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Suite 300 E, Opus Center
' - 9900 Bren Road East
» Minnetorka, Minnesota 55343-9667

(Telephone) 612-835-7335
] ‘ +  (Fecsimie) 612-935-0468
] June 9, 1997 '

Jo H Gustafson, PhD.

. Reguiasory Affairy T
S'_ 007 . Direcs 6129394665
SUPPL NEW CORRESp -t
o Jonathan Wilkin, M.D., Director o Vla Federal Express _
wr. FDA/CDER/ODE V : e e e b R
:-.. Division of Dermatologic and : S

§ - Dental Drug Products, HFD-540 -

% -: Building 2, Second Floor, Room N203
- 9201 Corporate Boulevard e =
‘“ "Rockville, MD 20850 o e

RE: NDA #20-237 T
'$-007, Amendment 6

Dear Dr. Wilkin:

‘ In accordance with 21 CFR 314 60(a),l\fIGI PH{{RM&‘;A, EQC-

: .expand the indication to mcIude treatment for sympt
atlents "with Sjogren S syndrome

1997 in Amendment 5 to Supplement S-007.."
version is in a Wordperfect 6 0/6 1 for Windows format. The document name is
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SE00 Bren cad East
- : R L Minnetonka, Minnesota. 33343-9657

(Telepnone) 612:835-7335
(F_acsimile) 612-835-0462
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June 4, 1997

Jo H. Gusasson PrD.
Director. Regulatory Affairs
Direct:: 612-939-3865

Jonathan Wilkin, M.D., Director Via Federal Express
FDA/CDER/ODE V
Division of Dermatologic and

Dental Drug Products, HFD-540
Building 2, Second Floor, Room N203
9201 Corporate Boulevard
Rockville, MD 20850

RE: NDA #20-237

General Correspondence

May 23, 1997 Meeting: Summary and Next Steps
Dear Dr. Wilkin:

Enclosed please find a copy of MGI PHARMA, Inc.'s "Summary and Next Steps" for our
FDA/MGI meeting of May 23, 1997.

Please contact me if you have any questions regarding this submission.

Cordially,

VA S o
Jo H. Gustafson/Ph.D.
Director, Regulatory Affairs

t

enclosure




June 2, 1997

Suite 300 E, Opus Center
9900 Bren Road East
Minnetonka, Minnesota- 5§5343-9667

(Telephone) 612-935-7335
(Facsimile) 612-935-0468

- v

Jo H. Gustafson, Ph.D.

Director, Reguialory Affairs
Direct: §12-939-4665

Jonathan Wilkin, M.D., Director Via Federal Express
FDA/CDER/ODE V
Division of Dermatologic and
Dental Drug Products, HFD-540
Building 2, Second Floor, Room N203 -

9201 Corporate Boulevard @ it
Rockville, MD 20850 ' . aAC
’ i PPL AMENDME!
MDA SU By

RE: NDA #20-237
S-007, Amendment 5

Dear Dr. Wilkin:

In accordance with 21 CFR 314.60(a), MGI PHARMA, INC. is amending its supplement
to expand the indication to include treatment for symptoms of dry mouth and dry eyes in
patients with Sjégren's syndrome.

This amendment completes MGI PHARMA's response to the "comments for the .
applicant,” which arose from the 45-day meeting on Supplement S-007.

Neither significant new data nor a new analysis of previously submitted data is included
in this amendment. Thus, per 21 CFR 314.60(a), submission of this amendment will not
extend the review period of the supplement.

Please contact me if you have any questions regarding this submission. .

Cordially,

Jo’H. Gustafson, Ph.D.

Director, Regulatory Affairs .
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Suite 300 E, Opus Center
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May 8’ 1997 . :“ - ) Ié’ Oo / Jo H. Gustatsens, PhD

e ey s
Jonathan Wilkin, M.D., Director Via Federal Express
FDA/CDER/ODE V

Division of Dermatologic and

Dental Drug Products, HFD-540
Building 2, Second Floor, Room N203
9201 Corporate Boulevard
Rockville, MD 20850
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RE: NDA #20-237
S-007, Amendment 4

Dear Dr. Wilkin:

In accordance with 21 CFR 314.60(a), MGI PHARMA,, INC. is amending its supplement
to expand the indication to include treatment for symptoms of dry mouth and dry eves in
patients with Sjdgren's syndrome.

This amendment is in response to the "comments for the applicant," which arose from the
45-day meeting on Supplement S-007. This meeting was held on or before
March 21, 1997. The comments were telefaxed to MGI PHARMA on May 1, 1997.

Neither significant new data nor a new analysis of previously submitted data is included
in this amendment. Thus, per 21 CFR 3 14.60(a), submission of this amendment will not

extend the review period of the supplement.

¥ Please contact me if you have any questions regarding this submission.

Cordially,

s

Jo H. Gustafson, Ph.D.
Director, Regulatory Affairs

1t
Enclosures
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MGI PHARMA. INC.,
Suite 300 E, Opus Center
9900 Bren Road East
Minnetonka; Minnesota 55343-9667
B (Telephone) 612-935-7335
(Facsimile) 612-935-0468
SUPPL NEW CCrR=em
May 8, 1997 s

" SUPPL'NEW CCRRESF 1T A
5 - 6‘ ::\“ 5:," Dircct: 612.939466%
Jonathan Wilkin, M.D., Director Via Federal Express
FDA/CDER/ODE V

Division of Dermatologic and

Dental Drug Products, HFD-540
Building 2, Second Floor, Room N203
9201 Corporate Boulevard
Rockville, MD 20850

RE: NDA #20-237
General Correspondence
Background Information for May 23, 1997 Meeting

Dear Dr. Wilkin:

MGI PHARMA has a meeting scheduled with your Division on May 23,1997, regarding
the assignment of review classification to NDA 20-237, Supplement S-007, the
supplement to expand the indication for Salagen® Tablets to include treatment for
symptoms of dry mouth and dry eyes in patients with Sjogren’s syndrome. This general
correspondence includes the background information for that meeting. Four desk copies
are provided for distribution to Dr. Hyman, Dr. Kelsey, Dr. Chambers, and Dr. Blatt.
MGI PHARMA is separately providing copies of this background document to

Mr. James Morrison and to Dr. John McCormick.

Please contact me if you have any questions regarding this submission.

Cordially,

2 7. gl o

Jo H. Gustafson, Ph
Director, Regulatory Affairs

1t
Enclosures
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April 25, 1997
Jo H. Gustafson, Ph.D,
Director, Regulatory Affairs
Direct: 612-939.4665

Jonathan Wilkin, M.D., Director

FDA/CDER/ODE V

Division of Dermatologic and ZNC-D T
Dental Drug Products, HFD-540 _ K R

Building 2, Second Floor, Room N203 APA BBV DR

9201 Corporate Boulevard
Rockville, MD 20850

RE:  Critical Factors in FDA's March, 1997 Determination of a Standard Review for
Salagen® Tablets #20-237, Supplement S-007

Dear Dr. Wilkin:

( On February 11, 1997, MGI PHARMA submitted a clinical efficacy supplement (S-007) to

: expand the indication for Salagen® Tablets (ptlocarpine hydrochloride) to include treatment
of symptoms of dry mouth and dry eyes in patients with Sjogren’s syndrome. At the time of
submission, MGI PHARMA fully anticipated priority review for this supplement in
accordance with CDER's M APP 6020.3, given that there is currently no effective treatment
available for the indication. We were disappointed to learn in March that the Divisien had
determined that a standard review would be conducted which will extend the initial review
time from six to 12 months.

To date, our efforts to facilitate the review process include 1) provision on loan of a computer
loaded with pivotal study data files in SAS format with SAS programs, as well as copies of
all study reports with their corresponding end-of-text tables: 2) rapid response to all questions
raised, and 3) rapid provision of all requested desk copies. .
We now have a meeting scheduled in May to discuss this 1ssue. We are aware that
approximately half of the priority review time period will have elapsed by the time of that
meeting. It is important, therefore, that this meeting be as meaningful as possible and that

however, MGI is not prepared to address your issues, the meeting may be unproductive and
additional time will be lost in determining whether priority review is appropriate.

I have told Sandy Childs that I will provide background information for the meeting two
weeks prior to the meeting. It would be extremely helpful to our preparation if the critical




SN . aediinia, dekidaliliial i it

J. Wilkin, M.D. -2- 0472597

clarification of how a Division decision conforms with a CDER MAPP definition 1S a critica]
activity for each FDA division. MGI PHARMA continues to believe strongly tha it
Supplement S-007 does meet the priority review definition in CDER's MAPP 6020.3.

We look forward to learning the bases for the March decision and to our opportunity to
discuss the review assignment with your team.

Cordially,
7
9. zu%w%
Jo H. Gustafson, Ph.D.

1

folox Peter Vacarr (Office of Orphan Drug Products)
Jim Morrison (CDER Ombudsman)




April 8, 1997

Jonathan Wilkin, M.D., Director

&
=
—

MG PHARMA, INGS

Suite 300 E, Cpus Cenrz:

9800 Bren Roag East

Minnetonka, Minnesota 53343-9687

o ~ . gleleonone) 812.935.7335
- (Facsimile) 612-935.0458

Jo H: Gustafson;, Ph.p.
Director, Regulatory Affajrs
Direct: 612-939.4663

Via Federal Express

FDA/CDER/ODE vV
Division of Dermatologic and

Dental Drug Products, HFD-540
Building 2, Second Floor, Room N203
9201 Corporate Boulevard
Rockville, MD 20850

RE: NDA #20-237, General Correspondence
Review Status of S-007

Dear Dr. Wilkin:

Supplement S-007 is a clinjca] efficacy supplement to expand the indication for Salagen®
Tablets (pilocarpine hydrochloride) to include treatment for symptoms of dry mouth and dry
eyes in patients with Sjogren's syndrome. On February 28, 1992, this indication received
orphan designation by the Office of Orphan Drug Products. In our submission letter of
February 11, 1997, MGI requested assignment of priority review for the supplement because
there is a significant unmet medical need for treatment of the indication under review in this
etficacy supplement.

On March 21, 1997, Dr. Hal Blatt left a voice maij] message for me that FDA had accepted
that supplement for filing. However, he also left A message that there would be a standard
12-month review. On March 21%, I returned Dr. Blatt's call, was unable to reach him

acknowledging that it could be included in the telefax he told me he would be sending with
the additional information requests that came out of the 45 day meeting.

Since then, I have not been able to learn the basis of the assignment of a standard review,
However, time is critical. ' have reviewed CDER’s Manual of Policies and Procedures with

MAPP 6020.3's purpose is stated as, "This MAPP describes the review priority classification
of New Drug Applications (NDA's) and effectiveness supplements." }
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J. Wilkin -2- April 8,71997

Within this MAPP, CDER defines priority review as:

"The drug product, if approved, would be a significant improvement compared to
marketed products [approved (if such is required), including non-"drug"
product/therapies] in the treatment, diagnosis. or prevention of a disease.. *
Improvement can be demonstrated by, for example: (1) evidence of increased
effectiveness in treatment, prevention or diagnosis of disease; (2) elimination or
substantial reduction of 3 treatment-limiting drug reaction; (3) documented
enhancement of patient compliance; or (4) evidence of safety and effectiveness of
(SIC) a new subpopulation."

(4

PP 1-2, MAPP 6020.3, 4/22/9¢

Clearly, items | and 4 are applicable to Salagen® Tablets. |t must be noted that Salagen®
Tablets were given a priority review for the first indication of treatment of symptoms of -
radiation-induced xerostomia. The current supplement provides evidence of safety and

effectiveness in a second (new) subpopulation of patients with xerostomia.

Salagen® Tablets recejved orphan designation for this drug product because there'is an
unmet medical need. Therefore, there are o marketed products, including non-"drug"
product/therapies for the treatment of dry eyes and dry mouth within the Sj5gren's syndrome

MGI PHARMA strongly believes that $-007 to NDA #20-237 meets CDER's standards for

priority review, and fequests a meeting to discuss review assignment for this supplement.

Cordially,
e

J T el e
&

Jo H: Gustafson, Ph.D.
/t

ce: Marlene E. Haffner, M.D., M.P.H.
Director, Office of Orphan Products Development 3
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MGI PHARMA, INC.
Suite 300 E; Opus Center
9900 Bren Road East
- Minnetonka: Minnesota 53343-9667
A T (Telephone) 612-935:7335
; {k SR {Facsimile) 612-935-0468
April 8, 1997 e em
‘suppl NEW CORRESP e
. Direct: 612-939-466%
Jonathan Wilkin, M.D., Director Via Federal Express
FDA/CDER/ODE V
‘ Division of Dermatologic and

Dental Drug Products, HFD-540
Building 2, Second Floor, Room N203
9201 Corporate Boulevard
Rockville, MD 20850

RE: - NDA #20-237
S-007, Amendment 3

Dear Dr. Wilkin:

In accordance with 21 CFR 314.60(a), MGI PHARMA, INC. is amending its supplement to expand
the indication to include treatment for symptoms of dry mouth and dry eyes in patients with Sjogren’s

syndrome.

This amendment provides on loan a computer to be used by Dr. Farr in reviewing S-007. Al
information has been placed on the hard drive. There are no separate floppy disks in this submission.

This amendment also includes a guidebook for use of this laptop, with the SAS data sets and the SAS
programs. A desk copy of this guidebook is provided for Dr. Farr. in addition to the two copies for the

official supplement filings. ’

Neither new data nor a new analysis of previously submitted data is included in this amendment.
Thus, per 21CFR 3 14.60(a), submission of this amendment will not extend the review period of the

supplement.

As Dr. Farr reviews the information on this computer, MGI PHARMA is most willing and prepared to
visit with her for a one-on-one introduction to the computer, 1ts programs and its data. In that regard, I
will contact your office within the week to see if she would like a meeting scheduled. -

Please contact me if you have any questions regarding this submission.

Cordially, Lol
Q ¢ & REVIEWS COMPLETED

Jo H. Gustafson, PA.D.
Director, Regulatory Affairs W\
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February 19,1997 NEW CORRESp

Jonathan Wilkin, M .D., Director

FDA/CDER/ODE V

Division of Dermatologic and
Dental Drug Products, HFD-540

Building 2, Second Floor, Room N203

9201 Corporate Boulevard

Rockville, MD 20850

RE: ~ NDA 20-237
Salagen® Tablets

Via Federal Express

Includes Desk Copies

) Amendment to February 11, 1997 Clinical Efficacy Supplement

Dear Dr. Wilkin:

review period of the supplement.

Cordially,

0o % S

Jo H. Gustafson, Ph.D.

/4

Enclosures

This amendment provides: 1) a hard copy of the certification

Hal Blatt; 2) a volume containing the master table of contents
tables of contents for each of the 132 volumes in the February 1
compilation of the summary components of the February 11, 1997 supplement. This compilation
includes portions of Volumes 1,5, and 132 of that supplement,
compilation are the page numbers used in the original supplement.

i

Please contact me if you have any questions regarding this submission.

MGI PHARMA, INC.,

Suite 300 E, Opus Center

9900 Bren Road East

Mirnetonka. Minnesota 55343-9667

(Telepnone) 61
61

-935-7335
{Facsimile) 612-¢

35-0468

PRI

Jo H. Gustafson, Ph.D.
Director, Regulatory Affairs
Direct: (612) 939-4665

statement previously telefaxed to
. along with the individual
1, 1997 supplement; and 3) a

Neither new data nor a new analysis of previously submitted data is included in this
amendment. Thus, per 21 CFR 314.60(a), submission of this amendment will not extend the
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 Jonathan Wilkin, M.D,, Director
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Jo H. Gustafson, Ph.0
Director, Reguiatory Afair.
Direct: (612) 935-i66!

FDA/CDER/ODEV "
Division of Dermatologic and
Dental Drug Products, HFD-540

- Yia Federal Express

9201 Corporate Boulevard
Rockville, MD 20850

RE: NDA 20-237
‘ Salagen® Tablets
Clinical Efficacy Supplement

Dear Dr. Wilkin:

In accordance with 21 CRF 314.70(b)(3), MGI PHARMA, INC. is submitting a labeling
supplement to expand the indication to include treatment for symptoms of dry mouth and dry
eyes in patients with Sjdgren's syndrome.

On February 28, 1992, the Office of Orphan Products Development determined that pilocarpine
hydrochloride "qualifies for orphan designation for the treatment of xerostomia and
keratoconjunctivitis sicca in Sjogren's syndrome patients.” This reflects a determination that
there is a significant unmet medical need for treatment of this indication.

Therefore, by this letter and with this submission, MGI PHARMA, INC. is requesting
assignment of priority review for this supplement, =

Please contact me if you have any questions regarding this submission.

Cordially,

5 2 ghok
Jo H. Gustafson, Ph.D.
/4

Enclosure
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