Page 4 =~ Boehringer
II“I Ingelheim

s

specification. The batches 701528A and 701530A were tested according to stage 2 requirements
gﬁgr }8'months and the results meet the new specification (mean values above 75%, minimum
individual value 73.1%). Although only six tablets were tested from batch 701529A after 18

months, it is likely that this batch would also have met the stage 2 specification with additional
testing.

After 24 months at 30°d» jthe blister-packaged tablets fail the new specification (mean
values between 71.8 % and 72.9 %).

Please note that 24 months storage at the intermediate condition of 30°C} greatly exceeds
the ICH stability guideline (Q1A) requirements, i.e., ICH requires only 12 months of data at the

intermediate storage condition. Based on the longer-term data, it can be reasonably concluded that
the tablets will meet the new dissolution specification requirements following 12 months storage at

30¢q ) i
After 24 months storage at 25°C| \the data fail the new specification from time to time foy

stage | testing, but the mean values all exceed 80 %. Thus, for stage 2 the new specification would
be fulfilled. L.

Based on these we propose a revised expiration dating period of 24 months for tablets
packaged in A listers.

Antached is an electronic copy of the text (excluding the testing specification documents and the
siability report) of this amendment. The electronic copy is provided in Word 97 format.

A copy of this amendment has been submitted to the Stoncham, Massachusetts inspectional district
office for Boehringer Ingetheim Pharmaceuticals, Inc., as required in 21 CFR 314.60(c).

If there are any questions, please contact me at the phone number shown above. Thank you.

‘Sincerely,

Alan V. McEmber
DRA Senior Associate Director -

Anachments: FDA Facsimile dated July 19, 1999 from Constance Lewin, M.D.
Diskette with electronic files

Desk Copy: Dr. Sue-Ching Lin (2 copies)



DUPLICATE
Karen Midthun, MD., Acting Director

Division of Anti-Inflammatory, Analagesic, and

Ophthalmic Drug Products (HFD-550)

Food and Drug Administtation

Document Control Room N115

9201 Corporate Blvd . - == - ORIG AMENDMENT
Rockville, MD 20850

Boehringer
IV Ingelheim

Boehringer Ingeiheim
Pharmaceuticals, Inc.

RE: MOBIC® Tablets July 28, 1999

NDA 20-938

RESPONSE TO FDA REQUEST FOR INFORMATION :
Population PK Analysis

Dear Dr. Midthun,

Reference is made to a Biopharm Review request sent via facsimile

dated July 15, 1999 from Dr. Constance Lewin (copy attached), in which Dr.
Veneeta Tandon requested information regarding the population PK analysis.
Further reference is made to our facsimile dated July 23, 1999 responding to the
request from Dr. Tandon.

We are now following up with an ofﬁcxal copy bemg submitted as an
amendment to the NDA.

If vou have any further questions, please contact me.
Sincerely,

&,Q@v;\’ A

Alan V. McEmber

Sr. Associate Director
Drug Regulatory Affairs

G:\DRAMeloxicam\9letpopPKanalysis.doc

Alan McEmber, M.S. g
Telephone 203-798-4366~
Telefax 203-791-6262 .
£-Mail Amcember@bi-pharm.com

900 Ridgebury Rd/P.O. Bdx 368
Ridgefield, CT 06877-0368
Telephone (203) 798-9988



~

(l

Karen Nidthun, M.D., Acting Director
Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Food and Drug Admunistration

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850

Re: - Mobic® Tablets
NDA 20-938

RESPONSE TO FDA REQUEST FOR INFORMATION:
Electronic Copy of Draft Labeling (Package Insert)

Dear Dr. Midthun.

Refererce is made 1o 2 telephone contact dated 7/29/99 between Dr. Constance
Lewin of vour Division and myself in which we agreed to provide an electronic
copy of the draft package insert in Word 97.

Please find attached a paper copy and an electronic copy of the annotated and
unannotated package insert. The package insert is the same as the versicn

submutted in the original NDA, except for the addition of the AEs identfied in
the four-month safety update and editorial/format changes.

If vou have any further questions, please contact me.

Sincerely.
~
Alan V. McEmber

Sr. Associate Director- =
Drug Regulatory Affairs

Desk Copy: Dr. Constance Lewin (3)

G .\DRA\\icloxicam\Elachﬁlabel.doc

Boehringer
Ingelheim

Boehringer Ingelheim
Pharmaceuticals, Inc.

July 30.1999

Alan McEmber, M.S.
Senior Associate Director
Telephone (203) 798-4366
Telefax (203) 791-6262 2
E-Mail Amcember@bi-pharm.com

900 Ridgebury Rd/P.C. Box 358
Ridgefield, CT 06677-0368
Telephone (203) 798-9988
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. o Pharmaceuticals, Inc.
Karen Midthun, M.D., Acting Director

Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Food and Drug Administration

Document Control Room N115 .
9201 Corporate Blvd. - ,{ “EQD /\‘ .
Rockville, MD 20850 1T g0 August 03,1999
S\ ¥J
Re:  Mobic® (meloxicam) 7.5 mg Tablets l
NDA 20-938

RESPONSE TO FDA REQUEST FOR INFORMATION: Alsn McEmber 2
Revised TOXiCOlogy Repons . Senior Associate Director

. Telephone (203) 798-&369
Dear Dr. Midthun: Telefax (203) 791-6262

E-Mail Amcember@bi-pharm.com

Reference is made to the telephone conference call of May 14, 1999 between 900 Ridgebury Ra/P.O. Box 368

the Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products  Ridgefield, CT 06877-0368
Telephone (203) 798-9388

! specific comments generated by the Pharmacology reviewer, Dr. Josie Yang.
" Further re:erence is made to the meeting of May 24, 1999 between the Division

and Dr. Wolfgang Neumann, Dr. Ray Stoll and myself in which we agreed to
provide revised toxicology reports.

Enclosed is a paper copy of the revised toxicology reports listed below. Also
enclosed is a diskette containing the text portion (not including the -
appendices/graphs) of each of the revised reports. ’

n

+ 189-0219 Qral and Intravenous Acute Toxicity Studies with Meloxicam

(UH-AC 62) in Rats.(Previously submitted in Amendment to
NDA 20-938 on 2/4/99; Vol. 2.009, P. 315).

(83-0048  Determination of the ALDso of UH-AC62 XX in the Rat | - -
Following Intravenous Administration.(Previously submitted in
Amendment to NDA 20-938 on 2/4/99; Vol. 2.009, p. 339).

1'89-0635 Approximative Acute Toxicity (ALDsp) With UH-AC62 XX

In Minipigs After Oral Administration. (Previously submitted
In Amendment to NDA 20-938 on 2/4/99; Vol. 2.009, P. 359).

G ‘DR A\Mcloxicam\etrevioxreports.doc
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L91-0618 Appraximative Acute Toxicity (ALDso) of UH-AC 62 XX
‘By_Intravenous Administration in Micropigs. (Previously
Submitted in Amendment to NDA 20-938 on 2/4/99; Vol. 2.010,
- p. 104).

If vou have any further questions, please contact me.
Sincerely.

Gla V. Yl —

Alan V. McEmber
Sr. Associate Director
Drug Regulatory Affairs L

Desk Copy:  Dr. Josie Yang :
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Karen Midthun, M.D,, Acting Director 4 ‘
Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-5350)
Food and Drug Administration
Document Control Room N115
9201 Corporate Blvd.
Rociville MD 20850 August 06,1999

Re:  Mobic® (meloxicam) 7.5 mg Tablets

-NDA 20-938
Resg. onse to }"DA Request for Information: Alan McEmber
Revised Toxicology Report Senior Associate Directdr
' Telephone (203) 796-4366
Dear Dr. Midthun, Telefax (203) 791-6252 -

E-Mail Amcember@bi-pharm.com

Reference is made to the telephone conference call of May 14, 1999 between 900 Ridgebury Re/P.0. fox 263
the Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products ~ Ridgefleld. CT 06877-0368
and Boehringer Ingelheim Pharmaceuticals, Inc. in which we discussed the Telephone (203) 75€-558¢
speciiic comments generated by the Pharmacology reviewer, Dr. Josie Yang.

Furt:er reference is made to the meeting of May 24, 1999 between the Division

and Dr. Welfeang Neumann, Dr. Ray Stoll and myself in which we agreed to

provide revised toxicology reports.

Enclosed is a paper copy.of the revised toxicology report listed below. Also
included is a diskette containing the text portion (not including the &
grapns/tables) of the revised report.

U82-0509  Teratogenicity Study with the Substance UH-AC 62 XX in
Rabbits Segment II. (Previously submitted in Amendment to
NDA 20-938 on February 4, 1999, Vol. 2.047,P. 1).

I7 vou have any further questions, please contact me.

Sizgerely,

Alan V. McEmber

St. Associate Director

Drug Regulatory Affairs
Desk Copy: Dr. Josie Yang

C."DRAWMeloxicam\cvrletU82050%oxrprdoc
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. - Boehringe. Ingeiheim
Food and Drug Administration Pharmaceuticals Inc.
Division of Anti-Inflammatory, Analgesic, and '
Ophthalmic Drug Products (HFD-550)
Document Control Room N113

9201 Corporate Boulevard

Rockwviile, MD 20850

August 06, 1999
Attention: Karen Midthun, M.D., Acting Director
Division of Ant-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550) '

MOBIC® (meloxicam) 7.5 mg Tablets , Patricia Watson
.\—D.A 20‘938 Telephone 203-791-6233 -

CMC Amendment / Response to FDA Request for Information Telefax203-791-6262
E-Mail pwatson@rdg.boehnnger

- ingelheim.com

900 Ridgebury Rd/P.Q. Box 368
Ridgefield, CT 06877-0368
Telgphone (203) 798-9988

Dear Sir or Madam:

Please amend CMC Amendment dated July 28, 1999, with the following
chemisty, manufacturing and controls (CMC) information:

Section 4.1.9  Drug Substance Controls
Section 4.1.9.2  Specifications and Test Methods
(CMC Amendment dated July 28, 1999, page 4 - 5)

Q

Reference is given to an August 3, 1999, telephone discussion with Dr. Sue-

Ching Lin, Review Chemist, in which Dr. Lin requested that the regulatory

specifications for the drug substance identify the USP/NF compendial methods

for the compendial test parameters, ¢.g., pH and Sulfated Ash. She noted that

alternative methods may be employed by the company, but advised that the

USP/NF methods are the official methods. In the event of a dispute as to

whether or not the drug substance meets the regulatory specifications, the . - -
USP/NF methods are the referee methods.

According to Dr. Lin’s request. enclosed in this amendment is a revised Section -
24.1.9.2. where TABLE 4.1.9.2:1 is ainended to designate the USP/NF methods
for the compendial tests.
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Section 4.2.6 Drug Product Controls
Section 4.2.6.2 Speclﬁcanons and Test Methods
(CMC Amendment dated July 28, 1999, pages 34, 36 - 71)

Please refer to FDA’s August 2, 1999, facsimile (copy attached), from the Bi(%m_ﬂ_é%fsami_l

Chermisty Reviewers, in which they recommend a dissolution specification o
{

‘ _based on their review of the dissolution data presented in the CMC Amendment dated
Julv 28, 1999.

We agree to change the dissolution specification from} R
{ \Enclosed in this amendment is a revised TABLE 4.2.6.2:1, which presems the regulatory
specifications amended with the revised dissolution specification.

BIPKG's Testing Specification Numbeif\“——'—j 1s enclosed with this ammendment. This
document has been amended to revise the handwritten notation concerning the dissolution
specification, and now shows the dissolution specification as| 1

Attached is an electronic copy of the text (excluding the Testing Specification document) of this
amendment. The electronic copy is provided in Word 97 format.

A copy of this amendment has been submitted to the Stoneham, Massachusetts inspectional district
oIfice for Beehringer Ingelheim Pharmaceuticals, Inc., as required in 21 CFR 314.60(c).

[ there are any questions, please contact me 4t the phone number shown above. Thank you.

Smcqrelx : :

7%/'/5//(,4/‘/ m . i
Patricia Watson '
DRA Technical Director

D

Anachments: FDA Facsimile dated August 2, 1999
Diskette with electronic files

Desk copy: Dr. Sue-Ching Lin (2 copies)



NEW DRUG APPLICATION

MOBIC?® Tablets, 7.5

{meloxicam) Boehringer Ingelheim
’ Pharmaceutcals, Inc.

4.0 CHEMISTRY SECTION Ridgefield, CT 06877

-

. . v

Boehringer Ingelheim Pharmaceuticals, Inc. hereby certifies that a copy of this Chemistry
amendment has been sent to the FDA District Office in Stoneham, Massachusetts, in

accordance with 21 CFR 314.60(c).

Partricia Watson
DRA Technical Director
Drug Regulatory Affairs

Date ./

i

Page
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Food and Drug Administration | Pharmaceuticals Inc.
Division of Anti-[nflammatory, Analgesic, and

Ophthalmic Drug Products (HFD-530) : ORG AMENDMENT

Document Control Room N113
9201 Corporate Boulevard
Rockville. MD 20850

August 09, 1999

Arttantion: Karen Midthun, M.D., Acting Director
Division of Anti-Inflammatory, Analgesic, a
Ophthalmic Drug Products (HFD-550)

MOBIC® (meloxicam) 7.5 mg Tablets Patricia Watson 2

NDaA 20-938 Telephone 203-791-6233
: . Telefax 203-791-6262  +
CMC Amendment / Response to FDA Request for Information / E-va )8
. .. A -Mail pwatson@rdg.boehringer-
Recompilation of Methods Validation Package ingsiheim.com -
200 Ricgebury Rd/P.Q. Box 368
N Ricgefieid, CT 06877-0368
D<zr Sir or Madam: Teiecncne (203) 798-9988

As raguested by Dr. Sue-Ching Lin, Review Chemist, we have recompiled the
Metzods Validation Package of our NDA. Please amend Section 4.3.
METHODS VALIDATION PACKAGE of our NDA with the enclosed

information.

In accoraance with the FDA Guideline for Submitting Samples and Analytical .
- Data for Methods Validation (2/87), the methods validation package consists of
information reproduced from ou _ |as amended, our
NDA original application, and NDA CMC amendments.

LU

An introductory section in this amendment, titled “Organization of the Methods
\'alidation Package”, identifies the original location (DMF/NDA/Amendment,
Volume. page) of the pages.reproduced in this amendment.

Two copies of this amendment (Archival and Chemistry Review) are submitted.

A copy of this amendment has also been submitted to the Stoneham,
Massachusets inspectional district office for Boehringer Ingelheim

Pharmaceuticals. Inc.. as required in 21 CFR 314.60(c).

If there are any questions, please contact me at the phone number shown above.
Thank vou. ‘
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Patncia Watson
DRA Technical Director

Attachments - Form 356(h)
Certification of Submission of Field Office Copy

Enclosure - 1 volume

Desk copy: Dr. Sue-Ching Lin (2 copies)

Il

Boehringer
‘Ingelheim
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MOBIC® Tablets, 7.5 : NEW DRUG APPLICATION

(meloxicam) Boehringer Ingelhe:m
, Pharmaceuticals. Inc.
4.0 CHEMISTRY SECTION Ridgefield. CT 06&8~~

-

Boehringer Ingelheim Pharmaceuticals, Inc. hereby certifies that a copy of this Chemistry
amendment has been sent to the FDA District Office in Stoneham, Massachusetts, in
accordance with 21 CFR 314.60(c).

Fotsii Tihzeron

Patricia Watson
DRA Technical Director
Drug Regulatory Affairs

Date / ;

Qe

CONFIDENTIAL Page

Amendment -
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Karen Midthun, M:D., Acting Director ~..  Boehringer Ingelheim
Division of Anti-Inflammatory, Analgesic, and P “\Pharmaceuticals, Inc.
Ophthalmic Drug Products (HFD-550) £ A
Food and Drug Administration £ 3
Document Control Room N113 ToAaLg i 1599
9201 Corporate Blvd. . bt
Rockville, MD 20850 ' RN -
Re:  Mobic® (meloxicam) 7.5 mg Tablets R August 9 1999
NDA 20-938 Alan McEmber
' , . Senior Associate Oirector
Other: Analysis of Risk of Clinically Serious Upper Gastrointestinal Telephone (203) 798-4366
Complications among Patients Receiving Meloxicam Telefax (203) 791-6262
E-Mail Amcember@bi-pharm.ccr
900 Ridgebury Rd/P‘..O. Box 368
. Ridgefieid. CT 06877-0368
Dear Dr. Midthun: _ Telephone (203) 798-9988

Reference is made to the telephone conference call of July 12, 1999 between the Division of Anti-
Inflammatory, Analgesic, and Ophthalmic Drug Products and Boehringer Ingelheim Pharmaceuticals,
Inc.(BIPI) . In the teleconference a conditional 3-month extension of the NDA review was granted
based upon BIPI submitting major revisions of the toxicology reports to the Division by September 16.
1999, Also in the teleconference, BIP! discussed its intention to submit a clinical report to the NDA
which provides an analysis of the risk of clinically serious upper gastrointestinal complications
associated with meloxicam treatment. This assessment was conducted by a blinded. independen:
clinical commirttee from a review of the clinical trial database. Dr. John Hyde agreed that the Division
would accept this clinical amendment for review. Enclosed is the report entitled. “Risk of Clinically
Serious Upper Gastrointestinal Complications among Patients Receiving Meloxicam,” (Repos No.
U99-31230). :

Based upon the findings of the report, BIPI is submitting a proposed revision of the ‘Warnings’ and
*Clinical Trials’ sections of labeling for review and consideration by the Division. We appreciate the
efforts in your review of the NDA and this amendment. If you have any further questions, please
contact me at the number above.

Sincerely,

Q’V“ 414{__\.5’\ )

df»‘o" Alan V. McEmber
.~ Sr. Associate Director
Drug Regulatory Affairs

Desk Copy: Dr. Kent Johnson
“BIP_US_MEDICAL\VOL2\GROUPDIR\DRAMeloxicam\NDA Communications\91¢0809 PUB Letter with labeling
proposal.doc
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Boehringer [ngelheim
Pharmaceuticals, Inc.
Karen Midthun, M.D., Acting Director
Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Food and Drug Administration

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850 August 3,1999
Re:  Mobic® (meloxicam) 7.5 mg Tablets %

NDA 20-938 g?"&bu -

RESPONSE TO FDA REQUEST FOR IVFORMATION | | =

Revised Toxicology Reports ::mm;e Directar,
Telephone (203) 798-4366
Dear Dr. Midthun: ' Telefax (203) 791-6262
© £-Mail Amcember@bi-pharm.com
Reference is made to the telephone conference call of May 14, 1999 between 900 Ridgebury Rd/P.0. Box 368
the Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products  Ridgefieid. CT 06877-0368
and Boehringer Ingelheim Pharmaceuticals, Inc. in which we discussed the Telephone (203) 798-9988

specific comments generated by the Pharmacology reviewer, Dr. Josie Yang.
Further reference 1s made to the meeting of May 24, 1999 between the Division
and Dr. Wolfgang Neumann, Dr. Ray Stoll and myself in which we agreed to
provide revised toxicology reports.

Enciosed is a paper copy of the revised toxicology reports listed in the Table of -
Contents. Also enclosed is a CD-Rom containing a non-clinical report on
pharmacokinetics in the rat (U87-0431).

L1

If you have any further questions, please contact me.

Sincerely,

G R B N

Alan V. McEmt.aer -
e ORIGINAL

Desk Copy:  Dr. Josie Yang

G. DRAMeloxicam\NDA Communications\91et0804 revised reports.doc
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Karen Midthun, M:D, Ac¢ting Director ORIS AMENUNMENT Pharmaceuticals, Inc.

Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)
rood and Drug Administration
Document Control Room N115 i
9201 Corporate Blvd. ‘
Rockville, MD 20850 '; P s -. August 09,1995
Re:  Mobic® (meloxicam) 7.5 mg Tablets :}'?

NDA 20-938 R

Response to FDA Request for Information:
Revised Toxicology Report

Alan McEmber 2
) : Senior Associate Director
Dear Dr. Midthun, . Telephone (203) 798-4366
» Telefax (203) 791-6262 ;
Reference is made to the telephone conference call of May 14, 1999 between E-Mail Amcember@bi-pharm.cem
the Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products 900 Ridgebury Rd/P.O: Box 368
and Boehringer Ingelheim Pharmaceuticals, Inc. in which we discussed the Ridgefieid. CT 06877-0368
specific comments generated by the Pharmacology reviewer, Dr. Josie Yang. Telephone (203) 798-9988

Further reference is made to the meeting of May 24, 1999 between the Division
and Dr. Wolfgang Neumann. Dr. Ray Stoll and myself in which we agreed 10
provide revised toxicology reports.

Enclosed is a paper copy of the revised toxicology report listed below. Also
included is a diskette containing the text portion (not mcludmg the
graphs/tables) of the revised report.

6L

U92-0692 Reproduction Study With Meloxicam (UH-AC 62 XX)
In Rats Dosed Orally During the Period of Organogenesis
Segment II [Previously submitted in Amendment to
NDA 20-938 on February 4, 1999, Vol. 2.045, P. 288].

If vou have any further questions, please contact me.

,u.'%cerelx M‘_\
\‘%/:m V. McEmber .

. Associate Director
Druo Regulatory Affairs

Desk Copy:  Dr. Josie Yang
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Division of Anti-Inflammatory, Analgesic, and Pharmaceuticals, Inc.

Ophthalmic Drug Products (HFD-550)

Food and Drug Administration

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850 :
=4

Re:  Mobic® (meloxicam) 7.5 mg Tablets Rm‘f August 11, 1999

NDA 20-938 '

RESPONSE TO FDA REQUEST FOR INFORMATION:

Location of Assay Validation Reports for Drugs Other Than Meloxicam

Alan McEmber

Seniar Assaciate Director %,
_— Teiezhone (203) 798-4366
Reference is made to'the Division's fax dated August 09, 1999 in which a Telefax (203) 791-6262

Dear Dr. Midthun:

request was made to provide the specific location of the assay validation reports &Vl Amcember@oi-oharm.com
for drugs other than meloxicam from the clinical drug interaction studies 900 Ridgebury Rd/P.0. Box 368
sectior.. Additional reference is made to the February 04, 1999 submission Ricgefield. CT 06877-0368

tAmendment =1) in which Boehringer resubmitted the study reports for NDA ~ Telecnone (203) 798-9923

i Szcion 6 (Human Pharmacokinetics and Bioavailability).

Section 6.7.2.6 (Human Pharmacokinetics and Bioavailability - Effect of
Comedication) from the February 04, 1999 NDA submission has been reviewed
to determine the location of the assay validation reports for drugs other than
meloxicam.. A table summarnizing the location of these reports, and the -
NOMEM report (U97-2656), is provided in Attachment 1 of this submission.

lease note that in some instances only meloxicam was measured and therefore
there 1s no comedication assay validation report.

G

The assay validation report for warfarin (from study 107.141; U95-2256) which

was specifically mentioned in your fax, was inadvertantly omitted from the .

\DA submission. The report has been requested from our offices in Germany - -
and wiil be available next week for submission.
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As requested by Dr. Lewin of your Division, this submission has also sent been
sent via fax to facilitate distribution of the information to the Reviewer.

If you have any further questions, please contact me.

Sincerely,

Alan V. McEmb
Sr. Associate Director
Drug Regulatory Affairs
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:. . Karen Midthun, M.D., Acting Directo

. Document Control Room N115
. 9201 Corporate Blvd.
" Rockville, MD 20850

"Re:  Mobic® (meloxicam) 7.5 mg Tablets '
R Dazess el NDA ORIG 4. . _MENT

- RESPOXNSE TO FDA REQUEST FOR INFORMATION:

ORIG \NAL
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Boehrirnger [ngelheim
Pharmaceuticals, Inc.

Dmsxoﬂ of Anti-Inflammatory, Analgde
Ophthalmxc Drug Products (HFD-3 50)
* Food and Drug Administration :

August 12, 1999

Alan McEmber

‘ Revised Toxicology Reports : . .

Senior Associate Director
Telephone (203) 798-4366

‘Dear Dr. Midthun: Telefax (203) 191-6262
) ) £-Mail Amcember@bi-pharm.com
Rzference is made to the telephone conference call of May 14, 1999 between 900 Ridgebury Rd/P.O. Box 368
ihe Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products  Ridgefield, CT 06877-0368
and Boehringer Ingelheim Pharmaceuticals, Inc. in which we discussed the Telephone (203) 798-9988

specific comments generated by the Pharmacology reviewer, Dr. Josie Yang.
Further reference is made to the meeting of May 24, 1999 between the Division
and Dr. Wolfgang Neumann, Dr. Ray Stoll and myself in which we agreed to
provide revised toxicology reports.

‘Enclosed is a paper copy of the revised toxicology reports listed below. Also ) @
-enclosed is a diskette containing the text portion (not including the
:graphsitables) of the revised reports.

192-0308 Reproduction Study with Meloxicam (UH-AC 62 XX) in Rats
Dosed Orally During Perinatal and Postnatal Period of
Organogenisis. Segment III [Previously Submitted in
Amendment to NDA 20-938 on February 4, 1999, Vol. 2.048, -
. Pg. 169]. The Division’s corresponding volume number is
3.048.

192.0428 UH-AC 62 XX: Immunogenicity Study after Subcutaneous
Plantar Administration in Mice —\
(Previously Submitted in Amendment to NDA 20-938 on
ebruary 4, 1999, Vol. 2.038, Pg 178]. The Dmsxon s
corresponding volume number is 3.038.

G DRA Meloxicam\NDA Communications\9let0812 revised toX reports.doc
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[f you have any further questions, please contact me.

o ———_

Sincerely,

Z e
Alan V. McEmber
Sr. Associate Director

Drug Regulatory Affairs

Desk Copy: Dr. Josie Yang

‘f|
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Karen Midthun, M.D., Acting Director
Division of Anti-Inflammatory, Analgesic, and
Opnthalmic Drug Products (HFD-350)

Food and Drug Administration

Document Control Room N115

G201 Corporate Blvd.

Rockville. MD 20850

Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938

Re:

RESPONSE TO FDA REQUEST FOR INFORMATION:
Revised Toxicology Reports

iDear Dr. Midthun:

'R”ere—ce is made to the telephone conference call of May 14, 1999 between

! the Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products

f and Boehninger Ingelheim Pharmaceuticals, Inc. in which we discussed the

f scecinic comments generated by the Pharmacology reviewer, Dr. Josie Yang.
'Fu=ker reference is made to the meeting of May 24, 1999 between the Division
_anc Dr. Wolfgang Neumann, Dr. Ray Stoll and myself in which we agreed to
provice revised toxicology reports.

.’ .closed is a paper copy of the revised toxicology reports listed below. Also
Fane! fosed is a diskette containing the text portion (not including the

e
{ zaphs. tables) of the revised reports.

] US0-03358 Intracutaneous sensitization with the Substance UH-AC 62 XX
3 in the Guinea Pig. [Previously Submitted in Amendment to

: WDA 20-938 on February 4, 1999, Vol. 2.038, Pg. 62]. The

? Division’s corresponding volume number is 3.038.

!191-0903  Reproduction Study with UH-AC 62 XX in Rats Dosed Orally

Before Mating and During Early Period of Gestation. Segment [
[Previcusly Submitted in Amendment to NDA 20-938 on
February 4, 1999, Vol. 2.044, Pg. 190). The Division’s
corresponding volume number is 3.044.

- St s
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Senior Associate Director
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If vou have any funhe{ Qquestions, please contact me.

Sincerely,

:jmw [
Alan V. McEmber

Sr. Associate Director
Drug Reoulatory Affairs

Desk Copy:  Dr. Josie Yang

Boehringer
Ingelhelm
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Karsn Midthun, M.D., Acting Director
Division of Anu-Inﬂammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Food and Drug Administration

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850

Boehringer Ingeiheim
Pharmaceuticals, Inc.

Re:  Mobic® (meloxicam) 7.5 mg Tablets August 13, 1999

NDA 20-938

N - ‘ N : NDA ORIG AMENDMENT '

Warfarin Assay Validation Report (16/95-05.WN)

Alan McEmber
Senior Associate Director
Telephone (203) 798-436¢&_

Dear Dr. Midthun:

Reference is made to the Division's fax dated August 09, 1999 in which a Telefax (203) 791-6252
recuest was made to provide the specific location of the assay validation reports &2 Amcember@bi-ahajm.com
for drugs other than meloxicam from the clinical drug interaction studies 900 Ridgebury Rd/P.O. Scx 368

ection. Additional references are made to Boehringer's response to that fax on  Ridgefieid. CT 06877036
August 11, 1999 and a telephone call between Dr. Lewin of your Division and ~ Telephone (203) 798-998¢
Ms. Maloney of Boehringer on August 12, 1999.

As :5. with Dr. Lewin on August 12", Boehringer is submitting the warfarin
EERRY nd:mov report (16/95-05.WN) which was inadvertently omitted from
C'meZl] study 107.141 (U93-2256).

The :ormal internal process at Boehringer requires an amendment to include
study 16.95-05.WN as Appendix 15.9.3.1.2 of the main report, U95-2256. =
However, in order to expedite our response to your request, an advance copy of -

the warfarin assay validation report (16/95-05.WN) is being submitted. :

Completion of the formal amendment and internal archxvmg process will not

change the data of study 16/95-05.WN.

Derails of the warfarin assay validation report are below:

Report No. -~ 16/95-05.WN - -
Title: Quantitative determination of (R), (S)-Warfarin in

Human Plasma by {
Date of Report: June 14, 1995 -
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[f you have any further questions, please contact me.

Smce'el\

Alan V. ’vI«.Ember (M\é

Sr. Associate Director
Drug Regulatory Affairs

Desk copy to: Dr. Dan Wang
FDA
CDER/OCPB/DPEII
HFD 880 '
Room N363
9201 Corporate Blvd.
Rockville, MD 20850
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ORIG AMENDMENT ||“|

~
-

Karen Midthun, M.D., Acting Director

Division of Anti-Inflammatory, Analgesic, and
Ophthalmic DrugProducts (HFD-550) A
Food and Drug Administration Pt
Document Control Room N115 2
9201 Corporate Blvd. '
Rockville, MD 20850

Re: Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938

RESPONSE TO FDA REQUEST FOR INFORMA!]ON:
Revised Toxicology Reports

Dear Dr. Midthun:

Reference is made to the telephone conference call of May 14, 1999 between
the Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products
and Boehringer Ingelheim Pharmaceuticals, Inc. in which we discussed the
specific comments generated by the Pharmacology reviewer, Dr. Josie Yang.
Further reference is made to the meeting of May 24, 1999 between the Division
and Dr. Wolfgang Neumann, Dr. Ray Stoll and myself in which we agreed to
provide revised toxicology reports.

Enclosed is a paper copy of the revised toxicology report listed below. Also
enclosed is a diskette containing the text portion (not including the tables) of the
revised report.

U92-0610 UH-AC 62 XX: Comparative in vitto Determination of the
Phototoxic Activity of Different Non-Steroidal Anti-
Inflammatory Compounds. (Previously Submitted in
Amendment to NDA 20-938 on 2/4/99, Vol. 2.038, Pg. 204).

If you have any further questions, please contact me.

Sinccerely,

CLUM\/VNLQ"‘—

Alan V. McEmber
Sr. Associate Director
Drug Regulatory Affairs

Desk Copy: Dr. Josie Yang

G:\DRAMeloxicam\NDA Conumumications\91et0817 revised tox reports.doc
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Boehringer
Ingelheim

Boehringer [ngelheim
Pharmaceuticals, Inc.

August 17, 1999

Alan McEmber

Senior Associate Director:.
Telephone (203) 798-4366

Telefax (203) 791-6262 .

E-Mail Amcember@bi-phafm.com

900 Ridgebury Rd/P.O. Bk 368
Ridgefield, CT 06877-0368
Telephone (203) 798-5988
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||||| Ingelheim

Karen Midthun, M.D., Actmg Director

Division of Anti-Inflammatory, Analgesic, and31@ AMENDMENT
Ophthalmic Drug Products (HFD-550) L
Food and Drug Administration RN
Document Control Room N115 B P C
9201 Corporate Blvd.
Rockville, MD 20850

Re:  Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938

RESPONSE TO FDA REQUEST FOR INFORMATION:
Revised Toxicology Reports

Dear Dr. Midthun:

) Alan McEmber
Reference is made to the telephone conference call of May 14, 1999 between Senior Associate Director
the Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products I:::f;;"(';;gi’g’jzgé“zm
and Boehringer Ingelheim Pharmaceuticals, Inc. in which we discussed the £-Mail Amcemoer@bi-pharm.com
spacific comments generated by the Pharmacology reviewer, Dr. Josie Yang. ’
Further reference is made to the meeting of May 24, 1999 between the Division
and Dr. Wolfgang Neumann, Dr. Ray Stoll and myself in which we agreed to
provide revised toxicology reports.

200 Ridgebury Rd/P.C. Sox 368
Ridgefield, CT C6877-0368
Telephone (203) 798-9588

Enclosed is a paper copy of the revised toxicology report listed below. Also
enclosed is a diskette containing the text portion (not including the end of text
graph tables) of the revised report.

L'88-0001 Lutzen L, Eckenfels A, Bauer M, Puschner H. Chronic
Toxicology Study on the Substance UH-AC 62 XX in Rats by
Oral Administration Over a Period of 18 Months. (Previously -
Submitted in Amendment to NDA 20-938 on'2/4/99, Vol. 2.015, -
Pg. 1).

If vou have any further questions, please contact me.
Sincerely,

( :k.aQ_G-V\\ . (’\ 9«__

Alan V. McEmber

Sr. Associate Director

Drug Rezulatory Affairs
Desk Copy: Dr. Josie Yang

G. DRA MeloxicamNDA Communications\9let08 19 revised tox reports.doc
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Karen Midthun, M.D., Acting Director

Division of Anti-Inflammatory, Analgesic, and

Ophthalmic Drug Products (HFD-550)

Food and Drug Admiinistration”

Document Control Room N115 VU

9201 Corporate Blvd. b M
Rockville, MD 20850

Re: Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938

RESPONSE TO FDA REQUEST FOR INFORMATION

Dea; Dr. Midthun:

Reference is made to the NDA Amendment dated August 9, 1999, in which
Boehringer Ingelheim Pharmaceuticals, Inc., (BIPI) provided an analysis of risk
of clinically serious upper gastrointestinal complications among patients
receiving meloxicam. Further reference is made to the telephone discussion of
August 17, 1999 between Dr. Kent Johnson, of your division, Dr. Paul Gagnier,
Mr. Jim Love and myself of BIPI in which we discussed your request to
perform additional statistical analysis of the nisk of serious upper
gastrointestinal events restricted to osteoarthritis controlled triais that contained
meloxicam at doses of 7.5 mg or 15 mg. BIPI provided this additional analysis
in a facsimile to Dr. Kent Johnson on August 18, 1999. This information is now
being officially submitted to the NDA as an amendment.

If you have any further questions, please contact me.
Sincerely,

M&M\J/\.’_

Alan V. McEmber
Sr. Associate Director -~ -
Drug Regulatory Affairs

G:\DRAMeloxicam\NDA Communications\91¢t0820 response to FDA Req for Info.doc

Boehringer

Ingelheim

Boehringer Ingeiheim
Pharmaceuticals, [nc.

August 20, 1999

Alan McEmber

Senior Associate Director -
Telephone (203) 798-4366
Telefax (203) 791-6262 -

E-Mail amcember@rdg bgehringer-
ingelheim.com ’

900 Ridgebury Rd/P.O. Box 368
Ridgefield, CT C6877-0368
Telephone (203) 798-9988 .
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Karen Midthun, MzD-, Acting Director :
Division of Anti- Inﬂammatory Analgesic, and Q\?
Ophthalmic Drug Products (HFD-550) —’
Food and Drug Admuinistration
Document Control Room N113
9201 Corporate Blvd.
Rockville, MD 20850

.Re:  Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938

RESPONSE TO FDA REQUEST FOR INFORMATION:
Revised Toxicology Reports

Dear Dr. Midthun:

Referenice is made to the telephone conference call of May 14, 1999 between
the Division of Anti-Inflammatory. Analgesic, and Ophthalmic Drug Products
and Boehringer Ingeltheim Pharmaceuticals, Inc. in which we discussed the
specific comments generated by the Pharmacology reviewer, Dr. Josie Yang.
Further reference is made to the meeting of May 24, 1999 between the Division
and Dr. Wolfgang Neumann. Dr. Ray Stoll and myself in which we aareed to
provide revised toxicology reports.

Enclosed is a paper copy of two revised toxicology reports listed below. A
diskette containing the text portion (not including the end of text graph/tables)
of these revised reports is also enclosed.

87-0199 Chronic Toxicity Study on the Substance UH-AC 62 XX With
: Oral Administration to Mini-Pigs for 52 Weeks. (Previously

Submitted in Amendment to NDA 20-938 on 2/4/99, Vol. 2.025.

Pg. ).

L'88-0093 Chronic Toxicity Study on UH-AC 62 XX in Comparison with
Piroxicam in Rats After Oral Administration Over a Period of
12 Months. (Previously Submitted in Amendment to
NDA 29-938 on 2/4/99, Vol. 2.019. Pg. 1). '

G’ DRAMcioxicamWNDA Communications\9let08 23 revised (ox reports.doc

Boehringer
Ingelheim

Boehringer [ngelheim
Pharmaceuticals, Inc.

August 27, 1999

Alan McEmber :,

Senior Associate Director
Telephone (203) 798-4366

Telefax (203) 791-6262 ¢

£-Mai! amcember@rdg.boehringer-
ingelheim.com

900 Ridgebury Rd/P.O. Box 368
Ridgefield, CT 06877-0368
Telephone (203) 798-9988

~—



Page 2
Re:  Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938 -

Boehringer
dlln Ingelheim

RESPONSE TO FDA REQUEST FOR INFORMATION:

Revised Toxicology Reports -

Additionally, we are submitting revised summaries of the reports listed below.
The original reports are included with the revised summaries for ease of review.
The diskette contains the electronic portion of the summaries.

U90-0509 Investigation of the Acute Toxicity of Stressed UH-AC 62 XX
Solution (Decomposition 4.65%) by Intravenous Administration
to Rats. (Previously submitted In Amendment to NDA 20-938 on
2/4/99, Vol 4/99, Vol. 2.010, Pg. 29.

U94-2131  UH-AC 62 XX (Meloxicam): Single Dose Toxicity Study
’ ' (ALDsp) of BIBO 8032 NA, a Metabolite of UH-AC 62 XX in .
Rats After Intravenous Administration. (Previously submitted In -
Amendment to NDA 20-938 on 2/4/99, Vol. 2.010, Pg. 122).

U96-0299 Single Dose Toxicity Study of UH-AC 110 SE, AF-UH 1 XX
And DS-AC 2 NA (Metabolites of UH-AC 62 XX) in Rats by
Intravenous Administration. (Previously submitted In
Amendment to NDA 20-938 on 2/4/99, Vol. 2.010, Pg. 57).

If you have any further questions, please contact me.

Sincerely,

@E&@DQ ’?J\\,Q ' .

Alan V. McEmber
Senior Associate Director
Drug Regulatory Affairs

Desk Copy: Dr. Josie Yang

— .
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Karen Midthun, M.D,, Kcting Director

Division of Anti-Inflammatory: Analgesic, and ===

Ophthalmic Drug Products (HFD-550) 2 \Fon,
;. ()‘

Food and Drug Administration ,

Document Control Room N113 & CC

9201 Corporate Blvd. . 0 1 199,

Rockville. MD 20850 SPDATR
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Re:  Mobic® (meloxicam) 7.5 mg Tablets 170“““

NDA 20-938

RESPONSE TO FDA REQUEST FOR INFORMATION:
Revised Toxicology Summaries

Dear Dr. Midthun:

Rererence is made to the telephone conference call of May 14, 1999 between
the Division of Anti-Inflammatory. Analgesic, and Ophthalmic Drug Products
and Boehrninger Ingelheim Pharmaceuticals, Inc. in which we discussed the
specific comments generated by the Pharmacology reviewer, Dr. Josie Yang.
Furher reference is made to the meeting of May 24. 1999 between the Division
and Dr. Wolfgang Neumann. Dr. Ray Stoll and myself in which we agreed to
prov:ide revised toxicology reports.

Enclosed are revised Executive Summaries of the seven reports listed below.

The original reports are included with the revised summaries for ease of review.
A disxette containing the electronic portion of each of the Executive Summaries

1s also enclosed.
US0-0054  Mutagenicity Study With The Substance UH-AC 62 XX in the
Ames Test. (Previously Submitted in Amendment to NDA 20-
938.0n-2/4/99. Volume 2.049, Pg. 13).

- U88-0540 Mutagenicity Study With UH-AC 62 XX in the S. Typhimurium
' and E. Coli/Mammalian Microsome Assay (Ames Test).
(Previously submitted in Amendment to NDA 20-938 on 2/4/99
Volume 2.049. Pg. 31).

Mutagenicity Study With The Substance UH-AC 62 XX in the
V79 (HGPRT) Test. (Previously submitted in Amendment to
NDA 20-938 on 2/4/99, Volume 2.049, Pg. 56).

Boehringer
Ingelheim

Boehringer Ingelheim
Pharmaceuticals, Inc.

o AMENOME 7

IS\

August 30,1999

Alan McEmber

Senior Associate Directdi-
Telephone (203) 798-4366

Telefax (203) 791-6262 -

£-Mail d
Amcember@rdg.boehringeringeihe
im.com .

200 Ridgebury Rd/P.O. Box 363
Ridgefield, CT 06877-02€3
Telephone (203) 798-99388

ORIGINAL



™\ Boehringer

Mobic® (meloxicam) 7.5 mg Tablets

Page 2 .
Re W ingetheim
NDA 20-938 |

RESPONSE TO FDA REQUEST FOR INFORMATION:
Revised Toxicolagy Summaries

L' 89-0094 Mutagenicity Study With UH-AC 62 XX: Chromosomal
Aberrations in Human Lymphocytes in vitro. (Previously
submitted in Amendment to NDA 20-938 on 2/4/99, Volume
2.049, Pg. 89). '

L'S3-0069 Mutagenicity Study With The Substance UH-AC 62 XX in the
Micronucleus Test in Mice. (Previouslv submitted in
Amendment to NDA 20-938 on 2/4/99, Volume 2.049, Pg. 118).

192-0301 UH-AC 62 XX: Mutagenicity Study in the Mouse Bone Marrow
ssay After Oral Treatment. (Previously
submitted in Amendment to NDA 20-938 on 2/4/99, Volume
2.049, Pg. 136).

U'$4-0220 Mutagenicity Study With The Substance UH-AC 62 XX in the

(\_?___/___D in Mice. (Previously submitted in
Amendment to NDA 20-938 on 2/4/99, Volume 2.049, Pg. 160). -

If vou have any further questions. please contact me.

Sincearely,

::. b’ = -
Alun V. McEmber

Senior Associate Director -
Drug Regulatory Affairs ‘

Desk Copy: Dr. Josie Yang

G "DRAWMeloxicamNDA Commuaications\etrevisedtoxsum.doc
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‘Karen Midthun, M.D., Acting Director
Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Produets (HED-550) Boehringer Ingelheim
Food and Drug Admiriistration Pharmaceuticals, [nc.
Document Control Room N115§
9201 Corporate Blvd.
Rockville. MD 20850

Re:  Mobic® (meloxicam) 7.5 mg Tablets T s

. ., -
NDA 20-938 - September 3, 1999

A Tww,y 7y
RESPONSE TO FDA REQUEST FOR INFORMATIONN
Revised Toxicology Reports

Dear Dr. Midthun: Alan McEmber

Senior Associate Director

Rererence is made to the telephone conference call of May 14, 1999 between the Te:ephone (203) 796-4L366
Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products and Teiefax (203) 791-6262
Boehringer Ingetheim Pharmaceuticals, Inc. in which we discussed the specific I-*ail amcemoer@rag.goenninge -
comments generated by the Pharmacology reviewer, Dr. Josie Yang. Further - ingeineim.com

rererence is made to the meeting of May 24, 1999 between the Division and Dr. $C0 Ridgebury Rd/P.O. Box 368
Wolfzang Neumann. Dr. Ray Stoll and myself in which we agreed to provide Ricgefield. CT 06877-03¢8
revised toxicology reports. Teephone (203) 798-5988

Enclosed is a paper copy of two revised toxicology reports listed below. A diskertte
containing the text portion (not including the end of text graph/tables) of these
revised reports is also enclosed.

U81-0061 Subacute Toxicity Study on the Substance UH-AC 62 XX With
Oral Administration to Rats for 3 Months (Previously Submitted in -
Amendment to NDA 20-938 on 2/4/99, Vol. 2.011, Pg. 1).

L33-0068 Study of the Substance UH-AC 62 XX for Embryotoxicity in
. Rabbits Segment II - Supplementary Study. (Previously Submitted
in Amendment to NDA 29-938 on 2/4/99, Vol. 2.048, Pg. 1).

[ -ou have any further-questions, please contact me.

Sincerely,

ap '

'..‘-&{,\\ L e ' -
Adan Vo MceEimnber

> Associate Director
Druyg Reguxator} Affairs

Desk Copy: Dr. Josie Yang

7R Moiovicam NDA Communications Yle)903 revised tox reports.coc
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Boehringer Ingeiheim
Pharmaceuticals Inc.

Food and Drug Administration ‘
Division of Anti-Inflammatory, Analgesic, an
Ophthalmic Drug Products (HFD-550)
Document Control Room N115
9201 Corporate Boulevard
Rockville, MD 20850
September 09, 1999

Atention:  Karen Midthun, M.D., Acting Director '

Division of Anti-Inflammatory, Analgesic, and

Ophthalmic Drug Products (HFD-550)

MOBIC® (meloxicam) 7.5 mg Tablets Patricia Watson
NDA 20-938 Telephone 203-791-6223

) Telef i
CMC Amendment/ Response to FDA Request for Information elefex 203-791°6262
E-Mail pwatsor@rdg. :cennng~r~

ingelheim.com -

900 Ridgebury Rd/P.0. Bex 268
Ridgefield, CT 06877-03€3
Telephone (203) 798-9388

Dear Sir or Madam:

Rererence is given to a July 27, 1999, telephone discussion with Dr. Sue-Ching
Lin, Review Chemist, in which Dr. Lin requested that we amend our NDA with
a revised stability protocol and stability commitment for post-approval stability
studies. ‘

According to Dr. Lin’s request, a revised stability protocol and stability
commitment was sent to Dr. Lin via facsimile on September 1, 1999, for her
preliminary review and comment. Enclosed in this amendment is a revised
Section 4.2.9.4 Post-Approval Stability Protocol and Stability Commitment, _
which incorporates a change requested by Dr. Lin based on her preliminary
review. This revised stability protocol and stability commitment replaces the
information submitted in Section 4.2.9.4 of our original NDA.

Antached is an electronic copy of this amendment. The electronic copy is
provided in Word 97 format

A copy of tlus,amendmcnt has been submitted to the Stoneham, Massachusetts
inspectional district office for Boehringer Ingelheim Pharmaceuticals, Inc., as
required in 21 CFR 314.60(c).

I{ there are any questions, please contact me at the phone number shown above.
Thank you.
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Boehringer
||||| Ingelheim

Sinc grely, _ -

Patricia Watson
DRA Technical Director

Attachments — Form 356(h)
Certification of Submission of Field Office Copy
Diskette with electronic file

Enclosure

Desk copy: Dr. Sue-Ching Lin (1 copy)

i
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Karen Midthun. M.D., Acting Director

Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products (HFD-550)

Food and Drug Administration "‘-;\
Document Control Room N115§ L vg%\_.

9201 Corporate Blvd.

cam O\
Rockville. MD 20850 Ruv'v

'.SEP L 3 1990
%MEGA DOCRM

)
Moy

Re:  Mobic® (meloxicam) 7.5 mg Tablets

NDA 20-938

Response to FDA Request for Information:
Revised Toxicology Report

Dear Dr. Midthun.

Reference is made to the telephone conference call of May 14. 199 between
the Division of Anti-Inflammatory. Analgesic, and Ophthalmic ['rug Products
and Boehringer Ingelheim Pharmaceuticals, Inc. (BIPI) in which specific
concemns by the pharmacology reviewer, Dr. Josie Yang, were discussed.
Further reference is made to the meeting of May 24, 1999 between the Division
and Dr. Wolfgang Neumann. Dr. Ray Stoll and myself in which BIPI agreed to
provide revised NDA toxicology reports to address Dr. Yang's concerns.

A total of 10 reports are now included in this update. Of these, BIPI has
-included a duplicate copy of one report (U93-0609) in which the legibility is

improved. The remaining 9 reports' each include an executive summary which

was written to aid in their review. BIPI has attached copies to the summary of

the original reports referenced in-the executive summary. A diskene containing ~

the electronic portion of each of the revised Executive Summaries is included.

The location of the reports is found in a table of contents attached to this cover
jerter.

Gl

£\ecutive summaries are included of the following reports:

U88-0002 U89-0184 U92-0310
U88-0427 U82-0080 U92-0788
U90-0408 U85-0018 U80-0055

5 DR\ Melovicam:cavrlertoxmiN80002. doe

Boehringer
Ingelheim

Boehringer Ingeiheim
Pharmaceuticals, Inc.

September 10, 1999

Alan McEmber

Senior Associate Directat
Telephone (203) 798-%368
Telefax (203) 791-6262 _
E-Mail 7
amcember@rdg.boehringer-
ingelheim.com

900 Ridgebury Rd/P.O. 8ox 268
Ridgefield, CT 06877-0368
Telepnone (203) 798-9988
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Re:  Mobic® (meloxicam) 7.5 mg Tablets WiV Ingelheim
NDA 20-938

-
-

Response to FDA Request for Information:
Revised Toxicology Réport

Please note that unhke earlier rewritten reports that have been submitted after
the May 14" meeting, some of the tables in the reports forwarded in this
submission contain bilingual text. The Corporate toxicologists reviewed the
reports containing the bilinqual text to ensure their legxbnhtv and navngablhty are
not compromised.

If vou have any further questions, please contact me.

Sincerely.

Clfa o VM

Alan V. McEmber - 7
Drug Regulatory Affairs

Desk Copy:  'Dr. Josie Yang
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Karen Midthun, M.D., Acting Director Y Boehringer Ingelheim

Divisien of Anu- Inﬂgrr_xmat_ory, Analgssic, and B '\ Pharmaceuticals, Inc.
Ophthalmic Drug Preducts (HFD-350) S 5N

Food and Drug Administration
Document Control Room N11§
9201 Corporate Blvd.
Rockville, MD 20850

- N \ ORS AMENDMENT
‘ EZ

October 19, 1999

Re:  Mobic® (meloxicam) 7.5 mg Tablets
NDaA 20-938

RESPONSE TO FDA Alan McEmber
Draft Package Labeling Senior Associate Director

Teleonone (203) 798-6366

_ | Teiefax (203) 791-6262
Dear Dr. Midthun: , K
Z-Maii: .

Rzrzrence is made to the following communications berween your Division and amcemoer@rdg.boehringers

Boenrmnger Ingelheim Pharmaceuticals, Inc (BIPI): inge:heim.com
. . . $0C Ricgedury Rd/P.C. Box 268
o Facsimile dated August 11. 1999 from Dr. Constance Lewin of your Ricgafield. CT 06877-0363
Division that provided the chemistry review labeling comments on the draft  <eieshone (203) 798-9988
package labeling provided in the application. (Attachment A)

e Fzcsimile dated September 13, 1999 from BIPI that made changes to the
draft package labeling based upon the FDA’s August 11" comments.
tAitachment B)

¢ Telephone discussion dated October 4, 1999 between Dr. Sue-Ching Lin,
FDA Review Chemist, and Alan McEmber (BIPI) on the draft package
labeling submitted in the September 13, 1999 facsimile.

'ephone contact dated October 6, 1999 between Dr. Sue-Ching Lin, Alan
cEmber (BIPI)yand Patricia Watson (BIPI) concerning the package .

'a:e.. ng and wording. Also discussed was the supporting documentation : -
ragulr r=d for a 2 tablet professional sample blister card.

As agree d in the October 6, 1999 telephone call, we are now providing draft -
123 o7 the package labeling. The labeling is the same as what was submitted
mthe Sep:ember 13. 1999 facsimile unless otherwise noted.

.




~\ Boehringer

Page 2 ~ m .
! Re:  Mobic® (meloxicam) 7.5 mg Tablets MY Ingelheim
; NDA 20-938 :
' October 19, 1999 .

© auached are the followmg labeling:
|. Boule Labels= ~
e 30 count trade (4103520)
e 100 count tradé (4103510)

¢ 30 count professional sample (4103500)

The label differs from the 9/13/99 version. Added is the logo for Abbott
Laboratories along with the marketed by statement of “Abbott
Laboratories, North Chicago, IL 60064.” The graphics color bar width is
reduced.

2. Blister Pack Labels: - | :

e Trade blister pack of 100 tablets: 10 tablet blister foil card (5627150) ~
and outer carton (5717466). "

The labe] differs from the 9/13/99 version. The font size for the
statemnent 100 unit dose tablets” is reduced on the front and back panel
of the outer carton.

o Professional Sample blister pack of 2 tablets: blister card (5627150)
and outer carton (57174635).

The label differs from the 9/13/99 version. Added on both the blister
card and on the outer carton is the statement, “Blisters are not child-
resictant.” Added to the outer carton inner flap is the product code for
Abbott Laboratories. The font size is increased for “7.5 mg” on the
front panel of the blister card.

The 2 tablet blister card configuration was not included in the original
\DA application dated 12/15/98. A separate CMC amendment will be
submitted mid November to support this blister configuration as agreed
in the October.6, 1999 telephone conversation.

i7vou have any further questions, please contact me.

Sincerely. -
b.\/“_&_—.s\‘ T

Aan V. NcEmber
Desk Copies: Dr. Sue-ChingLin  Mr. Tony Zeccola
2IP_US_MEDICAL VOLI HOM E:EL YONS EiainesSwuffMcEmberMcEmberRevisedExecsummis|_do¢ /\,
’ i
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Ingelhelm

. 4 ASCp
Karen Midthun. M.D., Acting Director i{ SER 2 21 1999,
Division of Anti- Inﬂammatorv Analgesic, a.nd2 MEGA DOC RM
Ophthalmic Drug Products (HFD-550) %,
Fcod and Drug Administration

Document Control Room N115 :
9201 Corporate Blvd. ORIG AMENDMENT

Boehringer Ingetheim
Pharmaceuticals, Inc.

Rockville. MD 20850 f.’f-

Re: Vlobnc@ (meloxicam) 7. 5 mg Tablets : : September 21, 1999
NDA 20-938

RESPONSE TO FDA REQUEST FOR INFORMATION:

Electronic Copy of Draft Labeling (Package [nsert) :

Dear Dr. Midthun: , Alan McEmber

Senior Associate Director

- : : Telephone (203) 798-4386
atava C .
Rezfersnce is made to a telephone contact dated September 17, 1969 between Telefax (203) 791-6262

Dr. Constance Lewin of vour Division and me in which Boahring:r Ingelheim  2.15) amcember@rdg Goehringer-
Pharmaceuticals, Inc., (BIP]). agreed to provide an electronic coyv of the draft  ingeiheim.com

eadkage insert in MS Word. Referet.tc.e is made t? th.e amend.mex:t dated August . . dgebury Re/P.O- Box 368

5. 1999, in which BIPI proposed revisions to the “Clinical Trials” and Ridgefeld, CT 06877-0368
“Wammings™ sections of the ladeling. Reference is made to the facsimile dated Telephone (203) 798-3588
August 11, 1999 from Dr. Constance L2awin in which it was requested that the

statements. “keep in dry placs” and “dispense in tight container” be added to the

pacxage insert Final referen is made to t'ne facsimile dated September 9.

L 4

‘C arcinogenicity, Mutagenesis. Impairment of Fertilitv; Pregnancy; and Labor
and Delivery). An official copy of the September 9. 1999 facsimile is attached
o this cover letter and is now officially submitted to the NDA. :

Please find antached a paper copy and an electronic copy of the annotated and
unannotated package insert. The package insert is the same as the version
submirted in the July 30, 1999 version, except for editorial changes and the
adZition of the revised wording made to the labeling sections noted in the above
Augzust 9. 1999, August 11. 1999, and September 9, 1999 correspondences.

I7vou have any further questions. please contact me. - -

Mincerehy

- -
—— h«zr\“

223V MeEmber

Desk Copy: Dr. Constance Lewin (6)
217 S_MEDICAL VOL2I'GROUPDIR DRA MelonicamiNDA Communications\9let0921 dratt abeting Pl.doc
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Boehringer Ingeiheim
Pharmaceuticals, inc.

a subsidiary of

Boehringer ingelheim Corporation
900 Ridgebury Road

P.O. Box 368

Ridgefield, Connecticut 06877

September 14, 1999

Dr. Karen Midthun, Acting Director

Division of Anti-Inflammatory, Analgesic,
and Opthalmic Drug Products (HFD-550)

Food and Drug Administration

Document Control Room N115

9201 Corporate Blvd.

Rockville, MD 20850

Meloxicam Tablets General Correspondence
NDA 20-938

P Y

Dear Dr. Midthun:

As a follow-up to our teleconference of September 1, 1999 concerning the intended use by
Boehringer Ingelheim Pharmaceuticals, Inc.,(BIPI) of data from our standardized GI endpoint
analysis, submitted August 9, 1999, we thought that it might be helpful for us to respond to
several concerns that were raised by the Division during this discussion. Of primary importance,
please note that BIPI accepts that the labeling for meloxicam should include the standard NSAID
PUB warning statement. Our request is that we be allowed to disclose to physicians and patients
relevant information concerning the specific PUB risk associated with meloxicam treatment.
Outlined below are some limitations of the meloxicam clinical trial database noted by Dr. Hyde
along with BIPI responses.

(1) absence of significant endoscopic data differentiating meloxicam from reference NSAIDs

BIPI acknowledges that the meloxicam NDA contains very limited endoscopic data.
However the agency agreed with BIPI that clinical outcome data are more relevant in
defining PUB risk than endoscopy. In this regard there is extensive clinical trial experience
documenteq_wir,h meloxicam.

(2) absence of long-term patient exposure data on meloxicam

BIPI noted that the meloxicam standardized GI endpoint analysis mcludcd over 1,000
patients receiving meloxicam 15 mg for at least 6 months and over 500 patients for at least
‘one vear. While the substantial majority of patierts on 7.5 mg were exposed to only 4 weeks
of treatment, it is generally accepted that the hazard rate for PUB development does not
increase over time. We agree with the agency that additional long-term clinical experience

(203) 798-4486
(203) 791-6180

mmer e e+ seme e g me e, es
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September 14, 1999
Page 2

with 7.5 mg would be-useful and are willing to discuss options such as a Phase IV clinical '
outcome study to meet this end.

(3) inability to escalate the dose of meloxicam

The Division noted that the safety margin for meloxicam appears to be relatively narrow.
Patients commonly employ higher NSAID doses (e.g., in the treatment of rheumatoid
arthritis) and the incremental risk associated with higher dosing is a concern. The Division
questioried as to what meloxicam dose is being recommended by BIPI in RA. BIPI indicated
that both the 7.5 mg and 15 mg doses are effective in RA and that meloxicam labeling could
specifically discourage use of doses higher than 15 mg.

If deemed helpful to the Division, BIPI would be happy to have additional discussions on the
inclusion of specific meloxicam PUB risk information in the product labeling. For example, we
cenainly would consider a commitment to perform a large prospective Phase IV clinical outcome
trial to further confirm the results of the standardized GI endpoint analysis.

Once again, we appreciate the enormous efforts being made by the Division in reviewing the
massive meloxicam NDA and look forward to a successful completion of the review in the near .
future.

Sincerely,

;"(}L;LI 4,/(: /z{ / é—(/g\

Martin M. Kaplan, M.D,, J.D.
Vice President, Drug Regulatory Affairs

-
-

<= Zninted on recycled paper
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~\ Boehringer
|"|I lIngelheim

Boehringer Ingelheim
Pharmaceuticals, Inc.

Karen Midthun. M.D., Acting Director ORIG AMENDNENT
Division of Anti-Inflammatory, Analgesic, and ?
Ophthalmic Drug Products (HFD-550) ?;‘

Food and Drug Administration .- A

Document Control Room N1135 September 14. 1999
9201 Corporate Blvd. '

Rockville, MD 20850

Re:  Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938
. . Afan McEmber
RESPONSE TO FDA REQUEST FOR INFORMATION: Senior Associate Directgr
Revised Toxicology Reports Teiephone (203) 798-4366

Telefax (203) 7316262
£-Mail amcember@rdg.boehringer-
) ingelheim.com -
Dear Dr. Midthun: " 900 Ridgebury Rd/P.C. Box 368
. : Ridgefield. CT 06877-0368
: Telephone (203) 798-3538
Reference is made to the telephone conference call of May 14, 1999 between
the Division of Anti-Inflammatory, Analgesic, and Ophthalmic Drug Products
and Boehringer Ingelheim Pharmaceuticals, Inc.(BIPI) in which specific
concerns by the pharmacology reviewer, Dr. Josie Yang were discussed.
Further reference is made to the meeting of May 24, 1999 between the Division
and Dr. Wolfgang Neumann, Dr. Raymond Stoll and myself in which BIPI
agreed to revise the NDA toxicology repcrts to address Dr. Yang’s concems.
Final reference is made to the teleconference of July 12, 1999, in which BIPI
committed to complete and submit the revised reports by September 16, 1999.
The purpose of this letter is to indicate that BIPI now has completed the
submission of the last report to the NDA.

In summary, based on the discussions in the May 24, 1999 meeting, the

toxicology and preclinical ADME departments assessed the reports submitted in

the NDA. Reports were classified into three categories: (1) reports that

required revised text, tables, and figures because of data presentation/legibility

issues: (2) reports that benefited from the addition of an executive summary -
foriginal reports were felt to be acceptable for content, data presentation and

tegibility as written]; and (3) other reports that are either special toxicology

:udies conducted on non-oral formulations (e.g., IM/IV), or reports that the

ronsor believed were acceptable for content, data presentation and legibility in

3
3

BIP_t S_MEDICAL - VOL2\GROUPDIR DRA Meloxicam\NDA Communications:9let0914 revised tox reports.doc



Page 2
Re:  Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938

=\ Boehringer
Il"l Ingelheim

RESPONSE TO FDA REQUEST FOR INFORMATION:
Revised Toxicology Reports

the NDA and did not require report revisions or executive summaries to be
created.

A 1otal of 53 reports are in category 1 or 2. Of these, 31 revised reports
(category 1) and 22 executive summaries attached to the original report
(category 2) have been submitted to the NDA. In addition, BIPI submitted an
improved copy of one repeat-dose toxicity study. Please see attachment 1 for
the list of the reports resubmitted to the NDA.

For ease of review of the submissions, attachment 2 provides a copy of the
modified table of contents for Section 5 which updates the location/submission
date of each technical report.

BIPI appreciates the efforts made by Dr. Josie Yang to complete the review of A
such a large number of reports. If there are any additional questions and

concerns. please do not hesitate to contact us. ‘
If vou have any further questions, please contact me. .
Sincerely:

Lla v, L
Alan V. McEmber
Drug Regulatory Affairs

Desk Copy: Dr. Josie Yang
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Karen Midthun, M.D., Atting Director
Division of Anti- Inﬂammatory, Analgesic, and
Ophthalmic Drug Products (HFD- 550

Food and Drug Administration SEP 1 41999
Document Control Room N113 \ 0C RM
9201 Corporate Blvd. \ ‘%MEGAD ‘ ,
Rockville, MD 20850 N, 7 4
“ | Loyt

Re:  Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938

RESPONSE TO FDA REQUEST FOR INFORMATION

~ Copies of Published Literature - Section 5

Dear Dr. Midthun:

We have reviewed the published literature submitted in the Preclinical Section 5
of our NDA 20-938, and have obtained improved copies of the literature cited in

the attached Table of Contents.

The improved copies of pudlished literature for Section 5 of the NDA are
enclosed and are arranged iz the same order in which they were previously
submitied in Amendmem to NDA 20-938 on February 4, 1999.

If vou have any questions. piease contact me.

Sincerely.

:/A ,,"

‘VLLM W
Alan V. McEmber

Serior Associate Director

Drug Regulatory Affairs

DesXk Cop\ Dr. Iosxe Yanc

C DRA Meloucam NDA Communicas sz SECSREVPUBRPTS. doc

Boehringer
l"ll Ingelhelm

Boehringer Ingelheim
Pharmaceuticals, Inc.

September 13,1999

Alan McEmber

Senior Associate Director
Telephone (203) 798-4365
Telefax (203) 791- 6262
S-Mail K

Amcember@rdg. boehnngnr-

ingsiheim.com

300 Ridgebury Rd/P.Q. 8cx 2143
Ricgefield, CT 06877-0368
Telephone (203) 798-9988
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Telefax Ingelheim
Ms. Leslie Vaccari - A Boehringer Ingeiheim
FDA - DA.AOD_B_ o Pharmaceuticals Inc.

301.827.2538-=- < -
301.827.2531

Page | of 1

April 13, 2000

. . . Jeffrey R. Snyder
Confirmation of Final Approved Labeling Telephone 203.778.7727
: Telefax 203.778.7357

€-Mail

Dear Leslie; _ jsnyder@rdg.boenringer-
' ingelnéim.com =

By way of this facsimile, BIPI is confirming our receipt and acceptance of the 900 Ridgetury Rd/P.O_ Box 353
final wordmg and attached labeling provided in the approval letter for the Ridgefieid, CT 06877-0368
Mobic® (meloxicam) Tablets, 7.5 mg NDA 20,938, dated April 13, 2000. -

-

Plezse let me know if any additional information is required.

Sincerels v,

Jé“re\ R. Snvder

Associate Director

de: Opgioat NDA 20-938
P HED -550/ DivFklee-
/ LVACCARA/

«x TOTAL PRGE.Q1 »~
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Telefax ullh

| Ingelheim

-

Mr. Tony Zeccola _
FDA - DAAODE. =
301-827-2147
301-827-2531

Boehringer Ingelheim
Pharmaceutcals Inc.

Page 1 of 15

Apnl 13, 2000
Confirmation of Changes to Mobic Label

Dear Tony: Jetfrey R. Snyder
Telephone 203.778.7727

T . . . Telefax 203.778.7357
BIPI accepts the Division’s suggested wording for the Mobic® label conveyed in E_Mai,‘

the facsimile dated April 13, 2000 (2 pm) and has incorporated the changes in isnyder@cdg.baehange:-
the draft label. A copy of the final draft label is attached. - ingetheim.com .

. , . 900 Ridgebury Rd/P.0. Box 366
BIPI has made no additional changes to the proposed labeling. Ridgefield, CT 06837-0368

Piease let me know if any additional. information is required.

The formal submission to the NDA will be sent via FedEx today to arrive
tomorrow.

Sincerely,

e A

firey R. Snyder
Associate Director

e Oricitnal 20 -93¢
WED 550 (D Fiee
AV ACCARS



Telefax

Ms. Leslie Vaccar

FDA - DAAODP="- .~

301-827-2538
301-827-2531

Page 1 of 2

Confirmation of Changes to Mobic Label

Dear Leslie;

BIPI accepts the Division’s suggested wording for the Mobic® label conveyed in
the facsimile dated April 12, 2000 and has incorporated the changes in the draft
label. BIPI has made no additional changes to the proposed labeling.

Please et me know if any additional information is required.

The formal submission to the NDA will be sent via FedEx today to amrive
tornorrow. A draft of the submission cover letter is attached for reference.

Sincerely,

A

effrey R. Snyder
Associate Director

Boehringer
Ingelheim

Boehringer Ingelheim
Pharmaceuticals Inc.

April 13, 2000

Jeffrey R Snyder

. Telephone 203.778.7727

Telefax 203.778.7357
E-Mail X
jsnyder@rdg.boehringer
ingelheim.com

900 Ridgebury Rd/P.Q. Box 368
Ridgefield, CT 06877-0368

i Crrcanae NP Ae-13%
HFD-55¢ [Div Fied
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Karen Midthun, M.D., Director . Boehringer Ingeiheim
Division of Anuﬁl,nﬂammatozy, Analgesic, and Pharmaceuticals. Inc.
Ophthalmic Drug Products (HFD-550)

Food and Drug Administration

Document Control Room N115
9201 Corporate Blvd.
Rockville, MD 20850

April 13, 2000

Re:  Mobic® (meloxicam) 7.5 mg Tablets
NDA 20-938
Response to FDA Request for Information

Dear Dr Midthun: Martin M. Kaplan, M.D.. 1.D.

Telephone (203) 798-4486
Reference is made to a facsimile dated April 12, 2000 from Ms. Leslie Vaccari  Telefax 203) 7916262 =

whick described changes requested by the Dmsxon to the Clinical Trials and E-Mail mkaplan@rdg boehringer-
Drug Interactions (Warfarin) sections of the Mobic® labeling. © ingeiheim.com H

900 Ridgebury Ry/P.O. Bex 368
Boehringer Ingelheim Pharmaceuticals, Inc. (BIPI) agrees with the suggested Ridgefieid, CT 06877-0368
changes provided in the Agency’s facsimile sent April 12, 2000 and has Teiephone (203) 796-9988
incorporated the changes in the attached copies of the final draft label. BIPI has
made no additional changes to the label other than those suggested by the
Division.

This submission includes the following attachments:

Package Insert

o Final Draft Package Insert with changes highlighted
o Final Draft Package Insent

¢ Diskette of Final Draft Package Insert

Please contact me if you require any additional information.

Sincerely,

Martin M. Kaplan, M.D,, J.D.
Vice-President -
Drug Regulatory Affairs

G-\DRAMeloxicamNDA Communicacions\LABELING RESPONSE 04 13 2000.d0¢

wk TOTAL PAGE.D2 ==
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. ~ Boehriqger
Telefax ) lh Ingelheim

Boehringer Ingeineim

Ms. Leslie Vaccan X
Pharmaceuticals Inc.

FDA - DAAODP
501-827-2538
301-827-2531

Page 1 of 15
April 13, 2000
. e . JeffreyR. Snyder .5
Mobic Final Labeling Telephone 203.778.7727
Telefax 203.778.7357 _
E-Mail 3
Dear Leshe; ' jsnyder@rdg.boehringer-

ingelheim.com

Here is a fax copy of the final labeling, as discussed earlier. Please let me know 900 Ridgebury Ra/P.0. Eox 368
if vou have any questions or comments regarding the fax. Ridgefield. CT 06877-0368

T
Jeffzey R. Snyder &
Associate Director

el . Om\j:naL NDARA 26 439
HFD -55c¢ /_'D:v' FILE
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