

100 count bottle, stored at warehouse con

pH 6.8 Phosphate buffer, 900 mL @ 37°C, Basket @ 100 rpm

()i(i‘tions [Date of Assay: 5/21/2004]
)

1 5 © 9.2
4 19 10.4
10 46 7.3
24 88 : 5.9
PH 6.8 Phosphate buffer, 900 mL @ 37°C, Basket @ 100 rpm
100 count bottle; 40°C /75% R.H, 3 months [Date of Assay: 5/20/2004}
1 6 ®e 8.9
4 23 9.8
10 .54 7.6
24 98 3.3
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Table III (submitted with the Original application — March 28, 2003)

Firm’s Dissolution Method: Row 1 (2-hour): pH 1.2 SGF w/o Enzyme
Rows 2 —4 (4 -, 8 — and 16 — hour): pH 6.8 SIF w/o Enzyme; 250 mL
Apparatus 3 (Reciprocating Cylinder); 25 dips per minute :
Specifications (firm proposed): 2 h: O@ 4 09 h: ®@and 16 h: NLT
®@
Sampling OxybutynsinmlzR Tablets DitrOpangDn)l% Tablets
(EO‘L“;) Lot No. R1K3865 Lot No. 0021413
Mean RSD | Range Mean RSD Range
2 0 188.8 ) 21.7 b
4 18 5.6 11 21.8
8 51 4.7 35 12.2
16 102 2.0 83 8.1

Table I'V (submitted with the Original application (ANDA 76644) — January 21, 2003)

Firm’s Dissolution Method: Row 1 (2-hour): pH 1.2 SGF w/o Enzyme
Rows 2 —4 (4 —, 8 — and 16 — hour): pH 6.8 SIF w/o Enzyme; 250 mL

Apparatus 3 (Reciprocating Cylinder); 25 dips per minute

Specifications (firm proposed): 2 h: O®Y b O@ ¢ h: ®®.nd 16 h: NLT 70%
Sampling Oxybutynin ER Tablets Ditropan® XL Tablets
Time 10 mg 10 mg
(hours) Lot No. R1K0797 Lot No. 0112638
Mean %0 CV | Range \ Mean % CV Range |
2 0 233.6 o 1 220 Y
4 17 4.9 12 15.7
8 48 2.7 36 11.9
16 95 1.7 81 5.1




BIOEQUIVALENCE DEFICIENCIES TO BE PROVIDED TO THE APPLICANT
ANDA: 76-702 APPLICANT: Mylan Pharmaceuticals
DRUG PRODUCT: Oxybutynin Chloride ER Tablets, 5 mg

The Division of Bioequivalence has completed its review of
your submission acknowledged on the cover sheet and the
following deficiencies have been identified:

1. Your proposed dissolution method (Row 1 (2-hour): pH 1.2
Simulated Gastric Fluid w/o Enzyme; Rows 2 — 4 (4 -, 8 - and
16 - hour): pH 6.8 Simulated Intestinal Fluid w/o Enzyme;
250 mL; Apparatus 3 (Reciprocating Cylinder); 25 dips per
minute) is now acceptable but the proposed dissolution
specifications are not acceptable.

2. Based on the data submitted, the Division of Bioequivalence
recommends the following dissolution specifications:

2 hr: 0 - 10%
4 hr: 10 - 30%
8 hr: 40 - 65%
l16hr: NLT 80%

Sincerely'Q:;;j,
L,%%\ Dale P. Conner, Pharm.D.
Director

Division of Bioequivalence
Office of Generic Drugs



CC: ANDA 76702
ANDA DUPLICATE
DIVISION FILE

HFD-651/ Bio Drug File » 'Lo _
HFD-658/ P.Nwakama ﬁi\ 7 /é fo}[
V:\FIRMSAM\Mylan\LTRS&REV\76702a0604 .doc
Printed in final on 7/16/2004

Endorsements: (Final with Dates)
HFD-658/ P.Nwakama f%—
HFD-658/ YC Huang | [ ’7/44/%7;;%
HFD-650/ S.Mazzella '

HFD-650/ D. Conner 4 n9O #lioloY

BIOEQUIVALENCE - DEFICIENCIES Submission Date: June 9, 2004

STUDY AMENDMENT (STA) Strength: 5 mg

Cr
(Q“ Outcome: IC

Outcome Decisions: IC - Incomplete



OFFICE OF GENERIC DRUGS

DIVISION OF BIOEQUIVALENCE
ANDA #: 76-702 SPONSOR: Mylan Pharmaceuticals, Inc.
DRUG AND DOSAGE FORM: Oxybutynin Chloride Extended-Release Tablets |
STRENGTH(S): ’ , 5 mg
STUDIES: Fasting and Non-Fasting Studies
CLINICAL STUDY SITE(S): : Kendle International Inc.
ANALYTICAL SITE(S): ' Mylan Pharmaceutjcals

STUDY SUMMARY:  The 90% CT for both in vivo bioequivalence studies are within acceptable limits.

‘DISSOLUTION: The firm accepted DBE-recommended dissolution method.
DSI INSPECTION STATUS |

Inspection needed: No Inspection status: | Inspection results:
First Generic ~_Yes Inspection requested: (date) -

New facility - Inspection comi)leted: (date)

For cause

Other -

Proposed Dissolution Method and Spec from Original Submission Acceptable Yes No'_
(If No, Project Manager (PM) should verify and sign below when acknowledgement amendment is
received) .

DBE Dissolution Method and Spec acknowledged by firm: Yes X

PROJECT MANAGER: _/@ (/ DATE: _13AUG04__

PRIMARY REVIEWER: PATRICK WMM BRANCH: I

INITIAL: ( r A= _ DATE: & Doz
o ‘37&/% 7

TEAM LEADER: YIH-CHAIN HUANG BRANCH: III

INTTIAL: / /}.4/\] " DATE: E_%Z 2 A, 3

U

DIRECTOR, DIVISION OF BIOEQUIVALENCE! ‘DAEE P. CONNER, Pharm.D.

INITIAL: ,WZ_. DATE: 5’Z/§ 4% &
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ANDA 0767020rig1s000
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MYLAN PHARMACEUTICALS INC

781 Chesinut Ridge Road » B O, Box 4310 + Morgantown, West Virginia 26504-4310 USA. = (304) 599-2595

“ 5(13(>3 .
March 28, 2003 595(' » (‘ﬂ' 70
2o A7)ty .
/M}/ (#) &\
( 2, 54’/
o ELECTRONIC DATAE CLOSED
A 6 Pavs, BIOEQUIVALEN DATA ENCLOSED

Office of Generic Drugs, CDER, FDA
Gary J. Buehler, Director

Document Control Room

Metro Park North Il

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5MG

Dear Mr. Buehler:

.Pursuant to section 505(j) of the Federal Food, Drug and Cosmetic Act and 21 CFR 314.92 and 314.94,

we submit the enclosed abbreviated new drug application for:
Proprietary Name: None
Established Name: Oxybutynin Chloride Extended-release Tablets
This application consists of a total of 27 volumes and one CD-Rom.
Archival Copy - 12 volumes.
Review Copy - 13 volumes.
Technical Section For Chemistry - 3 volumes.
Technical Section For Pharmacokinetics - 10 volumes.
Analytical Methods - 2 extra copies; 1 volume each.
CD-Rom — eCover Letter, e356h, eTOC, and data listings for the bioequivalence study
conducted in support of this application.

This application provides for the manufacture of Oxybutynin Chloride Extended-release Tablets, 5mg. Mylan
Pharmaceuticals inc., 781 Chesinut Ridge Road, Morgantown, WV 26505-2730, performs all operaticns in the
manufacture, packaging, anc labeling of the drug product.

Mylan submitted a separate ANDA (#76-644) on January 21, 2003 for Oxybutynin Chioride Extended-
release Tablets, 10mg. The 5mg and 10mg product strengths are subject of separate ANDASs since each
ANDA contains Paragraph IV Patent Certification statements and each strength is designated as a
Reference Listed Drug requiring separate bioequivalency studies to support their registration and
approval.

It should be noted that this Abbreviated New Drug Application has been organized according to the
Agency’s February 1999 Guidance for Industry - ‘Organization of an ANDA’. Pursuant to this guidance,
Mylan commits to resolve any issues identified in the methods validation process after approval.

RECEIVED
MAR 3 1 2003
OGD/ CDER

G:APROJECT\ANDA\OXYBUTYNIN CHLORIDE ER\SMG\SECTIONS-01THRUO7.doc

Department-—Fax Numbers Informnation Systems (304) 285-6404 Purchasing {304) 598-5401
Accounting (304) 285-6403 Label Control (800) 848-0463 Quality Assurance (304) 598-5407
Administration (304) 599-7284 Legal Services (304) 598-5408 Quaility Control (304) 598-5409
Business Development {304) 598-5419 Maintenance & Engineering {304) 598-5411 Regulatory Affalrs (304) 285-6407
Comporate Sevices (304) 598-5404 Medical Unit (304) 598-5445 Research & Development (304) 285-6409
Human Resources (304) 598-5406 Product Development (304) 285-6411 Sales & Marketing (304) 598-3232



Gary J. Buehler
Page 2 of 2

As required by 21 CFR 314.94(d)(5), we certify that a true copy of the technical sections of this
application, as submitted to the Office of Generic Drugs, has been forwarded to the FDA’s Baltimore
District Office. The following Table of Contents and Reader's Guide detail the documentation submitted in
support of this application.

All correspondence regarding this application should be directed to the attention of the undersigned at
Mylan Pharmaceuticals Inc., P.O. Box 4310, 781 Chestnut Ridge Road, Morgantown WV, 26504-4310.
Telephone and facsimile inquiries may also be directed to the undersigned at telephone number

(304) 599-2595, extension 6551 and/or facsimile number (304) 285-6407.

Sincerely,
A S PR

S. Wayne Talion
Executive Director
Regulatory Affairs

SWT/dn

G:\PROJECT\ANDAVOXYBUTYNIN CHLORIDE ER\SMG\SECTIONS-01THRUO7.doc



~ Mylan Pharmaceuticals Inc.,
Attention: S. Wayne Talton

”781 ChestnutfRidgé Road
’P;O,'Box74310, e

» MOrganthn,vWV'26504"
: lll’ll’l”lllllll“lllllllll‘l“ll‘ '

 j;Dear Sir:

fapplication.submiftéd_pursuant to Section 505(j) of the
. - Federal Food, Drug and Cosmetic Act.

ﬁfﬁﬁMﬁfOF DRUG; OxybutYnin Chloride Extended-release Tablets, 5 mg
' DATE OF'APPLiCATION:”MarCh 28, 2003
:b’DATE:(RECEIVED)'ACCEPTABLE_FOR FILING: March 31, 2003

“You ﬁave{filedga‘Patagraph IV patent certification, in accordance
“with 21 CFR 314.94(a) (12) (i) () (4) angd Section
“505(j)(2)(A)(vii)(IV)_6f the Act. Please be aware that you need
~ to comply with the notice requirements, ag outlined below. 1In
order -to faCilitate review of this application, we suggest that

~ you fOllow-the,outlihed;procedures below:

| CONTENTS OF THE NoTICE

© You must"¢itef§¢cti¢n;5os(j)(2)(B)(ii) of the Act in the notice
- and should include;fbutﬂnOt,be limited to, the information as
'_¥described in_Zl»CFR;314395(c),

SENDING THE NOTICE

In accordance with 21 CFR 314.95 (a) ;

®  Send notice by U.S. registered or certified mail with
- return receipt requested to each of the following:

1)  Each owner of the patent or the representative
designated by the owner to receive the notice;

2)  The holder of the approved application under



section 505 (b) of the Act for the listed drug
claimed by the patent and for which the applicant
is seeking approval.

3) An applicant may rely on another form of
documentation only if FDA has agreed to such
documentation in advance.

DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE

; YbU“must submit an amendment to this appliCation with the

- folllowihg:

In accordance with 21 CFR 314.95(b), provide a
statement certifying that the notice has been provided
to each person identified under 314.95(a) and that

”nqtice met the content requirements under 314.95(c).

:1In'ac00rdancé with 21 CFR 314.95(e), provide

documentation of receipt of notice by providing a copy
of the return receipt or a letter acknowledging receipt
by each person provided the notice.

A designation on the exterior of the envelope and above
the body of the cover letter should clearly state

"DPATENT AMENDMENT". This amendment should be submitted
to your application as soon as documentation of receipt

_ by the patent owner and patent holder is received.

' DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME

' You are requested to submit an amendment to this application that

" 'is plainly marked on the cover sheet “PATENT AMENDMENT” with the

. following:

If litigation occurs within the 45-day. period as
provided for in section 505 (j) (4) (B) (iii) of the Act, -
we. ask that you provide a copy of the pertinent

’vnotification. E

Although 21 CFR 314.95(f) states that the FDA will

presume the notice to be complete and sufficient, we

‘ask that if you are not sued within the 45-day period,

that you provide a letter immediately after the 45 day

period elapses, stating that no legal action was taken
by each person provided notice.

¥du must submit a copy of a court order or judgement or

~a settlement agreement between the parties, whichever



is applicable, or a licensing agreement between you and
.,the patent holder,. or any other relevant information.
We ask that this information be submitted promptly to
" the application.

If you have furthe#'qﬁeétions You may contact Gregg Davisg, Chief,
-jRegulatornyupport,B;anch; at (301) 827-5862.

,,[Wé*Will~COfréspénd with'you further after we have had the
”_QppOrtUnity to,reViewithe_application.

”éleésé‘identify ahy éommuhications4concerning this application
~with the ANDA‘numbervsh0wn”ab0ve.

Should you have\questions concerning this application, contact:
. Sarah Kim

. Project Manager
(301) 827-5828

~ Rickman

- Director

Division of Labeling and Program Support
Office of ‘Generic Drugs

Center for Drug Evaluation and Research




cc: ANDA 76-702.
DUP/Jacket
Division Flle
Field Copy

~ HFD-610/R.West
 HFD- 610/P Rickman
. HFD-92 - L
 HFD- 615/M.Bennett
HFD-600/

' Endorsement: - HFD- 615/GDav1s, Chief, RS} %/ date 5/13°3
SRR . . HFD-615/BFritsch, CSO —x___ 5103 date

" Word File
Vs /FIRMSAM/Mylan/ltrs&rev/76702 ack
; ANDA Acknowledgment Letter!




MYLAN PHARMACEUTICALS INC

September 30, 2003

PATENT AMENDMENT
Office of Generic Drugs, CDER, FDA
Gary J. Buehler, Director W &)ﬁm_ﬁ{’
Document Control Room ks
Metro Park North Ii C.

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED RELEASE TABLETS, 5MG
ANDA 76-702
(Patent Information Enclosed)

Dear Mr. Buehler:

Reference is made to the above referenced Abbreviated New Drug Application (ANDA), which is currently
under review. In accordance with 21 CFR 314.95(e), this amendment provides documentation of receipt of
the notice required by 21 CFR 314.95(a), as it pertains to the Paragraph IV patent certification contained
in our original application submitted on March 28, 2003 for Oxybutynin Chioride Extended-Release
Tablets, 5Smg. Provided in Attachment A is a Patent Amendment letter from our Legal Department which
provides specifics regasding the enclosed information.

The owner of the patent, and the holder of the application for the listed drug was served with the required

_notice. Proof of delivery by Registered Mail, Return Receipt evidences receipt by Alza Corporation. A

copy of the documentation evidencing Mylan’s service and receipt is enclosed. Alza commenced litigation
against Mylan on June 26, 2003.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407.

Sincerely,

S. Wayne Talton
Executive Director
Regulatory Affairs
SWT/dn

Enclosures

G:\PROJECTANDAIOXYBUTYNIN CHLORIDE ER\SMG\PATENT-AMENDMENT-092303.00C

781 Chestnut Ridge Road ¢ P. O. Box 4310 * Morganfown, West Virginia 26504-4310 U.S.A. = (304) 599-2595

Department—Fax Numbers information Systems (304) 285-6404 Purchasing

-Accountfing (304) 285-6403 Label Control (800) 848-0463 Quality Assurance
Administration (304) 599-7284 Legal Services (304} 598-5408 Quality Control

Business Development (304) 598-5419 Maintenance & Engineering (304) 598-5411 Regulatory Affairs
Corporate Services (304) 598-5404 Medical Unit {304) 598-5445 Research & Development
Human Resources (304) 598-5406 Product Development (304) 285-6411 Sales & Marketing

(304) 598-5401
(304) 598-5407
(304) 598-5409
(304) 285-6407
{304) 285-6409
(304) 598-3232



MYLAN PHARMACEUTICALS INC

781 Chestnut Rldge Road « P. O. Box 4310 « Morgantown, West Virginia 26504-4310 U.S.A. * (304) 5§99-2595

December 2, 2003

MINOR AMENDMENT

(CMC INFORMATION ENCLOSED)
Office of Generic Drugs, CDER, FDA _ {:“ e T T »m E}
Gary J. Buehler, Director i : Al '
Document Control Room 0R|G MNMN1 BEC
Metro Park North Il /j ? _ & 3 2003
7500 Standish Place, Room 150 ; g ey e
Rockville, MD 20855-2773 / W - QG DIGDER

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5MG |
ANDA 76-702

RESPONSE TO AGENCY CORRESPONDENCE DATED SEPTEMBER 22, 2003
Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the CMC comments pertaining to this apphcatlon which were provided to Mylan by
facsimile in correspondence dated September 22, 2003 (provided in Attachment M). In response to the
Agency's comments of September 22™, Mylan wishes to amend this application as follows:

A. Deficiencies

FDA COMMENT 1:  Drug Master File | ®®is deficient. The holder of the DMF has been notified of
the deficiencies. Please do not submit a MINOR amendment until the DMF
holder has informed you that a complete response to the DMF deficiency letter
has been submitted to the Agency.

MYLAN RESPONSE:

FDA COMMENT 2:

MYLAN RESPONSE:

FDA COMMENT 2b:

MYLAN RESPONSE:
Depariment—Fdt ARBERT ANDAOXYBUTYNIN CHLORIDE ERSMGVRRNGIIET TGRATED-092203.d0p ) 0556404 Purchasing (304) 598-5401
Accounting - (304) 285-6403 Label Control (800) 848-0463 Quallty Assurance (304) 598-5407
Administiation (304) 599-7284 Legal Services (304) 598-5408 Quaity Control (304) 598-5409
Business Development (304) 598-5419 Maintenance & Englneering  (304) 598-5411 Reguiatory Affats (304) 285-6407
Corporate Services (304) 598-5404 Medical Unit (304) 598-5445 Research & Development ~ (304) 285-6409
Human Resources (304) 598-5406 * Product Development (304) 285-6411

Sales & Marketing (304) 598-3232



Gary J. Buehler
Page 3 of 4

- FDA COMMENT 4:

MYLAN RESPONSE:

FDA COMMENT 5:

MYLAN RESPONSE:

®) @

Regarding the analytical methods, please provide the LOD data for the process
and degradation impurities.

As requested by the Agency, a copy of the method validation report for Limit of
Detection for the Related Compounds method (FP-OXYB10-RC-M) has been
provided in Attachment K. As described in the original ANDA, the validation
reports for Related Compounds are the same as those submitted in Mylan’s
ANDA 76-644 for Oxybutynin Chloride Extended-release Tablets, 10mg.

Please provide the data, or state the page number where the data is found, for
the ®®@tests. The specifications are listed on
page 5312 of your ANDA.

The O®jata was provided in the “Overview of In-Process Testing” and
“Overview of Process Validation” documents included in the original ANDA,
pages 5207 and 5328, respectively. For the convenience of the reviewer, we
have included copies of these referenced pages in Attachment L.

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

FDA COMMENT 1:

MYLAN RESPONSE:

FDA COMMENT 2:

MYLAN RESPONSE:

The CGMP compliance of all the facilities listed in your application shall be
evaluated by our Office of Compliance and a satisfactory evaluation is required
prior to the approval of this application.

Mylan acknowledges that the firms referenced in the application must be in
compliance with cGMPs at the time of approval.

-Your bioequivalence information (including dissolution data) are pending review
by the Division of Bioequivalence (DBE). The final Release and Stability

Specifications will be based on the recommendations of DBE.

Mylan acknowledges that our bio-equivalency information is pending review and
deficiencies will be communicated separately. Mylan will resolve any issues
identified by the Division of Bioequivalence at that time.

G:\PROJECT\ANDA\OXYBUTYNIN CHLORIDE ER\SMG\AGENCY-LETTER-DATED-092203.doc
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FDA COMMENT 3: Please note that methods validation will be scheduled after testing issues in this
letter are resolved.

MYLAN RESPONSE: Mylan acknowledges that methods validation will be scheduled after all issues are
resolved. Mylan will provide the information and samples for methods validation
upon request. In accordance with the Agency’s February 1999 Guidance to
Industry, entitled Organization of an ANDA, Mylan hereby commits to resolve any
issues identified in the methods validation process during review or after
approval. ' ’

FDA COMMENT 4: A review of the Labels and Labeling is pending. Any deficiencies found will be

' sent to you under separate cover.
MYLAN RESPONSE: Mylan acknowledges that the labeling portion of our submission is under review

and deficiencies will be communicated separately.

Pursuant to 21 CFR 314.96(b), we certify that a true copy of the technical sections of this amendment, as
submitted to the Office of Generic Drugs, has been forwarded to the FDA's Baltimore District Office.
This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407.
Sincerely,

Sod T,

S. Wayne Talton
‘Executive Director
Regulatory Affairs
SWT/dn

Enclosure

G:\PROJECTVANDA\OXYBUTYNIN CHLORIDE ER\SMGWGENCY-LETTER-DATED-082203.doc



MYLAN PHARMACEUTICALS INC

Y Chestnut Ridge Road * P O, Box 4310 » Morgantown, We

March 17, 2004

st Virginia 26504-4310 U,

SA. * (304) 599-2505

BIOEQUIVALENCE AMENDMENT
(CMC INFORMATION ENCLOSED)

Office of Generic Drugs, CDER, FDA
Gary J. Buehler, Director
Document Control Room
Metro Park North 1]
7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTEND
ANDA 76-702

ED-RELEAS

E TABLETS, 5MG

RESPONSE TO AGENCY CORRESPONDENCE DATED DECEMBER 23, 2003

Dear Mr. Buehler:

Reference is made to the Abbreviated
under review, and to the bioequivalence comments pertainin
Mylan by facsimile in correspondence dated December 23,
to the Agency's comments of December 23"

FDA COMMENT 1: The Division of Bioequivalence has co
acknowledged on the cover sheet an

identified:

You have conducted dissolution testi
dissolution testing using USP Apparatus |
75 and 100 rpm) in 900 mL of various
and buffers at pH 4.5 and 6.8)

New Drug Application (ANDA) identified above

(Basket, 100 rpm)

» Which is currently
g to this application which were provided to
2003 (provided in Attachment C). Inresponse
» Mylan wishes to amend this application as follows:

mpleted its review of your submission
d the following deficiency has been

ng in one medium only. Please perform
and Il (Paddle, 50,
dissolution media (e.g. Water, 0.1 N HCl,
It may not be necessary to use the higher paddie

speeds with Apparatus Il if 50 rpm is adequately discriminatory. In addition,

please conduct dissolution test
Fluid w/o Enzyme (37.0 = 0.5
sampling times of 1, 2, 4, 10
dissolved.

As requested, Mylan conducted additiona
dmg strength of Mylan’s O
Ditropan XL® Tablets.

MYLAN RESPONSE:

APROJECT\ANDAVOXYBUTYNIN CHLORIDE ER\SMG\BII%-AGENCY-LEIT EF;-DATED-‘IZZS

G
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404
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408
411
445
411

Purchasing

Quallty Assurance
Quality Control
Regulatory Affairs
Research & Development
Sales & Markefing

ing using USP Apparatus VII, Artificial Gastric
°C), 50 mL, 30 cycles/minute. We recommend
and 24 hours, or until at least 80% of the drug is

mparative dissolution testing on the
xybutynin Chloride Extended-release Tablets and

(304) 598-5401
. (304) 598-5407
(304) 598-5409
(304) 285-6407
(304) 285-6409
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The Agency requested that Mylan perform dissolution testing using USP
Apparatus | (Baskets, 100 rpm) and USP Apparatus || (Paddles, 50, 75, and 100
rpm) in 900 mL of various dissolution media (e.g. Water, 0.1N HCI, and buffers at
PH 4.5 and 6.8). In response to a similar comment letter received on December
8, 2003 in connection with ANDA 76-702 for the 10mg strength of Oxybutynin
Chloride Extended-release Tablets; Mylan performed a comparative dissolution
study on the 10mg product by using the recommended media with the highest
paddle rotation rate requested (100 ppm). As presented in Attachment A, the
only media in which Mylan’s 10mg product exhibited drug release was pH 6.8
buffer. This was as expected because Mylan’s product uses an enteric coating
that does not facilitate drug release at pH values below approximately 5.5. As a
result of this study with the 10mg product, Mylan did not conduct dissolution
testing with water, 0.1 N HCI, and pH 4.5 buffer on the smg product, since the
coating for Mylan’s 5mg and 10mg products is identical. The other requested
apparatus condition (baskets @ 100 rpm and paddles @ 50, 75 and 100 rpm)
were performed on the 5mg product using pH 6.8 buffer as the dissolution
medium (refer to Attachment B). The Agency also requested that Mylan conduct
dissolution testing using Apparatus VII, Artificial Gastric Fluid w/o enzyme (37.0 =
0.5°C), 50 mL, 30 cycles/minute. As evidenced in the media study discussed
above, Mylan’s product will not exhibit drug release at the pH requested in this
study (approximate pH 1.2); therefore, this testing was not conducted.

- In summary, Mylan performed comparative dissolution testing on the 5 mg
strength of Mylan’s Oxybutynin Chioride Extended-release Tablets and Ditropan
XL® Tablets. Due to the coating and release mechanism of Mylan’s product;
Apparatus | and Ii, with pH 6.8 buffer, were the only testing conditions
investigated. Results from this comparative dissolution study between Mylan’s
product and Ditropan XL® are presented in Attachment B.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407.

Sincerely,

) édf@ iy A

S. Wayne Talton
Executive Director
Regulatory Affairs
SWT/dn

Enclosure

G:APROJECT\ANDA\OXYBUTYNIN CHLORIDE ER\SMG\BIO-AGENCY-LETT] ER-DATED-122303.doc
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March 31, 2004 : _ >
PATENT AMENDMENT

Office of Generic Drugs, CDER, FDA

Gary J. Buehler, Director WWSP

Document Control Room

Metro Park North Il

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED RELEASE TABLETS, 5MG
ANDA 76-702
(Patent Information Enclosed)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the patent certification information submitted in the original ANDA on March 28,
2003.

This current patent amendment (Attachment A) addresses new exclusivity filings by the holder of the
Reference Listed Drug, Ditropan® XL (Alza), which have been listed in the FDA’s “Orange Book”
subsequent to our original submission. The enclosed information is in addition to what has been
previously submitted and comprises an update to reflect the newly filed exclusivity information.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407.

Sincerely

Bl T >

S. Wayne Talton
Executive Director

Regulatory Affairs

SWT/dn

Enclosures

GAPROJECT\ANDAOXYBUTYNIN CHLORIDE ER\SMG\PATENT-AMENDMENT-033104.DOC .
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781 Chesinut Ridge Road * P O, Box 4310 « Morganfown, West Virginia 26504-4310 USA. * (304) 599-2595

June 9, 2004

Office of Generic Drugs, CDER, FDA
Gary J. Buehler, Director

Document Control Room BIOEQUIVALENCE AMENDMENT
Metro Park North 1| (CMC INFORMATION ENCLOSED)
7500 Standish Place, Room 150
Rockville, MD 20855-2773 , ORIG AMENDMENT
RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5MG Ai / Pf E)
ANDA 76-702

RESPONSE TO AGENCY CORRESPONDENCE DATED APRIL 10, 2004
Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the bioequivalence comments pertaining to this application which were provided to
Mylan by facsimile in correspondence dated April 10, 2004 (provided in Attachment A). In response to the
Agency's comments of April 10", Mylan wishes to amend this application as follows:

FDA COMMENT 1: The Division of Bioequivalence has completed its review of your submission
acknowledged on the cover sheet and the following deficiency has been
identified:

Please acknowledge that you have accepted the following dissolution method and
specifications.

The dissolution testing should be conducted in 900 mL of pH 6.8 Phosphate
Buffer using USP apparatus | (Basket) at 100 rpm. The test products shouid
meet the following specifications:

thre  NuT| ©€

4 hrs: ®®
10 hrs:

24 hrs: NLT, @@

. -MYLAN RESPONSE: Mylan received Minor comment letters from the Division of Bioequivalence on

March 19, 2004 and April 10, 2004 for the 10mg (ANDA 76-644) and 5mg (ANDA
76-702) tablet strengths of Oxybutynin Chloride Extended-release Tablets,
respectively. A copy of the April 10, 2004 letter is provided in Attachment A.
Mylan was requested to update the drug release test and specification for both
tablet strengths to the following:

Medium: pH 6.8 phosphate buffer, 900 mL. S
Apparatus 1: 100 rpm. I

Times: 1,4, 10, and 24 hours. JU Lo
Limits: 1 hour: NMT. @@ Lot
4 hours: O @ 0 , -
10 hours wi rwg e mend

24 hours NLT| ©@
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Gary J. Buehler
Page 20f 3

In response to the Agency’s request, Mylan reviewed the previously. submitted
drug release results which were generated using the FDA recommended method.
The data show that the originally submitted results for the FDA recommended
method do not meet L, criteria for the 5mg tablet strength (refer to Attachment B).
As a result of this observation, a further evaluation of the proposed method was
conducted. The 5mg and 10mg tablet strengths were tested using the proposed
method on different samples, conditions, days and instruments. The following
conclusions were made.

1. The proposed method does not have an acid stage challenge; therefore, no
control of Mylan’s functional enteric coating is provided.

2. Mylan’s product, which is bioequivalent to Ditropan XL®, will not routinely
meet the FDA recommended specification for both the 5mg and 10mg
strengths.

3. The proposed method does not provide full extent of drug release for the
Mylan product.

4. The proposed method has a high level of variability (Refer to Attachments B,
C and D).

Based on these conclusions, the FDA recommended method is not considered to
be a suitable quality control test for release and stability testing of Mylan’s
Oxybutynin Chloride Extended-release Tablets 5mg and 10mg. Mylan
recommends that we retain the drug release test and specifications originally
submitted in Mylan’s ANDAs as described below.

Medium: Row 1: pH 1.2 Simulated Gastric Fluid, without enzymes; 250 mL.
Rows 2—4: pH 6.8 Simulated Intestinal Fluid, without enzymes;

250 mL.
Apparatus 3: 25 dips per minute.
Times: 2,4, 8, and 16 hours
Limits: 2 hours: o®
: 4 hours:
8 hours

16 hours NLT | @@

Based on the cumulative data, the Mylan ANDA method produces reproducible
results, provides an acid challenge test, and achieves a full drug release of the
product. Updated room temperature stability data through 18 months using the
ANDA method for drug release for Oxybutynin Chloride Extended-release
Tablets, 5mg (Lot R1K3865) is provided in Attachment E.

G:\PROJECT\ANDA\OXYBUTYNIN CHLORIDE ER\SMG\BIO-AGENCY-LETTER-DATED-041004.doc
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This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407.

Sincerely,

Bl T

S. Wayne Talton
Executive Director
Regulatory Affairs
SWT/dn
Enclosure

Desk Copy: Sarah Park, Project Manager

G:\PROJECT\ANDAYOXYBUTYNIN CHLORIDE ER\SMG\BIO-AGENCY-LETT| ER-DATED-O41 004.doc
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July 27, 2004

Office of Generic Drugs, CDER, FDA
Gary J. Buehler, Director

Document Control Room BIOEQUIVALENCE AMENDMENT

Metro Park North II (CMC INFORMATION ENCLOSED)
7500 Standish Place, Room 150 QPG AMENDMENT

Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, EMG
ANDA 76-702
RESPONSE TO AGENCY CORRESPONDENCE DATED JULY 20, 2004

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the bioequivalence comments pertaining to this application which were provided to
Mylan by facsimile in correspondence dated July 20, 2004 (provided in Attachment C). In response to the
Agency's comments of July 20™, Mylan wishes to amend this application as follows:

FDA COMMENT 1: The Division of Bioequivalence has completed its review of your submission
acknowledged on the cover sheet and the following deficiencies have been
identified:

. 1. Your proposed dissolution method (Row 1 (2-hour): pH 1.2 Simulated
Gastric Fluid w/o Enzyme; Rows 2-4 (4-, 8- and 16-hour): pH 6.8 Simulated
Intestinal Fluid w/o Enzyme; 250mL; Apparatus 3 (Reciprocating Cylinder); 25
dips per minute) is now acceptable but the proposed dissolution
specifications are not acceptable.

2. Based on the data submitted, the Division of Bioequivalence recommends the
following dissolution specifications:

2hr: 0-10%

4 hr; 10-30%

8 hr: 40-65%
16 hr: NLT 80%

MYLAN RESPONSE: As requested, the recommended dissolution specifications for Oxybutynin
Chloride Extended-release Tablets, 5mg have been incorporated into Mylan’s
stability and quality control programs. Revised finished product specifications
and post-approval stability protocol are provided in Attachments A and B,
respectively. Please note that a Gratuitous Chemistry Amendment is also being
submitted concurrently with this Bioequivalence Amendment under separate

cover.

é?q',‘:t g f':ﬂ.' /A i - P oL ?f.v\,‘
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July 27, 2004

Office of Generic Drugs, CDER, FDA
Gary J. Buehler, Director

Document Control Room GRATUITOUS CHEMISTRY AM ENDMENT

Metro Park North II (CMC INFORMATION ENCLOSED)
7500 Standish Place, Room 150 ORIG AMENDMENT
Rockville, MD 20855-2773 i

N W

RE:  OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5MG
ANDA 76-702 .

Dear Mr. Buehler:

Revised finished product specifications with corresponding Certificate of Analysis and a revised post-
approval stability protocol are provided in Attachments B and C, respectively. In addition, Mylan is
submitting updated stability data tables for Oxybutynin Chloride Extended-release Tablets, 5mg which
reflect the recommended dissolution specifications (refer to Attachment D).

Pursuant to 21 CFR 314;96(b), we certify that a true copy of the technical sections of this amendment, as
submitted to the Office of Generic Drugs, has been forwarded to the FDA's Baltimore District Office.

This amendment is submitted in duplicate. Should you require additional information or have any

questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 orvia
facsimile at (304) 285-6407. »

Sincerely,
| Iy,
/5/&()&;7_/ e

S. Wayne Talton
Vice President
Regulatory Affairs
SWT/dn

Enclosure

Desk Copy: Sarah Park, Project Manager ke

A &
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'MYLAN PHARMACEUTICALS INC

August 20, 2004

(ELECTRONIC LABELING INFORMATION ENCLOSED)

Office of Generic Drugs, CDER, FDA

Gary Buehler, Director
Document Control Room

"~ Metro Park North Il
7500 Standish Place, Room 150
Rockville, MD 20855-2773

/ 781 Chestnut Ridge Road * P O. Box 4310 Morgantown, West Virginia 26504-4310 U.S.A.

MINOR AMENDMENT

e,
ey

Pl

RE:  OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5 mg
ANDA 76-702

(RESPONSE TO AGENCY CORRESPONDENCE DATED AUGUST 13, 2004)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (
under review, and to the labeling comments pertaining to this
e-mail on August 13, 2004. In accordance to the Agency’s Au
our application by submitting a revised draft outsert. The bott|
storage statement and to incorporate other minor revisions to be cons

labeling.

In accordance with the Agenby’s Guidances Providing Regulatory Submissions in Electronic Format —

ANDA) identified above, which is currently
application which were provided to Mylan via
gust 13" correspondence, we wish to amend
e labels were also updated to revise our
istent with the innovator's container

ANDAs and Providing Regulatory Submissions in Electronic Format — General Considerations, we

enclose a CD-Rom which contains electronic labelin
5'mg as described in the electronic Table of Contents. A
Word versions of all proposed labeling components. To

within the pdf version.

Mylan acknowledges that the Agency may re
addition, Mylan may have to revise our labeli
drug. Mylan will monitor FDA’s web site for any approved labeling changes.

Should you have any questions regarding this su
at (304) 599-2595, ext. 6551 or via facsimile at (

Sincerely,

. //J r (/(ja? __F-_( s
- 8. Wayne Talton :

Vice President
Regulatory Affairs

Desk Copy: John Grace, Team Leader (Cover letter only)

Debbie Catterson, Labeling Reviewer (Cover letter only)
Division of Labeling and Program Support

quest further changes to the labeling prior to approval. In
ng pursuant to approved changes for the referenced listed

pplement, please contact the undersigned by telephone
304) 285-6407.

* (304) 599-2595

g for Oxybutynin Chloride Extended-release Tablets,
S a review aid, Mylan has also included Microsoft
access these Word files, a bookmark is provided

RECEIVED
AUG 2 3 2004

OGD/CDER

G:\PROJECTVANDAYOXYBUTYNIN CHLORIDE ER\SMGIAGENCY-CORRESPONDENGE DATED AUG 13, 2004. OBXY-RX3.LABELING.doc
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MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road P O. Box 4310 Morgcn’rown, West Vll'glnl(] 26504-4310 USA. (304) '599-2595

September 24, 2004

TELEPHONE AMENDMENT
(ELECTRONIC LABELING INFORMATION ENCLOSED)
Office of Generic Drugs, CDER, FDA | N }*F
Gary Buehler, Director

Document Control Room

Metro Park North Il

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5 mg
ANDA 76-702
(RESPONSE TO AGENCY TELEPHONE CALL RECEIVED ON SEPTEMBER
16, 2004)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to our Labeling Amendment submitted on August 20, 2004. Reference is also made to
a telephone call received on September 16, 2004 from Ms. Postelie Birch, of your office, in which she
requested that Mylan amend our August 20™ submission by adding a subsection ‘System Components
and Performance’ to our outsert to describe our Oxybutynin Chioride Extended-release Tablets. The
purpose of this amendment is to provide a revised draft outsert incorporating the text pertaining to Mylan’s
‘System Components and Performance’, as requested by the Agency.

In accordance with the Agency's Guidances Providing Regulatory Submissions in Electronic Format —
ANDAs and Providing Regulatory Submissions in Electronic Format — General Considerations, we
enclose a CD-Rom which contains electronic labeling for Oxybutynin Chloride Extended-release Tablets, 5
mg as described in the electronic Table of Contents. As a review aid, Mylan has also included Microsoft
Word version of our proposed draft outsert. To access this Word file, a bookmark is provided within the
pdf version.

Mylan acknowledges that the Agency may request further changes to the labeling prior to approval. In
addition, Mylan may have to revise our labeling pursuant to approved changes for the referenced listed
drug. Mylan will monitor FDA’s web site for any approved labeling changes.

Should you have any questions regarding this amendment, please contact the undersigned by telephone
at (304) 599-2595, ext. 6551 or via facsimile at (304) 285-6407.

Sincerely,

B Uy Tt

ECEVET
S. Wayne Talton . .
Vice President Rer 27 Zﬂm-

Reguiatory Affairs , L
DEDIGHER

Desk Copy: Postelle Birch, Labeling Reviewer
Division of Labeling and Program Support
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MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road ¢ P. O, Box 4310 = Morgc:n’rown, Wes‘r V|rg|n|o 26504 4310 U SA . (304) 599 2595

October 13, 2004

TELEPHONE AMENDMENT
(ELECTRONIC LABELING INFORMATION ENCLOSED)

Office of Generic Drugs, CDER, FDA

Gary Buehler, Director . SRIG AMENDMENT
Document Control Room ' ]

Metro Park North 1I N\ g %’"'f_:
7500 Standish Place, Room 150 BRI

Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5 mg
ANDA 76-702
(RESPONSE TO AGENCY TELEPHONE CALL RECEIVED ON OCTOBER 12,
2004)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to our draft labeling included in our Telephone Amendment submitted on September 24,
2004. Reference is also made to a telephone call received on October 12, 2004 from Ms. Postelle Birch, of
your office, in which she requested that Mylan amend our September 24" submission by modifying the
subsection ‘System Components and Performance’ in our outsert. The purpose of this amendment is to
provide a draft outsert with the revised subsection ‘System Components and Performance’, as requested
by the Agency.

In accordance with the Agency’s Guidances Providing Regulatory Submissions in Electronic Format —
ANDAs and Providing Regulatory Submissions in Electronic Format — General Considerations, we
enclose a CD-Rom which contains electronic labeling for Oxybutynin Chloride Extended-release Tablets, 5
mg as described in the electronic Table of Contents. As a review aid, Mylan has also included Microsoft
Word version of our proposed draft outsert. To access this Word file, a bookmark is provided W|th|n the pdf
version.

Mylan acknowledges that the Agency may request further changes to the labeling prior to approval. In
addition, Mylan may have to revise our labeling pursuant to approved changes for the referenced listed
drug. Mylan will monitor FDA’s web site for any approved labeling changes.

Should you have any questions regarding this amendment, please contact the undersigned by telephone
at (304) 599-2595, ext. 6551 or via facsimile at (304) 285-6407.

Smcerely,

e &C/éﬁ“—) T = A Hpeam®=
A tkyt RECEIVED
Vice President " | ‘ 0CT 1 4 2004

Regulatory Affairs e ,
FREY £, =

Desk Copy: Postelle Birch, Labeling Reviewer
Division of Labeling and Program Support
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July 19, 2005

Office of Generic Drugs, CDER, FDA
Gary J. Buehler, Director

Document Control Room

Metro Park North |I

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED RELEASE TABLETS, 5MG
ANDA 76-702
(Patent Information Enclosed)
Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the patent certification information submitted in the original ANDA on March 28, 2003,

This current patent amendment addresses a new patent listing by the holder of the Reference Listed
Drug, Ditropan® XL (Alza), which has been listed in the FDA’s “Orange Book” subsequent to our original
submission. Provided in Attachment A is a Patent Amendment letter from our Legal Department which
provides specifics regarding the enclosed information. A

This amendment is submitted in duplicate. Shouid you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407.

Sincerely,

S. Wayne Talton "

Vice President

Regulatory Affairs

SWT/dn

Enclosures
RECEIED
JuL 19 2005
CED /G

GPROJECT\ANDA\OXYBUTYNIN CHLORIDE ER\SMG\PATENT-AMENDMENT (NEW PATENT LISTING).DOC
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July 20, 2005

PATENT AMENDMENT

Office of Generic Drugs, CDER, EDA X P
Gary J. Buehler, Director : 2

Document Control Room

Metro Park North i

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED RELEASE TABLETS, 5MG
ANDA 76-702
(Patent Information Enclosed)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the patent certification information submitted in the original ANDA on March 28, 2003.

This current patent amendment addresses a new patent listing by the holder of the Reference Listed
Drug, Ditropan® XL (Alza), which has been listed in the FDA’s “Orange Book” subsequent to our original
submission. Provided in Attachment A is a Patent Amendment letter from our Legai Department which
provides specifics regarding the enclosed information.

* This amendment is submitted in duplicate. Should you require additional information or have ahy

questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407. .

Sincerely,

. ey Tl

S. Wayne Talton
Vice President

Regulatory Affairs

SWT/dn

Enclosures RE@E@V%U
JUL 2 0 2005

AP 7 o S
QED ] Giy=e:
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July 21, 2005

PATENT AMENDMENT
Office of Genefic Drugs, CDER, FDA <
Gary J. Buehler, Director X j)

Document Control Room

Metro Park North I

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED RELEASE TABLETS, 5MG
ANDA 76-702
(Patent Information Enclosed)
Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the patent certification information submitted in the original ANDA on March 28, 2003.

This current patent amendment addresses a new patent listing by the holder of the Reference Listed
Drug, Ditropan® XL (Alza), which has been listed in the FDA’s “Orange Book” subsequent to our original
submission. Provided in Attachment A is a Patent Amendment letter from our Legal Department which
provides specifics regarding the enclosed information.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned-at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407.

Sincerely,

& ik Tt

S. Wayne Talton
Vice President
Regulatory Affairs
SWT/dn

Enclosures
RECEIVED
JUL 2 12005
OGD/CDER
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'MYLAN PHARMACEUTICALS INC AR

' 781 Chestnut Ridge Road * P O, Box 4310 Morgantown, West Virginia 26504-4310 U.S.A. (304) 599-2595

July 22, 2005

PATENT AMENDMENT >< P

Office of Generic Drugs, CDER, FDA

Gary J. Buehler, Director -
Document Control Room

Metro Park North Ii

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED RELEASE TABLETS, sMG
ANDA 76-702
- (Patent Information Enclosed)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the patent certification information submitted in the original ANDA on March 28, 2003.

This current patent amendment addresses a new patent listing by the holder of the Reference Listed
Drug, Ditropan® XL (Alza), which has been listed in the FDA’s “Orange Book” subsequent to our original
submission. Provided in Attachment A is a Patent Amendment letter from our Legal Department which
provides specifics regarding the enclosed information.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407. ‘

Sincerely,

B bk Tetho

S. Wayne Talton
Vice President

Regulatory Affairs
SEORED
SWT/dn ‘ DA N £
Enclosures JUL 2 22005
SSH S O 4 S5 B
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July 25, 2005

PATENT AMENDMENT P

Office of Generic Drugs, CDER, FDA
Gary J. Buehler, Director

Document Control Room

Metro Park North |l

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED RELEASE TABLETS, 5MG
ANDA 76-702
(Patent Information Enclosed)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the patent certification information submitted in.the original ANDA on March 28, 2003.

This current patent amendment addresses a new patent listing by the holder of the Reference Listed
Drug, Ditropan® XL (Alza), which has been listed in the F DA’s "Orange Book” subsequent to our original
submission. Provided in Attachment A is a Patent Amendment letter from our Legal Department which
provides specifics regarding the enclosed information.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407. :

Sincerely,

S by T b

S. Wayne Talton
Vice President

Regulatory Affairs

SWT/dn

Enclosures
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MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road * P O. Box 4310 Morgantown, West Virginia 26504-4310 U.SA. (304) 599-2595

July 26, 2005

PATENT AMENDMENT
Office of Generic Drugs, CDER, FDA Vi 2
Gary J. Buehler, Director ?< /
Document Control Room !

Metro Park North Ii
7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED RELEASE TABLETS, 5MG
ANDA 76-702 '
(Patent Information Enclosed)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the patent certification information submitted in the original ANDA on March 28, 2003.

This current patent amendment addresses a new patent listing by the holder of the Reference Listed
Drug, Ditropan® XL (Alza), which has been listed in the FDA's “Orange Book” subsequent to our original
submission. Provided in Attachment A is a Patent Amendment letter from our Legal Department which
provides specifics regarding the enclosed information.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407.

Sincerely,

S @L?fg,md

S. Wayne Talton
Vice President

Regulatory Affairs RE@E e
b= E R ea Ty
- SEIVELD
SWT/dn ,
Jui g 8 2005

OGD/CDER

Enclosures

G:\PROJECT\VANDAVOXYBUTYNIN CHLORIDE ER\SMG\PATENT-AMENDMENT (NEW PATENT LISTING).DOC

Depariment—Fax Numbers Information Systerns (304) 285-6404 Purchasing (304) 598-5401
Accounting (304) 285-6403 Label Control (800) 848-0463 Quality Assurance (304) 598-5407
Administration (304) 599-7284 Legal Services (304) 598-5408 Quality Control | (304) 598-5409
Business Development (304) 598-5419 Maintenance & Engineering (304) 598-5411 Regulatory Affairs (304) 285-6407.
Cormporate Services (304) 598-5404 Medical Unit . (304) 598-5445 Research & Development (304} 285-6409
Human Rescurces (304) 598-5406 Product Development (304) 285-6411 Sales & Marketing (304) 598-3232



,! MYLAN PHARMACEUTICALS. INC

781 Chestnut Ridge Road « P. O, Box 4310 ¢ Morgantown, West Virginia 26504-4310 U.S.A, o (304) 599-2595

July 27, 2005
. PATENT AMENDMENT
Office of Generic Drugs, CDER, FDA >< ..?;/"A

Gary J. Buehler, Director : TN
Document Control Room
Metro Park North 11
- 7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED RELEASE TABLETS, 5MG °
ANDA 76-702
(Patent Information Enclosed)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the patent certification information submitted in the original ANDA on March 28, 2003.

This current patent amendment addresses a new patent listing by the holder of the Reference Listed
Drug, Ditropan® XL (Alza), which has been listed in the FDA’s “Orange Book” subsequent to our original
submission. Provided in Attachment A is a Patent Amendment letter from our Legal Department which
provides specifics regarding the enclosed information.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407.
Sincerely,
S likge Tt
S. Wayne Talton
Vice President
Regulatory Affairs
SWT/dn
Enclosures
JUL 2 7 2005

OGD/CpER
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MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road « P O. Box 4310 Morgantown, West Virginia 26504-4310 US.A. (304) 599-2595

July 28, 2005

PATENT AMENDMENT

Office of Generic Drugs, CDER, FDA _ ’>< %:D
Gary J. Buehler, Director

Document Control Room

Metro Park North 1i

7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE:  OXYBUTYNIN CHLORIDE EXTENDED RELEASE TABLETS, 5MG
ANDA 76-702 _
(Patent Information Enclosed)

“Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review, and to the patent certification information submitted in the original ANDA on March 28, 2003.

This current patent-amendment addresses a new patent listing by the holder of the Reference Listed
Drug. Ditropan® XL (Alza), which has been listed in the FDA's “Orange Book” subsequent to our original
submission. Provided in Attachment A is a Patent Amendment letter from our Legal Department which
provides specifics regarding the enclosed information.

This amendment is submitted in duplicate. Should you require additional information or have any
Questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407. :

ik Taths

S. Wayne Talton
Vice President

Regulatory Affairs
SWT/dn,z
Enclosures -’ hﬁd@EéVE@

A

£y
.0

JUL 2 8 200
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MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road » P. O, Box 4310 * Morgantown, West Virginia 26504-4310 U.S.A. « (304) 599-2595

August 31, 2005 | , \l / XID

PATENT AMENDMENT

Office of Generic Drugs, CDER, FDA
Gary J. Buehler, Director

Document Control Room

Metro Park North I

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5MG
ANDA 76-702
(Patent Information Enclosed)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which is currently
under review. In accordance with 21 CFR 314.95(e), this amendment provides documentation of receipt
of the notice required by 21 CFR 314.95(a) and (b), as it pertains to the Paragraph IV patent certification
contained in our Patent Amendment submitted on July 19, 2005 for Oxybutynin Chloride Extended-release
Tablets, 5mg. Provided in Attachment A is a Patent Amendment letter from our Legal Department which
provides specifics regarding the enclosed information.

The owner of the patent and the holder of the application for the listed drug were served with the required
notice. Proof of delivery by Registered Mail, Return Receipt evidences receipt by Alza Corporation on
July 26, 2005. A copy of the documentation evidencing Mylan’s service and receipt is enclosed.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407.

Sincerely,

S. Wayne Talton

Vice President
Regulatory Affairs

SWT/dn

Enclosures —
i e, TR FE

gep 0 1 2005

(;' Rt g
G:\Projech ANDA\OXYBUTYNIN CHLORIDE ER\SMG\PATENT-AMENDMENT-083105.doc s
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MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road « P. O. Box 4310 « Morganfown, West Virginia 26504-4310 US.A. ¢ (304) 599-2595

September 16, 2005

MINOR AMENDMENT - REQUEST FOR FINAL ANDA APPROVAL
(CHEMISTRY, PATENT INFORMATION AND ELECTRONIC LABELING INFORMATION ENCLOSED)

Oftice of Generic Drugs, CDER, FDA
Gary J. Buehler, Director
Document Control Room

 Metro Park North |l iy,
7500 Standish Place, Room 150 )/\j / //}(é’fﬂ
Rockville, MD 20855-2773 B

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5MG
ANDA 76-702
(Request for Finai ANDA Approval)

Dear Mr. Buehler;

Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which received
Tentative Approval on January 12, 2005, and to the patent litigation pertaining to this application which has
not yet been resolved. A copy of the January 12, 2005 Tentative Approval letter has been provided in
Attachment A for your reference. As the applicable receipt date of the paragraph IV patent certification
notice by the patent owner and NDA holder was May 28, 2003, the 30-month period from the date of said
receipt will expire on November 28, 2005. In accordance with the conditions outlined in the Janiiary 12,
2005 tentative approval letter and pursuant to 21 CFR 314.107(b)(3)(i)(A), Mylan hereby requests that
final approval of ANDA 76-702 be granted upon expiration of the 30-month perlod This request for final
approval is based on the following application history:

1) ANDA 76-702 was submitted to the Agency on March 28, 2003 and considered acéeptable for
filing on March 31, 2003, as acknowledged in the Agency’s letter dated May 13, 2003.

2) Mylan’s Amendment dated September 30, 2003 provided documentation of receipt of the
paragraph IV patent certification notice to the patent and NDA holders as required under section
505(j)(2)(B)(i) of the FD&C Act.

3) Expiration of the 30-month period provided for in section 505(j)(2)(B)(i) since the date of receipt of
’ the 45-day notice required under section 505(j)(2)(B)(i) of the Act will occur on November 28,
2005.

With respect to U.S. Patent 6,919,092 which was recently listed in FDA's “Orange Book”, reference is
made to our certification contained in our Patent Amendment submitted on July 19, 2005. Reference is
also made to our Patent Amendment submitted on August 31, 2005 which provided Documentation of
Receipt of Notice. Mylan has not received any notice that legal action was taken within the 45-day
statutory period as identified in 21 CFR 314.95(f). Provided in Attachment B is a Patent Amendment from
our Legal Department which provides specifics regarding U.S. Patent 6,919,092.

As the patent litigation is currently ongoing with respect to our original patent certification statement and
no court decision has yet been rendered, Mylan hereby requests that final approval of ANDA 76-702 be
granted on the 30-month provision provided for in 505()(5)(B)(ii) of the Act.

G:\Project\ ANDAYOXYBUTYNIN CHLORIDE ER\5MG\Request for final approval.doc

Department—Fax Numbers Information Systerns (304) 285-6404 Purchasing (304) 598-5401
Accounting (304) 285-6403 Label Control (800) 848-0463 Quality Controf (304) 598-5407
Administration (304} 599-7284 Legal Services (304) 598-5408 Regulatory Affairs {304) 285-6407
Business Development (304) 598-5419 Maintenance & Engineering (304} 598-5411 Research & Development (304) 285-6409

Hurman Resources (304) 598-5406 Medicat Unit (304) 598-5445 Sales & Marketing (304) 598-3232



Gary J. Buehler
Page 2 of 3

As required by the January 12, 2005 Tentative Approval letter, this amendment also provides notification
of the following changes to the conditions outlined in the chemistry, manufacturing and controls (CMC) of
this application since the receipt date of Tentative Approval. The proposed production Master Batch
Record for Oxybutynin Chloride Extended-release Tablets, 5mg has been revised to aliow for the use of
an alternate imprinter, a ©@imprinter manufactured by O for imprinting
the finished drug product (refer to page 37 of the revised batch record provided in Attachment C).

The currently registered production batch record provides for the use of [ @@ or [ ®@®imprinters. Per
the FDA’s Guidance for Industry SUPAC-IR/MR: Immediate Release and Modified Release Solid Oral
Dosage Forms, Manufacturing Equipment Addendum (January 1999), the ik
imprinters are within the same class/subclass; therefore, the addition of the ®® printer is consndered
a minor change. The processing parameters sheets used during manufacturing

@have also been revised to include minor changes
which are fully described on the cover sheets preceding the revised processing parameters sheets
provided in Attachment D.

Our drug substance specifications have also been revised in accordance with the current USP and the
compendial Assay and Related Compounds procedures have been adopted. The revised specifications,
and compendial Assay and Related Compounds procedures with their associated method validation
reports are provided in Attachments E, F and G, respectively. In addition, updated room temperature
stability data through 24 months for Oxybutynin Chloride Extended-release Tablets, 5mg Lot R1K3865, is
provided in Attachment H.

With respect to labeling, our Final Printed Outsert labeling (code OXBT:R1; Revised September 2005)
and Final Printed Bottle Labels are provided herein. Mylan’s previous draft outsert (OXYB:RX7) was
submitted on October 13, 2004. A side-by-side comparison of Mylan’s final printed outsert (code
OXBT:R1; Revised September 2005) to the previously submitted draft outsert is provided. For the
reviewer’s convenience, a copy of the Reference Listed Drug (RLD) labeling from the FDA Web Post
(Approved June 30, 2004) is also included. Please refer to the enclosed labeling Electronic Table of
Contents provided in Attachment | for details.

In accordance with the Agency’s Guidances Providing Regulatory Submissions in Electronic Format —
ANDAs and Providing Regulatory Submissions in Electronic Format — General Considerations, we
enclose a CD-Rom which contains electronic labeling for Oxybutynin Chloride Extended-release Tablets
as described in the electronic Table of Contents provided in Attachment . As a review aid, Mylan has also
included Microsoft Word version of the proposed final printed labeling. To access these Word files, a
bookmark is provided within the pdf version.

As required by 21 CFR 314.96(b), we certify that a true copy of this amendment, as submitted to the
Office of Generic Drugs, has been forwarded to the FDA’s Baltimore District Office.

G:\Projes\ANDA\OXYBUTYNIN CHLORIDE ER\SMG\Request for final approval.doc



Gary J. Buehler
Page 30of 3

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the underS|gned by telephone at (304) 509-2595, ext.
6551 or by facsimile at (304) 285-6407.

Sincerely,

B Wiy Tl

S. Wayne Talton
Vice President
Regulatory Affairs
SWT/dn

Enclosures

G:\Project\ ANDAVOXYBUTYNIN CHLORIDE ER\SMG\Request for final approval.doc



C OIS AUENMEAT
~ MYLAN PHARMACEUTICALS INC 71 /##

781 Chestnut Ridge Road « P O, Box 4310 » Morgantown, West Virginia 26504-4310 US.A. « (304) 599-2595

September 21, 2005

Office of Generic Drugs, CDER, FDA

Gary J. Buehler, Director

Document Control Room GRATUITOUS CHEMISTRY AMENDMENT
Metro Park North I (CMC INFORMATION ENCLOSED)

7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5MG
ANDA 76-702

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above which received
Tentative Approval on January 12, 2005 and our Minor Amendment - Request for Final Approval
submitted on September 16, 2005. Reference is also made to a telephone call received on September
19, 2005 from Dr. Mike Darj, of your Office, regarding our pending ANDA for Oxybutynin Chloride
Extended-release Tablets, 10mg (ANDA 76-644). For ANDA 76-644, Dr. Dari recommended that WE
submit revised drug substance specifications to

*®to0 be consistent with those recently submitted by our supplier.

As requested by Dr. Darj, our drug substance specifications were revised to R

to be consistent with our supplier. The purpose of this gratuitous chemistry amendment is to
also register these revised drua substance sar,))%tifications to ANDA 76-702. The revised drug substance
specifications and revised procedure are provided in
Attachments A and B, respectively.

As required by 21 CFR 314.96(b), we certify that a true copy of this amendment, as submitted to the
Office of Generic Drugs, has been forwarded to the FDA's Baltimore District Office.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned by telephone at (304) 599-2595,
ext. 6551 or by facsimile at (304) 285-6407. -
Sincerely, :

S. Wayne Talton

Vice President

Regulatory Affairs

SWT/dn

Enclosures
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~ MYLAN PHARMACEUTICALS INC

781 Chesinut Ridge Road ¢ P. O. Box 4310 » Morgantown, West Virginia 26504-4310 USA. * (304) 599-2595
September 29, 2005

GENERAL CORRESPONDENCE
(PATENT INFORMATION ENCLOSED — NOTIFICATION OF DISTRICT COURT DECISION)

Office of Generic Drugs, CDER, FDA 7
Gary J. Buehler, Director 7\ f*‘?
Document Control Room : i

Metro Park North 1l
7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5MG
ANDA 76-702 '
(General Correspondence — Notification of District Court Decision)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above which was granted
Tentative Approval on January 12, 2005 and to our Minor Amendment - Request for Final Approval
submitted on September 16, 2005. Reference is also made to our Patent Amendment submitted on
September 30, 2003 in which we notified the Agency that Alza Corporation had commenced litigation
against Mylan on June 26, 2003 with regard to the Paragraph IV certification submitted to this application
pertaining to U.S. Patent No. 6,124,355.

In our September 16" amendment, we acknowledged that the patent litigation pertaining to this application
had not yet been resolved. The purpose of this correspondence is to provide a copy of the September 27,
2005 decision from the U.S. District Court for the Northern District of West Virginia (Civil Action No.
1:03CV61). A copy of the district court decision is provided in Attachment A. As noted on page 57 of the
attached decision, the court has concluded that Mylan’s Oxybutynin Chloride Extended-release Tablets,
5mg does not infringe U.S. Patent No. 6,124,355 and the patent is invalid.

Based on this favorable court decision, there are no legal barriers which would preclude the Agency's
ability to render final approval of this application. A similar correspondence, including a copy of the
enclosed court decision, is also being submitted to Mylan’s pending ANDA 76-644 for Oxybutynin Chioride
Extended-release Tablets, 10mg.

This correspondence is submitted in duplicate. Should you require additional information or have any
questions regarding this correspondence, please contact the undersigned by telephone at (304) 599-2595,
ext. 6551 or by facsimile at (304) 285-6407. '

Sincerely,

s LU:“& Ny Py

S. Wayne Talton

Vice President ' RE@E%\;E@

Regulatory Affairs

cEp 3 0 2005
SWT/dn
Enclosures @@DICDER
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~ MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road « P O, Box 4310 « Morgantown, West Virginia 26504-4310 US.A. * (304) 599-2595

October 27, 2005

l =
F3%)

it

NAD

Office of Generic Drugs, CDER, FDA
Gary J. Buehler, Director

Document Control Room TELEPHONE AMENDMENT
Metro Park North Il (CMC INFORMATION ENCLOSED)
7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5MG
ANDA 76-702

(Response to Agency Telephone Call Received October 24, 2005)

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above which was granted
Tentative Approval on January 12, 2005, our Minor Amendment - Request for Final Approval submitted
on September 16, 2005, and our Gratuitous Chemistry Amendment submitted on September 21, 2005.
Reference is also made to a telephone call received on October 24, 2005 from Dr. Mike Darj, of your

Office, in which he recommen%)e(g that we submit revised drug substance specifications to

As requested by Dr. Darj, cur drug substance sneciﬁnaﬁnn(ﬁ)a)ave been revised to B

to be consistent with our supplier. The
revised drug substance specifications and revised ®® procedure
are provided in Attachments A and B, respectively.

® @

With respect to the release mechanism of our formulation, the following description is included in our
product Iabeling under the subsection entitled “System Components and Performance:”

Oxybutynin chloride extended-release tablets are formulated to deliver oxybutynin chloride at a
controlled rate over approximately 24 hours. The dosage form is comprised of a hydrophilic
cellulose polymer matrix tablet surrounded by an enteric coating system. The enteric coat is
insoluble in the low pH environment of the stomach. As the tablet passes through the stomach
and enters the higher pH environment of the small intestine, the enteric coating dissolves and/or
erodes to expose the polymer matrix tablet which swells and releases drug at a controlled rate via
diffusion and/or erosion.

A hard copy of our prescribing information is provided in Attachment C for the reviewer's reference.

As required by 21 CFR 314.96(b), we certify that a true copy of this amendment, as submitted to the
Office of Generic Drugs, has been forwarded to the FDA’s Baltimore District Office.

R e e g e
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Gary J. Buehler
Page 2 of 2

Thie amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned by telephone at (304) 599-2595,
ext. 6551 or by facsimile at (304) 285-6407.

Sincerely,

A (u Tk bes

S. Wayne Talton
Vice President
Regulatory Affairs
SWT/dn

Enclosures

Desk Copy: Dr. Mike Darj, Review Chemist
Division of Chemistry lll, Team 4
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MYLAN PHARMACEUTICALS INC
781 Chestnut Ridge Road + PO. Box 4310 » Morgantown, West Virginia 26504-43’10U‘.'s.A’.“f(éIodjé‘éé-ééi)s""“"%\
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| LY
August 17, 2006 | _ p{@q | n@ ‘

by (ﬂ\, - Lo
, N 2D

Office of Generic Drugs, CDER, FDA o
Gary J. Buehler, Director , ‘ ﬂ{‘\ .
Document Control Room ~ TELEPHONE AMENDMENT (¢ ol
Metro Park North II (PATENT INFORMATION ENCLOSED)  , ~ |”
7500 Standish Place, Room 150 7 0
Rockville, MD 20855-2773 C A

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5MG
ANDA 76-702 _
(Response to Agency Telephone Call Received August 17, 2006) -

Dear Mr. Buehler:

Reference is made to the Abbreviated New Drug Application (ANDA) identified above which was granted
Tentative Approval on January 12, 2005. Reference is also made to a telephone call received on August
17, 2006 from Mr. Robert West, Deputy Director, of your Office, in which he requested a summary of the
litigation history regarding this application.

On May 2, 2003, Alza Corporation filed a complaint against Mylan Labs and Mylan Pharms in the
Northern District of West Virginia alleging that Mylan's filing of an ANDA for Oxybutynin Chloride
Extended-Release Tablets, 10mg (ANDA 76-644) constituted an act of infringement under 35 U.S.C. 271
of United States Patent No. 6,124,355. On June 26, 2003, Alza filed suit in the same court alleging that
Mylan's filing of an ANDA for Oxybutynin Chloride Extended-Release Tablets, 5mg (ANDA 76-702)
constituted an act of infringement under 35 U.S.C. 271 under the same patent. The two cases were
consolidated and assigned to Judge Irene M. Keeley under the case no. 1:03CV61. The district court on
September 27, 2005 ruled in favor of Mylan in holding that both Mylan's products did not infringe the
asserted claims. On October 11, 2005, Alza appealed the district court decision and oral arguments took
place before the Federal Circuit on June 6, 2006 (Case No. 06-1019). A decision by the Federal Circuit is
pending.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned by telephone at (304) 599-2595,
ext. 6551 or by facsimile at (304) 285-6407.

Sincerely, :

S g Tl for

S. Wayne Taiton
Vice President
Regulatory Affairs

SWT/dn
Enclosures
Desk Copy: Mr. Robert West, Deputy Director
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MYLAN PHARMACEUTICALS INC

. 781 Chestnut Ridge Road » RO, Box 4310 » Morgantown, West Virginia 26504-4310 USA. + (304) 599-2505

September 21, 2006

GENERAL CORRESPONDENCE

Office of Generic Drugs, CDER, FDA m C
Gary J. Buehler, Director :

Document Control Room

Metro Park North [I

7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: OXYBUTYNIN CHLORIDE EXTENDED-RELEASE TABLETS, 5MG
ANDA 76-702
(Response to Agency Telephone Call Received September 20, 2006)

Dear Mr. Buehler:;

“Reference is made to the Abbreviated New Drug Application (ANDA) identified above, which received
Tentative Approval on January 12, 2005. Reference is also made to a telephone call received on
September 20, 2006 from Mr. Robert West, of your Office, regarding the issuance of a ‘mandate’ following
the final decision of the U.S. Court of Appeals for the Federal Circuit (Case No. 06-1019).

Provided in Attachment A is correspondence from our Legal Department regarding the issuance of the
‘mandate” and its potential impact on the triggering of Mylan’s 180 days of marketing exclusivity as a first
generic.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6551 or via
facsimile at (304) 285-6407.

Sincerely,

Stk Zaa

S. Wayne Talton
Vice President

Regulatory Affairs
SWT/dn
Enclosures
. H H imi = oy 4§ i
cc: Mr. Robert West, Deputy Director (via facsimile) ! a‘i:@x:%\fED
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MEMORANDUM : DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: November 9, 2006

FROM: Cecelia M. Parise
Regulatory Policy Advisor to the Director
Office of Generic Drugs

Center for Drug Evaluation and Research

THROUGH: Robert L. West
‘ Deputy Director
Office of Generic Drugs
Center for Drug Evaluation and Research

TO: ANDAs for Oxybutynin Extended-release Tablets
76-644, Mylan Pharmaceuticals
76-702, Mylan Pharmaceuticals
78-293, Mylan Pharmaceuticals
76-745, Impax Pharmaceuticals

SUBJECT: Enantiomers

Please see the attached memo from the Division of Reproductive and Urologic Drug Products
(DRUP). The memo states that there is insufficient evidence to support the notion that R-
oxybutynin is the enantiomer primarily responsible for efficacy, and that the absorption of the
enantiomers is linear. Therefore, the decision by the Division of Bioequivalence not to apply
confidence interval criteria to the enantiomers in order to establish bioequivalence for
Oxybutynin Extended-release Tablets for the same reasons outlined in the memo from DRUP
still stands and remains correct.



Memorandum

To: ' . : Marguerita Sims, J.D. '
: Office of Regulatory Policy ‘ . '
Through: . '» Mark Hirsch, M.D. . ' L i / 3 /96
Acting Deputy Director, DRUP _
. George Benson, M.D. G‘S B M o 1{/ 3 / oG

Medical Team Leader, DRUP

From: Marcea Whitaker, M.D. /mm ( /
| Medical Officer, DRUP ( - : 7//04
Ortiz, Stephan, R.Ph., Ph.D.: / /
Clinical Pharmacologist, OCPB g2% é; 2 o2&

Date: October»31, 2006

‘Re: | Ditropan XL
Citizen’s Petition Response
Second Review

Sponsor: o Ortho-McNeil

Background: A Citizen’s Petition was filed on August 29, 2005, by Ortho-McNeil
(Ortho-Urology) requesting that the Commissioner require the application of standard
bioequivalence criteria to oxybutymn and its active metabolite desethyoxybutynin “to
ensure that approved generic versions of Ditropan XL ER tablets are both bioequivalent
and clinically equivalent to the innovator product.” The Petition further requested that
these bioequivalence criteria apply to all four enantiomers [(R)- and (S)- oxybutynin and
(R)- and (8)- desethyloxybutynin] in both the fed and fasted states. Consultations
regarding this Citizen’s Petition were completed by both the Office of Generic Drugs and’
the Division of Reproductive and Urologic Products (DRUP consult sent to ORP on
December 5, 2005).

The Office of Regulatory Polic‘y has requested that DRUP provide clarification on several
apparently contradictory statements contained in the Ditropan XL.® label and in ORP’s
draft response to the Citizen’s Petition. Specifically, the clarification relates to statements
relating to the activity of the (R) isomer of oxybutynin in the Office of Generic Drugs
‘consultation versus statements in the Ditropan XL label.

The OGD consultation from 2005 states: “...there are insufficient data to conclude that
the primary efficacy and safety activity res1des with the minor enantiomer. The sponsor
cites an in vztro study by Noronha-Blob et al (1990) as demonstrating higher




anticholinergic activity for the R-enantiomer than the S-enantiomer in animal tissues.
This study does not offer strong evidence that primary pharmacological activity
(safety/efficacy) is determined by the minor enantiomer. First, this study was done in
animal tissue and it is not clear how the results can be applied clinically. Second, the
authors themselves expressed doubts about any pharmacological advantages offered by
the R-oxybutynin enantiomer.”

The Clinical Pharmacology Section of the Ditropan XL label states that:
“Anﬁmuscarinic activity residés'predominately in the R-isomer.”

’fhe ORP requested that DRUP clarify this apparent contradiction,

Executive Summary and Comments; .

The Division of Reproductive and Urologic Products reviewed the ORP draft
response to the Citizen’s Petition which concludes “that relevant scientific

- information does not support the conclusion that primary safety and effectiveness
resides with the minor enantiomer (R-oxybutynin) when administered in humans.”
We also reviewed the Ditropan XL, labelmg that identifies the R-isomer as having
the predommant antimuscarinic activity, .

The Division’s current comments address only the parent compound and its
enantiomers (R- and S-oxybutynin), and not the enantiomers of the metabolite,
desethyoxybutynin. The formal position of OGD appears to be that bioequivalence
(BE) of the metabolite (and thus, the R- and S- enantiomers of the metabolite) is not
required. Therefore, the relative potencies of the R- and S-enantiomers of the

- metabolite is no longer an issue. We remind ORP that the measurement and the
bioequivalence of the metabolite, desethyloxybutynin, were prevmusly addressed in
the original consultations from DRUP and OGD.

 In regard to the R- and S-enantiomers of the parent compound, oxybutynin, we
offer the following three comments:

1. The studies cited by the Petitioner to support the notion that R—oxybutynm is
the enantiomer primarily responsible for efficacy, specifically, Naronha-Blob
et al (1990), and Kachur et al (1988), are in vitro animal studies and not
studies designed to demonstrate the clinical benefit of R-oxybutynin over S-
oxybutynin in man.

.2, Since it has not been clinically demonstrated that the ma]or actwnty of
Ditropan XL resides in the minor enantiomer (R-oxybuitynin), the Division
agrees with the Office of Generic Drugs that there should be no requirement
for sponsors to demonstrate separate bloequlvalence for the enantiomers of
oxybutynin.

3. The statement in Dltropan® and Ditropan XL® labeling that
“antimuscarinic activity resides predominately in the R-isomer” is based on
statements pertaining to non-clinical information submitted in the original




Ditropan XL NDA application (1998). The Division currently would
recommend that this sentence bé removed from the Clinical Pharmacology
section of the Ditropan and Ditropan XL labels. Optimally, the sentence -
would be completely removed from labeling, although it may be possible to
add qualifying statements clarifying the source of the information and its
unknown clinical relevance. This statement can be modified, deleted, moved,
or further addressed when the sponsor submits new labeling to comply with
the physman s labeling rule (PLR). .

In summary, the Division believes that primary safety and efficacy have not been
adequately demonstrated to reside with the R-enantiomer of oxybutynin in humans
despite the wordmg in current labeling.

Discussion:

Herein, we provide a more detailed discussion of the issue in support of the preceding
Executive Summary and Final Comiments.

Based upon our understanding of the FDA BA/BE Guidance, entitled “Bioavailability
and Bioequivalence Studies for Orally Administered Drug Products”, we believe that all
-four of the following criteria must be met in order to require separate apphca’uon of the

BE crlterla to enantiomers of a racemic mixture:

1) The enantiomers exhibit different pharmacodynamic characteristics.

~ 2) The enantiomers exhibit different pharmacokinetic characteristics.
3) Primary efficacy and safety activity resides with the minor enantiomer, and
4) Nonlinear absorption is present for at least one of the enantiomers,

The discrepancy which ORP wishes DRUP to address involves the third criterion,
“Primary efficacy and safety activity resides with the minor enantiomer.” For Ditropan

. and Ditropan XL, the minor parent enantiomer is (R)-oxybutynin. The sponsor argues,
based upon a preclinical ir vitro study in guined pigs (Naronha-Blob et al, 1990), that the
(R)-oxybutynin carries both primary efficacy and safety. ORP’s draft response to the
Citizen’s Petition refutes this claim citing lack of human data and applicability. A
problem arises because the Clinical Pharmacology section of both Ditropan and Ditropan
XL labels states that “antimuscarinic activity resides predominately in the R-isomer.”

- This sentence, with accompanying citation, was present in the sponsor’s original
proposed labeling for NDA 20-897 (Ditropan XL) in' a submission dated November 25,
1997, in section 3.6 Nonclinical Pharmacology, Toxzcology and Metabolism. The
Sponsor stated:

“The predominant mechanism of urodynamic action and systemic toxicity is
generally considered to be mediated through oxybutynin’s anticholinergic activity
(Yarker et al, 1995). An increase in cholinergic activity and the resulting loss of

peripheral control has been suggested as the mechanism for idiopathic detrusor
instability (Eckford & Keane, 1993), which may be alleviated by the '




anticholinergic activity of oxybutynin (Yarker et al, 1995). The spasmolytic,
calcium antagonism, or anesthetic properties of oxybutynin may also play a
contributing role in its therapeutic efficacy. Oxybutynin exists in two
enantiomeric forms, with most of the anticholinergic properties residing in the
(R)-isomer (Yarker et al, 1995). The marketed immediate release oxybutynin
products (D1tr10pan® and various generics), and OROS® (oxybutynin chloride)
are racemates.”

Reviewer’s comment. The Yarker et al (1995) article was reviewed. No reference to
chirality and pharmacodynamic effect was found within the article, suggesting that this
section of the sponsor’s submission was not appropriately referenced The cited reference
does not support the sponsor 's clazm

Additional relevant information was located in the archived reviews of the original

Ditropan XL NDA. In summarlzmg the Sponsor’s submlss1on, the
Pharmacology/Toxicology reviewer stated:

“In contrast to the anticholinergic activity of oxybutynin, which resides
predominately in the R-isomer, its spasmolytic actions are not stereoselective and
are 500 times weaker.”

Reviewer's comments: 1) Despite this statement by the original
Pharmacology/Toxicology reviewer, sufficient evidence was not submitted to support the .
_ statement that the R-isomer is responsible for the majority of the clinical anticholinergic
activity. 2) Therefore, based on this lack of data to support this specific sentence in the
labeling, modification of the. Clinical Pharmacology section of the Ditropan and

Ditropan XL labels would be appropriate.

In discussions with the DRUP Phannacology/Toxicology review team, it is clear that the
data which supported the above statement in labeling came from studies performed in
vitro and in animals and not from in vivo human data.

Additional relevant information is found in the October 11, 2006. consultation from the
Office of Qeneric Drugs to ORP, wherein OGD stated:

1) The “...current, relevant scientific information does not provide persuasive support for
the assertlon that primary safety and efﬁcacy of the drug resides w1th the R-enantiomer of
oxybutynin when administered to humans.”

2) “Absent sufficient clinical testing for precise measurements of the drug’s activity
(including relative contributions of enantiomers) in humans, we do not think it is
approptiate to rely on these animal studies to predict specific drug activity (e.g., relative
contributions of enantiomers to safety and effectiveness) or correlation in humans.”

3) “In sum, current, relevant scientific information does not provide persuasive support
for the conclusion that the primary safety and efficacy of the drug reside with the R~
enantiomer of oxybutynin.”




Reviewer s comment: The DRUP review team agrees with the above statements made by
OGD. :

Conclusions:

1. The current comments address the parent compound, R- and S-oxybutynin, and
not the metabolite, desethyoxybutynin. The formal position of OGD appears to be
that bioequivalence (BE) of the metabolite (and thus, the R- and S- enantiomers of
the metabolite) is not required. Therefore, the relative potencies of the R- and S-
enantiomers of the metabolite is no longer an issue. We remind ORP that the
issues of bioequivalence (BE) and measurement of the metabolite (and the R- and
S- enantiomers of the metabolite) were previously addressed in the original
consultations from DRUP and OGD. :

2. The studies cited by the Petitioner to support the notion that R-oxybutynin is the

'enantiomer primarily responsible for efficacy, specifically, Naronha-Blob et al
(1990), and Kachur et al (1988) are in vitro animal studies and not studies
~ designed to demonstrate the benefit of R-oxybutynin over S-oxybutynin in man.

3. Since there is insufficient evidence that Ditropan XL’s major activity has been

" clinically demonstrated to reside in the minor enantiomer (R-oxbutynin), we agree
with the Office of Generic Drugs that there should be no requirement for sponsors
to demonstrate separate bioequivalence for the enantiomers of oxybutynin.

4. The statement in Ditropan® and Ditropan XL® labeling that “antimuscarinic
activity resides predominately in the R-isomer” is based on statements pertaining
to non-clinical information submitted in the original Ditropan XL NDA »
application. We currently believe that this sentence should be removed from the
Clinical Pharmacology section of the Ditropan and Ditropan XL labels, or at
minimum, qualified so that the unknown clinical relevance of this nonclinical
information is made clear. ‘ - :

5. Finally, even if human data were available which demonstrated that R-oxybutynin
is predominately responsible for the anticholinergic activity, the fourth criterion
necessary for requiring BE eyaluation of enantiomers (“nonlinear absorption is
present for at least one of the enantiomers™) has not been met, -

Reference:
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