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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

SEP 23 1999

Sl AENDMENT

Office of Generic Drugs, CDER, FDA A .
Douglas-L. Sporn, Director S et
Document Control Room
Metro Park North |}
7500 Standish Place, Room 150
Rockville, MD 20855-2773

MINOR AMENDMENT

RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS
50MG/200MG
ANDA #75-091
RESPONSE TO AGENCY CORRESPONDENCE DATED SEPTEMBER 23, 1999

Dear Mr. Sporn:

Reference is made to the Abbreviated New Drug Application identified above, which is currently
pending final approval, and to the comment lelter pertaining to this application which was
forwarded to Mylan by facsimile on September 23, 1999. In response to the comment in the
September 23 letter (see Attachment A), Mylan wishes to amend this application as follows:

FDA COMMENT: DMF orf o is deficient. Deficiencies in the DMF need
to be corrected prior to approval of the ANDA.

MYLAN RESPONSE: Mylan acknowledges the Agency’s comment regarding s and nas
contacted the DMF holder. Based on our discussions we have been
informed that a response to the DMF deficiency has been submitted.
Enclosed in Attachment B is a copy of the cover letter from

.} which provides documentation of the
DMF holider’s response.

Pursuant to 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 have any questions regarding this

amendment, please contact the undersigned by telephone at {304) 599-2595, ext. 6600 or by
facsimile at (304) 285-6407.

e

Sincerel

AR - i T
. sl o >::\,
rank R. Sisto . NG
. . ? N
Vice President : e S ﬁg'
Regulatory Affairs e . - D
- . . Y ,- . - ‘—4 (¢ :
FRS/tir P ~=.
Enciosures )
Department—Fax Numbaers Intormation Systems (304) 285-6404 Purchasing (304) 598-5401
Accounting (304) 285-6403 Label Control (800) 848-0463 Quality Controt (304) 598-5407
Administration (304) 599-7284 Legot Services (304) 598-5408 Research & Development (304) 285-6409
Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales & Marketing (304) 598-3232
Human Resources (304) 598-5406 Medical Unit (304) 598-5445
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38.

Comments to be faxed to the applicant:

ANDA: 75-091 DRUG PRODUCT: Carbidopa and Levodopa
Extended-release Tablets 50 mg/200 mg

FIRM: Mylan Pharmaceuticals, Inc.

The following deficiency represents a Minor deficiency:

Chemistry Deficiency:

DMF # _ icient. Deficiencies
in the DMF need to be corrected prior to approval of the
ANDA.

Sincerely yours,

NV =

Florence $. Fang
Director

Chemistry Division II
Office of Generic Drugs
Centexr for Drug Evaluation and Research




I\/IYLAN PHARMACEUTICALS | INC

¥ 781 Chestnut Ridge Road « P. O. Box 4310 » Morgantown, West Virginia 26504-4310 U.S.A. « (304) 599-2595

SEP |5 1999

NEW CORRES?
Office of Generic Drugs, CDER, FDA /\/G
Douglas L. Sporn, Director

Document Control Room

Metro Park North il

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

TELEPHONE AMENDMENT

RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS, 50MG/200MG
ANDA #75-091

Dear Mr. Sporn:

Reference is made to the Abbreviated New Drug Application identified above, which is currently
pending final approval, and to our amendment of September 8, 1999. As required in the Agency’s
February 26, 1999 Tentative Approval letter, our amendment of September 8 contained a
statement that "--- no significant changes in the conditions outlined in this abbreviated application
have been made since the date of tentative approval.”

As discussed with the Office of Generic Drugs on September 15, 1999, Myian hereby submits the
following revised statement:

With the exception of changes to the prescribing information for Carbidopa and Levodopa
Extended-release Tablets, 50mg/200mg, which have been addressed in a separate amendment to
this application, no changes in the conditions outlined in this abbreviated application have been
made since the date of tentative approval.

Pursuant to 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 have any questions or require additional
information, please contact the undersigned by telephone at (304) 599-2595, ext. 6600 or by
facsimile at (304) 285-6407.

Sincerely,

.‘

Deportment—Fax Numbers Information Systems (304) 285-6404 Purchasing (304) 598-540)
Accounting (304) 2856403 Label Controt (800) 848-0463 Quaglity Control (304) 598-5407
Administration (304) 599-7284 Legal Services (304) 598-5408 Research & Development (304) 285-6409
Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales & Marketing (304) 598-3232
Human Resources (304) 598-5406 Medicat Unit (304) 598-5445

Frank R. SIStO
Vice President
Regulatory Affairs

FRS/tir

enclosures
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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

, TPL
September 15, 1999 0RiG A'l\"u.nu;WClJT
AT

Office of Generic Drugs, CDER, FDA

Douglas L. Sporn, Director

Document Control Room

Metro Park North | LABELING AMENDMENT
7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS
50MG/200MG
ANDA #75-091

Dear Mr. Sporn:

Reference is made to the Abbreviated New Drug Application identified above, that is currently
S pending final approval. On September 13, 1999, Mylan-amended this application with a draft
: outsert revised to incorporate recent changes in the approved labeling of the listed drug. The
Office of Generic Drug’s (OGD) Division of Labeling and Program Support provided comments
on Mylan’s draft outsert in a September 14, 1999 correspondence.

Mylan discussed the revised outsert and OGD’s comments with the Division of Labeling and
Program Support during a September 15, 1999 telephone call. As was discussed with the
Division during the telephone call, final printed labeling was printed yesterday prior to receipt of
the Division’s comments. Prior to printing the outsert the following typographical errors were

corrected:
1. “Trails” was corrected to “trials” throughout the outsert (three instances);
2. “Lease” was corrected to “least” in the first sentence of the first paragraph of the
WARNINGS section; and
3. In the first paragraph of the WARNINGS: Neuroleptic Malignant Syndrome

(NMS) section “or” was replaced with “and”.

During the September 15 telephone call, Mylan and OGD agreed that Mylan will make the
remainder of the requested corrections at the time of next printing except that Mylan will replace
“Appropriate” with “Approximate” in the title of Table 1l prior to printing production quantities.

The Division requested that Mylan submit the final printed outsert that was printed yesterday.

G:\PROJECTNANDANCARBIDOPA-LEVODOPA\LABELING-LETTER-091599.DOC

Department—Fax Numbers Information Systems (304) 285-6404 s P S (304) 598-5401
Accounting (304) 285-6403 Label Control (800) 848-0443 '-.roﬂﬁyComrol T (304) 598-5407
Administration (304) 599-7284 Legal Services (304) 598-5408 ﬁeceorcn & Deveb Seefit (304) 285-6409

Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales |
Human Resources (304) 598-5406 Medical Unit (304) 598-5445

(304) 508-3232




Douglas L. Sporn
Page 2 of 2

Accordingly, twelve (12) copies of the final printed outsert (CBLVER:RS; revised September
1999) are provided in Attachment 1. As previously noted, Mylan commits to revise
“Appropriate” with “Approximate” in the title of Table i prior to printing production quantities of
the outsert. Mylan further commits that we will make the remainder of the corrections
requested in the OGD’s September 14 correspondence at the time of the next printing.

Should you have any questions regarding this amendment, please contact the undersigned by
telephone at (304) 599-2595, ext. 6600 or via facsimile at (304) 285-6407.

?r nk R. Sisto
Vice President
Regulatory Affairs

Sincerely,

ABM/fct

enclosures

G:\PROJECTNANDANCARBIDOPA-LEVODOPA\LABELING-LETTER-091599.00C
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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TQ THE APPLICANT
ANDA: #75-091 APPLICANT: Mylan Pharmaceutical Inc.

DRUG PRODUCT: Carbidopa and Levodopa, 25 mg/100 mg extended release
(ER) Tablets

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

The following dissolution testing should be incorporated into your
stability and quality control programs:

The dissolution testing should be conducted in 900 mL of 0.1N HC1l
at 37°C using USP 23 apparatus II (paddle) at 50 rpm. Based on the
submitted data, the following tentative specifications are
recommended for Carbidopa and Levodowna:

0.5 hour
1.0 hour
2.5 hours
4 Hours

Please note that the bioequivalency comments provided in this
communication are preliminary. These comments are subject to revision
after review of the entire application, upon consideration of the
chemistry, manufacturing and controls, microbiology, labeling, or other
scientific or regulatory issues. Please be advised that these reviews
may result in the need for additional biocequivalency information and/or
studies, or may result in a conclusion that the proposed formulation is

not approvable.
Sincerelifé%%izgzz%/4%x2;7

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

Office of Generic Drugs

Center for Drug Evaluation and Research
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Office of Generic Drugs, CDER, FDA

Dougtas L. Sporn, Director

Document Controt Room

Metro Park North Il LABELING AMENDMENT
7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: ANDA 75-091; Carbidopa and Levodopa Extended-release
Tablets, 50 mg/200 mg

Dear Mr. Sporn:

Reference is made to Mylan's correspondence previously submitted today, September 13, 1999, in which
Mylan committed to revise the prescribing information to incorporate recent changes in the approved
labeling of the listed drug. Pursuant to this commitment, Mylan wishes to amend the above-referenced
application with a revised outsert. Enclosed in Attachment 2 are four (4) copies of the draft outsert CODE
CBLVER:R5; revised September 1999. The labeling was revised in accordance with the approved
innovator's labeling that was approved by the Agency on May 10, 1999. A copy of the innovator’s labeling
is provided in Attachment 1.

This correspondence is submitted in dupficate. Should you require additional information or have any
questions regarding this correspondence, please contact the undersigned at (304) 599-2595, ext. 6600 or
via facsimile at (304) 285-6407.

Sincerely,

A 7T
%A&

Vice President
Regulatory Affairs

ABM/dn

Enclosure

G:\PROJECTNANDA\CARBIDOPA-LEVODOPA\LABELING-LETTER-091399.doc
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ive _AN PHARMACEUTICALS INC

N 78‘1 Chesinut Ridge Road » P. O. Box 4310 « Morgantown, West Virginio 26504-4310 U.S A, « (304) 599-2395

NDA
FAX COVER OR'? AMEﬁDMENT
DATE: September 13, 1999 | / I / /éL =

TO:  Mr. Dovglas L. Spom, Director, Office of Generic Drugs - Desk Copy - N
Mr. Robert West, Director, Division of Labeling and Program Support - Desk Copy v’
Mr. Peter Rickman, Deputy Director, Division of Labeling and Program Support - Desk Copy

FROM: Frank R. Sisto, Vice President
. Regulatory Affairs Department
Mylan Pharmaceuticals inc.

RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS
50MGROOMG '
ANDA #75-091

Following is a desk 'copy of the amendment to the above referenced application which provides revised
outsert labeling. Hard copy of this amendment is'being submitted to the ANDA this evening by ovemigfit
courier.

Regards,

<
Wﬁ\

PHONE - (800) 826-9526 Ext. 6600 or 6307
FAX - (304) 285-6407

Nurber of pages including this sheet _56

CONFIDENTIALITY NOTICE
THIS FACSIMILE TRANSMISSION COVER SHEET, AND ANY DOCUMENTS WHICH MAY
ACCOMPANY IT, CONTAIN INFORMATION WHICH IS INTENDED ONLY FOR THE USE OF THE
INDIVIDUAL OR ENTITY TO WHICH IT IS ADDRESSED, AND WHICH MAY CONTAIN INFORMATION
THAT IS PRIVILEGED, CONFIDENTIAL, AND/OR OTHERWISE EXEMPT FROM DISCLOSURE
UNDER APPLICABLE LAW. IF THE READER OF THIS MESSAGE 1S NOT THE INTENDED
RECIPIENT OF THE EMPLOYEE OR AGENT RESPONSIBLE FOR DELIVERING THE MESSAGE 70
THE INTENDED RECIPIENT, ANY DISCLOSURE, DISSEMINATION, DISTRIBUTION, COPYING OR
OTHER USE OF THIS COMMUNICATION OR ITS SUBSTANCE IS PROHIBITED. IF YOU.HAVE
REGEIVED THIS COMMUNICATION IN ERROR, PLEASE CALL US COLLECT TO ARRANGE FOR
THE DESTRUCTION OF THE COMMUNICATION OR ITS RETURN TO US AT ougExﬁENsE;g};\
THANK YOU. v

Doprtment—Fax NATDST T Inderemation Sysfems (30) 2856004
Agcourting (304) 2856433 Lebel Contral ) (800D 8a8-0a53
AmingTorion (304) 5097284 \eged Services (300) $98-5a08
Busines Deveiopment (30dy S9-7284 Morenance & Engingedns {300 585911
Hurnon Resdurces (304) 5785400 Mediced Unit (306 S0-5a85

R




SEP-13-99 16:57 FROM:MYLAN REGAFF&PRODDEV

P 13 8%

Office of Generic Drugs, CDER, FDA
Douglas L. Spom, Director
Document Control Room

Mefro Park North I}

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

Tablets, 50 mg/200 mg

Dear Mr. Spom:

MYLAN PHARMACEUTICALS INC

1D: 3042856407

LABELING AMENDMENT

RE: ANDA 75-091; Carbidopa and Levodopa Extended-reiease

CBLVER:RS; revised September 1999. The labeling was revised in accordance with the approved
innovator’s labeling that was approved by the Agency on May 10, 1999. A copy of the innovator’s labeling

is provided in Attachment 1.

This corvespondence is submitted in duplicate. Should you require additional informnation or have any
questions regarding this comespondence, please contact the undersigned at (304) 599-2595, ext. 6600 or

via facsimile at (304) 285-6407.

Sincerely,

o A LA

Vice President
Regulatory Affairs

ABMfdn

Enclosure

GAPPOJECT\ANDA\CARBIDOPALEVODOPAVWABELING-LETTER-091399.doc
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78-! Chesmm Ridge Road » P. O. Box 4310 « Morgantown, West Virginia 26504-4310 U.S.A. » (304) 599-2505

Reference is made to Mylan’s correspondence previously submitted today, September 13, 1999, in which
Mylan committed to revise the prescribing information to incorporate recent changes in the approved
labeling of the listed drug. Pursuant to this commitment, Mylan wishes to amend the above-referenced

application with a revised outsert. Enclosed in Attachment 2 are four (4) copies of the draft outsert CODE

GR0L 598-5401
(X0a) 8-5a07




781 Chesfnu’r Rndge Rood P O Box 4310 Morgontown West Virginia 26504 4310 U. S A * (304) 599-2595

SEP 13 99

Office of Generic Drugs, CDER, FDA Lo NV
Douglas L. Sporn, Director

Document Control Room

Metro Park North Ii

7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS,
50MG/200MG
ANDA #75-091

Dear Mr. Sporn:

" On December 31, 1998, Myian amended the above referenced Abbreviated New Drug Application
to provide information and data to support approval of an additional product strength, namely
Carbidopa and Levodopa Extended-release Tablets, 25mg/100mg. On February 29, 1999, Mylan
was granted tentative approval of the ANDA as originally submitted on March 31, 1997,
referencing oniy the product strength provided for in the original application, namely Carbidopa and \
Levodopa Extended-release Tablets, 50mg/200mg.

In light of the fact that the December 31, 1998 amendment for the lower strength product has not
yet been reviewed and that patent litigation pertaining to the higher strength product has been
resolved, as evidenced in our amendment dated September 8, 1999, Mylan would like to secure
approval for Carbidopa and Levodopa Extended-release Tablets, 50mg/200mg. In order for this to
take place and pursuant to 21 CFR 314.99 and 314.65, Mylan hereby requests the withdrawal of
our December 31, 1998 amendment pertaining to the manufacture, packaging, testing and tabeling
of Carbidopa and Levodopa Extended-release Tablets, 25mg/100mg. With the withdrawal of this
amendment, ANDA 75-091 will only previde for the manufacture and marketing of Carbidopa and
Levodopa Extended-release Tablets, 50mg/200mg. As provided for in 21 CFR 314.99 and 314.65,
this request for withdrawal is made without prejudice to future refiling. Subsequent to approval of
the ANDA for Carbidopa and Levodopa Extended-release Tablets, 50mg/200mg, Mylan intends to
supplement the application with a request to re-activate the review of the December 31, 1998
submission pertaining to the lower strength product.

As a result of the requested withdrawal, Mylan commits to revise the prescribing information for
this product to delete reference to the lower 25mg/100mg product strength in the TITLE,
DESCRIPTION and HOW SUPPLIED sections. These revisions will be made before commercial
distribution. In addition the prescribing information will also be revised prior to commercial
distribution to include changes in the approved labeling of the listed drug (approved by the Agency
on May 10, 1999). The revised prescribing information providing for Carbidopa and Levodopa
Extended-release Tablets, 50mg/200mg, will be submitted to the application pursuant to. 27 CFR ™
314.20(c): Special Supplement - Changes Being Effected, as soon as final printed copy IS AV EiHBr

Department—Fax Numbers Inrormot%h.Systems {304) 285-6404 Purchcsxng

Accounting (304) 285-6403 Lobel Controt (800) 848-0463 Qualtity Comrol
Administration (304) 509-7284 tegal Services (304) 598-5408 Reseorch & Devé
Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales & Marketing:
Human Resources (304) 598-5406 - Medicat Unit (304) 598-5445 =




Douglas L. Sporn
Page 2 of 2

Pursuant to 21 CFR 314.96(b), we certify that a true copy of this correspondence, as submitted to
the Office of Generic Drugs, has been forwarded to the FDA’s Baltimore District Office-

This correspondence is submitted in duplicate. Should you require additional information or have
any questions regarding this correspondence, please contact the undersigned at {(304) 599-2595,
ext. 6600 or via facsimile at (304) 285-6407.

Sincerely,

Frank R. Sisto
Vice President
Regulatory Affairs

FRS/dn




MYLAN PHARMACEUTICALS INC
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, Yo
September 8, 1999 .

it
Office of Generic Drugs, CDER, FDA W{Waj ;n'l/ fonttrY
Douglas L. Sporn, Director ' ‘ 2

Document Control Room - . ~
Metro Park North 1l Aserr” T W 9/i%) 71
7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS: S kit i
50MG/200MG b
ANDA #75-091

Dear Mr. Sporn:

Reference is made to the Abbreviated New Drug Application identified above, which is currently pending

final approval. With regard to this application Mylan submitted an amendment on December 15, 1998

which provided documentation evidencing the filing of a fawsuit by Merck & Co., inc. This lawsuit was filed

on June 24, 1997 in the United States District Court for the Eastern District of Pennsylvania. Mylan was )
granted Summary Judgement in this action on September 22, 1998 and Merck filed an appea!l with respect i
to said decision. The United States Court of Appeals for the Federal Circuit affirmed the district court’s

decision on September 3, 1999, a copy of which is attached for your reference.

Mylan understands that Purepac/Faulding was the first to file for the 50mg/200mg strength of Carbidopa
and Levodopa Extended-release Tablets. In addition, Mylan is aware that Purepac subsequently withdrew
its application for this product. While Mylan would enjoy being eligible for a 180-day market exclusivity
period as the second filer, we recognize that such a pasition may not be consistent with the Agency's past
practice or the stated position in the proposed revision to the 180-day exclusivity provisions. In that regard
we understand that with the withdrawal of a first-to-file applicant's ANDA no applicant is deemed eligible
for the 180-day exclusivity period. Mylan simply seeks the most expeditious approval possibie and is not
concerned that it may not be eligible for exclusivity for the higher strength product.

Based on the withdrawal by Purepac/Faulding of their ANDA for Carbidopa and Levodopa Extended-
release Tablets, 50mg/200mg and the September 3, 1999 decision from the United States Court of
Appeals, Mylan believes there is no statutory bar which would hinder approval of this application. In
addition, as required by the tentative approval letter, this amendment provides notlfcatlon that no
significant changes in the conditions outlined in this abbreviated application have- 'een mad "since the
date of tentative approval. - G

SEP 0 9 1599

£ i1
LEN R
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Douglas L. Sporn
Page 2 of 2

Should you have any questions regarding this amendment or require additional information, please
contact the undersigned at (304) 599-2595, ext. 6600 or via facsimile at (304) 285-6407.
Sincerely,

Frank R. Sisto .
Vice President

Regulatory Affairs

FRS/tIr

_ enclosures

G:\PROJECTNANDA\CARBIDOPA-LEVODOPA\AGENCY-LETTER-PATENT-AMENDMENT-090899.wpd




MYLAN PHARMACEUTICALS INC

i __ . 781 Chestnut Ridge Road « P. O. Box 4310 « Morgantown, West Vurglnlo 26504- 4310 U.S.A. » (304) 599-2595

AG 11 1998
-~ ':.4,'
- Office of Generic Drugs,.CDER, FDA o . L
Douglas L. Sporn, Director A // Ao
Document Control Room ‘
Metro Park North Il

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

'MAJOR AMENDMENT - -

“RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS,
50MG/200MG
ANDA #75-091
RESPONSE TO AGENCY LETTER DATED JULY 07, 1998
Dear Mr. Sporn: *
Reference is made to the Abbreviated New Drug Application identified above, which is currently
under review, and to the comments from the Agency pertaining to this application which were

provided to Mylan in a facsimile dated July 7, 1998. In response to the Agency's comments of
July 7, Mylan wishes to amend this application as follows.

A. REGARDING CHEMISTRY ISSUES




Page(s) <

Contaln Trade Secret,
Commercial/Confidential
Information and are not

releasable.

}?b/ lag
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A copy of the Agency correspondence dated July 7, 1998 is included in Attachment 2, for the
convenience of the reviewer.

Pursuant to 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 at (304) 599-2595, ext. 6600
or via facsimile at (304) 285-6407.

Smcerely

4»4?%;42;222229

Frapk R. Sisto
Vice President
Regulatory Affairs

FRSHIr

enclosures
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MYLAN PHARMACEUTICALS INC

27 7 781 Chestnut Ridge Road e P. O. Box 4310 « Morgantown, West Virginia 26504-4310 U.S.A. « (304) 599-2595

FEB 6 1998
ENDHIENT

Office of Generic Drugs, CDER, FDA o ‘ -
Douglas L. Sporn, Director

Document Control Room -

Metro Park North |

7500 Standish Place, Room 150

Rockville, MD 20855-2773

- T MAJOR AMENDMENT

RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS,
50MG/200MG
ANDA #75-091
RESPONSE TO AGENCY CORRESPONDENCE DATED JULY 7, 1997

Dear Mr. Sporn:
Reference is made to the pending Abbreviated New Drug Application identified abéve and to the
comments from the Agency which were provided to Mylan in a telefax dated July 7, 1997. In

response to the Agency’s comments, Mylan wishes to amend this application with the following:

REGARDING CHEMISTRY ISSUES:
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Douglas L. Sporn
Page 9 of 9

REGARDING LABELING ISSUES:

MYLAN RESPONSE:

Attachment Q contains twelve (12) copies of the following final printed bottle
labels and outsert for Carbidopa and Levodopa Extended-release Tablets, 50
mg/200 mg:

BOTTLE LABELS

Code RMOQ94A - Bottles of 100 Tablvets
Code RMQ0948B - Bottles of 500 Tablets

OUTSERT
Code CBLVER:R1 , Revised February 1997

The enclosed labeling incorporates the revisions requested in the Agency’s
letter of July 7, 1997. A copy of this letter is provided in Attachment O for
the convenience of the reviewer.

In order to facilitate the review of this labeling, Attachment P contains a side-
by-side comparison of the final printed outsert (CBLVER:R1) to the outsert
that was previously submitted. It is noted that prior to approval of this
application, the agency reserves the right to request further changes in the
Mylan labeling based upon the changes in the approved labeling of the listed
drug or upon further review of the application.

Pursuant to 21 CFR 314.96(b), we certify that a true copy of the technical section 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. 6600
or via facsimile at (304) 285-6407.

Sincerely,

Funa Dinige Jho

Frank R. Sisto
Executive Director
Regulatory Affairs

FRS/tim

enclosures
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DEC 31 1998

t
Office of Generic Drugs, CDER, FDA 1
Douglas L. Sporn, Director o
Document Control Room N
Metro Park North || ' A C,
7500 Standish Piace, Room 150
Rockville, MD 20855-2773

cmimyatsy

RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS, 50MG/200MG
ANDA 75-091
AMENDMENT TO PROVIDE FOR THE ADDITION OF 25MG/100MG TABLETS

Dear Mr. Sporn:

The enclosed amendment to the pending application referenced above for Carbidopa and Levodopa
Extended-release Tablets, 50mg/200mg, provides for the inclusion of one additional dosage strength
{25mg/100mg tablets).

Carbidopa and Levodopa Extended-release Tablets, 25mg/100mg will be manufactured, tested, packaged
and labeled by Mylan Pharmaceuticals Inc. in Morgantown, WV following the procedures for the
50mg/200mg tablets, as currently provided in the ANDA. The two dosage strengths are compositionally
proportional. The amounts of the ingredients, both active and inactive, in the 25mg/100mg strength are
one-half (*2) the amount of the corresponding ingredients in the 50mg/200mg strength tablet. The
bioequivalence of the 50mg/200mg product to the reference listed drug (Sinemet®CR Tablets,
50mg/200mg) was demonstrated in a single-dose fasting in vivo bioequivalence study, a single-dose post-
prandial in vivo bioequivalence study and a multiple-dose steady-state in vivo bioequivalence study
pursuant to the Office of Generic Drugs’ September 9, 1993 Bioguidance for Oral Extended (controlled)
Release Dosage Forms. These studies were provided in the original ANDA for the 50mg/200mg product
which was submitted March 13, 1997 (ANDA #75-091) and which is currently under review.

Based on the compositional proportionality of the 25mg/100mg to the 50mg/200mg product and the
proven bioequivalence of the 50mg/200mg product, only a fasting bioequivalence study was conducted
with the 25mg/100mg product pursuant to the Office of Generic Drugs’ September 9, 1993 Rioguidance
for Oral Extended (Controlled) Release Dosage Forms.

Much of the information included in this amendment has been submitted and reviewed by the Agency in
support of the 50mg/200mg product. Revisions based on Agency observations for the 50mg/200mg
product have been applied to the 25mg/100mg product, where applicable. As such and to aid in the
review, commentary will be provided identifying when previously submitted information exists.

This amendment consists of a total of 17 volumes.
Archival Copy - 7 volumes. RECE!\_}ED
Review Copy - 8 volumes. -
Technical Section For Chemistry - 3 volumes. )
Technical Section For Pharmacokinetics - 5 volumes. Jﬁﬂ g4 1999

Analytical Methods - 2 extra copies; 1 volume each. W in
Tam G nof o B
~CENFEG DronS
AL 2 037 H AT
[G:\PROJECTVANDAICARBIDOPA-LEVODOPA-ER-TABS-25_100MG\SECTIONS-01THRUO7. WPD
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As required by 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.
The following Table of Contents and Reader's Guide detail the documentation submitted in support of this
amendment.

‘This amendment is submitted in duplicate. All correspondence regarding this amendment 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, or via facsimile at (304) 285-6407.

Sincerely,

oy

Frank R. Sisto
Vice President
Regulatory Affairs

FRSHIr
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Office of Generic Drugs, CDER, FDA ' ‘ 't-
Douglas L. Sporn, Director : _ '
Document Control Room ] /\}C"

Metro Park North Il
7500 Standish Place, Room 150
Rockville, MD 20855-2773
BIOEQUIVALENCE AMENDMENT
(BIOEQUIVALENCE AND CMC INFORMATION ENCLOSED)

RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS,
50MG/200MG
ANDA #75-091 .
RESPONSE TO AGENCY CORRESPONDENCE DATED JULY 9, 1998

Dear Mr. Sporn:

Reference is made to the ANDA identified above, which is currently under review, and to the July 9, 1998
letter pertaining to this application which was forwarded to Mylan from the Office of Generic Drugs'’
Division of Bicequivalence. In response to the July 9 correspondence, Mylan wishes to amend the
application as follows:

A. REGARDING BIOEQUIVALENCE ISSUES:

FDA COMMENT 1. The Division of Bioequivélence has completed its review and has no further
questions at this time.

The following dissolution testing will need to be incorporated into your stability
and quality control programs:

The dissolution testing should be conducted in 900 mL of 0.1N HCI at
37°C using USP 23 apparatus |l (paddle) at 50 rom. Based on the
submitted data, the following tentative specifications are recommended
for Carbidopa and Levodopa:

Whole Tablet

0.5 hour b

1.0 hour?t o

2.5 hours —?§CE|VE§=

4 hours

" Half Tablet JuL 2 54998

0.5 hour NL” -

1.0 hour M -;g.“g\i R,c DR

25 hours . =i

4 - hours .
Department—Fax Numbers Information Systems - (304) 2856404 Purchasing ' (304) 598-5401
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MYLAN RESPONSE:

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

The dissolution testing requested by the Division‘of Bioequivalence will be
incorporated into Mylan's stability and quality control programs as of the date of
this amendment. Mylan has revised the finished product specifications,
dissolution procedure, and post-approval stability protocol for Carbidopa and
Levodopa Extended-release Tablets, 50mg/200mg to incorporate the requested
changes in the procedure and specifications for dissolution. These revised
documents are provided in Attachments 1, 2, and 3, respectively.

For the purpose of routine quality control release and stability testing Mylan will
only conduct dissolution testing on whole tablets. Dissolution specifications have,
therefore, only been included for whole tablets. This has been discussed with
personnel in both OGD’s Division of Bioequivalence and Division of Chemistry I
It is understood that, if tested, the dissolution of the half tablets will meet the same
specifications as the whole tablet.

It is also acknowledged and understood that the bicequivalency comments expressed in the letter dated
July 9, 1998 are preliminary and may be revised after review of the entire application.

For your reference, a copy of the Agency correspondence dated July 9, 1998 is enclosed in Attachment 4.

Pursuant to 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 at (304) 599-2595, ext. 6600 or via
facsimile at (304) 285-6407.

Sincerely,

Frank R. Sisto
Vice President
Regulatory Affairs
FRS/Ir

enclosures

RAANDAVCARBIDOPA-LEVODOPA\BIO-AGENCY-LETTER_070998.WPD




BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: #75-091 APPLICANT: Mylan Pharmaceutical Inc.

DRUG PRODUCT: Carbidopa and Levodopa, 50 mg/200 mg extended release
(ER) Tablets

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

The following dissolution testing will need to be incorporated into your
stability and quality control programs:

The dissolution testing should be conducted in 900 mL of 0.1N HC1
at 37°C using USP 23 apparatus II (paddle) at 50 rpm. Based on the
submitted data, the following ¢tentative specifications are
recommended for Carbidopa and Levodopa:

Whole Tablet

0.5 hour i

1.0 hour H
2.5 hours

4 Hours

Half Tablet
0.5 hour ¥

1.0 hour
2.5 hours
4 Hours

Please note that the Dbioequivalency comments provided in this

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

Sincerely yours,

AL f forni

Dale P. Conner, Pharm.D.

Director Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research




BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: #75-091 APPLICANT: Mylan Pharmaceutical Inc.

DRUG PRODUCT: Carbidopa and Levodopa, 50 mg/200 mg extended release
(ER) Tablets

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

The following dissolution testing will need to be incorporated into your
stability and quality control programs:

The dissolution testing should be conducted in 900 mL of 0.1N HCl
at 37°C using USP 23 apparatus II (paddle) at 50 rpm. Based on the
submitted data, the following tentative specifications are
recommended for Carbidopa and Levodopa:

Whole Tablet

0.5 hour
1.0 hour
2.5 hours
4 Hours

Half Tablet

0.5 hour
1.0 hour
2.5 hours
4 Hours

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

Sincerely yours,

Dale P. Conner, Pharm.D.

Director Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research
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Submitted Via Facsimile on June 19, 1998

JN 19 i998

Office of Generic Drugs, CDER, FDA

Douglas L. Sporn, Director o S
Document Control Room R
Metro Park North I Ve 7
7500 Standish Place, Room 150

Rockville, MD 20855-2773

BIOEQUIVALENCE TELEPHONE AMENDMENT

RE: CARBIDOPA & LEVODOPA EXTENDED-RELEASE TABLETS,
50MG/200MG
ANDA 75-091
RESPONSE TO AGENCY TELEPHONE CALL OF JUNE 09, 1998

Dear Mr. Sporn:

Reference is made to the pending Abbreviated New Drug Application identified above which is currently
under review and to the June 09, 1998 telephone call from the Division of Bioequivalence in which half-
tablet dissolution profile data for the reference product were requested. The lot of innovator drug product
which was used to conduct the bioequivalence studies submitted in support of this application has expired.
Therefore, as requested by the Agency, haif-tablet dissolution profile data for a representative lot of the
reference listed drug (Sinemet®) are enclosed.

Pursuant to 21 CFR 314.96(b), we certify that a true copy of this telephone amendment as submitted to
the Office of Generic Drugs has been forwarded to the FDA's Baltimore District Office.

This amendment is being transmitted via facsimile on this date followed by hard copy submitted in
duplicate via Federal Express. Should you require additional information or have any questions regarding
this amendment, please contact the undersigned at (304) 599-2595, ext. 6600 or via facsimile at (304)
285-6407.

Sincerely,

. AP

Frank R. Sisto
Vice President e s .
Regulatory Affairs F"‘ Drivn

FRS/tir

enclosures LN

Department—Fax Numbers Information Systems (304) 285-6404 Purchasing ’ (304) 598-5401
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38." Chemistry Comments to be Provided to the Applicant

ANDA: 75-091 APPLICANT: Mylan Pharmaceuticals Inc.

DRUG PRODUCT: Carbidopa and Levodopa Extended-release Tablets,
50 mg/200 mg.

The deficiencies presented below represent MAJOR Deficiencies.
A. Deficiencies:

1. The proposed time delays between phases of manufacturing are
not acceptable. We recommend a 8 week time delay for the
completion of granulation/drying/milling and blending. We also
notice your intention to store the bulk product in drums
inside double bags. Please note that bulk
stability of the product needs to be established for 3 months,
at ambient conditions using the proposed drums, before it
will be granted. Hence we recommend a 4 week time frame for
compression and packaging into the approved 100 and 500 count
packaging configurations. Also, amend the application with
bulk stability data for up to 3 months in the fiber
drums/polyethylene bags, in order to store the samples in bulk
for up to three months.

2. We notice from the COAs for fiber drum and bags
that the bulk product may be stored in this configuration for
up to 3 months. Please provide USP <671> testing results (for
this configuration.

3. Upon verifications of your methods, the Baltimore District Lab
has the following comments:

1. It is not necessary to dilute the 30 and 60 minutes
dissolution samples.

2. The resolution solution for the related compounds method
should include the Carbidopa impurities (FP-CDLDER-RC-M).
Although, the method states to inject them separately,
they should be included in the resolution solution in
order to insure that they are all resolved.

3. The related compounds method, (FP-CDLDER-RC-M), submitted
by the firm to CDER is different from the related
compounds method submitted to the district laboratory. It
was also observed that both of these methods have the same
dates and approval dates (2/25/97 and 2/28/97). The
differences are observed in the formula given for
calculation. You need to use the following statements and

. formula for calculating the related compounds:




A peak matching the retention time of methyldopa and/or 3-

0- methylcarbidopa will be calculated upon levodopa
standard response using the equation:

Carbidopa impurities % =
(Includes methyldopa and 3-O-methylcarbidopa)

Impurity response X Levodopa std con. Mg.mlL X ATW gm/tab XD.F.ml X100
Avg. Levodopa std.resp Sample wt.g, Carbidopa dose mg

Levodopa and other impurities such as those matching the
retention times of _ | | o ) - and 3-
should use the following calculation:

Levodopa and other impurities % =

Levodopa

Impurity response X
Avg. Levodopa std.resp

Sincerely yoﬁrs,

C}’w—«\ év\(u /[*/

Frank O. Holcombe,\Jr., Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research
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JN 23 1998

BIOEQUIVALENCE AMENDMENT
BIOEQUIVALENCE DATA ENCLOSED

Office of Generic Drugs, CDER, FDA
Douglas L. Sporn, Director -
Document Control Room

Metro Park North I o A e
7500 Standish Place, Room 150 R : : SRS
Rockville, MD 20855-2773

RE:  CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS, 50MG/200MG
| ANDA 75-091
RESPONSE TO AGENCY CORRESPONDENCE DATED DECEMBER 12, 1997

Dear Mr. Sporn:

Reference is made to the ANDA identified above, which is currently under review, and to the Agency's
correspondence from the Division of Bioequivalence which was forwarded to Mylan by facsimile on
December 12, 1997. In response to the December 12" correspondence, Mylan wishes to amend this
application as follows:

REGARDING BIOEQUIVALENCE ISSUES:

The Division of Bioequivalence has completed its review of your submission(s) acknowledged on the _
cover sheet. The following deficiencies have been identified:

FDA COMMENT 1. Please submit complete dissolution profiles data generated in different buffers
- media (such as citric acid or phosphate buffers), in the pH ranges: 1-1.5, 4-4.5,
6-6.5, and 7-7.5. The rotation basket (rpm) should be as follow: at 50 rpm and
75 rpm (paddie), and 100 rpm (basket). The sampling schedule as follow: 1, 2, 4
hours, and every two hours thereafter, unti of the drug is released. You are
advised to refer to the Division of Bioequivalence guidance 'Oral Extended
(Control) Release Dosage Forms’ dated September 09, 1993.

MYLAN RESPONSE: As requested by the Agency and pursuant to the Division of Bioequivalence
guidance, entitied ‘Oral Extended (Control) Release Dosage Forms' dated
September 9, 1993, dissolution profiles have been generated in 0.1 N HCI for
Mylan's Carbidopa and Levodopa Extended-release Tablets, 50mg/200mg and
Sinemet® CR Tablets, 50mg/200mg using paddles at 75 rpm as well as baskets
at 100 rpm. Dissolution profiles generajgd ig 0 tw' dles at 50 rpm
for the Mylan product and innovator produché&g vided in Mylan’s
ANDA

[RDLIBVANDAVCARBIDOPA-LEVODOPAWGENCY-LETTER-DATED-121297 )
Department—Fax Numbers c Intormnation Systems (304) 2 (304) 598-5401
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JAN 23 1998

BIOEQUIVALENCE AMENDMENT
BIOEQUIVALENCE DATA ENCLOSED

Office of Generic Drugs, CDER, FDA
Douglas L. Sporn, Director
Document Control Room

Metro Park North Il

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

Fies

RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS, 50MG/200MG
' ANDA 75-091
RESPONSE TO AGENCY CORRESPONDENCE DATED DECEMBER 12, 1997

Dear Mr. Sporn:

Reference is made to the ANDA identified above, which is currently under review, and to the Agency'’s
correspondence from the Division of Bioequivalence which was forwarded to Mylan by facsimile on
December 12, 1997. in response to the December 12" correspondence, Mylan wishes to amend this
application as follows:

REGARDING BIOEQUIVALENCE ISSUES:

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

FDA COMMENT 1. Please submit complete dissolution profiles data generated in different buffers
media (such as citric acid or phosphate buffers), in the pH ranges:
The rotation basket (rpm) should be as follow: at 50 rpm and
75 rpm (paddle); and 100 rpm (basket). The sampling schedule as follow: 1, 2, 4
hours, and every two hours thereafter, unti’ of the drug is released. You are
advised to refer to the Division of Bioequivalence guidance ‘Oral Extended
(Control) Release Dosage Forms’ dated September 09, 1993.

MYLAN RESPONSE: As requested by the Agency and pursuant to the Division of Bioequivalence
guidance, entitled 'Oral Extended (Control) Release Dosage Forms’ dated
September 9, 1993, dissolution profiles have been generated in 0.1 N HCI for
Mylan’s Carbidopa and Levodopa Extended-release Tablets, 50mg/200mg and
Sinemet® CR Tablets, 50mg/200mg using paddies at 75 rpm as well as baskets
at 100 rpm. Dissolution profiles generatgd dles at 50 rpm
for the Mylan product and innovator produché&g‘;\&ﬁ ided in Mylan's
ANDA

TJAN 2 6 1998
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Douglas L. Sporn
Page 2 of 3

#75-091 (pages 6440-6447) for Carbidopa and Levodopa Extended-release
Tablets, 50mg/200mg. Sampling of these dissolution analyses was performed at
30 minutes, 1 hour, 2 hours, 2 ¥z hours, and 4 hours. In all cases S the
drug was released at 4 hours for the Mylan formulation. Attachment A contains
these data as well as the current dissolution procedure which has been updated
pursuant to a major deficiency letter from the Agency dated July 7, 1997 which
requested that the stability of dissolution standard and sample preparations be
determined. The study results indicate that the standard and sample
preparations are stable for about (2) days and additional instructions are now
included in the procedure to caution the analyst to that effect.

Mylan has not performed dissolution testing of Carbidopa and Levodopa
Extended-release Tablets in dissolution media at pH values greater than 4.0
since Carbidopa has been observed to degrade under these conditions.

Review of literature received through the Freedom of Information Act regarding
the reference product, Sinemet® CR Tablets, indicates that the innovator had
observed either poor solubility or poor solution stability of their Carbidopa and
Levodopa Tablets during dissolution testing using water or phosphate buffer at a
pH of 6.9. The instability of Carbidopa in solutions at pH values greater than 4.0
is further supported by Mylan's Intentional Degradation study presented in
Mylan’s application (ANDA #75-091, pages 6675-6720) in which exposure of
Carbidopa to phosphate buffer solutions at a pH of 4.0 yields significant
decomposition of this drug substance. Since the degradation of Carbidopa
occurs in solutions with a pH value greater than 4.0, performing dissolution
testing under these conditions will not yield a practical and reproducible quality
control test.

FDA COMMENT 2. Since carbidopa and levodopa ER tablets are scored, therefore, dissolution
profiles for half tablets are required in an addition to whole tablets.

MYLAN RESPONSE: Mylan has performed half tablet dissolution testing of the 50mg/200mg Carbidopa
' and Levodopa Extended-release Tablets. Dissolution profiles were generated
using 0.1 N HCI, as the medium with paddles at 50 rpm. Dissolution profiles were
generated based upon a sampling schedule of 30 minutes, 60 minutes,
120 minutes, 150 minutes and 240 minutes. These half tablet dissolution profiles
have been provided in Attachment B. The data indicate that the rate of
dissolution of half tablets is similar to that of whole tablets.

FDA COMMENT 3. The dissolution specifications for the test product will be established based on
acceptable submitted dissolution data.

MYLAN RESPONSE: Mylan acknowledges that the dissolution specifications for the test product will be
established based upon acceptable submitted dissolution data.

[ROLIBVANDAVCARBIDOPA-LEVODOPAWGENCY-LETTER-DATED-121297
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" For the convenience of the reviewer, a copy of the Agency correspondence dated December 12, 1997 is
enclosed in Attachment C.

Pursuant to 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 at (304) 599-2595, ext. 6600 or via
facsimile at (304) 285-6407.- '

Sincerely,

Frank R. Sisto
Executive Director
Regulatory Affairs
FRS/tim

enclosures
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Marie A. Dray : Merck & Co.. Inc.
Senior Director 5615 Fishers Lane, Suite 125
Regulatory Agency Relations Rockville MD 20852
: Fax 301 881 9006
Tel 301 881 9000

€9 MERCK

/ ' Research Laboratories

June 25, 1997

Office of Generic Drugs
United States Food and Drug Administration :
Center for Drug Evaluation & Research , N/E
HFD 600, Metropark North-2 RECEIVED
Room 286 . JLUN £ 5 1997
7500 Standish Place

- Rockville, Maryland 20855 aENERIC DRUGS

Attention: Douglas L. Sporn

Re: Notice of Filing of Patent Infringement
Action Relating to Mylan ANDA 75-091

Dear Mr. Sporn:

This letter is to give notice that Merck & Co., Inc., owner of U.S. Patent Nos.
4,900,755 and 4,832,957, yesterday instituted an action for infringement of those
patents against Mylan Pharmaceuticals inc. (“Mylan”) as a result of Mylan’s filing of
the above-identified abbreviated new drug application (‘ANDA"). Consistent with the
requirements of 21 C.F.R. § 314.107(f)(2), the following information is provided:

e

(i) Mylan’s abbreviated new drug application number is, according to
Mylan’s notice of certification to Merck, ANDA 75-091.

(i) The ANDA applicant is-Mylan Pharmaceuticals Inc. and the ANDA
drug product is “Carbidopa: Levodopa Tablets; Extended Release; 50 mg; 200 mg”
containing the active ingredients Carbidopa (50 mg) and Levodopa (200 mg).

(i)  The established name of Merck’s drug product covered by the above
patents, which are Orange Book listed, is SINEMET® CR.

(iv)  An action for patent infringement against Mylan was filed in the U.S.
District Court for the Eastern District of Pennsylvania on June 24, 1997, C.A. No. 97-
4241. This action was filed within 45 days of Merck’s receipt of iydan's pge of

DIVISION OFFICE WEST POINT PENNSyLvania oass JUN 2 5 1997

FDA-8/25R7

e GENERIC DRUGS




RE: Notice of Filing of Patent Infringement Page 2

certification, dated May 9, 1997, submitted to Merck pursuant to Section
505(j)(2)(B)(ii) of the Federal Food, Drug and Cosmetic Act.

Sincerely,

Senior Director
. Regulatory Agency Relations
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wviane A. uray MercK & L., InC.
Senior Director 5615 Fishers Lane, Suite 125
Regulatory Agency Relations Rockville MD 20852
’ Fax 301 881 3006
Tel 301 881 3000

€9 MERCK

Research Laboratories

June 25, 1997

Office of Generic Drugs
United States Food and Drug Administration

Center for Drug Evaluation & Research

HFD 600, Metropark North-2 RECEIVED
Room 286 . JUN £ 5 1997
7500 Standish Place

Rockville, Maryland 20855 GENERIC DRUGS

Attention: Douglas L. Sporn

Re: Notice of Filing of Patent Infringement
Action Relating to Mylan ANDA 75-091

Dear Mr. Sporn:

This letter is to give notice that Merck & Co., Inc., owner of U.S. Patent Nos.
4,900,755 and 4,832,957, yesterday instituted an action for infringement of those
patents against Mylan Pharmaceuticals Inc. (“Mylan”) as a result of Mylan's filing of
the above-identified abbreviated new drug application (“ANDA”). Consistent with the
requirements of 21 C.F.R. § 314.107(f)(2), the following information is provided:

(1) Mylan’s abbreviated new drug application number is, according to
Mylan’s notice of certification to Merck, ANDA 75-091.

(i) The ANDA applicant is Mylan Pharmaceuticals Inc. and the ANDA
drug product is “Carbidopa: Levodopa Tablets; Extended Release; 50 mg; 200 mg”
containing the active ingredients Carbidopa (50 mg) and Levodopa (200 mg).

(i)  The established name of Merck’s drug product covered by the above
patents, which are Orange Book listed, is SINEMET® CR.

(iv)  An action for patent infringement against Mylan was filed in the U.S.
District Court for the Eastern District of Pennsylvania on June 24, 1997, C.A. No. 97-
4241. This action was filed within 45 days of Merck’s receipt of ian’s ngfie of
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RE: Notice of Filing of Patent Infringement Page 2

certification, dated May 9, 1997, submitted to Merck pursuant to Section
505()(2)(B)(ii) of the Federal Food, Drug and Cosmetic Act.

Sincerely,

Marie A. Drayﬂ&l?/ :

Senior Director
. Regulatory Agency Relations
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BIOEQUIVALENCY DEFICIENCIES TO BE PROVIDED TO THE APPLICANT
ANDA: 75-091 APPLICANT: Mylan Pharmaceuticals Inc.
DRUG PRODUCT: Carbidopa and Levodopa, 50 mg/200 mg ER Tablets

The Division of Bioequivalence has completed its review of your
submission(s) acknowledged on the cover sheet. The following
deficiencies have been identified.

1. Please submit complete dissolution profiles data
generated in different buffers media (such as citric acid
or phosphate buffers), in the pH ranges: 1-1.5, 4-4.5, 6-
6.5 and 7-7.5. The rotation basket (rpm) should be as
follow: at 50 rpm and 75 rpm (paddle); and 100 rpm

(basket) . The sampling schedule as follow: 1, 2, 4
hours, and every two hours thereafter, until - of the
drug 1is released. You are advised to refer to the

Division of Bioequivalence guidance ‘Oral Extended
(Control) Release Dosage Forms’ dated September 09, 1993.

2. Since carbidopa and levodopa ER tablets are scored,
therefore, dissolution profiles for half tablets are
required in an addition to whole tablets.

3. The dissolution specifications for the test product will
be established based on acceptable submitted dissolution
data. '

Sincerely yours,

Dale Conner, Pharm.D.

Director

Division of Bicequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research




38.

Chemistry Comments to be Provided to the Applicant

LTSS

ANDA: 75-091 APPLICANT; Mylan Pharmaceuticals Inc.

DRUG PRODUCT: Carbidopa and Levodopa Extended-release Tablets, 50

mg/200 mg.

The deficiencies presented below represent MAJOR Deficiencies.

A.

Deficiencies:

1.

Please provide copies of Certificates of Analysis for the
in-house reference standards for Carbidopa and Levodopa if
they are employed in routine analysis.

We notice from the information given on pages 6287 and
6295 that parameters such as blend uniformity, bulk
density and moisture are measured and are assigned
specifications. However, the blank production records do
not include testing statements for moisture or bulk
density of granulation. Please identify when these tests
are performed clearly and include them in the production
records.

We observe that the entire manufacturing and packaging
operations were performed within a 2 week time period.
During routine production, what type of holding time(s)
are established between different stages of manufacture?

Please provide us a COA from the supplier (3M) and your
test data for the Safe Gard 100 inner seal. Since these
are in actual contact with the product, please include the
test for buffering capacity as per USP 23 <661>
requirements.

For the methods ... ____ 3

and olease include the following in your system
suitability parameters: Tailing factors limit and number
of plates for the analytical column.

We notice your statement on page 6504 regarding contacting
USP for the Levodopa impurities method. When do you plan
to develop a USP monograph of this method through
submission to PF?

We notice that the specification for friability is.
included and examined for the exhibited batch (page 6298).
However, it is not included as an in-process specification
on page 6291. We request that you revise this and submit
Friability = as a specification.

The assay method validation needs to include evaluation of

robustness, a new element USP XXIII has included to

investigate the working limits of any analytical method.




10.

11.

12.

13.

14.

Stability of standards and samples needs to be documented
for both the assay and dissolution experiments. Are
samples stored past a 24 hour period of preparation? What
is the stability of the solutions? Please include
stability evaluation to establish time limits for sample
analyses (assay, dissolution and content uniformity).

Are any filters employed in the assay, dissolution sample
preparation? If so please identify them and include
filter validation data.

Please provide PDA spectra and/or peak purity measurement
UV spectra for the forced degradation samples. We could
not locate this information in the ANDA.

For the dissolution experiment, please provide individual
values with %RSDs obtained during stability.

We notice from the protocol that Methyldopa (See page
6729) is to be reported as one of the related '
substances/degradants. However, its results are not found
in any of the stability reports. Does it mean that it is
not found (< LOD) or is it added to total impurities?
Please amend your stability data sheets.

We notice from the date of assay that both the ambient and
accelerated samples are analyzed at least 2 months after
they are pulled. Samples have to be analyzed within a
reasonable amount of time (2 weeks). Please provide us a
rationale for this delay in stability sample analysis.

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

1.

Since this drug product is not covered by an official
monograph in the USP, the analytical methods must be
validated by an FDA field laboratory prior to the approval
of the application. Samples will be requested by the FDA
at an appropriate time.

The dissolution specifications for this product will be
reviewed by the Division of Bioequivalence. The chemistry
review will cover only the validation portion and data
submitted (release and stability).

Sincerely yours,

Frank O. Holcombe, Pr., Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs :
Center for Drug Evaluation and Research




ANDA 75-091

Mylan Pharmaceuticals, Inc.

Attention: Frank R. Sisto

781 Chestnut Ridge Road

P.0O. 4310 - T
Morgantown, WV 26504-4310 v o

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

NAME OF DRUG: Carbidopa and Levodopa Extended-release Tablets,
50 mg/200 mg

DATE OF APPLICATION: March 135'1997

DATE OF RECEIPT: March 14, 1997

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:
Kassandra Sherrod

Project Manager
(301) 827-5849

Sincerely your

Jerry Phillip f//;7

Director

Division of
Office of @
Center for

abeling and Program Support
ric Drugs

ug Evaluation and Research




'MYLAN PHARMACEUTICALS INC _

MAR | 3 897 ELECTRONIC DATA ENCLOSED \?/;\\7{/
i BIOEQUIVALENCE DATA EW \
\ 4,
Office of Generic Drugs, CDER, FDA .. A\ \X\
Douglas L. Sporn Director r /\/
Document Control Room g

Metro Park North il
7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: CARBIDOPA AND LEVODOPA EXTENDED-RELEASE TABLETS,
50MG/200MG

Dear Mr. Sporn:

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: Carbidopa and Levodopa Extended-release Tablets
This application consists of a total of 35 volumes.
Archival Copy - 16 volumes. =~
Review Copy - 17 volumes.
Technical Section For Chemistry - 3 volumes.
Technical Section For Pharmacokinetics - 14 volumes.
Analytical Methods - 2 extra copies; 1 volume each,.
NOTE: The Technical Section for Pharmacokinetics of the review copy and the archival
copy each contain a data diskette for the hioequivalence studies conducted in support of
this application. An electronic data set, using the Office of Generic Drug’s new EVA
software program, is currently being prepared and will be submitted as an amendment to
this application as soon as it becomes available.

This application provides for the manufacture of Carbidopa and Levodopa Extended-release
Tablets, 50mg/200mg. All operations in the manufacture, packaging, and labeling of the drug
product are performed by Mylan Pharmaceuticals Inc., 781 Chestnut Ridge Road, Morgantown, WV
26505-2730.

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, or via facsimile at (304) 285-6407.

[220 4 AR

Frank R. Sisto RO R k4

Executive Director
Depcﬁmenﬁ-?&mgy Affairs Information Systerns (304) 285-6404 [w L;n I_Pofchgsrr_wg " (304) 598-5401
Accounting (304) 2856403 Label Control (B0O) 848-0463 U3 5 L QodifrConor? | 357 3 (304) 598-5407
Administroﬁgeﬁm l&“ (304) 599-7284 Legol Services (304) 598-5408 Research & Development (304) 2856400
Business De g (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales & Marketing (304) 598-3232
Human Resources (304) 598-5406 Medical Unit (304) 598-5445
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