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- 4. Please provnde the density of the tublng used in Compositions C and D and, if
avallable, Pilot Composition D.

The density of the tubing batches is not available. A method of analysis for determining the
density or specific gravity of the tubing has not been developed due to the anticipated

technical difficulties in accu teiy measuring the required test parameters. Specifically, the
ASTM standard used for dgég:gmmg the specific gravity of the —— . calls
for the sample weight and Volume to be a minimum of 1 gram and 1 cm®, respectively. One
gram of tubing would correspond to approximately — of split tubing. After immersion of

the sample in water, it would be nearly impossible to ensure that all trapped air bubbles are .
removed from the sample before the measurement is made.

..

For that reason, Leiras has instead utilized the specific gravity of the cured, unextruded
elastomer. This parameter is routinely determined by the elastomer suppliers using the
ASTM D792 standard, and has been reported for batches manufactured since 1988. Specific
- --gravity results for the batches referenced in Report 1507 (see question #2), plus two
additional tubing batches manufacturedby —————_ are provided below: -

Tubing Tubina » Tubing Product Supplier of Trade name of Specific gravity
Code Batch No.* | Manufacturer | Composition ——— i of g,
) N
: : C98024 ~ Leiras D - ——————
e - - . + |
C98005 Leiras ‘ i D I P s T T\
_ C96013 Leiras D (pilot) . — 1 e
o C96014 —Leiras D (pilot) f,‘ww“w‘“l‘“% o
— | (C98C44 Leiras _ C o — e
- - M e
. D et— |
60087 Leiras C - . -
S |~
; — - 60089 |- - Leiras | G -
T - = o - Lo ]
o — | sa110171 | e—o cC - | —m—~ = .
14 — + T
|~ | .-o06304 J—— - C o >

This dat&demonstrates that the specific gravity results for the
elastomers are comparable. :

E!

¢ Tubing batches C98024 and C98005 were used in the primary stability batches, and tubing batch C96013 was
'used .n the pilot Composition D stability batches: lona-term dissolution data for these batches, and for three
Composition C batches manufactured from _ tubing batch 94110171, are provided in the NDA (see
. ltem 4.1.2.6.7). Tubing batch 906304 was used in the clinical supplies utilized in one of the pivotal studies
. described in the NDA (Report AV97). -

s Only . — elastomer is used for the US commercial formulation, Composition D




7.

NDA 21-225 -

August 21, 2000 A
Page 4 : B
5. Please provide information pertaining to the DMF for the ——— : used in the

. Please refer to the ———— Type Ill Drug Master File No.

‘Leiras Oy.

e —— that is referenced on page 2J in volume 6.

for information pertaining to
the; - .usedinthe e — . A letter authorizing FDA to refer to this
DMF on behalf of Berlex Laboratones is provrded in Item 4 as Attachment C.

—'-6

- Please provide mfon‘natlon pertalnlng to the safety of the ink used for the scale of the

insertion tube.

The printing ink, — ,is manufactured by .
«—— The composition of the ink is considered to be propyietary information by the

manufacturer; however, printed insertion tubes manufactured using the same,  eme——

and printing method have been commercially distributed in Europe for

the past five years i.e., along with the marketed copper intrauterine devices manufactured by

The printing ink manufacturer has stated that the ink corresponds to the European standard
EN71-3, “Safety of toys Part 3: Specification for migration of certain elements” that
determines migration limits for heavy metals. The — whichis a
_ S e - wwmessws.  1he scale
on the insertion tube is pad printed onto the tube by  mmeee , the manufacturer of the
inserter. :

Information pertaining to the toxicological risk evaluation of the insertion tubes is provided in

Item4, Volume 6, pages 96-97°. As described on page 96, the insertion tubes (printed) are

subjected to cytotoxicity testing each time a new lot of raw material <= ,isused to

manufacture the tubes’. Furthermore, the printed tubes are tested  owmms

according to the manufacturing procedure for the product; therefore, the possible effects of
e 0N the cells is considered. The cytotoxicity testing is performed in accordance

“with 1SO 10993-5. Please refer to the inserter specification provided in the NDA for additional ~

information pertaining to the cytotoxicity test (item 4, Volume 6, page 30).

Wrth reference to the regulatory methods for the drug product provided in Item 4,
Volume 5: please explain the blank page on page 9; please provide a clear copy of the
impurity information provided in Attachment 3 on page 24.

The regulatory methods for the drug product have been revised to address the reviewer's
-comments. In the updated version, which is provided in Item 4 as Attachment D, the blank

page has been eliminated, and all three attachments have been replaced by clearer versions.
There have been no other changes made to the methods except that the cover page has
been revised to reflect that tfie method has been updated. Please note that the enclosed
version of the regulatory methods replaces the version that was submitted in the CMC
presubmission in item 4.1.2.6 - Regulatory Methods (volume 5, page 1) and Item 4.3 -

® We wish to clarify that the reference to “test articles with printed scales” on page 97 is not relevant for the
"current inseriion tube because these samples were printed using different ink and printing method.

7 Please note that the insertion tubes that are subjected to cytotoxicity testing may be manufactured for -
use with either with copper IUDs or with Mirena and are printed at Leiras.



"NDA21-225 = - -

August 21, 2000 : 'y ' _
Pages . - : -

Methods Validation Package (volume 6, page 212). Therefore, two copies of the updated
version of the regulatory methods are provided in Attachment D: three additional copies for
-~ Item 4.3 are also provided. |

- A Field Copy of this submission is being provided to the local FDA District Office. We are also

providing Field Copies of all preyiously submitted responses to requests for CMC information,
including our April 10, June 8, :‘ét_i%giy 11, 2000 submissions. A Field Copy Provision L
Certification, and a copy of the Field Copy Content Ceitification accompanying the Field Copies,

are provided in item 17. '

. .We trust that our above responses satisfactorily-address the reviewer's questions. Please call - --

the undersigned at (973) 276-2343 should you have any questions pertaining to this submission.

N Sincerely, B
T . BERLEX LABORATORIES - e
- A : -

_ Jdo-Ann Ruane -

Manager
_ _ Drug Regulatory Affairs

Desk Copies (2): Ms. Jeanine Best

JMR/063 ) -




Susan Allen, M.D., Director _ Schering AG
Food and Drug Administration /Q, CRA\C\)ossler Management FC/HT
E

- Center for Drug Evaluation and Research -~ - e s :
Division of Reproductive and Urologic Drug

Products, HFD-580 AS 07 2000 ;
Attention: Division Document '_27 Hro-oog . -/ -
Room (Room 17B20) I < 2 5 s
5600 Fishers Lane 3 - oy TN //
e Rockville, Maryland 20857 = Z¢-. - -
Your Ref — Your letier dated Our Ref. (please indicate when replying) Tolophone: +49-30- 468-11423 Date
+49-30- 4 68-11 11

R.Bragulla . _. Towax  o030-4ss8007  2000-08-02

- .-

Re: NDA 21-225 Mirena (Levonorgestrel-releasmg intrauterine system)

Drug Master File, Type I, No. ~ for - NCW CORRESP
___Original Submission of May 21, 1981 roo o
- Revised Version of February 22, 2000 : - P e

Revised Annual Report dated August 01, 2000

Ladies and ’Gentleman,

Enclosed please find-two desk copies of the revised version of the annual report td?we above-
mentioned drug master file for the attention to Ms. Jeanine Best and Dr. Agarwal.

This revised version of the annual report with a detailed side-by-side comparision of the differences
for two process steps of Levonorgestrel as requested by the FDA reviewing chemist Dr. Rajiv
Agarwal replaces the previous annual report of the revised version of the DMF for Levonorgestrel
dated February 22, 2000..—

Yours sincerely, . ) -
N SCHERINGAKTIENGFSELLSCHAFT T - a

A z
- Dr. Fiedler '
Group Leader Dossier Management FC/HRT

enclosure -— - 3%
revised Annual Report

CC: Berlex Lab. Inc., Ms. Bray
Qualititsmanagement, Herr Dr. Wozniewski
Corporate Quality Control, Frau Dr. Lehne
Betriebsleiter Bergkamen (iiber Ref. Technolog. Koordination, Dr. Peter)
Berlichem, Ms. Kaminski .
PH-Chemikalien Vertrieb N

Postal address: Schering AG, D-13342 Bartin, Genmany - For vieltors: Bertin-Wadding. MiSersirasse 178 - Cable: Schetingchemie Berfin - * Intemet: hp:/Nwww scharing de

& ive board Giussppe Vits (Chai ), Kaus Pohie (Vice-Cheirman), Hubertus Erten, Utrich Kdetin, GOmter Stock - Mdnwu’tﬂu&m Registered
enat Rardin - Trade ram: AL O 93 HRS 263 - Commerzbank AG. Berfin, Accourd No. 108700800, Bank prefx No. 100 400 00 - Beriner Handels- und Frankhater Bank,

o-Ne. 108620 -
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UPS OVERNIGHT O : ‘,G\NA\—

Drug Development & Technology
Division of Berlex Laboratories, Inc.

340 Changebridge Road
P.O. Box 1000

Montville, NJ 07045-1000
Telephone: (973) 276-2000

"~ July 25, 2000

"Susan Allen, M.D., Acting Director
Food and Drug Administration -
Center for Drug Evaluation and Research

Division of Reproductive and Urolagic Drug Products, HFD-580

Attention: Division Document Room (Room 17B20)
5600 Fishers Lane -
Rockville, Maryland 20857

Re: NDA 21-225

Mirena® (levonorgestrel-releasing intrauterine system)
Amendment to Pending Application: Labeling, CMC
Other: Response to Request for Product Sample

" Dear Dr. Allen:

Please refer to New Drug Application 21-225 for Mirena®

(levonorgestrel-releasing intrauterine

system), which was submitted on January 31, 2000 for the indication, contraception, and to the —
Chemistry, Manufacturing and Controls Information (NDA Item 4), which was presubmitted on

December 16, 1999 - '~ | -

Reference is also made to our letter dated June 30, 2000, in which we described Berlex's plans to
amend the NDA to provide for changes to the Chemistry, Manufacturing and Controls information.

In that letter, three planned changes were described: (1)

a modification of the secondary

packaging fer-the drug product; (2) a change in the site at which the T-Body is manufactured;
and; (3) the use of an alternate assay method for barium sulfate USP, which is a component of
the T-Body. We also indicated in the June 30 letter that revised labeling would be provided in the

amendment. _ .

Reference is also made to a July 6, 2000 voice mail message left by Ms. J. Best of the Division
for the undersigned (Ms. J. Ruane) in which Ms. Best conveyed a request from the reviewing

chemist for a sample of the drug product packaged in the 1 r_ggﬁif_igdsecondaq—paclagmr that was
S n T Ut

described in the June 30 letter. .

e ——
e e
e sm——re s

O ey IO
Ls‘,_ I P B

CILETER INAL Dmmo

rONAMIMALS . B - DATEJ '



__"A diskette (3.5 inch) containing electronicz_:c_);;ies of the updated labeling in Word 97, SR 1 format

NDA 21-225 7 =
July 25, 2000 |
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This submnssnon amends Nu.)A 21-225 to provide for the labeling and CMC changes to the NDA
that were described in the June 30 letter. It also responds to the Division’s July 6 request for a
product sample. -Provided below is a description of the information provided in this submlssnon
A detailed Table of Contents is provvded immediately following this letter.

item 2- Labeling > 26~

Vb

b}

Four copies of the each of— the following:

> Blister Pack Label: Updated Iabelmg for the primary package (i.e., a bllster package with
. peelable lid) is provided. -

> 'Fonl Pouch Label: Labeling for the new Tyvek"/alummum foil pouch that is described in this
submission is provided. Also included is a mock-up drawing of the pouch showmg the
. location of the lot number and expiration date.

> Follow-up Reminder Card: Labeling is provided for a new Follow-Up Reminder Card, whlch
will be packaged in the secondary carton. Information pertaining to the date of insertion and
the follow-up appointment schedules is to be recorded on this card and provided to the patlent
by the physician. -

\Y

Carton Label: Updated Iabeling for the secondary carton is provided.

Pocket Copy: Labeling is provided for an pocket that is affixed to the inside lid of the
-secondary carton. Please note that we have included two versions of the labeling for this’
pocket (i.e., “option 1"and ——— that provide for placement of the Follow-Up Reminder
Card either in the envelope or in the bottom of the carton beneath the foil pouch.

‘7

‘/

Physician Insert: The draft physician insert has been updated to incorporate reference in the

insertion instructions to the secondary pouch. The-description of the package in the “how

supplied” section has also been updated. No other changes in the package. msert have been
—-made. _ . -

Please note that updated patient—lébeling,will be submitted in August '00.

is included ir this submission. This diskette has been scanned for viruses using VirusScanNT
4.0.3a, which is produced and distributed by Network Associates, Inc., and is virus free. The
diskette is located in a binder labeled “Electronic Copies of the Updated Labeling”.

item 4.1 — Chemistry, Manufacturing and Controls

> Information supporting the modification to the secondary packaging:

- Introduction 3
- Updated Fackaging Processes and In-Process Controls Information
- Updated Container-Closure System Information
- Upcated Stability Commitment —
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> Information é@porting the change in the site at which the T-body is manufactured:

- Introduction
- Copy of the cover letter to the updated ———  Type Il Drug Master File No.
(Annual Update), which refers to the change in  —~—mwm=—==and describes other
minor revisions to the prenously submitted lnformatlon
_— g
> Informatuon supporting the use of an alternate assay method for barium sulfate USP:

= Introduction
- Alternate assay method for banum sulfate USP

.~ . -.Information demonstrating the suntablllty of the method for use as an alternate to the USP

assay method

Iltem 17 - Field Copy Cenrtification

A statement 'c*ertifying that a field copy has been sent to the local FDA district oﬁiée is provided.

Sample of Packaged Product ST

-— Enclosed please find a sample of the drug product, which is packaged in the plannéd commercial

packaging components. Please note that the primary container-closure system is unchanged -
from that described in-the December 16, 1999 presubmission of Item 4. The foil pouch and
secondary carton, including the envelope, are samples of those described in this amendment.
These components are unlabeled, except that the primary container-ciosure system includes a
label to enable identification of the product. This label is not intended to represent the labeling
that will be used for the commercial product. In addition, it should be noted that, while the foil
- pouch has been left unsealed in this sample, the pouch used for the commercial product will be
sealed during the packaging operation. Samples of the physician insert, patient information, and.
Follow-up Reminder Card are not yet available; however, we have included a sample of the
_booklet s an illustration of the format that will be used for the physician insert and paiient
lnformat|0L _ A -

Please call the undersigned at (973) 276-2343 should you } '1ave any questions pertaining to this
submission.

Sincerely, \

BERLEX LABORATQRIES

-Ann Ruane
Manager
Drug Regulatory Affairs

Desk Copy: Ms. Jeanine Best

JMR/061




. BERLEX

- - ' Drug Development & Technology
- Division of Berlex Laboratories, Inc.

UPS OVERNIGHT R B
" - “a O R I N A L 340 Changebridge Road
- = - ’ P.0. Box 1000 -
el Montville, NJ-67045-1000 R
_ Telephone: (973) 276-2000 B

July-18,,2000 - . .. o '
’ - ORIG AMENDMENT
-» YL
Susan Allen, M.D., Acting Director
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Reproductive and Urologic Drug Products HFD-580
_Attention: Division Document Room (Room 17B20)
5600 Fishers Lane )
Rockville, Maryland 20857

Re: NDA 21-225

- Mirena® (levonorgestrel-releasing intrauterine system)

Amendment: Clinical Information —

Dear Dr. Allen:

Please refer to New Drug Applicafion 21-225 for Mirena® (levonorgestrel-releasing intrauterine —
— system), which was submitted on January 31, 2000 for the indication; contraception. The

Chemistry, Manufacturing and Controls Information (NDA Item 4) was presubmltted on

December 16, 1999. — —

Enclosed herein is an amendment containing new clinical information for 15 additional subjects
from Study 8216 (Protocol 61540-8216) in whom the insertion was attempted but was not
successful. Data from Study 8216 were re-evaluated under Protocol LE 102-98042 (Report
AY99). ; :

This amendment includes overview information on Protocol 61540-8216 and Protocol LE 102-
98042 (Report AY99), the protocol under which the insertion information for these 15 subjects
“was collected. Also included in this gmendment is an evaluation of the impact of this additional
data on safety and efficacy, including pregnancy rate, continuation rates, discontinuation rates,

extent of exposure, and adverse events.

Pertinent information for the 15 subjects with failed insertions, including subject number, study

site number, whether the study site was qualified or nonqualified under the Protocol LE 102-

98042, subject age, and the reason for the failed insertion is presented in Text Table 1. A copy

of the CRF for each of the 15 subjects with failed insertions is included in Appendix 1. -



— Desk Copy: Ms. Jeanine Best —

Mirena (Ievonorgestrel-réleaslngintrauterine sytem) ' -

Amendment: Clinical Information -
NDA 21-225 - -
July 18, 2000 . B} R - .

Page2of2 ) :

We trust that the information contained in this amendment will not affect the NDA action date. -

g
o

. oo ..* - . L
Please call the undersigned at (973) 276-2240 should you have any questions pertaining to this
submission.. = L

- ‘ ' Sincerely,

BERLEX LABORATORIES
Avevda Thares(, Fhasml

- - — Brenda Marczi, PharmD - )
Associate Director : —_
Drug Regulatory Affairs -

Dr. Leslie Anne Furlong

bm/014
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Drug Development & Technology
Division of Berlex Laboratories, Inc.

- UPS OVERNIGHT
- - 340 Changebridge Road
— _ P.O. Box 1000
Montville, NJ 07045-1000
- Telephone: (373) 276-2000
July 11, 2000 i

Susan Allen, M.D., Acting Director -
Food and Drug Administration
. Center for Drug Evaluation and Research
Division of Reproductive and Urologic Drug Products, HFD-580
__Attention: Division Document Room (Room 17B20)
- 5600 Fishers Lane -
Rockville, Maryland 20857

Re: NDA 21-225

ORIG AMENDMENT "~

Pc ~

Mirena® (levonorgestrel-releasing intrauterine system)
Other: Response to Request for Information (CMC)

~Dear Dr. Allen: o -

_ Piease refer to New Drug Application 21-225 for Mirena® (levonorgestrel-releasing intrauterine

system), which was submitted on January 31, 2000 for the indication, eontraception. The -
~_Chemiistry, Manufacturing and Controls Information (NDA item 4) was presubmitted on

“December 16. 1999. _ .

Reference is also made to a June 16, 2000 voice mail message left by Ms. J. Best of the Division

for the undersigned (Ms. J. Ruane) in which Ms. Best conveyed two requests-fer-additional

information from the reviewing chemist. Provided herein are our responses to those requests.
For convenience, the requested information (as paraphrased by the undersigned) is provided in
boid face type; Berlex's response is provided immediately thereafter.

* The DMF numvber should— —Ee provided for the = et e

— manufactured at —

The Drug Master File number for the == JSE0 10 / s i,
manufactured at = "is DMF No. o~me

- Please refer to our April 10, 2000 response to the Division's requests for information, which
included additional information regarding this Drug Master File. In that submission, we
B clarified that the reference to DMF No. ' —— in the submitted ———— DMF




. NDAZ1:225 o -

- July 11, 2000

Page 2

specified for .

authorization letter (Item 4, Volume 1, Pa

ge 3333 was intended to specify that the. —
information is located in Item No. 32 within DMF No. ~— We also provided information-to
clarify that the current holder of DMF No. — is ~——

Results for the USP Phy;bg;éhémicél testsfor = tubingand- - -
should be provided. :

-USP Physicochemical tests for

=== are not applicable for ~—___ These tests are

The ~— TypelV Drug Master Files for —s:_-—-
—  ihatare referenced in the NDA (DMF Nos.

————— respectively) contain
comparative studies in which tests were carried out according to modified = mmme—— »
for- ——__. This testing was performed based on an FDA guidance for testing of - -
materials that were intended to replace  ——  materials’. Included imboth Leiras
DMFs are = -~ - e ~  Please
refer to the following reports for detailed information from these studies: e

* Report 1470, “Summary of Comparative Study for 77 —— DMF No. —™—
T - Vol. Il, pg. 428 -
* Report1340, == —=——————— in ——————— DMFNo.m —
o (addendurp) _ - o Vol. Il, pg. 434
* Report 1469, “Summary of Comparative Study for —~—~—————  DMF N—o. —
: - Vol. |, pg. 233 '
* Report 1339, DMF No.  —~
~——— (addendum) . Vol. |, pg. 239
: .-
o
- =5
_ 25
= =
: (7]
= _ =
3 . =

3 Please refer the FDA guidance entitled

SR

| J
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Please call the undersigned at (973) 276-2343 should you have any questions pertammg to this

Submission. - ) »
B ; - T Sincerely, .
i L ] BERLEX LABORATORIES
“> | ; | QZL/’\- )7" 4(‘2‘(
- ' oo - J0-Ann Ruane N .
* - o Manager :
- Drug Regulatory Affairs B
Desk Copy: Ms. Jeanine Best o ) » =
IMRIOSE - _ - . |
) ) ) | )
REVIEWS CUOMFLETED
‘ CoOATIA.
- E]usm:? ks Divess
= | o 0BG MTIALS . DATE
) 3




Drug Development & Technology
_ Division of Berlex Laboratories, Inc.

Ay

.=

UPS OVERNIGHT

7340 Changebridge Road
P.O. Box 1000
Montvilie. NJ 07045-1000
Telephone: (973) 276-2000

. am

June 30, 2000 _.

SEsan Allen, M.D., Acting Director - NEW CORRESP - -
Food and Drug Administration ) -
Center for Drug Evaluation and Research B N C -

Division of Reproductive and Urologic Drug Products, HFD-580

Attention: Division Document Room (Room 17B20) —
——-5600 Fishers Lane ) T

Rockville, Maryland 20857 o

Re: -NDA 21-225 : 4

-—Mirena® (levonorgestrel-releasing intrauterine system)
General Correspondence re: Future NDA Amendment -

Dear Dr. Allen:

Please refer to New New Drug Application 21-225 for Mirena® (Ievonorgestrel-re1easmg mtrautenne
- system), which was submitted on January 31, 2000 for the indication, contracéption. The -
T Chemistry, Manufacturing and Controls Informatuon (NDA Item 4) was presubmitted on
T December 16 1999. , _ . -

Reference is also made to a June 16, 2000 telephone conversation between-Ms. Jeanine Best of
the Division and the undersigned (Jo-Ann Ruane) in which the latter described Berlex’s plans to
amend the NDA to provide for changes to the Chemistry, Manufacturing and Controls information.
During the telephone conversation, two planned changes were described: (1) a modification of
the secondary packaging for the drug product, and; (2) a change in the site of the manufacture of
the T-body. In accordance with Ms. Best's recommendation, we are provndlng herein a detailed
description of these changes anp the information that we intend to include in the NDA
amendment, targeted for submission in mid-July, 2000.

- 1. The secondary packaging of the drug product will be modified to include a =——————
aluminum pouch as an additional secondary package, and the existing secondary carton,
~ which is intended to provide only physical protection of the primary package, will be modified
-te-accommodate the pouched product. There will be no changes to the primary container-
closure system.




NDA21-225 ~

June 30, 2000 o
Page 2

_This modification to the secondary package is being made for commercial reasons only; it is

intended to render the U.S. commercial packaging significantly different in appearance from
the packages produced for the non-U.S. markets. This differentiation will reduce the potential
for illegal sale in the U.S. of-goods that have been produced for other countries. The pouch is
not intended to contribute ta the stability of the drug product, and the pouch materials have
been selected to ensure that We existing stability data for the drug product remain applicable.

The pouch will be constructed as follows: one side will consist of the same =~ ———
material that is used for the pnmary container-closure system ( _
- ~———— ,as described in the NDA) the other side of the pouch will consist of a

—_— aluminum foil. ~ ——— will supply prefabricated pouches (i.e.,
sealed on three sides) to Leiras Oy, the drug product manufacturer’.

Packaging of the primary package into the foil pouch will be performed by Leiras. The

~primary package will be inserted into the pouch and sealed such that the ~— surfaces -

face each other. Thus, the overall permeability of the-primary package will not be affected by
the presence of the pouch. The foil pouch, as well as the physician insert and patient
information, will be placed in a carton, which has been modified to accommodate the foil -
pouch. There are no changes in the packaging sites that are described in the NDA.

The NDA amendment, which we plan to submit in the middle of July, will include labeling for
the pouch, and updated physician, patient, and carton labeling. A disk containing all labeling
as MS Word files will be included. As recommended by Ms. Best, we will also provide a
meck-up drawing of the pouch, and will specify the location of the lot number and expirafion
date. We will also submit the followmg CMC information, which we expect to consist of fewer

than 100 pages:

Information regarding Packaging Processes and In-Process Controls:

= updated flow chart and description of the production process and in-process controls

"= "updated proposed master batch record for labeling and secondary packaging

= updated proposed in-process cont[ol records for the labeling and secondary packaging
processes— T

Information regarding the Container-Closure-System —

= updated description of the container-closure system

= information regarding the new packaging components, including:

- - names and addresses of the pouch and component suppliers
- pouch supplier’s technical data for the pouch components

- Confirmation that the gouch components meet the 21 CFR requirements for indirect
food additives

- Leiras specifications and test methods for the pouch

We will also update the stability commitment to specify that the commercial stability samples

“will be stored in a secondary carton without the pouch.

! Leiras Oy and Berlex Laboratories are sugsidiéﬁes of Schering AG, Berlin, Germany.
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2.

——_the manutfacturer of both the T-body and the inserter, will change the site of
manufacture of the T-body fron. —_—to the same site at which the inserter is
manufactured, has informed us that preparation of the
documents for submission.fo the —_ Type Il DMF No. ——i8 underway and is expected
to be completed by the en&ofJune. Transfer of the production equipment and validation will

_ occur during July and Augustdt this year. It is planned that the site will be ready to be

inspected in the end of August or early September;-2000.

The NDA amendment planned for rﬁid-July will include a letter authoﬁzin§ FDA to refer to the

.update. — Type lll DMF No. — on behalf of Berlex Laboratories. - -

Based on the telephone conversation with Ms. Best, we understand that an amendment
submitted in mid-July to provide for the above changes will not affect the NDA goal date.

Please note that, in the upcoming amendment, we also intend to provide for an additional ch‘ér\ge

that was not discussed with Ms. Best, i.e., the use of an alternate assay method for barium

sulfate USP, a component used in the manufacture of the T-body. The alternate assay, which
. has been shown to be equivalent to the USP method, was used to test the barium sulfate used in
the manufacture of the T-bodies described’in the NDA. The upcoming NDA amendment will
__include the alternate test method as well as method validation information. We trust that inclusion
of this alternate method in the amendment will also not affect the NDA action date. - - -

Please call the undersigned at (973) 276-2343 should you have any questions pertaining to this

submission.

Sincerely,
- - -BERLEX LABORATORIES
-Ann Ruane

Manager
~= ___ - Drug Regulatory Affairs

—

“Desk Copy: Ms. Jeanine Best . | -

JMR/047
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e - ' Drug Development & Technology
- Division of Berlex Laboratories, Inc.
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UPS OVERNIGHT -

- 346?hangebridge Road 7
- :_ \ ‘ A L PO.Box 1000  ——
_ - \ \ Montville, NJ 07045-1000
Telephone: (973) 276-2000-
“~June 27, 2000 - - -

Suasan Allen, M.D., Acting Director
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Reproductive and Urologic Drug Products HFD-580 -
— - - Attention: Division Document Room (Room 17820)
5600 Fishers Lane
~ “Rockville, Maryland 20857

: Re: NDA 21-225
: ) Mirena® (levonorgestrel-releasing intrauterine system)
- —Other: Response to Request for Information - Clinical

Dear Dr. Allen:
Please refer to New Drug Application 21-225 for Mirena® (IevonorgestreI-réle’asiné intrauterine-
__System), which was submitted on January 31, 2000 for the indication, contraception. -

— Reference is.also made to June 12 and 13, 2000 telephone conversations between Ms. Jeanine

- Best of the Division and the undersigned (Jo-Ann Ruane) in which Ms. Best conveyed requests
for additional information on behalf of the Medical Officer. Provided herein are our responses to
the Division’s requests for information. For convenience, the requested information (as
paraphrased by the undersigned) is provided in bold face type; Berlex’s response is provided
immediately thereafter.

» A copy of the study report for Leiras study 102-96502, a post-marketing surveillance..
study, should be provided-if available.

Study 96502 involves obtain!i'ng information from a central registry that is maintained by the
Finnish Health Ministry. Although the collection of information regarding Mirena® users is
complete, Leiras has determined that a meaningful analysis should include data from a
- control group. Leiras is currently in the process of applying for permission to obtain the
. hospital registry-results from a control group. The final report, which will include data from
i both the Mirena® and control groups, is expected to be available in 2001.
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™.

> A copy.of.the following reference, which was cited in ltem 8, Vol. 7, Page 96, should be
provided: Keith LG, Berger GS: The aetiology of pelvic inflammatory disease. In:

Zathuchni GE (ed)
A copy of the requested reference is attached '
- Please call the unders:gned at (9733 276-2343 should you have any. questlons pertaining to thls o
submission. ,
, - Sincerely,
T R . BERLEX LABORATORIES —

- ] i /&4 SO
. Jo-Ann Ruane s
Manager '

_ Drug Regulatory Affairs

Desk Copy: Ms. Jeaniné Best -

JMR/048 . )
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. BERLEX

- Drug Development & Technology
Division of Berlex Laboratories, Inc.

"Susan Allen, M.D., Acting Director _ —

UPS OVERNIGHT S
B 3 - : 340 Changebridge Road
-~ - P.O. Box 1000
- Montvilie, NJ 07045-1000
' Telephone: (973)‘2.76-2000
June 8, 2000

Food and Drug Administration -
Center for Drug Evatuation and Research

Division of Reproductive and Urologic Drug Products, HFD-580 :
Attention: Division Document Room (Room 17B20) ORIG AMENGMENT

5600 Fishers Lane
Rockville, Maryland 20857 Bbc -

, Re: NDA 21-225 _
. —_ Mirena® (levonorgestrel-releasing intrauterine system)
- - - _Other: Response to Request for Information (CMC)

- l_)ear Dr. Allen: o ) -

Please refer to New Drug Application 21-225 for Mirena® (levonorgestrel-releasing intrauterine
system), which was submitted on January 31, 2000 for the indication, contraception. The
Chemistry, Manufacturing and Controls lnformatlon (NDA Item 4) was presubmitted on
December 16, ~1999. —

Reference is also made to telephone conversations on April 18, 25 and 26, 2000 between

Ms. J. Best of the Division and the undersigned (Jo-Ann Ruane) during which Ms. Best conveyed
several questions from the reviewing chemist. Provided below are our responses pertaining to
those questions. The requested information (as paraphrased by the undersigned) is prov:ded in
bold face type; Berlex’s response is provided immediately thereafter.

= A tabulation of the speciﬁ'cations and test results fcr the polymers used in the
Composition B, C, and D &linical lots should be provided.

Provided in Attachment 1 is a tabulation of the specifications and test results for the unfilled

elastomer used in the Composition B, C and D batches described in Item 4 of the NDA. ~

Tabulated specifications and test resuits for the tubing used for these drug product batches is
" provided in Attachment 2.




NDA 21-225
- June 8, 2000 . ' -
Page2 - » o -

The tabulations inctude the lot numbers of the component, as well as the drug product
batches in which those components were used. Cross-references to the pages in the NDA on
which the corresponding certificates of analysis can be found is also provided.

Please note that, addmona cornparatlve information for these components was provided i in
the introduction to Item 47n the NDA (CMC presubmission, item 4, Vol. 1, Pages 21-32).°

* The ——  DMF for the ——”_‘ ) refers to the *'_"“ - -
e, THE it s cosci RS SRS =wmasorDMF differ from those
. prowded in the Mirena NDA A letter from the DMF holder for the ‘(‘%

describmg the — -
'—a— for Mirena, as well as the .- -==~‘ /, should
be provided. : ’

The drug product is marketed outside of the US as Levonova® and Mirena®. The —
manufactured by ———— _ for both Mirena® and Levonova® are identical, as indicated i inthe
—  DMF autharization letter provided in the NDA (ltem 4, Volume 1, Page 148). In_ .
addition, ——  has also provided us with a copy of a certificate of compliance which was
submitted as page 30 in their DMF No. ~—— (Attachment 3). This certificate refers both to
the part name as’ — and the customer part numberas —  Part number
corresponds with the code number for the —  that is specified in the batch documentation
"~ submitted in the NDA (e.g., item 4, Vol. 1, Page 298 and Vol. 2, Page 141). ' ’

The_ specifications ior the ~— (as/s'ubmjtted inthe =-—— /Type i Drug
Master File No. === and the correspondlng I = specifications (as submitted in the
NDA on ltem 4, Volume 1 P 149) are listed below

. Y _ Dimensions -~  ~Specifications ~——~ ' Specifications- -
) ‘\ y - - —
v < f '
T T r———————— - —
e — - ) - — T
P i wL ~ ;
The specifications for the — are more restrictive than the corresponding

Leiras specifications. It is common practice at Leiras to require suppliers to adopt more

- restrictive specifications than are necessary for the manufacture of a drug product.

-~ Furthermore, —— measures the “wnwesmesses - ° dimension of the ™ —
using a device capable of measurements to the hundredth of a millimeter (i.e., 1.55 + 0. 05
mm). Leiras checks this dimension during routine receiving controls using a device that
enables measurements to dne tenth of a millimeter. Measurements to one tenth of a

- millimeter precision is sufficient to ensure thatthe ——  are suitable for use in the
manufacture of Mirena®. - X

Plcase note that < are — land are not i —

<
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—  Reference is also made to our response to the Division’s request for addition information that was
submitted on April 10, 2000. In that submission, we indicated that we would respond in the future
- - to the following request for additional CMC information

- —

* The manufactunnglprodlitlon mformation forthe —— " used for the T-body
should be provided. - = R

We now wish to respond to this comment by referring to the submission made by ————u.
, —=(0 the Division on April 19, 2000. A copy of the cover letter ‘which accompamed
... .that submasslon is provided as Attachment 4. - -

Please call the undersngned at (973) 276-2343 should you have any questions pertaining to thls
submission.-

- Sincerely,

- - o - " BERLEX LABORATORIES = -
O s Ym 7@@“

. i o-Ann Ruane L
Manager -
Drug Regulatory Affairs

* Desk Copy: Ms. Jeanine Best ' , : —

JMR/042
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Division of Berlex Laboratories, Inc.

UPS OVERNIGHT OR l G I N A L
- .- R :;_ ’ ' 340 Changebridge Road
i P.O. Box 1000 e
~_Montville, NJ 07045-1000
Telephone: (973) 276-2000°
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May 23, 2000 o

SN
MAY 25 2000

Susan Allen, M.D:, Acting Director

Food and Drug Administration B}
Center for Drug Evaluation and Research
Division of Reproductive and-Urologic Drug Products, HFD-580
Attention: Division Document Room (Room 17B20)
5600 Fishers Lane )

Rockville, Maryland 20857

_ Re: NDA 21-225 .
Mirena® (levonorgestrel-releasing intrauterine system)
Other: Correction to NDA 21-225

Dear Dr. Allen: —_—

Please refer to New Drug Application 21-225 for Mirena® (levonorgestrel-releasing intrautarine
__ system) which was submitted on January 31, 2000 for the indication, contraception. The —
_Chemistry, Manufacturing and Controls Information (NDA Item 4) was presubmitted on
December 16, 1999. B .

Enclosed is a correction to an Appendix in Study Report AY99 in Itam 8 of the subject NDA.
There were some problems with the electronic file for this Appendix resulting in illegible or
misplaced words on the pages. The corrected pages include Item 8 Volume 27 Page 1 1o item 8
Volume 27 Page 93. We apologize for any inconveniences that may occur as a result of this
correction. - — - -

|
il
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Please call the undersugned at (973) 276-2240 should you have any questnons pertaining to this

submission.
= _ ;{, Sincerely,”
e | .. BERLEXLABORATORIES |
e ' Co Brenda Marczi, Pharm D- - -
o Associate Director
T ' _ Drug Regulatory Affairs
Desk Copy: Ms. Jeanine Best i
BM/etterNius/003
- WSWLEI’ED
) -2 - . C30 ACTION:
3 Dierne Cinay C_iveEma
—————
i DATE —



B . N "~ Drug Development & Technology -

Division of Berlex Laboratories. Inc.

UPS OVERNIGHT 3 |
- g 340 Changeonage Road
. ORIG AMENDMENT .P.O. Box 100C
. —_ - Montvilie, NJ 27045-1000
— ’ ) - Telephone: (273).276-2C00
April 20, 2000 - -

Susan Allen, M.D., Acting Director
Food and Drug Administration
~ Center for Drug Evaluation and Research
Division of Reproductive and Urologic Drug Products, HFD-580
Attention: Division Document Room (Room 17B20) ‘
T 5600 Fishers Lane
Rockville, Maryland 20857 -

Re: NDA 21-225 -
Mirena® (levonorgestrel-releasing intrauterine system)
Other: - Response to Request for Information

“Dear Dr: Allen:

. .- Please refer to New Drug Application 21-225 for Mirena® (levonorgestrel-releasing intrauterine
sysiem), which was submitted on January 31, 2000 for the indication, contraception. The

"_Chemistry, Manufacturing and Controls Information (NDA ltem 4) was presubmitted on -
December 16, 1999. . . e

Reference is also made to a April 12, 2000 telephone conversation between Ms. Jeanine Best of
the Division-and Jo-Anni Ruane of Berlex, in which Ms. Best conveyed a request-for infcrmation-
for the Medical Officer whc is reviewing the NDA. Provided herein are the questions (in bold),
responses and the appropriate attachments.

1. Item 8, Volume 126, Repott B085:This is a large post-marketing study with a high
questionaire response rate’- where is the safety information for this study? Whatdo
the two referenced publications relating to (1) snoring in men, and (2) the Finnish twin
registry, have to do with Mirena?

In Report BO8S, the two bublications are references to the report regarding the effect of socio-

economical status on response rates in epidemiological population surveys in general. These two

* published studies are used as examples of surveys showing such results. One of the authors of
these publications (Professor Markku Koskenvuo, MD) was a member of the team working with



NDA21-225
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the Mirena study and therefore the methods in these-two publications were familiar to the team,
and thus they were chosen to be referenced.

‘Results on safety of the study reported in B085 has recently been published in March 2000. A
copy of the publication (Backmag et al. Length of use and symptoms associated with premature
removal of the levonorgestrel intcauterine system: a nation-wide study of 17,360 users. BrJ
Obstet Gynaecol 2000;107:335-9) is attached. (Attachment 1)

2. Report AV97: Patient No. 234 suffered some sort of infection complication. The CRF
indicates that the patient was hospitalized for 1 month; the narrative indicates that - B
"hospitalization was for two days. The Medical Officer asks that we resolve this o
.- discrepancy. - .

The patient number 234 in Report AV97 was hospitalized for two days (from 10Jun94to
11 Jun 94), not.one month. Page 23 of CRF listed the date as 10-06-94 to 11-06-94. As further -

. explanation, the dates used in individual study-reports, in all the CRFs, and in any other study
material prepared in Europe are in European format, ie, ddmmyy, whereas the dates used
elsewhere in the NDA application and in narratives are in US format, ie, mmddyy unless the first-
three letters of the menth shown, ie, dd Mon yy. '

3. Item 8, Volume 184, page 372: An article describes 3 cases of Group A streptococcus-
‘sepsis in Sweden.- Included in the article is a statement that an investigation by the -
‘Medical Products Agency was ongoing in 1995. The Medical Officer asked whether the
investigation has been completed and, if so, she requested that we submit the resulits.

In the article (Ottander et al. Sepsis in connection with levonorgestrel IUD. Lakartidningen

- 1995,92:4555-7), the investigation that was mentioned to be on-going was on sepsis cases
among women of childbearing age in Sweden in general, not related to IUD use. The
investigation was started because the number of sepsis cases in this age group had been
increasing since 1992 in the national register. The authors mentioned that based on the results of

“sepsis in Sweden and no results_of such investigation have been reported or published so far.
Based on the separate search tooking for the publications written by the authors of the article, no -
further reports have been published nor is available on the three cases described.in the article.
This was also confirmed by the the Medical Products Agency (MPA) of Sweden who was
contacted by Schering Nordiska AB (Sweden) on 17 Apr 2000.

Furthermore, based on this contact, Schering Nordiska got a fax (Attachment 2) from the
Medical Products Agency (MPA) containing all the information compiled on sepsis cases in LNG
IUS users in their files so far. Acgording to the latest information 4 cases have been reported to
MPA in Sweden. For two of the three cases published in the article mentioned above,
supplemental information has changed the causality assessment to be unlikely and in one case
the assessment has remained unclassifiable due to a lack of information. The one additional case
occurred in 1997 in a 41-~year-old woman and with the available information, the causality
assessment is unclassifiable. The narrative of this case in included in the fax received from
Swedish MPA as the last case. These cases did not prompt MPA to request a change in the
product labelling in Sweden. -

this investigation a risk assessment would be possible. We conducted a literature searchon =~ -~ -
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submission. B 7

Desk Copy: Ms. Jeanine Best

" BM/letter/lius/002

.. _Please call the undersigned ét@?é) 276-2240 should you have any questions pertaining to this

Sincerely,

BERLEX LABORATOR!ES o
;&uwé-)’l'luﬁq{ , Phanic -0

_ Brenda Marczi, Pharm D .

Associate Director
Drug Regulatory Affairs
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SUSAN ALLEN, M.D., ACTING DIRECTOR: . . T ’ ‘
FOOD AND DRUG ADMINISTRAEON ‘ o
CENTER FOR DRUG EVALUATIGN-AND RESEARCH - )
DIVISION OF REPRODUCTIVE AND UROLOGIC DRUG PRODUCTS, HFD-580
ATTENTION : DMISION DOCUMENT ROOM (ROOM 17B20)-
5600 FISHERS LANE
ROCKVILLE, MARYLAND 20857
- —UNIED STATES OF AMERICA

Subiject :

S NDA 21 - 225

Chemistry , Manufacturing and Controls mfo:mahon
Regarding: .

— i

. N ————— - OR'G I: i"v : =.- B

Dear Dr Allen, : _ A B( B

- ) As requested by our customer LEIRAS Oy in Finland and refering to the New Drug Application

NDA 21-225 of Berlex Laboratories, Inc., as well as several telephone conversations (21 March, 2000)

between Ms J. Best of your Division and Ms Jo-Ann Ruane of Berlex Laboratories, we wouid like to

submit you the attached confidential composition information regarding the above mentioned -
19 be used for your evaluation.

The information as attached is stpctly confidential and we trust you vﬁll treat it accordingly.

“=-Yours sincerely

§ REVIEWS COMPLETED
I

C ACTI _
- ' . ‘DLSTEH Claes Chaens

1

"~ LDO026A— - — - = —_
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Drug Development & Technology

Division of Berlex Laboratories; Inc.

UPS OVERNIGHT

= .
— APR 1 1 2000 340 Changebridge Road
- - P.O. Box 1000
‘— 2, HFU-560 &/, Montvite, Ny 070451000
B, — (*’Jy' 5 Telephone: (973) 276-2000
April 10, 2000 | ORIG AMENDME

Susan Allen, M.D., Acting Director
Food and Drug Administration
Center for Drug Evaluation and Research '
Division of Reproductive and Urologic Drug Products, HFD- 580
Attention: Division Document Room (Room 17B20) -
- — 5600 Fishers Lane
) Rockville, Maryland 20857

Re: NDA 21-225

Mirena® (levonorgestrel-releasing mtrautenne system)
Other: Response to Request for information

- ~ DearDr. Allen: " — —

Please refer to New Drug Application 21-225 for Mirena® (levonorgestrel-releasing mtrautenne
system), which-was submitted on January 31, 2000 for the indication, contraception. The -
. Chemistry, Manufacturing and Controls Informatlon (NDA Item 4) was presubmitted on

— December 16, 1999 -

Reference is also made to several telephone cowversatlons on March 21, 2000 between Ms. J.
Best of the Division and the undersigned (Jo-Ann Ruane) during which Ms. Best conveyed the.
outcome of the Division’s 45-day review meeting for NDA 21-225. Ms. Best indicated that, while
no filing issues-had been identified, the Division had requests for additional information. Provided
below are our responses to the Division’s requests for information related to the Chemistry,
Manufacturing and Controls, Human Pharmacokinetics and Bioavailability, and Clinical sections
of the NDA. The requested infgrmation (as paraphrased by the undersigned) is prowded in bold
face type; Berlex’s response is provided immediately thereafter.

REVIEWS COMPLETED

CSO AT UGN '
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NDA 21-225
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- “ -Chemistry, Manufacturing and Controls:

~ 1. The manufacturing/production information for the <—_ used for the T-body
T should be provided. T

-
- - -

We are working with ——  t&Fobtain the requested manufacturing information and will
provide a separate response to this question in the near future.

2.”The DMF number forthe " — DMF provided in the NDA, DMFNo. —— is not
_ correct; the correct DMF number for the  ~mewse===DMF should be provided. -

- ~— has clarified that the reference to DMF No. —— in their authorization letter
(provided in Item 4, Volume 1, Page 333 in the CMC presubmission) is meant to specify that
the information on their e can be found in item No. 32 within DMF -

s No. or= . - T

In addition, DMF No. - 'is listed by FDA as being heldby — .

— has provided a copy of a March 24, 1997 letter in which they informed FDA that.
the company name was changed from - o
- A copy of this letter is previded as Attachment 1.

Human Pharmacokinetics and Bioavailabilig :

- 1. The protocol (or location of the protocol inIND — . for the ongoing in vivo study
— with the commercial Composition should be submitted. o

- An outline of the protocol for the Phase 1 study, as well as the finalized Protocol 303700 and
—— amendments, have been submitted to our IND —— for levonorgestrel-releasing intrauterine -
~system. The submission dates and amendment serial-numbers for these submissions were
. _ provided verbally by the undersigned to Ms. Best during the conversations on March 21,
- 2000. During the conversations, Ms. Best confirmed Berlex’s understanding that sparse -
7~ blood sampling and ex vivo testing are considered sufficient for evaluating the in vivo

’ performance of the commercial formulation, Composition D, under Protocol 303700.

2. An electronic copy of the reports containing the PKAVIVC information should be
‘submitted. :

The information supporting the in vivo/in vitro correlations (IVIVCs) for the formulations used
in the pivotal clinical trials (Compositions B and C) was originally submitted as an amendment
toour IND. < for levonorgestrel-releasing intrauterine system| ~————submitted
November 2, 1998]. A secqnd amendment containing additional IVIVC information was
submitted on May 24, 1999 ~—_" "lin response to the Division's request for
additional information that was conveyed during a March 10, 1999 teieconference. Both
amendments included the relevant raw data in electronic format.

The information provided in the two IND amendments, as well as updated in vitro data, were
presented in the Human Pharmacology and Bioavailability section of NDA 21-225 (item 6).
Although a separate report containing the IVIVC information is not available, the PKAVIVC
information presented in Item 6 is available electronically. Provided herein is a diskette _
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containing selected information from item 6' in electronic format. The file was produced using
CoreDossier® 4.0.2 Assembler and a companion module, COER Compiler 2.0. These
applications are produced and distributed by ESPS, Fort Washington, PA. The diskette has
been scanned for viruses-using Virus Scan NT 4.0.3a, which is'produced and distributed by

-

JRE Network Associates, Inc., @ndis virus free.”

3. The analytical validation reports, or location in the NDA, should be provided.

Four study._reports containing serum data are described in the Mirena NDA: B336, B073,

~ _ . BO78, and B089. All serum levonorgestrel data were generated using radioimmunoassay - .
(RIA) methods. For each of the study reports, information pertaining the available assay
validation information is provided below. o _ :

e

_____ Please note that assay validation information relevant for the ongoing clinical study using the
commercial formulation (Composition D)’ will be submitted along with the interim data from
this study during the NDA review period, i.e., not less than 90 days prior to the primary user
feel goal date of December 7, 2000. o

S - o Report No. B336

-—  In this study, an early development formulation (Composition A) was used, and serum  _
— - levonorgestrel levels were determined over 6 months. The study results were published in
1982} The assays were performed atthe _cwssenmmme g s ' ]
- An assay validation report is not available; however, the assay used is described

. by Stanczyk et al (Contraception 1975;12:279-295). A copy of this publication is provided as
_Attachment 2.

Report No. BO73 . -

Report No. B073 describes the serum levonorgestrel levels measured over a 6.5 year period
_— for women using a development farmulation (Composition B). As in Report No. B336, the
- assays described in Report No. BO73 were-performed atthe ™ = -
_ however, at the time the samples from this study were tested, a new RIA method was in
- place. This method is described by Weiner and Johansson (Contraception 1976;14:81-92). -
A copy of this publication, which was provided in the NDA (Item 6, Volume 16, Pages 245-
56), is provided as Attachment 3 for the convenience of the reviewer. The assay validation
report for this method is provided as Attachment 4. This report includes data showing a good
correlation between the results obtained by the new and former methodsw -

1

wle

' Excluding ltems 6.24-Study Reports, 6.25-Publications, and 6.26-Previous Correspondence with Agency
- 2 protocol 303700-Amendment 2 under Berlex IND —  for levonorgestrel-releasing intrauterine system.
3 Heikkild M et al. Immediate postabortal insertion of a levonorgestrel-releasing 1UD. Contraception

1982:26:245-59. A copy of this publication can be found in the Mirena NDA (item 6, Volume 11,
Page 305) -
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Report No. B078

In this study, development Composmons B and C were used, and serum levels were
determined over a 5-year period. The assays were performed atthe ~—
~ using the same._——procedure described for Report B073.

- e
-t

Report No. B089

This report describes the serum levonorgestrel levels over 56 weeks in women who received
- Mirena (Composition C) in combination with oral estradiol as hormone replacement therapy.
_The assays were performed by Leiras Oy', the manufacturer of the drug product. A copy of .
the assay validation report, which was included in Item 8 as an appendix to a related report —
(Report No. AWS6, Appendix 16.1.10.1) is provided as Attachment 5. .

Clinicilz

1. Investigator hame(s) and full address for the following sites:

Provided below is the full address for the requested study sites, the names of the -
investigators who participated in the pivotal clinical trials at those sites, and the report
number(s) in which the investigator is named.

Clinical Site Name and Address Investig;tor Name Report Number(s)

AV97/LE102-92533-01
B078/1 02-89532-07

) | " | AY99/LE102-98042-01

- | | : - | AY99/LE102-08042-01
» - B078/102-89522-07

The complete List of Investigators can be found in the NDA in item 8, Volume 1, Page 45.

— 3 _
* Please note that in the initial NDA submission, we noted incorrectly that this assay was performed at the

* The following non-pivotal studies were also conducted at this center: BO80/1205, B086/1 02-90528-01,
R075/1208, B330/102-89532-08© e  3090/1227, AWS6/LE118-90513-04 N
o 8080/1205, B075/1208 / e , B072/1204 ' — T N——

* The following non-pivotal studies were also conducted at this center: B080/1205, B075/1208 “—~
—— , B086/102-90528-01 A —~B080/1205, B075/1208 ¢ -
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Please call the undersigned at (973) 276-2343 should you have any questions pertaining to this -

submission. )
) N e Sincerely,
_ e BERLEX‘LABOHATORIES -
i _— ﬁn Ruane
- . Manager
Drug Regulatory Affairs
esk Copy: Ms. Jeanine Best -
JMR/030 ; o . _ .
3
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o

March 17, 2000

Susan Allen, M.D., Acting Director - " TORIC £ imi e
Food and Drug Administration _ ; —_ CINT e
Center for Drug Evaluation and Research A @ { T

Division of Reproductive and Urologic Drug Products, HFD-580
Attention: Division Document Room (Room 17B20) , -

5600 Fishers Lane - B
Rockville, Maryland 20857 ' .

Re: NDA 21-225 | o
Mirena® (levonorgestrel-releasing intrauterine system)
Other: Response to Request for Information

(Biopharmaceutics)

" DearDr. Allen: ’ - - ) ' ) - -

-~ Please refer to-New Drug Application 21-225 for Mirena® (levonbrgestrel-réleasing intrauterine—:

__system), which was submitted on January-3t, 2000 for the indication, contraception. The
— Chemistry, Manufacturing and Controls information (NDA ltem 4) was presubmitted on
December 16, 1999 . -

Reference is also made to a March 10, 2000 telephone conversation between Ms. Jeanine Best
of the Division and the undersigned in which Ms. Best conveyed a request for information related
to the Biopharmaceutics review of the NDA. Specifically, Ms. Best requested that Berlex provide
a table correlating the development formulations (Compositions) with the clinical studies. In
addition, the informiation about when each of the Compositions was developed was requested.

Provided herein is a summary 'tiable which in the requested information is provided. Please note.
that this table refers to the Table of All Studies, which was submitted.in the NDA as component of
the Integrated Summary of Safety, for more detailed information. A copy of the Table of All

- Studies from ltem 8 is included for the convenience of the Reviewer. o

Please note that, as previously agreed with the Division, interim (3-month) in vivo data from the
ongoing Phase 1 study with the commercial product (Composition D) will be submitted not less
than 90 days prior to the primary user fee goal date of December 7, 2000. ‘
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—  ~Please call the undersigned at (973) 276-2343 should you have any questions pena};\ing to this
submission. —
- - Sincerely, .
e ~ . BERLEX LABORATORIES e
__ oG - R
_ o , J&“Ann Ruane S
e e e : Lo - _ Manager - . .
v - Drug Regulatory Affairs
Desk Copy: Ms: Jeanine Best
JMR/021 o -
_; -
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Drug Development & Technology
. - Division of Berlex Laboratories, Inc.
March 17, 2000
- 340 Changebridge Road _
~ PO.Box 1000 .
Montville, NJ 07045-1000 - --
- Telephone: (973) 276-2000
_Susan Allen, M.D, MPH, Acting Director N l ‘ L
DIVISION OF REPRODUCTIVE AND UROLOGIC l (J \ \ p )

DRUG PRODUCTS, HFD-580
Office of Drug Evaluation Ill
Center for Drug Evaluation & Research
U.S. Food and Drug Administration -
5600 Fishers Lane 7 Qﬁl . _
Rockville, Maryland 20857-1706 SRIC AL wmeny

Dear Dr. Allen: - ' Q M ’ o -

—_ Re: NDA 21-225 Mirena (levonorgestrel-releasing intrauterine system)

OTHER: Response to Request for Information

Reference is made to NDA 21-225 submitted on January 31, 2000 for Mirena (Ievonorgestrel-
releasing intrauterine system) a contraceptlve product. -

‘Reference is also made to phone conversations between Berlex and the Division on March 8 —

and Maich 9, 2000 during which information-was requested, as presented in bold below.
“Responses follow each of the bolded items listed below.

1. For studies AY99 and B078, please calculate the efficacy data for women who were

35 years old or under. Please present the data from qualified sites, nonqualified sites
and total.

The requested efficacy data is presented in Attachment 1. }

2. For Study Reports AY99 ind B078, how many women were 35 yrs old or under at the
end of 5 years in the studies? Please present the number from qualified and
nonqualified sites. Also, please provide the number of women who were 35 years
old or under at the start of the studies (Reports AY99 and B078).

For Study Reports AY99 and B078, a total of 277 subjects were 35 years old or less and
completed 5 years; there were 170 subjects from qualified sites and 107 subjects from —
nonqualified sites. This data’is presented in Table 2 of Attachment 1. )

—_—
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As additional information, & tctal of 662 subjects were 35 years or less at the start of the;fudies -

in Reports AY99 and B078 who also completed 5 years. Of these subjects, 457 were from
qualified sites and 205 were from nonqualified sites. This data is presented in Table 1 of

‘Attachment 1.

3. Is the inserter that was uSed in B083 the same as the to-be-marketed inserter? If not,

what are the differenceﬁ' =

The—fuf]cﬁon. dimensions, and raw materials of the inserter used in BO83 wére essentially the
same as the properties of the current, to-be-marketed inserter, but it is not the exact to-be-

-~ marketed inserter. The critical parts of the inserter, like the insertion tube diameters and

materials that are in direct contact with the IUS or the uterus, are unchanged. However, some

minor adjustments have been made in the to-be-marketed inserter:

-— The printed scale on the insertion tube has been added.

- The length of the inserter shaft has been shortened for easier handling.

- The!— flange has been replaced with a re-designed —~—— flange, for
environmental reasons.

_ 4. How wide is the inserter with device in it?

The IUS does not have an effect on the dimensions (width) of fﬁe inserter at the insertion.

When the IUS is pulled into the insertion tube according to the insertion instructions, the knobs

at the ends of the IUS arms are pressed together by the insertion tube and the total width
remains smaller than the outer diameter of the insertion tube. Specification for the tube outer

diameteris . _———

5. Please provide a list of protbcol deviations for Study Report B078.

The list of protocol deviations for this study is provided in Attachment 2. - _—_

- We trust that the information provided in this submission satisfies your request. If you h_ave_any-?' :

questions regarding this submission, please contact the undersigned at (973) 276-2240.
Sincerely,.
BERLEX LABORATORIES

=i (Buunds Maserl, Gharm 0.

Brenda Marczi, Pharm D
Associate Director '
Drug Regulatory-Affairs

il

Desk. copy: Ms. Janine Best (cover letter only)
Dr. Leslie Furlong

BMAetterlius001
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) 2 - V2 Hro2e0 8 PO. Box 1000 _
=2 T 5 Montville, NJ 07045-1000
: ) / Telephone: (973) 276-2000

February 14, 2000

— Susan Allen, M.D., Acting Director
- Food and Drug Administration . ,
Center for Drug Evaluation and Research _ T
Division of Reproductive and Urologic Drug Products, HFD-58 . » o
Attention: Division Document Room (Room 17B45) S
" 5600 Fishers Lane = : ' '
Rockville, Maryland 20857

Re: NDA 21-225 - "
Q A ~ Mirena® (levonorgestrel-releasing intrauterine system)
General Correspondence: Product Sample

Dear Dr. Allen:- -

Please refer to New Drug A;_:piic;tion 21-225 for Mirena® (levonorgestrel-releasing intrauterine
“system), which was submitted on January 31, 2000._The Chemistry, Manufacturing and Controls - -
Information (NDA item 4) was presubmitted on December 16, 1999, -

Enclosed please find the sample of the driig product that was requested by Ms. Jeanine Best of
the-Division on behalf of the Medical Officervia telephone on February 9, 2000. Please note that -
“the sample is packaged in the primary container-closure system that will be used for the
commercial product; however, the labeling is not intended to represent the labeling that will be
used for the commercial product.

Please call the undersigned at (973) 276-2343 should you have any questions pertaining to this

submission.
-2 Sincerely,
TNy 1 .-
| REvicres COMPLETED BERLEX LABORATORIES
‘5—“,' Ann Ruane - - ‘

b s i TIuEMO Manager
A : - Drug Regulatory Affairs
JMR/008
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Berlex Laboratories, Inc.
Attention: Jo=Ann M. Ruane
Manager, Drug Regulatory Affairs
340 Changebridge Road S
P. O. Box 1000 - : -
Montville;NJ 07045-1000

DearTVIs Ruane: .-

We have received your new drug application (NDA) submitted under section 505(b) of the Federal Food,:
Drug, and Cosmetic Act for the following: . .

—Name of Drug Product: ~~ Mirena (levonorgestrel, USP) Intrauterine System

Therapeutic Classification: Standard (S) -
Date of Application: January 31,2000
_Date of Receipt: _ February 1, 2000

Our Reference Number: NDA 21-225 ' . ] -

- We are adju ustmg your performancegoal dates because one_of your affi liate companjes did-not submit their
“—amual product and-establishment fees until February 7, 2000. This letter supercedes the
—aclmowledgement letter dated February 4, 2000. o , ~

__Unless we notlfy you within 60 days of our receipt date that the apphcatxon is not sufficiently complete to.
permit a substantive review, this application will be filed under section 505(b) of the Act on April 7, 2000
in accordance with 21 CFR 314.101(a). If the application is filed, the primary user fee goal date will be
December 7, 2000 and the secondary user fee goal date will be February 7, 2001.

Be advised that, as of Aprii 1, 1999, all-applications for new active ingredients, new dosage forms, new
indications, new routes of administratian, and new dosing regimens are required to contain an assessment
of the safety and effectiveness of the product in pediatric patients unless this requirement is waived or
deferred (63 FR 66632). If you have not already fulfilled the requirements of 21 CFR 314.55 (or 601.27),

please submit your plans for pediatric drug development within 120 days from the date of this letter unless

you believe a waiver is appropriate. Within approximately 120 days of feceipt of your pediatric drug
development plan, we will review your plan and notify you of its adequacy.
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If you believe that this drug qualifies for a waiver of the pediatric study requirement, you should submit a
request for a waiver with supporting information and documentation in accordance with the provisions of

21 CFR 314.55 within 60 days from the_date of this letter. We will make a determination whether to grant
or deny a request for a waiver of pediatgic studies during the review of the application. In no case,

however, will the determination be mafe gcr than the date action is taken on the application. If a waiver is

not granted, we will ask you to submit your pediatric drug development plans within 120 days from the
date of denial of the waiver.

Pediatric studies conducted under the terms of section 505A of the Federal Food, Drug, and Cosmetic Act
may result in additional marketing exclusivity for certain products (pediatric exclusivity). You should refer - -~
to the Guidance for Industry on Qualifying for Pediatric Exclusivity (available on our web site at
www.fda.gov/cder/pediatric) for details. If you wish to qualify for pediatric exclusivity you should submit

a "Proposed Pediatric Study Request” (PPSR) in addition to your plans for pediatric drug development
described above. ‘'We recommend that you submit a Proposed Pediatric Study Request within 120 days

from the date of this letter. If you are unable to meet this time frame but are interested in pediatric

exclusivity, please notify the division in writing. FDA generally will not accept studies submitted to an .
NDA before issuance of a Written Request_as responsive to a Written Request. Sponsors should obtaina -~ *-.
Written Request before submitting pediatric studies to an NDA. If you do not submit a PPSR or indicate '
that you are interested in pediatric exclusivity, we will review your pediatric drug development plan and o
notify you of its adequacy. Please note that satisfaction of the requirements in 21 CFR 314.55 alone may -
not qualify you for pediatric exclusivity. FDA does not necessarily ask a sponsor to complete the same

scope of studies to qualify for pediatric exclusivity as it does to fulfill the requirements of the pediatric
rule. — - -

Please cite the NDA number listed above at the top of the first page of any communications conceming
this application. All communications concerning this NDA should be addressed as follows:

U.S. Postal/Courier/Overnight Mail:
<~ Food and Drug Administration ' -
Center for Drug Evaluation and Research
-Division of Reproductxve + and Urologic Drug Products, HFD-580
Attention: Division Document Room' B
5600 Fishers Lane ‘
'Rockville, Maryland 20857 - ’

If you have any questions, call Jeanine Best, MSN, RN, Regulatory Project Manager, at (301) 827-4260.

) = . Sinc?ﬁ _ ,\

Terri Rumble
Chief, Project Management Staff
- Division of Reproductive and Urologic Drug Products
' Office of Drug Evaluation II
Center for Drug Evaluation and Research
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‘Berlex Laboratories, Inc. - - ‘FEB Q 5 L“““
Attention: Jo-Ann M. Ruane _ '
Manager, Drug Regulatory Affairs -

340 Changebridge Road -

P. O. Box 1000 —- . 4
Montville, NJ 07045-1000 T ' : -

* Name of Drug Product:

. you believe a waiver is appropriate.

Dear Ms. Ruane:

We have received your new drug application (NDA) submitted under section 505(b) of the Federal Food, =

Drug, and Cosmetic Act for the following:

- —

‘Mirena (levonorgestrel, USP) Intrauterine System
Therapeutic Classification: Standard (S)

Date of Application: January 31, 2000

Date of Receipt:_ - -February 1,2000

Our Reference Number: NDA 21-225
| Unless we notify you‘ witﬁin 60 days of our receipt date that the application is not suﬁiciently-complet; to
permit a substantive review, this application will be filed under section 505(b) of the Act on April 1, 2000
in accordance with 21 CFR 314.101(a). If the application is filed, the primary user fee goal date will be
December 1, 2000 and the secondary user fee goal date will be February 1,2001.

Be advised that, as of April 1, 1999, all applications for new active ingredients, new dosage forms, new
indications, new routes of administration, and new dosing regimens are required to contain an assessment
of the_safety and effectiveness of the product in pediatric patients unless this requirement is waived or

deferred (63 FR 66632). 1f you have not:already fulfilled the requirements of 21 CFR 314.55 (or 601.27), —

please submit your plans for pediatric‘$'ug development within 120 days from the date of this letter unless
ithin approximately 120 days of receipt of your pediatric drug
development plan, we will review your plan and notify you of its adequacy. - .

If you telieve that this drug qualifies for a waiver of the pediatric study requirement, you should submit a
request for a waiver with supporting information and documentation in accordance with the provisions of
21 CFR 314.55 within 60 days from the date of this letter. We will make a determination whether to grant
or deny a request for a waiver of pediatric studies during the review of the application. In no case,
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however, will the determination be made later than the date action is taken on the application. If a waiver is

not granted, we will ask you to submit your pedlatnc drug development plans w:thm 120 days from the
date of denial of the waiver. -

~s

Pediatric studlesconducted under the te_:m;of section 505A of the Federal Food, Drug, and Cosmetic Act

may result in additional marketing exclusivity for certain products (pediatric exclusivity). You should refer T

to the Guidance for Industry on Qualifying for Pediatric Exclusivity (available on our web siteat ~
www.fda.gov/cder/pediatric) for details. If you wish to qualify for pediatric exclusivity you should submit
a "Proposed Pediatric Study Request” (PPSR) in addition to your plans for pediatric drug development
described above. We recommend that you submit a Proposed Pediatric Study Request within' 120 days
from the date of this letter. If you are unable to meet this time frame but are interested in pediatric —
exclusivity, please notify the division in writing. FDA generally will not accept studies submitted to an -
NDA before issuance of a Written Request as responsive to a Written Request. Sponsors should obtaina”
Written Request before submitting pediatric studies to an NDA. If you do not submit a PPSR or indicate
that you are interested in pediatric exclusivity, we will.review your pediatric drug development plan and
notify you of its adequacy. Please note that satisfaction of the requirements in 21 CFR 314.55 alone may -
not qualify you for pediatric exclusivity. FDA does not necessarily ask a sponsor to complete the same

- scope of studies to qualify for pediatric exclusxvnty as it does to fulfill the requ:remems of the pediatric
rule.
Please cite the NDA number listed above at the top of the first page of any communications concerning
this application. All communications concerning this NDA should be addressed as follows:

U.S. Postal/Courier/Overnight Mail: -

Food and Drug Administration -

Center for Drug Evaluation and Research

"Division of Reproductxve and Urologic Drug Products, HFD-5 80 o T
- Attention: Division D_o_current Room '

5600 Fishers Lane .
Rockville, Maryland 20857 -

If you have any questions, call Jeanine Best, MSN, RN, Regulatory Project Manager, at (301) 827-4260.

Sincerely, —
[5]

Terri Rumble -
U Chief, Project Management Staff
-— - 3 Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research ...
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Drug Development & Technology
Division of Berlex Laboratories, Inc.

HAND DELIVERED

340 Changebridge Hoad-
P.O. Box 1000 ’
" Montville, NJ 07045-1000 . -
- -Telephone: (973) 276-2000

immediately following this letter. —

8600 Fishers Lane _ -
-.Rockville, Maryland 20857 :

January 31, 2000

Lisa Rarick, M.D., Director .

Division of Reproductive & Urologic Drug Products, HFD-580
Office of Drug Evaluation i

U. 8. Food and Drug Administration

"Parklawn Building, Room 17B45

Re: NDA 21-225

Mirena® (levonorgestrel-releasing intrauterine system)
—ORIGINAL NEW DRUG APPLICATION

Dear Dr. Rarick:- _

Pursuant to 505 (b) (1) of the Federal Food, Drug and Cosmetic Act and to 21 CFR 31 4.50, -
Berlex Laboratories, Inc. is submitting herewith a New Drug Application for Mirena® ]
(levonorgestrel-releasing intrauterine system) for intrauterine contraception. The Chemistry,

‘Manufacturing and Controls (CMC) section of this-NDA (item 4) was presubmitted

-on December 16, 1999. . '

Mirena® (levonorgestrel-releasing intrauterine system) is comprised of a T-shaped frame on

which a reservoir containing 52 mg levonorgestrel USP is mounted. The reservoir is covered with -

a membrane which regulates the release of levonorgestrel from the system at a nominal initial

rate of 20 pg/day. Mirena® was developed by Leiras Oy, Turku, Finland, as an intrauterine. .
contraceptive with a 5-year period of use. Schering AG, Berlin, Germany is the parent company

of Leiras Oy and Berlex Laboratories. Leiras currently markets a levonorgestrel-releasing - -
intrauterine system in Europe under the trade names Mirena® and Levonova®. Berlex plans to

use the trade name, Mirena®, forthe U.S. commercial product.

The IND for Mirena (IND — _ was previously held by The Population Council, New York, NY,
and was transferred to Berlex on March 6, 1998. However, a pre-IND meeting between Berlex
and the Division took place on January 27, 1998. The purpose of this mesting was to discuss
Berlex’s plans to submit an NDA based solely on data from clinical trials conducted in Europe,
i.e., in essence, the meeting served as a pre-NDA meeting, and the discussion topics included
the proposed contents of the CMC, nonclinical, human pharmacokinetics and bioavailability, and
clinical sections of the NDA. A copy of the Division’s minutes from this meeting is provided
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Drug Development & Technology 5
- Division of Berlex Laboratories, Inc. . @
October 6, 2000 - -
) 340 Changebﬁdga Road
_ P.O. Box 1000 ' -
Montville, NJ 07045-1000 - <
Telephone: {973) 276-2000 E -
Susan Allen, M.D., Director - ~ - &
Food and Drug Administration o
- Center-for Drug Evaluation and Research o T O AMENDMENT - N
Division of Reproductive and Urologic Drug Products, HFD-580 - - -
Attention: Division Document Room (Room 17820) - '
———5600 Fishers Lane A C ;
Rockville, Maryland 20857 L
- _ Re: NDA21-225 - R ' K
Mirena® (levonorgestrel-releasing intrauterine system) - ¥
AMENDMENT TO PENDING APPLICATION - LABELING - - -
- Dear Dr. Allen:
lease refer to New Drug Application 21-225 for Mirena® (levonorgestrel-releasing intrauterine ‘ ‘
system), which was submitted on January 31, 2000 for the indication, contraception. - EL

- 3
This submission amends ltem 2 of NDA 21-225 to incorporate updated patient labeling. Attached '
— please find four copies of the updated version of the draft patient insert. This version replaces the
~ draft patient insert submitted in the original application. An electronic copy of the updated patient
insert is provided as a MS Word 97, SR 1 file on the &nclosed 3.5 inch diskette. This diskette has i
been scanned for viruses using VirusScanNT 4.0.3a, which is produced and distributed by - - B
~ Network Associates, Inc., and is virus free= . B

" Please call the undersigned at(973) 276-2343 should you have any questions pertaining to this
submission. —

Sincerely,
BERLEX LABORATORIES ——

, Qz/rv yu 75(,@4& A- :

-Ann Ruane

Manager o/ [ /4.,90 J
Drug Regulatory Affairs b M-

“‘l' '
L TS N |
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JMR/106
' CSO ACTION:

Olermer .Elw, Cvao

g-—-r-.i-o—il

€SO INMALS DATE




 guewt - BERLEX

T B At Drug Development & Technology

Division of Berlex Laboratories, Inc.

- 3 340 Changebridge Road -
— - P£.0. Box 1000 I
_ - - ~ Montvilie, NJ 07045-1000
) Teléphone: (973) 276-2000
- -~ August 28; 2000 - R e T
- : RTer=1 1
" ORG pNENUMERT
——  -Susan Allen, M.D., Director o A
Food and Drug Administration - ‘ : e (/ / ’
Center for Drug Evaluation and Research _) ’

* Division of Reproductive and Urologic Drug Products, HFD-580
___  Attention: Division Document Room (Room 17B20) : -
5600 Fishers Lane '
--—Rockville, Maryland 20857

Re: NDA21-225 )
- Mirena®(Levonorgestrel-Releasing Intrauterine System
—- - Other: Periodic Safety Update Report

Dear Dr. Allen:™ - ]
Please refer to New Drug Application 21-225 for Mirena® (levonorgestrel-releasing .ntrauterine
system), which was submitted on January 31, 2000 for the indication, contraception, and to the

_ Chemistry, Manufacturing and Controls information (NDA Item 4), which was presubmitted on
December 16, 1999. - T

In accordance with 21 CFR 314.50(d)(5)(vi)(b), attached please find the fifst Safety Update
Report submitted for NDA 21-225. o

After analysis of the information in this report, it was concluded that there is no new safety _
information learmed about LNG 1US that may reasonably affect the statement of contraindications,
warning, precautions and adverse reactions in the draft labeling. _Therefore, new draft labeling is

not needed for this-safety update. The following components are included: -

3

Attachment 1: Periodic Safety Update Report (PSUR) for Reporting Period of September
28, 1999 to March 27, 2000 o
Provided in Attachment 1 is the PSUR from our parent company, Schering AG. It summarizes

" the Mirena® (levonorgestrel-releasing intrauterine system) safety data received from worldwide
sources during this time period and provides a detailed analysis of this new data. All available
adverse drug reaction reports have been collected, summarized and incorporated into this PSUR

Lo
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~“for the reportingT:en‘od. I covers all indications for which Mirena is marketed and it includes an
update of the worldwide marketing authorization status.

Attachment 2: Medwatch Forms for Serious Adverse Events for Reporting Period of
September 28, 1999 to March 27 2000

Please refer to Table 3 of Appen‘d‘x Il of the PSUR (provided in Attachmeént 1 of this submission).
Tabie 3 includes a line listing of serious adverse events that occurred in the reporting period of

the PSUR. Details of these listed serious adverse events in the format of Medwatch forms are
provided in Attachment 2.

Attachment 3. Addendum to the Table of All Studies for Reportlng Penod of May 31, 1999 —
"to March 27, 2000. -

This table provides updated information for studies that were ongoing as of the previous cuf-off
for the Table of All Studies in the Integrated Summary of Safety of the NDA. New studies, which
have been initiated since the last cut-off date, are also included. No new study reports f have been
completed, so this Safety Update does not include any new chmcal study reports. -
Attachment 4: Literature References for Reportrng Period of September 28, 1999 to -
March 27, 2000

There are 5 new literature references included in Attachment 4 for this reporting period.

- Attachment 5: Case Report Forms for Subjects who Dropped Out of the Ongoing US -
Study “An Open-Label, Non-Randomized Trial With A Levonorgestrel-Releasing
Intrauterine System in Young Women to Evaluate the Short Term Dosage Form
Performance Characteristics”, Protocol Number 303700. -

Since the submission of the NDA,; a new study was initiated under the Mirena® (levonorgestrel-
releasing intrauterine system) IND === This was the only study being conducted under the _
—- U.S.IND as of the cut-off date of March 27, 2000. Included-herein are case report forms for 5

——subjects who dropped out of this study._The cut-off date-for the provision of these case report

forms was June 1, 2000.

Attachment 6: IND Safety Reports for Unexpected, Serious Adverse Events for Reporting
Period of March 28, 2000 to August 28, 2000

Since the initiation of Protocol 303700, Berlex started submitting IND safety reports for
unexpected, serious adverse events to IND ~~ Copies of these are included herein
Attachment 6. o 3

Attachment 7: Clinical Study Report AY98, “Quality of Life wrth LNG IUS among former
OC and Progestasert Users”

A new study report is provided which was not included in the initial NDA. However, the subjects
from this study report are the same subjects discussed in study report AY08 that was included in
“the initial NDA. Therefore the total number of subjects in the safety database for the Integrated—
- Summary of Safety remains unchanged.
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- Please call the undersigned at (973) 276-2240 should you have any questlons pertalmng to this

‘submission. . _ ) ~ —
—_ } ; _:-; — -
_Sincerely, o
o : BERLEX LABORATORIES —

T }‘ - Punda o , hasm 0. .

. Brenda Marczi, PharmD

' . Associate Director
- . Drug Regulatory Affairs
bm/015 . oo o S - S
Desk copy: Dr. !-;;Jﬂong 7 -
3
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Mirena® lllDA'zl -225
January 31, 2000 ’ . o
Page 2 of 4 o o N

Since the January 27, 1998 meeting, and subsequent to the transfer of IND —— to Berlex
Laboratories, there have been numerous interactions with the Division related to this NDA.
Overviews of the relevant and significant interactions with the Division can be found in the -
introductions to the related ltems in this NDA; where appropriate, copies of related minutes and/or
submissions are also provnded’ T

"{'

NDA Format e T

This NDA has been formatted in accordance with 21 CFR 314.50 and the FDA “Guideline on
Formatting, Assembling and Submlttmg New Drug and Antibiotic Appllcatlons (February 1987).

* Theé assigniment of item numbers is consistent with the application outline in the current version of
the Form FDA 356h (7/97). The archival and review copies of this NDA are being submitted only
in paper, with the exception of ltem 12 (Case Report Forms), which is being submitted onlyin -
electronic format in accordance with the January 1999 FDA “Guidance for lndustry Provldmg
Regulatory Submissions In Electronic Format — NDAs".

Thls application is comprised of a 370-volume Archival Copy and a 369-volume Review Copy and
includes 6 technical sectlons -

The CMC section of this NDA (ltem 4) was presubmitted on December 16, 1999 (6 volumes), .
Item 4 of this submission includes a very limited amount of CMC information which is intended to
amend the information that was provided in the presubmission. .

ltem 12 (Case Report Forms) is provided in electronic format on three CD-ROMs and is 746.9 MB

~in size. These CDs are provided in a separate, labeled binder immediately following the first -

volume in the Archival Copy of the NDA. Iltem 12 was produced using CoreDossier® 4.0.2
Assembler and a companion module, CDER Compiler 2.0. These applications are produced and
distributed by ESPS, Fort Washington, PA. The CD has been scanned for viruses using Virus
Scan NT 4.0.33, which is produced and distributed by Network Assocnates Inc., and is virus free.

Item 19 (Other) includes mformat:on pertalmng to Financial Dlsclogurg by Cllnlcal Investigators

‘ —{21 CFR 54) and a Request for Three Years Marketing chugau

‘For the convenience of the reviewers, information pertalmng to Item 12 (Case Report Forms) and '
ltems 13-19 are provuded in Volume 1 of this submission; all other sections of the NDA follow in
numerical order. '

New CMC Information and Response to the Division's Comments on the December 16,
1999 Presubmission of item 4.

Included in Item 4 of this application is information‘intended to address the Rewewmg Chemist’s
comments on the December 1631999 presubmission of Item 4 that were conveyed to Berlex (i.e.,
the undersigned) by the Regulatory Project Manager, Ms. J. Mercier, via telephone on

January 13, 2000. Included is clarified information pertaining to the names and street addresses
of the facilities involved in the manufacture and packaging of the drug substance and drug
product. Also updated is the Attachment to Form FDA 356h which contains the requested
establishment information for each of these facilities; this attachment confirms that all
manufacturing facilities are ready for inspection. Please note that the draft package insert and
container label, which were not included in the Item 4 presubmission, are provided in ltem 2 of
this application.

' Note: items 9 and 15 are not provided s they are not applicable to this NDA.
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Item 4 also includes a corredtion to previously submitted information pertaining to the
stereochemistry of the drug substance and provides for additional sites for labeling and .
secondary packaging of the drug product.

Request for a Waiver from the‘sRequirement to Assess the Safety and Eﬂ‘ectlveness of New
S - Drugs in Pediatric Patients == =

Berlex Laboratories requests a full waiver from the requnrement to submit data adequate to
assess the safety and efficacy of the drug product in all relevant pediatric subpopulations.in
accordance with 21 CFR 314.55(c)(2)(ii), i.e., Mirena® is indicated for women who have had at
"—feast one child; because the number of such patients in the pediatric populanon is very small, the -
necessary studies would be impossible or highly impractical. (This waiver request is also
. included in ltem 6 of this NDA ) )

Electronic SAS Datasets B

For the convenience of the reviewer, a CD-ROM containing electronic copies of the integrated
safety and efficacy datasets is provided at the beginning of item 10 (Review Copy). Instructions
for use and information pertaining to the content of these SAS datasets are provided in ltem 10.9.
R Hard copies of the datasets will be provided upon request. The CD has been scanned for viruses’
usmg Virus Scan NT 4:0.3a, which is produced and distributed by Network Associates Inc., and i is
— virus free.

NDA Application Fee

The Application Fee for NDA 21 -225 totahng $285,740. 00 was sent to the FDA account at the
- Mellon Bank on January 24, 2000, via UPS Overnight delivery. This fee corresponds with the fuil
_ amount required for an application submitted in Fiscal Year 2000 that requires clinical data.

b

- Status of the Planned Phase 1 Clinical Study .

As prevnously discussed with the Division (see Item 6 for detailed background lnformatlm) Berlex
is preparing to initfate a Phase 1 clinical study in order to evaluate the shornt-temrdosage form _ .
—performance characteristics of the proposed commercial formulation.  This study is being —
-=-conducted in order to further support the request for a waiver from the requirement to conducta _-
bioequivalence study to demonstrate the equivalence of the commercial formulation
- (Composition D) and the formulations that were used in the adequate and weli-contrclled efficacy
trials (Compositions B and C). This waiver request is based on the Level A in vivo/in vitro
correlations (IVIVCs) that have been established for Compositions B and C, comparative in vitro
dissolution data, and the compositional similarity of the clinical and commercial Compositions.
[Detailed information pertaining to the IVIVCs can be found in item 6; composition and in vitro
dissolution data can be found mltem 4 (presubmission).]

In accordance with the prewously reached agreement with the Division, Berlex intends to submit
interim results from this study not less than 90 days prior to the NDA action date.
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Should you have any questlons pertaining to this original NDA submission, please call the

" undersigned at (973) 276-2343.
~ 7 i Sinéerély,

e BERLEX LABORATORIES -

y - i
: bl rn M- Xugee-

_ : J6-Ann Ruane
. ' N - . Manager N B
»_ Drug Regulatory Affairs
3



' . BERLEX

'Drug Development & Technology
Division of Berlex Laboratories, Inc.

340 Changebridge Road -
P.O. Box 1000 S
Montville, NJ 07045-1000

Telephone: (973) 276-2000

December 16, 1999 : S _ R

o Lisa Rarick,-M.D., Director
: Division of Reproductive & Urologic Drug Products, HFD-580
Office of Drug Evaluation li , _
- U. S. Food and Drug Administration
~ parklawn Building, Room 17B45
. 5600 Fishers Lane —
Rockville, Maryland 20857 -

‘ - ' Re: NDA 21-225
, : . - Levonorgestrel-releasing intrauterine system
— A Presubmission of the Chemistry Section{item 4)

-~ - Dear Dr. Rarick: o
Pursuant to .é1 CFR 314.50(d)(1)(iv), Berlex Laboratories, Inc. is presubmitting herewith the
~__chemistry, manufacturing and controls section of NDA 21-225 for levonorgestrel-releasing

- ) " intrauterine system for fertility control. Submission-of all other sectnons of the NDA is planned for
' ~" -~- January, 2000. -

Levonorgestrel-releasing intrauterine system (LNG IUS) was developed by Leiras Oy, Turku, - -

. - Finland, as oontraceptwe intrauterine system with a 5-year period of use. Like Berlex
Laboratories, Leiras Oy is a wholly owned subsidiary of Schenng AG, Berlin, Germany. Leiras
currently markets a levonorgestrel-releasmg intrauterine system in Europe under the trade names
Mirena® or Levonova®. Berlex plans to market drug product in the United States as Mirena®.

Levonorgestrel-releasing intrauterine system has been the subject of numerous interactions
between the Division and Begex Labratories. The initial interactions occurred on November 12,
. 1997, with the submission of & pre-IND meeting package in preparation for the pre-IND meeting,
whlch took place on January 27, 1998. This meeting was eonsndered a pre-IND meeting, -
; although an IND for this product was currently on file IND —— however, transfer of this IND
. from the original owner, the Population Council, New York, NY, to Berlex Labratories did not
; occur until March 6, 1998. Since the transfer of the IND to Berlex Labratories, all interactions
have been oonducted under IND —— A summary of the interactions with the DlVlSlon that

L,

¥

’ “‘"‘"




rtain to the chemistry section is provided in the-Introduction to the Chemxstry, Manufactunng
< and Controls section. ‘

" .included in this presubmnssion is complete information for NDA item 4 — Chemlstry Section.
* Included are the followmg subsections: = _

»

. -‘L. s-é~ —_ -
;W?‘: " Item4  Table of Contents
e “ltem4.1- Chemistry, Manufacturing and Controls Information
item4.2 Samples -
- . Item 4. 3 Methods Validahon Package
In awordanoe with the FDA February 1987 “Guideline for Submtttmg Samples and Analyhcal
Data for Methods Validation,” one copy of the Methods Validation Package is submitted wuth the
archival copy of item 4 and three ooples are submitted with the Item 4 review copy. T

In accordance with a December 16, 1999 telephone conversation between Ms. J. Mercier of the
Division and the undersigned, Berlex will submit a field copy of Item 4 to the FDA District Ofﬂce at -
the time the original NDA application is submitted.

Should you have any question about this submission, please call the under5|gned at (973) 276-
- 2343

~ Sincerely,
’ ) BERLEX LABORATORIES

- ﬁﬂ L ﬁ‘& e
' _ JG-Ann Ruane
-~ Manager

Drug Regulatory Affairs

4

il
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Food and Drug Administration _
Rockville MD 20857 -

Berlex - i | APR -9 198
--.  Attention: Suzanne H. Hamptgn, PhD. = _ ,
" Associate Director __ e - o
Drug Regulatory Affairs -
340 Changebridge Road
P.O. Box 1000 )
. .-Maontville, NJ 07045-1000- . : e e

Dear Dr. Hampton: , - ' T

P
e

Please refer to the Investigational New Drug Application (IND) held by The Population Cou:i&i
for Levonorgestrel-releasing Intrauterine System, IND —— -

_ - - -Wealso refer to your communications of March 6, 1998 ndﬁfying usrof the sponsorship tr;nsfer
_from The Population Council to Berlex, and providing the CV for the clinical Monitor. B

" The ownership is now considered transferred to Berlex. As sponsor of this IND, Berlex is
“responsible for compliance with the Federal Food, Drug, and Cosmetic Act and the regulations
p-omulgated thereunder (Title 21 of the Code of Federal Regulations). Those responsibilities
include reporting any unexpected fatal or lie-threatening experiences by telephone to this Agency
no later than thre€ working-days after receipt of the investigation (21CFR 3 12.32). Italso
includes reporting annually on the progress of investigations (21 CFR 312.33). . -

— Should you have any questions, pleasé contact Ms. Christina Kish at 301-827-4260.

—Your cooperation is appreciated.

_ _ Singprely, , )

Niariannc Mamn, M.D. B |

— , B ~ Deputy Director .
L --. . Division of Reproductive and Urologic

_ 3 Drug Products(HFD 580)
- Center for Drug Evaluation and Research

- : | ' ’ aslm\el'l.w.“
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