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CYCLO-PROVERA Contraceptive Injection (NDA 20-874)
Item 1. NDA Overall Index 1/1/4

ITEM 14. PATENT CERTIFICATION -

CYCLO-PROVERA Contraceptive Injection

Request for Exclusjvi ity

This application contains reports of new clinical investigations condacted or sponsored
by the applicant (as defined under 21 CFR 314.108(a)) that are essential to approval of
the application. Pharmacia & Upjohn therefore requests three (3) years of exclusivity
for CYCLO-PROVERA Contraceptive Injection, pursuant to 21 CFR 314.108(4)iv).

The following information is provided to assist in the determination of eligibility.
3

“The Upjohn Company studied several formulations in a broad program to develop an

injectable contraceptive product containing medroxyprogesterdfie acetate (MPA) and
estradiol cypionate (E2C). The dose-ranging studies involving ﬁ:jectable MPA and E2C
were sponsored by The Upjohn Company, and were conducted under IND These
studies were pivotal in the determination of the appropriate dose of the active
ingredients in CYCLO-PROVERA

In addition, the three large adequate and well-controlled studies contained within this
application which demonstrate the safety and efficacy of the product were sponsored
and conducted by the World Health Organization (WHO). WHO licensed the worldwide
rights to this clinical data to PATH/Concept Foundation. In 1994, PATH/Concept
Foundation subsequently licensed to The Upjohn Company (now Pharmacia & Upjohn)
the exclusive rights to this data for the United States and certain other countries.

No previous NDAs have been approved for this product for the “prevention of
pregnancy” indication. Although some of the pivotal studies condicted by WHO have
been reported in the public literature, Pharmacia & Upjohn has exclusive rights to the
original study records (case record forms, SAS data sets, etc.) from these studies.

R O 4

APPEARS THIS WAY .
ON CRIGINAL =



CYCHI}JENJVEEU\Cbnhimupﬁvequcﬁon(hﬂh\204ﬂ4)
Item 1. NDA Overall Index

B

1/1/3

")

ITEM 13. PATENT INFORMATION - -

CYCLO-PROVERA Contraceptive Injection

Active Ingredients

Strength

Tradename

Dog Form and

Route of Administration
Applicant Firm Name
NDA Number

Approval Date

Exclusivity - date first
ANDA could be approved

Applicable unexpired
patent numbers

LA 4

Medroxyprogesterone Acetate (MPA)
Estradiol Cypionate (E2C) =

25 mg MPA and 5 mg E2C

CYCLO-PRCVERA Contraceptive Injection

injectable suspension for intramuscular injection
-l

T
Pharmacia & Upjohn Company
20-874

To be determined (no previous applications)

Three (3) years after date of approval

None

APPEARS THIS way
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EXCLUSIVITY SUMMARY for NDA # 20-874 SUPPL # N/A_—

Trade Name: Lunelle™ Monthly Contraceptive Injection
Generic Name: medroxyprogesterone acetate and estradiol cypionate

Applicant Name: Pharmacia & Upjohn HFD-580

Approval Date 'Q’ 5’ OO
PART I: IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete
Parts IL and III of this Exclusivity Summary only if you
answer "¥ES" to one or more of the following questions about
the submission.

ale”
-

T
a) Is it an original NDA? YES/ X__/ NO / /

b) Is it an effectiveness supplement? YES / / NO / X /

If yes, what type(SEl, SE2, etc.)?

c) Did it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? (If it required review only of bicavailability
or bioequivalence data, answer "NO.")

YES / X_/ NO /__ /
If your answer is "no" because you believe the study is a
bioavailability study and, therefore, neat eligible for
exclusivity, EXPLAIN why it is a biocavailability study,
incduding your reasons for disagreeing with any arguments
made by the applicant that the study was not simply a
bicavailability study:

L

N

If it is a supplement requiring the review of clinical
data but it is not an effectiveness supplement, describe
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( the change or claim that is supported by the cl¥nical
data: . T

d) Did the applicant request exclusivity?

'-_

-5
YES / x__/ NO
/__/
If the answer to (d) is "yes," how many years of
exclusivity did the applicant request?
? -
3 years
*f
L=
e) Has pediatric exclusivity been granted for this Active
Moiety?
YES /___/ NO / X_ /

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page S.

2. Has a product with the same active ingredient(s), dosage form,
strength, route of administration, and dosing schedule
previcusly been approved by FDA for the same use? (Rx to OTC)
Switches should be answered No - Please indicate as such).

YES /___ /- NO / X/

-

If ygs, NDA # Drug Name

-

'IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9.

3. Is this drug product or indication a DESI upgradsg?

YES /[ NO /_ X /

;7 Page 2




( IF THE ANSWER TO QUESTION 3 IS ®"YES," GO DIRECTLY TO THE
STGNATURE BLOCKS ON Page 9 (even if a study was reqiired for the
upgrade) . '

PART II:

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as the drug
under cgnsideration? .Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates
or clathrates) has been previously approvedf%but this
particular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex,
Chelate, or clathrate) has not been approved. Answer "no" if
the compound requires metabolic conversion {other than
deesterification of an esterified form of the drug) to produce
an already approved active moiety.

| YES /___/ NO /_____/

If "yes," identify the approved drug product (s) containing the
active moiety, and, if known, the NDA #(s).

NDA #

NDA #

o
NDA # _ .«

- -

2. Combination product.

If the product contains more than one active moigqty (as
defined in Part II, #1), has FDA previously appraved an
application under section 505 containing any one of the active
moieties in the drug product? 1If, for example, the
combination contains one never-before-approved active moiety
and one previously approved active moiety, answer "yes." (An
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active moiety that is marketed under an OTC monograph, but
that was never approved under an NDA, is considered not
pPreviously approved.) -

YES / X_/ NO /___
i
*f
L
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If "yes," identify the approved drug product (s) contaf®ing the
active moiety, and, if known, the NDA #(s). T

NDA # 20-246 Depo-Prevega

NDA # 85-470 Estradiol Cypionate ___
E

NDA #

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO
DIRECTLY T? THE SIGNATURE BLOCKS ON Page 9. IF "YES," GO TO PART
III.

PART III:

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than bioavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant."
This section should be completed only if the answer to PART II,
Question 1 or 2, was "yes."

1. Does the application contain reports of clinical
investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans
other than bioavailability studies.) If the application
contains clinical investigations only by virtue of a right of
reference to clinical investigations in another application,
answer "yes,“ then skip to question 3(a). If the answer to

"3tfa) is “yes" for any investigation referred to in another
application, do not complete remainder of summary for that
investigation.

YES [/ X/ N /__/

IF ®NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. A clinical investigation is "essential to the approval" if the
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Agency could not have approved the application or stpplement
without relying on that investigation. Thus, the
investigation is not essential to the approval if" 1) no
clinical investigation is necessary to support the supplement
or application in light of previously approved applications
{(i.e., information other than clinical trials, such as
bloavallability data, would be sufficient to provide a basis
for approval as an ANDA or 505 (b) (2) applicationibecause of
what is already known about a previously approved product), or
2) there are published reports of studies (other than those
conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient
to support approval of the application, without reference to
the cliffical investigation submitted in the application.

For the purposes of this section, studies cd§paring two
products with the same ingredient(s) are considered to be
biocavailability studies.

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the
applicant or available from some other source,
including the published literature) necessary to
support approval of the application or supplement?

YES / X/ NO /_ /

If "no," state the basis for your conclusion that a
clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCK ON Page 9:

]

L W

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement that the publicly available
data would not independently support apprgpval of the
application? =

YES /__ / NOo / X /
(1) If the answer to 2(b) is "yes," do you personally

Page 6



know of any reason tco disagree with the appltfcant's
conclusion? If not applicable, answer NO.
YES / /

NO / X /
If yes, ekplain:
3
g‘:’
APPEARS THIS WAY
GM ORIGINAL
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(2) If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
independently demonstrate the safety and effectiveness
of this drug product?

YES /__/ NO / X/
z

If yes, explain:

{c) If the answers to (b) (1) and (b) {2) were both "no, "
identify the clinical investigations submitted in the
gpplication that are essential to the approval:

Investigation #1, Study # _M5415/0004 %

Investigation #2, Study # m/5415/0006

Investigation #3, Study #

3. In addition to being essential, investigations must be '"new"

to support exclusivity. The agency interprets "new clinical
investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not
duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectlveness of a
prev1ously approved drug product, i.e., does Thot redemonstrate
somethlng the agency considers to have been demonstrated in an

~&lready approved application.

(a) For each investigation identified as "essential to the
approval,® has-the investigation been relied on by the
agency to demonstrate the effectiveness of a, previously
approved drug product? (If the investigation was relied
on only to support the safety of a previously approved
drug, answer "no.")

Investigation #1 YES / /[ NO / X [/

Page 8
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(b)

e — -

{c)

Investigation #2 YES / / ‘NO /_ X /

Investigation #3 YES /_ [/ NO / X /

If you have answered "yes" for one or more
investigations, identify each such investigation and the

NDA in which each was relied upon: q
-,

NDA # Study #

NDA # Study #

NDA # Study #

Fok each investigation identified as "essential to the
approval, " does the investigation duplicate the results
of another investigation that was rellaﬁ on by the agency
to support the effectiveness of a prev1ously approved
drug product?

Investigation #1 YES / [/ NO / X [/
Investigation #2 YES [/ / NO / X /
Investigation #3 YES / / NO / X ./

If you have answered "yes" for one or more
investigations, identify the NDA in which a similar
investigation was relied on:

NDA # Study # _

NDA # Study # -
-

NDA: # : Study #

If the answers to 3(a) and 3(b) are no, identify each
"new" investigation in the application or supplement that
is essential to the approval (i.e., the 1nvgst1gatlons
listed in #2(c), less any that are not "newt):

Investigation #__, Study # _M/5415/0004

Investigation #__, Study # _M/5415/0006

Page 9



Investigation #__

, Study # —— —

4. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or
sponsored by the applicant. BAn investigation was "conducted
or sponsored by" the applicant if, before or during the
conduct of the investigation, 1) the applicant wgs the sponsor
of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided

~substantial support for the study. Ordinarily, substantial
support will mean providing 50 percent or more of the cost of

o r————— -

the study.
3
g".'
APPEARS THIS WAY
GHORIgIA
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(a) For each 1nvest1gat10n 1dent1f1ed in response to
question 3(c): if the investigation was carried out
under an IND, was the applicant identified on the FDA
1571 as the sponsor?

Investigation #1 !

1 '.-:'
IND # _52,.624 YES /X /! No/__/ Explain:
Investigation #2

!
IND & _52,624 YES /_ X / ! NO /__/ Explain:
Investigation # 3 %
IND # 52,624 YES / X/ ! NO /__ / Explain:

(b) For each investigation not carried out under an IND or
for which the applicant was not identified as the
sponsor, did the applicant certify that it or the
applicant's predecessor in interest provided
substantial support for the study?

Investigation #1

YES /___/ Explain NOo /__/ Explain

LR 0

&
foe g gt e bmm pem e b

Investigation #2

YES / / Explain NO / / Explain

e fem e e dem b
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(c) Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant
should not be credited with having "conducted or
sponsored" the study? (Purchased studies may not be
used as the basis for exclusivity. Howe¥er, if all
rights to the drug are purchased (not just studies on
the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or
conducted by its predecessor in interest.)

= YES /___/ NO /X /

If yes, explain:

p

<0
= 9/97!09
(§;$§Z?ureLo£/breparer Date
< - 7/25 /00
Signature of Office of Division Director o Dafe

L )

B R
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Archival NDA

HFD- /Division File
HFD- /RPM
HFD-093/Mary Ann Holovac
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- HFD # _580

EXCLUSIVITY SUMMARY FOR NDA # . 20-874 SUPPL #

Trade Name Lunelle™ Monthly Contraceptive Injection

J

Generic Name _medroxyprogesterone acetate and estradiol Cypionate _ ~ ~

Applicant Name _Pharmacia & Upjohn Company

Approval Date If Known

i R

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, but only for certain
supplements. &mplete PARTS I and IIT of this Exclusivity Summary only if you answer "yes" to one

or more of the following question about the submission. -

L 9
a) Is it an original NDA?
YES /X / NO/

—

b) Is it an effectiveness supplement?

YES /_/ NO/ X/

If yes, what type? (SE1, SE2, etc.)

¢) Did it require the review of clinical data other than to support a safety claim or change in

labeling related to safety? (If it required review only of bioavailability or bioequivalence data,
answer "no.")

YES/ X/ NO/_{

If your answer is "no” because you believe the study is a bioavﬁilability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your reasons

-~ .......for disafirecing with any arguments made by the applicant that the study was not simply a

bioavailability study.

*

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

Form OGD-011347 Revised 10/13/98
cc: Original NDA  DivisionFile  HFD-93 Mary Ann Holovac




d) Did the applicant request exclusivity?

'YES/ X/ NO/_/

If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 3 years _

¢) Has pediatric exclusivity been granted for this Active Moiety?
No

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIO?’JS, GO DIRECTLY TO
THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a product with the same active ingredient(s), dosage form, strength, route of administration, and
dosing schedulg, previously been approved by FDA for the same use? (Rx to OTC switches should be
answered NOPlease indicate as such)
g'.'

5

YES/__/ NO/ X/

If yes, NDA # . Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8.

3. Is this drug product or indication a DESI upgrade?
YES/ / NO/ X/

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).

PART Il FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

-

(Answer either.__#l or #2 as appropriate)
1 Siigle activé ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same active
moiety as the drug under consideration? Answer "yes” if the active moiety (including other esterified
forns, salts, complexes, chelates or clathrates) has been previously approved, but this particular form
of the active moiety, e.g., this particular ester or salt (including salts with lydrogen or coordination
bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has not been
approved. Answer "no” if the compound requires metabolic conversion (other than deesterification of
an esterified form of the drug) to produce an already approved active moiety.
YES/__/ NO/_/

Page 2
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If "yes,” identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

:

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and one
previously approved active moiety, answer "yes." (An active moiety that is marketed under an OTC
monograph, b?that was never approved under an NDA, is considered not previously approved.)

YES/ X/ N@/_/
L%

If “yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

'NDA# _20-246 ___Depo-Provera
NDA# _85-470 ___Estradiol Cypionate
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART IIL

g

- PART 1IN Tlﬂ!EE—YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application and
conducted or sponsored by the applicant.” This section should be completed only if the answer to
PART 11, Question 1 or 2 was "yes.” * :

Page 3



1. Does the application contain reports of clinical investigations? (The Agency interprets “clinical
investigations” to mean investigations conducted on humnans other than bioavailability studies.) If the
application ‘contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). Ifthe answer to 3(a) is
"yes" for any investigation referred to in another application, do not complefe remainder of summary
for that investigation. -

YES / X/ NO/__/

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval® if the Agency coul® not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not essential
to the approval if 1) no clinical investigation is necessary to support the supplement or application in
light of previously approved applications (i.c., information other than clinical trials, such as
bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 505(b)(2)
application besguse of what is already known about a previously approved product), or 2) there are
published reports of studies (other than those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to suppgrt approval of the application,
without reference to the clinical investigation submitted in the applicalion.

(a) In light of previously approved applications, is a clinical investigation (either conducted by
the applicant or available from some other source, including the published literature) necessary
to support approval of the application or supplement? -

YES/ X/ NO/__/

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval AND
GO DIRECTLY TO SIGNATURE BLOCK ON PAGE §:

(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness
of this drug product and a statement that the publicly availabledata would not independently
supportapproval of the application?

R G -

YES / X/ NO/__/

APPEARS THIS WAY

o CUMNAL
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(1) If the m« to 2(b) is "yes," do you personally know of any reason to disagree with
the applicant's conclusion? If not applicable, answer NO.

YES/_/ NO/X/ ~

If yes, explain:

(2) If the answer to 2(b) is “ﬁo," are you aware of published studies not conducted or

sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product?

YES/_/ NO/ X/

—_—
-—

If yes, expl?in:

3
-
L8

(c) If the answers to (b)(1) and (b)(2) were both "no,” identify the clinical investigations
| submitted in the application that are essential to the approval:

—M/5415/0004
( | __ M/5415/0006

Studies comparing two products with the same ingredient(s) are considered to be bicavailability studies
for the purpose of this section.

3. In addition to being essential, investigations must be "new"” to support exclusivity. The agency
interprets "new clinical investigation” to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug Yor any indication and 2) does
not duplicate tie results of another investigation that was relied on by the agency to demonstrate the

. effectiveness ofia previously approved drug product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved application.

APPEARS THIS WAY

Ll ML A
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a) For cach investigation identified as "essential to the approval,” has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug product?
(If the investigation was relied on only to support the safety of a previously approved drug,
answer "no.") ‘ =

Investigation #1 YES/__/ NO/ X 7.

-—

Investigation #2 YES/_/ NO/ X /

If you have answered "yes” for one or more investigations, identify each such investigation and
the NDA in which each was relied upon: =

b

b) For %each investigation identified as "essential to the approval®, does the investigation

duplicate the results of another investigation that was relied Qp by the agency to support the
effectiveness of a previously approved drug product? L

Investigation #1 YES/ / NO/ X_/

Investigation #2 YES/__/ NO/ X /

If you have answered "yes" for one or more investigation, identify the NDA in which a similar
investigation was relied on:

et m——

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application or
suppiement that is essential to the approval (i.¢., the investigatidns listed in #2(c), less any that

are not#new");
»

" M/5415/0004

__M/5415/0006

APPEARS THIS WAY
ON ORIGINAL
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4. To be eligible for exclusivity, a new investigation that is essential to approval must also have been
conducted or sponsored by the applicant. An investigation was "conducted or sponsored by" the
applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of the
IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (5t its predecessor in
interest) provided substantial support for the study. Ordinarily, substantial support will mean providing
50 percent or more of the cost of the study. .

a) For each investigation identified in response to question 3(c): if the investigation was carried
out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 ! =
IND# 52,624 YES /. X_/ | NO/__/ Explain:
1

!

111vesti?ation #2 !
!
IND # _52,624 YES/ X/ ! NO/__/ Explain:

LU

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify.that it or the applicant's predecessor in interest
provided substantial support for the study?

Investigation #1 !
1

YES/__/Explain ! NO/__/ Explain
T

!

Investidation #2 1

PRy N

YES/__/Explain ! NO/__/ Explain

G- cumh smp dma
L

APPEARS THIS WAY
ON ORIGINAL
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(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that the

applicant should not be credited with having "conducted or sponsored” the study? (Purchased

studies may not be used as the basis for exclusivity. However, if all rights to the drug are

purchased (not just studies on the drug), the applicant may be considered to have sponsored or
i conducted the studies sponsored or conducted by its predecessor in interest.)

YES/ _/ NO/ X_/

If yes, explain:
2
218119 %
7 Signature D
‘ \‘ tle:
. v _1Q )¢/ 55
(_‘ dignawre or uvince/ Date

Division Director

cc: Original NDA  DivisionFile  HFD-93 Mary Ann Holovac

iy

APPEARS THIS WAY
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EERTRPORT W RO,

CYCLO-PROVERA Contraceptive Injection (NDA 20-874) ,
Item 1. NDA Overall Index " 11/5

ITEM 16. DEBARMENT CERTIFICATION ~

Cycle-Prsvers Contracepiive Injection

Pursuant to section 306(k)(1) of the Federal Food, Drug and Cosmetic Act, the applicant
certifies that, to the best of its knowledge and belief, the applicant did & ot and will not
use in any capacity the services of any person listed pursuant to section 306(e) as debarred
under subsections 306(a) or (b) of the Act in connection with this application.

::?.2
A
Ed L. Patt Date
Manager
Regulatory Compliance
APPEARS THIS WAY -

. ON ORIGINAL

A,
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DEBARMENT CERTIFICATION FOR AMENDMENT TO NDA 20-874

CYCLO-PROVERA Centraceptive Injection
(Amendment to NDA 20-874)

Pursuant to s?cﬁon 306(kX1) of the Federal Food, Drug and Cosmetic Act, the applicant certifies
ﬂiat,ﬂl.eapphcmdidnotmdwillqotuseinany capacity the services of any persin listed pursuant
to se_ctxo_vn 306(e) as debarred under subsections 306(a) or (b) of the Act in connection with this
application. '

/S/ ¢
y/ie /95
EdL.Patt . Date
Manager .
Regulatory Compliance

. APPEARS THIS WAY
— T ON ORIGINAL
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Pediatric Page Printout for JENNIFER MERCIER

Page 1 of |

PEDIATRIC PAGE -
(Compiete for all original application and all efficacy supplements)

:E:l:)l::;A 20874 Trade Name: CYC1LG-P ;&QVEBA CONTRACEPTIVE INJ
Nowberr - Generic Name: M@’_PI ONA LMDRQXYPR_QQ_ ESTERONE
,i.‘;:': :Iement Dosage Form: SUS =

Actiont " B2 promett Comncepion

-—

3
ARE THERE PEDIATRIC STUDIES IN THIS SUBMISSION?
NO, No waiver and no pediatric data %

What are the INTENDED Pediatric Age Groups for this submission?

NeoNates (0-30 Days ) Children (25 Months-12 years)
Infants (1-24 Months) Adolescents (13-16 Years)

Label Adequacy  Does Not Apply |

Formulation Status _
Studies Needed
Study Status

Are there any Pediatric Phase 4 Commitments in the Action Letter for the Original Submission? NO

COMMENTS: -
This product is not indicated in pediatric patients.

[T PR L3

This Page was completed based on information from a PROJECT MANAGER/CONSUMER SAFETY OFFICER,
JENNIFER MERCIER

———— ) | 3 qq
Eig;turc 92_ | Datc[ Dll < /

http://150.148.153.183/PediTrack/editdata_firm.cfm?ApN=20874&SN=0&ID=590 10/6/99



PEDIATRIC PAGE

., mmummmamwx
NOTE: A new Pediatric Page must be completad at the time of sach actien even though ane was prepared at the tig_o of the last action.

—_—

ABLAF 20-7FY Supplement # Circle one: SE1 SE2 SE3 SE4 SE5 SE6
— fﬂczor},) :

morrese o~ -
}EU-:"‘“]’M wdmmdmwfmﬂtnﬂtf- ‘ csmﬂ.‘« f;’:-ﬂ‘&%m AP AE(N -

Appicant Phar=s o UtieaTherapeutic Class

indicationis) previously approved _ N 4
Pediatric information in labefing of approved indicationis) is _-;’mm_
Proposed indication in this application _ 1>/ ve « rere Jreywancy
Jg 7
FOR SUPPLEMENTS, ANSWER THE FOLLOWING QUESTIONS IN RELATION TO THE PROPOSED INDICATION.
IS THE DRUG NEEDED IN ANY PEDIATRIC AGE GROUPS? ___Yes (Continue with questions) =Ko (Sign and return the form)
WHAT PEDIATRIC AGE GROUPS IS THE DRUG NEEDED? (Check all that apply)
__Neonates {Birth- 1manth) —pinfants (imonth-Zyrs) __ Children {2-12yrs) __Adolecents(12-16yrs)

|! l{'_'

— 1. PEDIATRIC I.ABEI.IIBS ADEQUATE FOR ALL PEDIATRIC AGE GROUPS. Appropriate information has been submitted in this or previous
applications and has been adequately summarized in the labefing to permit satisfactory labefing for o padiatric age groups. Further information is not
Tequired. %

— 2. PEDIATRIC LABELING IS ADEQUATE FOR CERTAIN AGE GROUPS. Appropriate information has been submitted in this or previous applications and
hias besn adequately summarized in the labeling to permit satisfactory labeling for certain pediatric ae groups (e.g., infants, children, and adolescents
but nat necnates). Further informaticn is not required.

— 3. PEDIATRIC STUDIES ARE NEEDED. There is potential for usa in children, and further information is required to permit adaquata labeling for this use.
( — 1. Anew dasing formulation is needed, and applicant has agreed to provide the appropriate formulation.
—b. A new dosing formuiation is needed, however the sponsor is githet not willing to provide it or is in negotiations with FDA.

—C ﬂnapmcamhasmnimdmdohumhmﬂasaﬂhemed.
— 1) Studies are ongoing,
— &) Protocals were submitted and approved.
— 31 Protocols ware subrmitted and are under review,
— {4} no protocot has been submitted, attach memo describing status of discussions.

— 0. 1f the sponsor is not willing to dopﬁauicmmmnf FDA's written raqwtﬂmﬁdmudies be done and of the sponsor's
mittenmpmmpmamqtm.

L
— 4. PEDIATRIC STUDIES ARE NOT NEEDED. The drugibiclogic product has fittle potenitial for use in pediatric patients. Attach memo explaining why
pediatric studias 38 ot needed.

—5. 1f none of the above apply, sttach an explanation, as necessary.

ARE THERE ANY PEDIATRIC PHASE IV COMMITMERTS IN THE ACTION LETTER? Y _ No s
ATTACH AN EXPLANATION FOR ANY OF THE FOREGDING ITEMS, AS NECESSARY. =
This page Mnfvlemd based on information frory~” Ne-g-' el Keview {e.g., medical review, medical officer, team leader)
/5 /S 1
Signatwre of Praparer and Title. =~ ' C 70 /) Date
( OigNOABLAZ
HF JDiv Fila
NDA/BLA Action Package
RFD-006/ KRoberts (revised 10/20/97)

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT, KHYATI ROBERTS, KFD-6 (ROBERTSK)
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PEDIATRIC PAGE

(Complete for all original application and all efficacy supplements)

(_ ADA Number; 020874 Trade Name: CYCLO-PROVERA CONTRACEPTIVE INJESTRADIC +
Supplement Number: 000 Generic Name: ESTRADIOL CYPIONATE/MEDROXYPROGESTERONE
Supplement Type: N Dosage Form:

Regulatory Action: AP COMIS Indication: PREVENTION OF PREGNANCY
Action Date: .
10-5-00
indication #1 Contraception
Labei 4

"!-tl_‘

Foummlatibno

Safety and efficacy of Lunelle Monthly Contraceptive Injection have been established in women of reproductive age. Safety
) and efficacy are expected 1o be the same for postpubertal adolescents under 16 years of age and users 16 years of age
any. and older. ge of this product before menarche is not indicated.

alF
%
Lower Range Upper Range Status Dafe
Tanners Adult Waived 10/4/00
Comments: Safety and efficacy of Lunetle Monthly Contraceptive
Injection have been established in women of reproductive age.
Safety and efficacy are expected to be the same for postpubertal

adolescents under 16 years of age and users 16 years of age or
older. Use of this product before menarche is not indicated.

'This page was last edited on 10/4/00

— f,’\/flf"?i)
i: IL/
J? 4

{ Signdture -

s
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APPEARS THIS WAy
OM ORIGIHA!
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hup:l/cdsode45&rv/ncwpedsdcv/pedsview.asp?Sdurce-"—Peds&Document_id=1 797666 10/4/00
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NDA 20-874
Page 2

4

Office of:

P.K. Narang, Ph.D., F.CP.
Liaison Director, New Drugs
Global Regulatory Affairs

Telephoffé No. (616) 833-9896
Facsimile No. (616) 833-8237

October 5, 2000

wh,!

Susan Allen, M.D. %
Division of Reproductive and Urologic Drug Products, HFD- 580"
Center for Drug Evaluation and Research

Document Control Room 17B-20

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20-874

Lunelle Monthly Contraceptive Injection
(Medroxyprogesterone acetate and Estradiol
cypionate Injectable Suspension)

LABELING: Insert

Dear Dr. Allen

- --—Pursuant to a call from Ms. Mercier this morning, the requested change under

WARNINGS (Item 6; paragraph 5, last line) has been made per Division’s guidance.

Attached please find a revised (F INAL) clean copy of Physician (pi) insert for Lunelle

Monthly Contraceptive Injection. .

1.  PhysicianInsert (Version 10.5.2000; Attachment 1)
- pil005.doc (clean WORD 6.0 copy)
- pil005.pdf (pdf file format)

A copy of these files was sent electronically via e:mail to Ms. Mercier earlier today and



NDA 20-874
Page 2

-s

are also placed on the enclosed CD-ROM. The enclosed transport media was checked
using VirusScan NT (version 7) and deemed ‘virus free’. Though P&U has taken

needed precautions, use of a similar software by CDER is encouraged for added
assurance,

Should there be any questions regarding this submission, please contact me at (616)
833-9896. Please send correspondence addressed to Unit 0635-298-1 1'2 .

Sincerely,

PHARMACIA & UPJOHN COMPANY

tuh,!

P.K. Narang, Ph.D., F.C.P.

g"
Director s
Global Regulatory Affairs
PKN:
Attachments

cc: Jennifer Mercier (Desk Copy)

Xy

e - -

APPEARS THIS Y.
ON ORIGINAL
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Electronic Mail Message

. 10/5/00 10:49:56 AM

From: = —— o
To: mercierj ( mercierj@il )
Cc: -
Subject: LUNELLE Physician PI - 10/% version
‘ Hi Jen

Here is the new version (pi1005.doc), per Division's guidance. Let me
know when you are the FAX machine .. to FAX,

-
My cover letter (1et22.doc) Tar the submission being overnighted today

is also atteched.

e’
take care...!! Call me and let me know. %
thanks
PK.

APPEARS THIS WAY
ON ORIGINAL

s mrm———- -
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NDA#:
Drug:

Generic Drug Name:

Indication:

Dose: ;:
Administration:
Formulation:
Applicant:

Date of submission:

Date of memorandum:

Division Director Memorandum - -

GCT 5 2000

20-874

Lunelle™ Monthly Contraceptive Injection

Medroxyprogesterone acetate and estradiol céypionate
injectable suspension

Prevention of pregnancy

‘25 mg medroxyprogesterone acetate and 5 mg estradiol
cypionate intramuscular injection for monthly administration

Intramuscular injection every 28 to 30 =r(;"lot to exceed 33) days
Injectable suspension |
Pharmacia & Upjohn Company

April 7, 20600

October 5, 2000

Background

Lunelle™ Monthly Contraceptive Injection (Lunelle™) is an injectable drug product containing
25 mg of medroxyprogesterone acetate (MPA) combined with 5 mg of estradiol cypionate. The
product is to be agministered intramuscularly every 28 to 30 (not to exceed 33) days for female
contraception. Currently, Depo-Provera® [medroxyprogesterone acetate injectable suspension]

(DMPAY is the only injectable contraceptive product approved for use in the United States. Itisa
progestin-only contraceptive method that is administered by intramuscular injection every three

months.

The most common reason for discontinuation of either oral or injectable progestin-only
contraceptive methods is disruption of menstrual bleeding patterns, resulting ift unsatisfactory
acceptability profiles for these products. Lunelle™ was developed as an alternative to DMPA,
having an estrogen component added in an attempt to increase the incidence of regular menstrual
bleeding patterns and enhance the product's acceptability.



Lunelle™ is marketed as a contraceptive in several countries outside the United States where it is
known as CYCLO-PROVERA™. An NDA for this product was submitted to-the Division of
Reproductive and Urologic Drug Products (DRUD: ) of the FDA on Septembei 25, 1997. The
application contained the results from three phase 3 clinical trials sponsored by the World Health
Organization (WHO) and thirty-eight additional clinical trials that provided supportive safety
and/or efficacy data for the product. Numerous deficiencies were found in the database
contained in the original application, resulting in issuance of a not-approvablg letter to the
sponsor on September 25, 1998. The sponsor subsequently submitted an am&idment to the NDA
on April 16, 1999 in response to the deficiencies noted in the not-approvable letter.

Prior to submission of the original NDA in 1997, the sponsor had initiated a large U.S. trial
(study M/5415/0004) to evaluate the acceptability, efficacy and safety of the product when used
by U.S. women.- This trial was designed primarily as an acceptability trial, but data on efficacy
and safety were also collected. The trial was a non-randomized, open-label, comparative trial of
CYCLO-PROVERA™ and Ortho-Novum 7/7/7-28 tablets in 1,100 volpnteers. Results from this
trial comprised the amendment submitted on April 16, 1999 and were f8und to be supportive of
marketing approval for the product in the U.S. However, On October 1, 1999, during an FDA
inspection of the sponsor’s Kalamazoo, MI manufacturing site, significant Good Manufacturing
Practices (GMP) deficiencies at the site were discovered, resulting in a recommendation to
withhold approval of the product by the Office of Compliance. Subsequently, an approvable
letter for the application was sent to the sponsor on October 15, 1999.

Review of the Current Submission

The current submission contains results from an ongoing extension to trial M/5415/0004. This
extension trial (study * is being conducted to obtain additional safety and efficacy
information on continued, long-term use of Lunelle Monthly Contraceptive Injection. The
submission also contains results from a repeat site inspection of the Kalamazoo, Ml
manufacturing facility, revised physician and patient labeling and a draft, summary of a proposed
phase 4 commitment study assessing the effects of Lunelle™ on bone njjnieral density (BMD).

A repeat site insgection of the manufacturing facility was conducted from March 20-31, 2000
and-resulted in an “acceptable” recommendation from the Office of Compliance. Key clinical
review issues noted during the prior review cycle for this application included (1) the effect of
the product on menstrual bieeding patterns in users and (2) the adequacy of justification for the
estradiol cypionate component of the product.

3

Effect of Lunelle™ on menstrual bleeding patterns; -

As described in my previous secondary review dated September 20, 1999, there was insufficient
evidence that Lunt:llcT"W produced a more regular bleeding pattern than DMPA if bleeding
patterns other than amenorrhea were studied. Also as described in that review, the data from




study M/5415/0004 did not support the sponsor’s assertion that Lunelle Monthly Contraceptive
Injection increased the incidence of regular menstrual bleeding patterns in users. It was noted
that 58.6% of patients using Lunelle™ in that study had clinically undesirable bleeding patterns
during the fourth reference period (corresponding to months 9 to 12 of use), while 41.4% had
"normal" bleeding patterns during this use period. Bleeding patterns did not predict
discontinuation from the trial nor did they pose a safety risk in that the incidence of anemia
throughout trial M/5415/0004 was reported as 1.3% and that for trials M/541 &/0004 and —
combined was 1.7%. =

In the current submission, the sponsor again examined the effects of Lunelle™ use on menstrual
bleeding patterns in women participating in study As noted in the primary
Medical Officer’s review, use of Lunelle™ was associated with less desirable bleeding patterns
than use of contimuous oral contraception (Ortho-Novum 7/7/7), with a higher percentage of
Lunelle™ uscrs‘ﬂaving either longer withdrawal bleeding episodes (bleeding lasting more than 7
or 10 days) or amenorrhea than women using Ortho-Novum 7/7/7. The percentage of women
having a withdrawal bleed of 3-7 days was much lower in Lunelle™ usés (48%) than in Ortho-
Novum 7/7/7 users (85%) throughout the study. This does not support the sponsor’s assertion
that bleeding patterns associated with use of Lunelle™ are similar to those noted with oral
contraceptives.

Justification of the esn'ogen-comp_oncnt of Lunelle™:

According to the sponsor, the rationale for the addition of estradiol cypionate to the progestin
component of this product was to improve bleeding patterns over those typically seen with
progestin-only contraceptives, particularly DMPA. As described above, this benefit was not
demonstrated from the data provided by the sponsor in the past or current submissions. In
addition, although the sponsor claimed that the estrogen component of the product was
associated with a reduced risk of breakthrough ovulation, data contained in the submitted
applications did not support this position. However, the addition of the estrogen component was
justified for other reasons as described below. '

The sponsor provided historical data comparing ovulation rates in users of progestin-only oral
contraceptives aﬁd progestin containing contraceptive implants. The sponsor also provided data
fromra-small study (M/5415/0012) describing sonographic assessment of ovarian follicular
activity in two groups of 15 women receiving 2 cycles of either Lunelle™ or Alesse-28 (a
combined oral contraceptive containing 20 pg of ethinyl estradiol and 0.1 mg of levonorgestrel).
The results of this study showed a statistically significantly lower rate of follicular development
in Lunelle™ users versus combined oral contraceptive users. However, it did pot compare
follicular activity of Lunelle™ with the same dose of MPA alone, nor with DMPA, thereby
making it difficult to ascertain the effect of the estrogen component of Lunelle™ on ovulation
rate.



-

Resuits of a pharmacokinetic and pharmacodynamic study contained in the NDA demonstrated
tha, following treatment discontinuation, ovulation returned earlier in ‘women feceiving
Lunelle™ or a half-strength formulation of the product as compared to those who received the
same respective doses of MPA alone. This finding does provide justification for the estrogen
compoient of the product,

Safety data contained in the original application, the 1999 amendment to mat'iépplication and the
current submission did not demonstrate an increased risk for estrogen-related serious adverse
events and supported the safety of Lunelle™ as a monthly contraceptive. The most common
adverse event leading to discontinuation of Lunelle™ treatment was weight gain. Wide
variability in individual weight gain or loss was observed in trials M/5415/0004 and

——— , lpwever, an increasing percentage of Lunelle™ users in these clinical studies
exhibited weight change in excess of 10 and 20 pounds with continued treatment. This
information was incorporated into product labeling. ¥

&

Despite the lack of evidence for improvement in bleeding patterns as compared to DMPA,
Lunelle™ appears to offer the following advantages over injectable progestin-only
contraceptives: (1) a reduced incidence of amenorrhea with continued use; (2) more rapid
reversibility of drug effect following discontinuation; (3) more rapid return to fertility following
product discontinuation.

The labeling for Lunelle™ was extensively revised from the original version submitted by the
sponsor. The final format and content of the information contained in the label was desi gned to
reflect data known and risks associated with combined hormonal contraceptives and with
progestin-only injectable contraceptive products. Product specific information related to the
effects of Lunelle™ on weight change and bleeding patterns were also incorporated into the
label. All relevant comments specific to this product from each review discipline were included
in the final label dated October 5, 2000.

During the previous review cycle, at the request of the Director of the Qffice of Drug Evaluation
111, a “Clinical Sydies” section was added to the proposed Lunelle™ label. This section contains
a description of study M/5415/0004 including the patient population studied, summary efficacy
resutsand sumriaries of key safety issues, namely bleeding pattern alterations and weight

change during product use.

At the time of issuance of the approvable letter dated October 15, 1999, the sponsor agreed to
conduct one or more phase 4 studies to assess potential benefits of Lunelle™ gver an MPA-alone
product. These studies were to examine the effects of Lunelle™ on bleeding patterns, return to
ovulation and BMD. With the results from the previously noted pharmacodynamic study
demonstrating a faster return to ovulation with Lunelle™ as compared to MPA-alone products, a
single phase 4 study was recommended by DRUDP and agreed to by the sponsor during the
current review cycle. This study will evaluate the theoretical effects of Lunelle™ on BMD and



will compare these results to those of DMPA over a 2-year treatment period: Specific
modifications in the design of this phase 4 study were requested of and agreed to by the sponsor
during a teleconference on October 3, 2000. The sponsor agreed to submit a final protocol for
this phase 4 study within 6 months of product approval.

Conclusions and Recommendations =

Data contained in the 1999 amendment to the original NDA and in the current submission does
support the safety and effectiveness of Lunelle™ for marketing approval in the U.S. As noted
above, the sponsor will conduct a phase 4 commitment study to further assess the theoretical
benefits of the eg;rogen component of Lunelle on BMD. .

1 agree with the primary reviewers’ assessments and recommend approval of Lunelle™ for the
indication of female contraception. h

[22)
S——

Susan S. Allen, MD, MPH
Director, Division of Reproductive and Urologic Drug Products

nwho 7o/ 00

Cc:  NDA 20-874
HFD-580, Division File
HFD-103
SAllen, DHixon
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Electronic Mail Message

wal@: 10/4/00 4:08:32 PM
From: ——— - —— )
To: merciersj { mercierj@nl )
Subject: NDA 20-874 Cyclo-Provera

y

Hi Jen

Here is the modified cover letter as you requested this afterncon.

Let me know if this addresses your needs. We are getting down to the
last ¢ay. Appreciate you Ietyp me know that action could happen
tomormow. Just advise me bgfore you are ready to FAX. This letter
has been sent by overnight mail as well and you should get the
submission sent earlier this aftemoon and the letter at the same time
{its addressed 1o Dr. Allen). | have stated that this lefter

supersedes the previous one. Hope that is OK?

let e know,

P

rgds
PK.

Forward Header

ject: NDA 20-874 Cycio-Provera
~uthor: ————————

Date: 10/4/00 3:47 PM

The attached letter supersedes the letter included in the labeling
submission sent earlier this moming and may be appended to it.
Information requested by the Division is now shown in BOLD text.

R a1 -

APPEARS THIS WAY
A ON ORIGINAL

3

BEST POSSIBLE COPY



MEMORANDUM p
oCT 4 20

To: NDA 20-874
From: Dena R. Hixon, MD, FACOG

Medical Officer, DRUDP L
. =
Date: October 4, 2000
Re: Review of July 11, 2000 submission :

— Phase IV Bone Mineral Density study proposal
..~ FProposed labeling changes based on Reanalysis of Bleeding
<  Patterns

As noted by Dr. Scott Monroe in his review of this submission, the sponsor propd¥es a 2-year randomized
comparative study of Lunelle™ Monthly Contraceptive Injection vs. DMPA in 1380 women 18-35 years
of age (920 receiving Lunelle™ Monthly Contraceptive Injection and 460 using DMPA) evaluated by - -
DXA at screening and at 6-months intervals for lumbar spine, hip, and total body BMD. The proposed
primary endpoint is the percent of subjects in each treatment group experiencing BMD loss. An imputation
for any missing DXA value after baseline in the intent to treat analysis is proposed.

The sponsor’s power cailculations indicate that a sample size of 276 patients in the Lunelle group and 138
in the DMPA group will give 80% power with an overall type [ error < 0.05 to detect a difference of 15%
in the response rate in BMD loss between the two treatment groups. Assuming a drop out rate of 70% after
2 years, then 920 patients would be needed in the Lunelle treatment group and 460 in the DMPA group.

Reviewer’s comments
— The sponsor should modify the primary endpoint to the percent change from baseline in bone
mineral density at 1 and 2 years after initiating treatment as measured by DXA.
= Imputation of missing data is not appropriate,

The sponsor has presented the following proposals for labeling based on the reanalysis of bleeding patterns.

1. InthePI, Cf,INlCAL STUDIES section, as the third paragraph:

R Y -

r — 7
\\

]

L |

Reviewsr’s comments

A. The above paragraph is not an accurate representation of the findings in the reanalysis, It
implies that bleeding patterns seen with Lunelle™ are similar to those seen with oral
contraceptives. It also implies that individual women were followed over time and found to have



similar bleeding patterns from cycle to cycle. In fact, the re-analysis evaluated the number and
percent of women in each individual cycle that reported bleeding on various cycle days and
duration of bleeding episodes. It is unknown whether the patterns seen in a given cycle are
indicative of an indiviaual’s bieeding pattern over an entire year of treatment with Lunelle™
Monthly Contraceptive Injection.

Comparing bleeding patterns between two hormonal contraceptive methods with very different
withdrawal bleeding intervals (7 days for OCs vs. 14 or more days for Lunelle™) is not
appropriate, .

. Whereas this is a post hoc reanalysis of bieeding patterns and not the endpointidesigned_for the
phase 3 trials, it is not ideal to include this information in the labeling at all. However,
information based on monthly cycles instead of 90-day intervals, as in the original study report,
may be more clinically meaningful to clinicians.

D. The following modification is recommended:

v 7
3

T T
¥
%

A
L
E. A CLINICAL STUDIES section has not been included in previous labels for hormonal
contraceptives. If included in a CLINICAL STUDIES section, this paragraph should be moved
to the 5" paragraph.
in the PPI, SIDE EFFECTS OF LUNELLE™ MONTHLY CONTRACEPTIVE INJECTION,
Subsection 1, Vaginal bleeding, change as follows:
-y

rFe

- -
Reviewer's comment
The above paragraph does not accurately present the bleeding abnormalities reported in the
NDA. :
The following modification is recommesnded: 3

T ; 1
<

v A



” | )

Recommendations

-~ The above comments regarding the proposed Phase IV study were communicated to the sponsor
on October 3, 2000, and the sponsor committed to the requested change in primary endpoint
and not to impute missing data poiats. The sponsor will submit a final protoco} within 6 months
of approval, : =

- Labeling recommendations from all disciplines have been reviewed and incorporated into

labeling as appropriate. On October 3, 2000, final labeling revisions were negotiated with the
spensor.

8/

g
X
/ Oﬁ/w
Dena R. Hixon, M.D., FACOG |
Medical Officer, DRUDP
H
ra
>~
\ _ /«ty 4// 00
| Susan S. Aller, M.D., M.P.H. ’
| Director, DRUDP
Cc: NDA 20,874 Division File/ HFD-580/S. Allen/ D. Hixon/J Mercier

- -

APPEARS THIS Y
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1063700 TUE 14:48 FAX 618 833 0409 . PHARMACIA CORP REG AFF

Global Regulatory Affairs

Pharmacia & Upjohn

Director, Regulatory Liaison, New Drugs

For opcrator assistance call 616-833.6966

=
To: Ms. Jennifer Mercier, DRUDP
Fax No: 301-827.4267
Subject” Lunelle Labeling (NDA 20-874): Pharmacia Version, October 3, 2000
, 4
Copies:
From: _
TefNo: —m——u Fax No: —
Date: 10-3-00 Pages (including this one): 5
Dear Jen:

PHA appreciates the efforts of the Division in enhancing the labeling for Lunelle MCI.
Most of the labeling changces suggested by the Division have been accepted, excepl those
provided in the attached pages as our proposal for further enhancing balance and clarity.
The noted line numbers refer to the FDA version of October 2, 2000.

PI:

Section-Clinical Studies:

The first page refers to lines 206-216.

Section-Precautions: Weight Chanéc :
The next page refers to lines 688-703

PHARMACIA & UPJOHN, 7000 Portage Road, Kalernazoo, M1 49001

Confidentiality Note: The documents accompanying this tclecopy tranemission contum information belonging to
Pharmacia & Upjohn, which is intended only for the use of the addressee. If you are not the intcaded recipient, you urc
hereby notificd that any disclosure, copying, distribution or the taking of any action in relisnce on the contents of this
telecopied information is strictly prohibited. 1f you have received this telecopy in crror, please immediately notify us by
telephone to arrange for the retumn of the original documents to us. Thank you. )

Qoo



10-03-60 TUE 14:48 FAX 618 333 0409 " PHARKACIA CORP REG AFF - R oo2

PPI: _
Section Side Effects... : Vaginal Bleeding
The next page refers to Lines 276 -279

Since the time is short, rather than sending the complete labeling to you, we thought if would
be better if we reached consensus with you during the telecon (today at 3: 15 pm) and then
send the final version to you positively by tomorrow. All changes are higBlighted.

The telephonc no. for t-con 877 327 5618 (code: 556104)

Call me if there are any questions. At 616 833 9896 or my mobile 616 330 7541,

Regards! ':‘;
P.K. Narang

ok

A7PZARS THIS WAY
ON ORIGINAL

PHARMACIA & UPJORN, 7000 Portage Road, Kalamazoo, MI 45001

Confidentiality Note: The documents accompanying this telecopy transmission contain
3 y by B ET : B

BLULIRBALIOL OCi0on ’ ’e NAFTHNRECIO & iy ] teny R BT TH
addressee. If you are not the intended recipient, you are hereby notified that any disclosure,
copying, distribution or the taking of any action in reliance on the contents of this telacopied
information is strictly prohibited. If you have received this telecopy in error, please
immediately notify us by telephone to arrange for the return of the original documents to us.
Thank you.




Teleconference Minutes

Date: October 3, 2000 Time: 3:15 - 4:00 PM Location: Parklawn; 17B-43
NDA 20-874 Drug: Lunelle™ Monthly Contraceptive Injection
(medroxyprogesterone acetate/ethinyl estragliol}
=

Indication: contraceptive
Sponsor: Pharmacia & Upjohn

Type of Meeting: Labeling

FDA Attendees: ¢
Dena Hixon, M.D. ~ Medical Officer, Division of Reproductive and Ur°l°gi‘f.., Drug
Products (DRUDP; HFD-580) %

Scott Monroe, M.D. — Medical Officer, DRUDP (HFD-580)
Jennifer Mercier, B.S. - Regutatory Project Manager, DRUDP (HFD-580)

External Attendees:
Roger Garceau, M.D. - Clinical Development, Pharmacia & Upjohn
Charles Wajsczcuk, M.D. - Clinical Development, Pharmacia & Upjohn

- Henk deKoning Gans, M.D. - Clinical Development, Pharmacia & Upjohn
P.K. Narang, Ph.D. - Global Regulatory Affairs, Pharmacia & Upjohn
Carl DeJuliis, M.S. - Global Reg. Affairs, Pharmacia & Upjohn
Cynthia Greenwald, M.S. - Biostatistics, Pharmacia & Upjohn
Chris Bilkey - Global Business Management, Pharmacia & Upjohn
Colette Andrea - Global Business Management, Pharmacia & Upjohn

Meeting Objective: To negotiate final labeling for this drug product,

Decisions made: o

¢ the Division will require one phase 4 commitment to study bone mineral density study

*  the sponsor agrees to submit the protocol within six months post-approval and receive Division
agreerment pri(fr to study initiation

* _the sponsor agsees that the primary endpoint of this study will be modified to ‘% change from

baseline’ and the test between the arms will consider the sensitivity related to measurement error

the sponsor also agrees that the protocol will not propose to impute any missing DXA data

Labeling: See attached label.

il 23 )

Minutes Ptﬁbaw Concurrence, Chair ‘
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HFD-580/DivFile
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MEMORANDUM ':'-—(-13
aapa——

To: NDA 20-874

Through: Gerald Willett, MD I
Acting Team Leader, HFD-580 -

From: Brenda S. Gierhart, MD ¢ i
Medical Officer, HFD-580 5 _ —_—

To/a /00
Date: August 7, 2000
Re: Lunelle Monthly Contraceptive Injection

(Medroxyprogesterone Acetate and Estradiol Cypionate
Injection)

;; N-BM (Minor Clinicai Amendment)
: L. Phase IV Commitment: Bone Mineral Density Study
2. Additions to Physician lnser.t“(l’l) and Patient Package
Insert (PPI) *
Date of Submission: July 11, 2000
Date Submission Received: July 12, 2000

Current submission:

This submission contains:

. e

Modified Bone Mineral Density Study proposal- to be reviewed by Dr. Scott Monroe

Additions to P and PPl regarding using monthly bleeding analysis for Lunelle™ Monthly
Contraceptive Injection. The Sponsor has reanalyzing the bleeding data from the US clinical trial
M/5415/004 using the one-cycle analysis of bleeding patterns (see Attachment 4). The data was
originally analyzed by the WHO 90-day menstrual bleeding patterns as described by Belsey. The
Sponsor contends that providing the one-cycle bleeding pattern information in the CLINICAL
STUDIES Section (June 28, 2000 Version lines 184-193) would benefit patient-physician
communications allowing for an educated decision making.

Expected bleeding irregularities according to the WHO 90-day menstrual tleeding patterns analysis are
already discussed in the Lunelle PI CLINICAL STUDIES Section (June 28, 2000 Version lines 196-
206), indthe Lunelle P WARNINGS Section, Subsection |1. BLEEDING IRREGULARITIES (June
28, 2000 Version lines 616-634), and in the Lunelle PPI 1.Vaginal Bleeding Subsection (June 28,
2000 Version Lines 271-287). .

Review of Other Contraceptive Labels:

There was no precedent found for placing bleeding information in contraceptive labels anywhere
except under the WARNINGS Section. A prescriber would not anticipate seeing any bleeding
information to be in the CLINICAL STUDIES Section. A prescriber would not-gnticipate seeing a
CLINICAL STUDIES Section in a contraceptive label.

Depo-Provera PI has no CLINICAL STUDIES Section and only provides clinical trial data regarding
pregnancy rates in the INDICATIONS AND USAGE Section. Depo-Provera Pl only discusses
bleeding irregularities in the WARNINGS Section, Subsection /. Bleeding Irregularities. Depo-
Provera Pl WARNINGS Section, Subsection /. Bleeding Irregularities uses language similar to the
WARNINGS Section, Subsection { i. BLEEDING IRREGULARITIES of the Lunelle label, except
Depo-Provera PI provides the additional information regarding amenorrhea rates:



*

e

By month 12 amenorrhea was reported by 55% of women, and by month 24 amendithea was
reported by 68% of women using DEPO-PROVERA Contraceptive Injection.

Norplant Pl has no CLINICAL STUDIES Section and only provides clinical trial data regarding
pregnancy rates in the INDICATIONS AND USAGE Section. Norplant PI only discusses bleeding
irregularities in the WARNINGS Section, Subsection 2. Bleeding Irregularities. Norplant P!
WARNINGS Section, Subsection /. Bleeding Irregularities uses language similar to the
WARNINGS Section, Subsection 11. BLEEDING IRREGULARITIES of the Lunelle label, except
Norplant Pl provides the additionat information regarding cancer, pregnancy, and anemia:
< .
Irregular bleeding patterns associated with the NORPLANT SYSTEM could mask symptoms of
cervical or endometrial cancer. Overall, these irregularities diminish with continued use. Since
some NORPLANT SYSTEM users experience periods of amenorrhea, missed menstrual periods
cannot serve as the only means of identifying early pregnancy. Pregnancy tests should be
performed whenever a pregnancy is suspected. Six (6) weeks or more of amenorrhea after a
pa:i_c)m of regular menses may signal pregnancy. If pregnancy occurs, the capsules must be
reffoved.
Although bleeding irregularities have occurred in clinical trials, propottionally more women had
increases rather than decreases in hemoglobin concentrations, a diffeggnce that was highly
significant. This finding generally indicates that reduced menstrual bidod loss is associated with
the use of the NORPLANT SYSTEM. In rare instances, patients experienced heavy bleeding that
resulted in hemoglobin values consistent with anemia.

Oral contraceptive Pl for Brevicon, Demulen 1/35 & 1/50, Levien, Levlite, Loestrin 1/20 & 1.5/30,
Lo/Ovral, Mircette, Micronor, Modicon, Nordette-28, Norinyl 1+35 & 1+50, Ortho-Novum 1711,
10/11, 1/35 & 1/50, Ovral, Ovrette, Ovcon 35 & 50, Tri-Levlen, Tri-Norinyl, and Tri-phasil have no
CLINICAL STUDIES Section, do not discuss specific clinical trials, and bleeding irregularities are
only discussed in the WARNINGS Section, Subsection 11. BLEEDING IRREGULARITIES
following current Labeling Guidance for Oral Contraceptives, which markedly differs from the same
subsection in the Lunelle PI. The Draft Guidance for Combined Oral Contraceptives (COCs)-
Labeling for Health Care Providers and Instructions for Use (August 1999) changes subsection 11
Bleeding Irregularities.to:

6. Unexplained vaginal bleeding

Women who have unexplained vaginal bleeding, suggestive of an underlying pathological
condition or pregnancy, should be evaluated prior to initiation of COC use to avoid confusion of
the potentially pathologic bleeding with a possible COC side effect.

Mild bleeding irregularities are common among women taking COCs, particularly during the early
months of use. However, if the bleeding pattern of a COC user is suggestive of pathology or
preghancy, diagnostic measures should be taken to rule out these other causes; meanwhile, the
bengfits af continued COC use generally outweigh the risks.

The above Draft Guidance Subsection 6. Unexplained vaginal bleeding also markedly differs from
the similar subsection in the Lunetle PI.

Alesse, Ortho-Cept, Ortho-Cyclen, and Desogen have no CLINICAL STUDIES Section and only
provide clinical trial data regarding pregnancy rates in the INDICATIONS AND USAGE Section.
Bleeding irregularities are only discussed in the WARNINGS Section, Subsectiort 11. BLEEDING
IRREGULARITIES following current Labeling Guidance for Oral Contraceptives, which markedly
differs from the same subsection in the Lunelle PL

Ortho Tri-Cyclen PI has no CLINICAL STUDIES Section and provides clinical trial data regarding
pregnancy rates and acne in the INDICATIONS AND USAGE Section. Bleeding irregularities are
only discussed in the WARNINGS Section, Subsection 1 1. BLEEDING IRREGULARITIES
following current Labeling Guidance for Oral Contraceptives, which markedly differs from the same
subsection in the Luneile PL



¢ NuvaRing November 30, 1999 P1 Draft Labeling has a CLINICAL STUDIES Section which only
discusses the bleeding patterns in the studies and does not provide clinical trial data tn the
INDICATIONS AND USAGE Section. Bleeding irregularities are atso discussed in the WARNINGS
Section, Subsection 11. BLEEDING IRREGULARITIES following current Labeling Guidance for
Oral Contraceptives, which markedly differs from the same subsection in the Lunelie P1.

Recommendations: P

1) Reject Sponsor’s June 28, 2000 version Proposed US Patient Package Insert amnges highlighted
in yellow to Lines 272-278. Maintain previous wording.

r — )

3 Clinica.?:lata from Lunelle PI CLINICAL STUDIES Section regarding pregnancy rates should
be moved to the INDICATIONS AND USAGE Section

4) Clinical data from Luuelie PI CLINICAL STUDIES Section regardimgt bleeding patterns should
be moved to WARNINGS Section, Subsection 11. BLEEDING IRREGULARITIES in truncated
form to match Depo-Provera PL Lunelle should list amenorrhea rates in this subsection, as does

the Depo-Provera PL.
A
5) \ ™
—
< —
L]
- =
6 [ i S
. _

7) 1f reanalysis of data is permitted in CLINICAL STUDIES sectior, recommending rejectin_g
Sponsor’s June 28, 2000 version Proposed US Patient Package Insert changes highlighth in
yellow to Lines 184-193. Recommend Lines 170 to 195 of the June 28, 2000 be replaced with the
following:




. .{ICAL STUDIES , -

r //’—\ ]

L. . A

Due to certain limitations of the available data (loss to follow-up, lack
of pregnancy testing, use of barrier contraceptive products and concomitant medications, etc.), a
precise estimate of the failure rate is not possible, but is likely in the range of 0.1-1%. ———ea_

—— ——  (**Will need to have Statistics review Sponsor’s caiculations
and assist in calculating % with Withdrawal Bleeding lasting 10 or more days).
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Public Health Service

-

Food and Drug Administration
Rockville, Maryland 20857

MEMORANDUM
 Date: September 27, 2000 .
. < o )
- From:  Jemy Phillips, R.Ph., Associate Director for Medication Error Prevention %\ a'/ s2(n)
| Office of Post-Marketing Drug Risk Assessment

Threagh: Jennifer Mercier
Project Manager, HFD-580

- To: Susan Allen,’MD, Director, Division of Reproductive and Urologic Drug Products
|

abl
-

L
Subject: Trademark consultation for Lunelie Monthiy Contraceptive Injection (NDA 20-874)

The proposed proprietary name, Lunelle, was reviewed on 5/11/2000 (OPDRA consuit 00-0132) and
was found acceptable by the Office of Post-Marketing Drug Risk Assessment. OPDRA also finds

. lle Monthly Contraceptive Injection acceptable as the trademark for Pharmacia and Upjohn’s

1. .roxyprogesterone acetate and estradiol cypionate injectable suspension.

-y

N APPEARS THIS WAY
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7000 Portage Road

Pharmacia&Upjohn S

September 12, 2000 = g«
R o
P, F‘-:

| X o

. 3¢ e

Dr. Susan Allen, Director \ o

Division of Reproductive and Urologic Drug Products, HFD-580
Center for Drug Evaluation and Research

Document Control Room 17B-20

Food and Dgpg Administration

5600 Fisher¢ Lane

Rockville, MD 20857

L

RE: NDA 20-874
Lunelle ™ Monthly Contraceptive Injection
(Medroxyprogesterone acetate and Estradiol
cypionate Injectable Suspension)

General Correspondence
Chemistry: Correction of the Impurity Limits

Dear Dr Allen:

We would like to bring to your attention, a recently discovered inadvertent error in the
Lunelle Monthly Contraceptive Injection (previously referred to as Cyelo-Provera) new drug
application (NDA 20-874). Therefore, in accordance with 21 CFR § 314.60 (a), we are -
amending New Drug Application NDA 20-874 with this minor information correction item.

-y

Specifically, the impurities limits for two of the impurities MPA and -~
MPA) of th¢ drug substance medroxyprogesterone acetate were reversed. Please refer to

- -ltem 4A, Chemistry, Manufacturing and Controls, Part ID, Drug Substance, page 4/1/43 of
the current NDA that was submitted in September 1997. The correct limits are:

———  MPA impurity: NMT «—

——  MPA impurity: NMT -~ »
For convenience, a corrected copy of this page is provided in Attachment 1. Note that the
above correction is in agreement with our amendment to Drug Master File .
— - - dated August 29, 1997 (see Attachment 2). Batch data to
support the corrected impurity limits is shown in Table 1 of Attachment 2.

We sincerely apologize for any inconvenience this error may have caused.



NDA 20-874
Page 2

-

If you have any questions regarding this submission, please contact me at (616) 833 9896. Please
send correspondence addressed to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY

=/ B
PK. Narang, Ph.D.,F.CP.
Liaison Director
Globa! Regulatory Affairs

PKN:crdt ;;

Attachments

UL

cc: ;Icnnifer Mercier (Desk Copy)
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NDA 20-874 (Lunelle) -

TO G. Willett, MD
S. Allen, MD, MPH I
e
FROM S. Monroe, MD vd Ay

SUBJECT NDA 20-874 (Lunelle) — Phase IV Bone Mineral Density Clinical Trial

DATE 17 August 2000

Attached is another revised Protocol Summary from Pharmacia & Upjohn for the Phase IV bone
mineral density§BMD) Study. In the cover letter of 9 August 2000, the sponsor "apologizes" for
their "oversight" in the earlier submission. In brief, Pharmacia & Upjohn confirm that they
intend to enroll 920 pts into the Lunelle arm and 460 pts into the Depo-Prowa arm, with the
expectation that 276 and 138 pts in the Lunelle and Depo-Provera arms, resp'éctiveiy, will
complete 2 yrs of treatment. If they honor their commitment, this will be a very valuable study as
it will be the first adequatety powered prospective study of the possible adverse effects of Depo-
Provera on BMD.

Pharmacia & Upjohn have clarified slightly, but not modified, their proposed statistical analysis
of the BMD data and the primary endpoint. Do we need to discuss our concerns with them at this
time regarding the proposed analysis/primary endpoint, or is their commitment to conducting the
study adequate for now? There are no substantive study design issues other than those relating to
the statistical analysis/primary endpoint. These issues were addressed in my review of the
previous version of the protocol and remain unchanged.

. Sty Lo @dolrsot
Coneun : Wufwo#‘w CWW;:A":":L, ;;Yf;f Hin (Vo)
[/ |

/ %/ foo

Scott
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7000 Porlage Road

» Pharmacia&Upjohn T e e

August 9, 2000

Dr. Susan Allen, Director g
Division of Reproductive and Urological Drug Products HED-580
Center for Drug Evaluation and Research

Food and Drug Administration
5600 Fishers Lane ,
Rockville, MD 20857 RE: NDA 20-874
- Lunelle Monthly Contraceptive Injection
E (Medroxyprogesterone Acetate and
Estradiol Cypionate l.l:}iecﬁon)
General Correspondence *
Corrected Version: Phase 4 Committment
Dear Dr. Allen:

Per a telephone request from Ms. Deguia yesterday to clarify the sample size related aspects of the
Phase 4 Bone Mineral density study proposat previously sent, Pharmacia and Upjohn is pleased to
attach a ‘corrected version’ designed to assess the benefit of the added estrogen (Attachment 1).
The total number of women anticipated to be enrolled is 920 for the Lunelle Monthly Contraceptive
Injection (Test Arm) and 460 for the Depo-Provera Contraceptive (Reference) arms. At 2 years, we
expect to have 276 and 138 evaluable women in the Test and Reference arms, respectively. We
would like to bring to your attention that bath “Primary End Point” and “Interim Analysis”
sectionshave been reworded for enhanced clarity.

We apologize for the oversight at the time when this outline was last submitted and hope the Division
would find this version acceptable. We look forward to sharing the “Draft Protocol” with you in due
time, post-approval, to seek guidance and feedback on the adequacy of specifics. If you have any
questions regarding this submission, please contact me at (616) 833-9894. Send all correspondence
addressed to,Unit 0635-298-113.

“-Sinterely, *
PHARMACIA & UPJOHN COMPANY

-— ) )
" /’\_ FAAN /-—'-'-—"2/"

P.X. Narang, Ph.D.,F.CP. APFE A’.RS THIS W AY
Liaison Director

Global Regulatory Affairs ON ORIGINAL
PKN:Imf

Arttachment

cc: Ms. Eufrecina Deguia (Desk Copy)



Fom ' OMB No.
OEPARTMENT OF HEALTH AND HUMAN SERVICES B are: w20 125100338
. FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Reguiations, 314 & 601) 20-874 °°
APPLICANT INFORMATION
[ NARE OF APPLICANT DATE OF SUBMISSION

Pharmacia & Upjohn Company August 9, 2000
TELEPHONE NOQ. {Inciude Area Code} : FACSIMILE (FAX} Number (Include Area Codej
(616) 833-9896 (616) 833-8237
APPLICANT ADDRESS (Number, Sirest, Clty, Siafe, Country, ZIP Code or Ma# Code, and AUTHORIZED U.S. AGENT & ADDRESS (Number, Street, City,
U.S. License number & previously issued): Stale.ZIP Code, telephone & FAX number} IF APPLICABLE

7000 Portage Road _
Kalamazoo, Michigan 49001

{ PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APRLICATION NLIBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If praviously issued)

ESTABLISHED NAME (e.g., Proper name, USPAUSAN name) PROPRIETARY NAME {irade name) IF ANY
Lunelle™

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (¥any) Medroxyprogesterone acetate and estradiol {r CODE NAME (If any)
cypionate

" DOSAGE FORM. STRENGTHS: ROUTE OF ADMINIS TRATION:
Injectable Suspension 25 mg MPA; 5mgEp Inframuscular Injection

(PROPOSED) INDICATION(S) FOR USE: Prevention of pregnancy.

APPLICATION INFORMATION

APPLICATION TYPE

‘~hack one) & NEW DRUG APPLICATION (21 CFR 314.50) [0 ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
[0 BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, iDENTIFY THE APPROPRIATE TYPE 0 ses)(n [ 505 (b) (2) 0O so7
IF AN ANDA, OR AADA, IDENTIFY THE REFERENGE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Naaw of Drug Holder of Approved Application
TYPE OF SUBMISSION
(chack one} ] ORIGINAL APPLICATION [0 AMENDMENT TO A PENDING APPLICATION 0 RESUBMISSION
[] PRESUBMISSION {0 ANNUAL REPORT [ ESTABLISHMENT DESCR!PTION SUPPLEMENT [0 SUPAC SUPPLEMENT
im | EFFICACY SUPPLEMENT [} LABELING SUPPLEMENT [0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT K OTHER

REASGN FOR SUBMISSION  + ‘
General Correspondence: Corrected Version of Phase IV Commitment

PROPOSED MARKETING STATUS (check one) & PRESCRIPTION PRODUCT (Rx) {3 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED one THIS APPLICATION IS [ PAPER  [J PAPER AND ELECTRONIC [J ELECTRONIC

ESTABLISHMENT INFORMATION

Include name, addrass, contact, telepone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing {e.g. Final
dosage form, Stability testing) conducied at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Provide locations of ali manufacturing, packaging and control sites for drug substance and drug product (continuglion sheets may be used if necessary).

Cross References (list related License Applications, INDs, NDAs, PMAs, 510{k)s, IDEs, BMFs, and DMFs referenced in the
current application) :

A ™NDs -

EF

FORM FDA 356h (787) Page 1



At Eudrecine. De Gruia

7000 Portage Road
Katama?oo, Mi 49001-0199

@ Pharmacia &Upjohn Tlonone: (616) 83400

July 27, 2000

Marianne Mann, MD
Division of Reproductive & Urological Drug Products HFD-580 =
Center for Drug Evaluation and Research

I‘

Food and Drug Administration
Document Control Room 17B-30
‘5600 Fishers Lane
Rockville, MD 20857
3
SERIAL NO. 046 -
Re: IND 52,624
Lunelle® Contraceptive
Injection (Medroxyprogesterone
Acetate and Estradiol Cypionate)
Protocol Amendment
Change in Protocol
Dear Dr. Mann:

Item 6 — Protocols

Change in Protocol

Protocol 839FEH0034-0002 (Medroxyprogesterone-acetate (MPA) and estradiol-cypionate
(E2C) injectable suspension: A pharmacokinetic and pharmacodynamic study after single
subcutaneous administration of either 15 mg, 20 mg, or 25 mg MPA in combination with 5
mg E2C in prc-menopausal obese women. (Protocol submitted in Serial No. 044, dated
~=-=3/F7/00). -+

This amendment to the protocol incorporates FDA recommendations and comments. It
provides a reduction in the age limit and an extension of the follow up period 10 improve the
quality of the information obtained from the trial. The age range will change from 18-45
years to 18-35 years (inclusive) and the follow up period will be extended for up to 120 days,
if needed.

Protocol Amendment #1 provides for a reduction in the age limit and an extension of the
follow up period to improve the quality of the information obtained from the trial. A copy of
Amendment #1 can be found on pages 1-5.



IND —
Page 2

If you have any questions regarding this submission, please contact me at (616) 833-9164.
Please send correspondence addressed to Unit 7025-298-113.

e

Sincerely,
PHARMACIA & UPJOHN COMPANY
¢
Qu\)k DRV H
Carl M. Deluliis, MS, RPh
Regulatory Affairs
CMD:kmyv
Attachments

cc: Eufrecina DeGuia (FDA, CS_O) letter and form

ok

APPEARS THIS WAY |
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L




- DRUG NAME (Trade): Lunelle Injection

DEPARTMENT OF HEALTH AND HUMAN
. SERVICES OPDRA POSTMARKETING SAFETY
PUBLIC HEALTH SERVICE REVIEW

FOOD AND DRUG ADMINSTRATION -
A FROM: Denise P. Toyer, Safety Evaluator OPDRAPID #

- Allen, M.D., Director Division of Drug Risk Evaluation If HFD-440 | D000459

sion of Reproductive Drug Products (HFD-580) , -

DATE REQUESTED: ASAP REQUESTOR/Phone #: ' JUL 19 200
—_—— Eufrecina DeGuia, Project Manager -
DATE RECEIVED: May 10, 2000 301-827-4260 .
DRUG (Est): Medroxyprogesterone acetate and | NDA# 20-874 SPONSOR: Pharmacia and Upjohn
estradiol cypionate ;

EVENT: Thromboembolic events and other serious adverse events .

Executive Summary: Lunelle Injection, a monthly injectable contraceptive, is currently under review in the Division of
Reproductive and Urologic Drug Products. The clinical database contained a few reports of thromboembolic events. The trade names
for the foreign equivalent of this product are: CycloProvera, CycloFem, CycloFeming, CycloCesion, and Novafem. The Division
requested & review of the WHO Adverse Event Database for any serious adverse event reports including any reports of '
thromboembolic events. Thesgearch revealed one hundred nineteen WHO ART terms. The following terms, possibly associated with
thromboembolic events, were“identified: cerebrovascular disorder (3), myocardial infarction (1), pulmonary embotism (6), two
phlebitis terms (5), subarachnoid hemorrhage (2), four thrombophlebitis terms (8), and three thgombosis terms (4). The entire report is
attached and contains other terms that may be considered serious adverse events. The WHO report only includes a line listing of the
terms and does not include any outcome or causality data and may include duplicate cases.

Reason for Request/Review:

The Division of Reproductive and Urologic Drug Products is currently reviewing a pending new drug application for Lunelle. The
clinical database contained cases of thromboembolic events. This drug is currently marketed outside of the United States. DRUDP
requested a search of the World Health Organization (WHO) data base for all serious adverse events inciuding any thromboembolic
cases.

Relevant Product Labeling: Not Applicabie

l. e Information: NotlApplicable

Search Date: May 30, 2000 Search Type(s): AERS Literature X Other: World Health Organization
June 16, 2000 Databage

Search Criteria: Drug Names: Medroxyprogesterone Acetate and Estradiol Cypionate

MEDDRA Temms: Not Applicable

Search Resuits: -

. WHO indicated that the combination medroxyprogesterone acetate and estradiol cypionate is not found in the WHO dictionary. WHO
was unable to find any information on the following tradenames: CycloProvera, CycloFem, CycloFemina, CycloGeston, and
Novafem. However, WHO searched for the following active ingredients medroxyprogesterone and estradiol and found the following
products. ‘ .

Divina by Neofarma, LTD of Finland (medroxyprogesterone acetate and estradiol valerate)
Klimaxi] by LEOQ AB, of Denmark (medroxyprogesterone acetate and estradiol)
Trevina by Ercopharm, of Denmark (medroxyprogesterone and estradiol)’

Discussion / Conclusions: The WHO search identified 119 WHO AKT terms that included 199 reports for Divina, 23 for Klimaxil,
and 2 for Trevina. The following termsy possibly associated with thromboembolic events, were identified: cerebrovascular disorder
(3), myocardial infarction (1), pulmonary embolism (6), two phlebitis terms (5), subarachnoid hemorrirage (2), four thrombophiebitis
terms (8), and three thrombosis terms (4). The WHO report only includes a fine listing of the terms and does not include any outcome
or causality data. The entire report is attached 2nd contains other terms that may be considered as serious adverse events.

_g_evi-ﬂar’sﬂicn:z;j Date: &?L 7/'1,/0# Team Leader’s Signature / Date: C,O 12004
: [/
‘.E.._ —p e —ypm—o - _;r_,,:),f Dd’ 7 / 00 Office Director Signature / Date:

‘chme{# WHO Report

- BLST POSSIBLE COPY



Ce: NDA# 20874
L¥D 580 Division File/DeGuia/Hizon/MO-TL
Rodgriquez/Piazza-Hepp/Toyer/Chron/Drug
TR )

-

J

"*~ctronic File Name: Luacile. Thromboembotic.06-00-00. Toyer.D000459.doc
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Teleconference Minutes- AP
: i\
Date: June 12, 2000 Time: 1:00 - 1:30 PM Location: Room 18B-09
NDA 20-874 Drug Name: Lunelle ™ Monthly Contraceptive-h\jection
(medroxyprogesterone acetate and estmd:ol cypionate
injectable suspension)

Indication: Prevention of pregnancy
Sponsor: Pharmacia & Upjohn
Type of Meetini: Guidance (Clinical)-

Meeting Chair: Dr. Dena Hixon External l.?rticipint Lead: Dr. P.K. Narang
kS
Meeting Recorder: Ms. Eufrecina DeGitia

FDA Attendees: _

Eufrecina DeGuia - Regulatory Project Manager, DRUDP (HFD-580) .
Dena Hixon, M.D. — Medical Officer, DRUDP (HFD-580)

Scott Monroe, M.D. - Medical Officer, DRUDP (HFD-580)

Exterual Participants:

Charles Wajszczik — Clinical Development
Carl Deluliis — Global Reguilatory Affairs
Maureen McConnell — Biostatistics

Cynthia Greenwald ~ Biostatistics

P.K. Narang, Ph.D. — Global Regulatory Affairs

Meeting Objectives: To discuss the status of the review and the issues regarding Pharmacia & Upjohn’s
submission on the re-analysis of bleeding pattern.
-

Background: :On September 26, 1997, Pharmacia and Upjohn submitted an original NDA seeking approval for
“nfarketing the product in the United States. The application revealed clinical deficiencies that resulted in a Non-
Approval decision on September 25, 1998. A complete response to this action was submitted on April 15, 1999

but found to be inadequate to support approval due to unresolved Chemistry and labeling deficiencies. The
application was issued an Approvable (AE) action on October 15, 1999. An amendment was submitted on April
6, 2000 which constituted another complete response to the fast AE action. This application is on a six-month

review clock. .

Decisions reached:

e to demonstrate the benefit of adding estrogen; a revised Protocol Summary should be submitted for a BMD -
study with Lunelle and cither a single comparator, Depo-Provera (150 mg every three months), or a three-
arms study with Depo-Provera and 25 mg MPA monthly as comparators; sponsor may include bone
resorption markers (not required) in addition to DEXA scans of the lumbar spine and hip (required); this
revised summary should be submitted prior to action on the application




I

Meeting Minutes
Page 2
*  as previously stated, final protocol should be submitted within six months of gction-and it should state when

‘ the study will be initiated and when the results are expected
s arationale should be included in the RMD protocol justification for the selection of a one-year primary
endpoint instead of a two-year endpoint
¢ BMD study will take precedence to the other suggested Phase 4 commitment
+ the submitted re-analysis of bleeding pattern will not change any of the labeling suggestions already made
by the Division
e the sponsor may submit proposed labeling to advise clinicians of expected blgeding patterns

Action Items:
¢ meeting minutes will be sent to the sponsor in 30 days

3 i

7 7/
. ) L 7 /Ay
Signature, minutes prep'arer 7/"%96 Concurrence, Chair

NOTE: These minutes are the official minutes of the meeting. You are responsible for notifying us of any
significant differences in understanding you have regarding the meeting outcome.

cc:
NDA Arch:
HFD-580/DeGuia/TRumble
{ HFD-580/DHixon,SMonroe
drafted: DeGuia/06.20.00
Concurrences: TRumble06.26.00/SMonroe07.05.00/DHixon07.10.00
Final: EDeGuia07.10.00

MEETING MINUTES

)

i —— -
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7000 Portfe Road

N - . Kalamazoo, Ml 49001-0199
Pharmacia&Upjohn remone (616 32400

June 7, 2000 T :;?, UL
Ms. Janine Best ' Sy T

Division of Reproductive and Urologic Drug Products, HFD-580
Center for Drug Evaluation and Research

‘Document Control Room 17B-20

Food and Drug Administration

5600 Fishersd.ane

Rockville, MD 20857

RE: NDA 20-874
Lunelle ™ Moathly Contraceplwe Injection

(Medroxyprogesterone acetate and Estradiol cypionate
Injectable Suspension)

GENERAL CORRESPONDENCE
INTERNATIONAL LABELING

NEW CORRESP
NC

Dear Ms. Best:

As [ indicated to you over the phone this afternoon, after our submission on the above topic had left
carlier this moming stating that no English version was available, we were able to get hold of an
English version of labeling for Cyclofemn (product marketed in Indonesia) (See Attachment A). This
product is under the license of Concept Foundation in Thaitand. Pharmacia and Upjohn (P&U) does
not currently market this product in any international markets.

We hope that you and the Division would find this labeling information useful. If you have any
questions regarding this submission, please contact me at (616) 833-9896. Send all correspondence
addressed to Unit 0635-298-113. -
»
. Sincerely, 3

PHARMACIA & UPJOHN COMPANY a
WEZATEN
P.K. Narang, PhD:fT e i 0
Director r_‘:\,f?,':. uW-’LE'Z'X l \\;\0
Global Regulatory Affairs — ‘ : 56 A
‘___......—---—'—‘-"-—_---4-.— Y —
: ~a AN _— .
PKN:Imf ;:3. e ,‘2{..: T ” 1A 5
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7000 Portage Road

( @ Pharmacia&Upjohn Regrone e 33 4008

'\.:i‘g,\_. o S

June 6, 2000

Ms. Janine Best

Division of Reproductive and Urologic Drug Products, HFD-580
Center for Drug Evatuation and Research

Document Control Room 17B-20

Food and Drug Administration

5600 Fisheds Lane '

Rockville, MD 20857

RE: NDA 20-874 . -
Lunelle ™ Monthly Contracébtive Injection
(Medroxyprogesterone acetate and Estradiol cypionate

Injectable Suspension)
GENERAL CORRESPONDENCE =~ NEW CORRESP
INTERNATIONAL LABELING Ny
Dear Ms. Best
‘ Ms. Eufrecina Deguia (Project Manager, DRUDP) voice mail message of Jime 2, 2000 forwarded a

request from the Division for providing intemational labeling of LUNELLE Monthly Contraceptive
Injection. Pharmacia and Upjohn (P&U) does not currently market this product in any international
markets.

Medroxyprogesterone acetate (25mg) and Estradiol cypionate (5 mg) Injectable Suspension
(CYCLOFEM and CYCLOFEMINA) is marketed in several countries (i.e.Brazil, Chile, Mexico,
Indonesia, etc) by other companies. Recent P&U’ s attempts to procure an English version of a label
have not been successful. Therefore, we are unable to provide you with=any International Labeling at
this time. Pgr Ms. Deguia’s instructions, this submission is being sent to your attention.

- ~~~Hf-you have any questions regarding this subrnission, please contact me at (616) 833-9896. Send ail
correspondence addressed to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY -2

? Zer e
P.K. Narang, Ph.D., F.
Global Regulatory Affaits Director

PKN:kmv

BEST POSSIBLE COPY




Meeting Minutes - | -g,qw

Date: June 2, 2000 Time: 11:00 AM - 12:00 PM Location: Conference Room “0O”

NDA 20-874 Drug Name: Lunelle ™ Monthly Contraceptive Injection
(medroxyprogesterone acetate and estradiol cypionate
injectable suspension) =
Indication: Prevention of pregnancy
Cartridge
Sponsor: Pharmacia & Upjohn

Type of Meeting: Status (Clinical)

Meeting Chair: Dr. Susan Allen
.
%

Meeting Recorder: Ms. Eufrecina DeGuia

FDA Attendees:

Susan Allen, M.D., M.P.H., Director, Division of Reproductive and Urologic Drug Products
(DRUDP; HFD-580)

Florence Houn, M.D., M.P.H. - Office Director, ODE III

Terri Rumble, Chief, Regulatory Project Management Staff, DRUDP (HFD-580)

Eufrecina DeGuia, Regulatory Project Manager, DRUDP (HFD-580)

Dena Hixon, M.D. — Medical Officer, DRUDP (HFD-580) '

Scott Monroe, M.D. — Medical Officer, DRUDP (HFD-580)

Dhruba Chatterjee, Ph.D. - Pharmacokinetics Reviewer, OCPB @ DRUDP (HFD-580)

Meeting Objectives: To discuss the status of the review and the issues regarding Pharmacia & Upjohn’s
submission on the re-analysis of the bleeding pattern.

Background: On September 26, 1997, Pharmacia and Upjohn submitted an original NDA seeking approval for
marketing the product in the United States. The application revealed clinical deficiencies that resulted in a Non-
Approvai decigion on September 25, 1998. A complete response to this action was submitted on April 15, 1999
but found to be inadequate to support approval due to unresolved Chemistry and labeling deficiencies. The

“application wa$ issued an Approvable (AE) action on October 15, 1999. An amendment was submitted on April
6, 2000 which constituted another complete response to the last AE action. This application is on a six-month
review clock.

Discussion Points:
e the significant amount of weight gain noted in study subjects could be of concern to potential users and
should be addressed in labeling =
e the re-analysis of bleeding pattern does not support any changes from previous labeling recommendations
e clinically undesirable bleeding patterns by Belsey’s criteria were reported (>60%) compared with
Ortho-Novum (>40%)
o the sponsor proposes a “normal or clinically acceptable” withdrawal menstrual bleeding period from
Day 18-31 post dosing; the Division does not consider this to be normal or acceptable




——

Meceting Minutes
Page 2

¢ estrogen was added to the DMPA product to produce a bleeding pattern that would more closely mimic a
normal cycle, hoping to show that monthly injections would result in monthly tterine bleeding similar to
that found in naturally cycling women and that induced pharmacologically in women using combined oral
contraceptives; the proposal did not support this assertion by the sponsor so Phase IV studies may be needed
to further justify the estrogen component

* another theoretical advantage of adding estrogen to DMPA is that it might contribute to a positive
effect on bone (i.c., less or no bone loss as reported for DMPA alone)

~o inhibition of ovulation is a result of the MPA component and the addition of egirogen may ichibit follicular
= .

activity

¢ carly studies submitted with the originat NDA do show a faster return to ovulation with the combination
product than with MPA alone

¢  with regards to the decreased incidence of amenorrhea, it is not clear whether this is due to the estrogen

component of Lunelle or due to the monthly administration of the combined product compared to the three-
month injectable formulation that contains 150 mg of MPA

Decisions reached: -

e the rate of weight change should be addressed in the PRECAUTION séftion of the fabel; it should be
moved up to #2 under the General Precaution of the PPI ; in addition, it should be in a “table” format not
“text” format

a revised Protocol Summary for BMD studies with a comparator should be submitted
» a final protocol for the BMD studies should be submitted within six months of action and should state when
the study will be initiated and when the results are expected to be reported to the Division

¢ arationale should be included in the justification for the selection of a one-year primary endpoint instead of
two-year endpoint

e the submitted re-analysis of bleeding pattern will not change any of the labeling suggestions previously
made by the Division

o the Division did not see any proposal for bleeding pattern changes in labeling; the sponsor may submit
proposed labeling to advise clinicians of expected bleeding patterns

¢ the sponsor will be asked to commit to Phase 4 studies on BMD

+ the 1997 WHO study will be reviewed by the Division including the PK/PD data on return to ovulation of
womien after treatment with MPA alone and after treatment with MPA + estrogen; if data is not adequate
then additional Phase IV study may be required '

Action Items: -
e review will fontinue as scheduled

o —a—— - -

g,\ /S/

7/ /o0 : 372>

Signature, minutes preparer Concurrence, Chair

K]

APPEARS THIS WAY
0N DRIGINAL.
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cc:

( NDA Arch: ’ -
HFD-580/DeGuia/TRumble
HFD-580/TRumble/SAllen/SMonroe/DHixon,DChatterjee/FHoun
drafted: DeGuia/06.19.00
Concurrences:DHixon06.19.00/TRumble06.26.00/DChatterjec06.27.00/SMonroe/SAllen07.10.00
final: EDeGuia07.10.00

MEETING MINUTES ° =
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Pharmacia&Upjohn

Global Regulatory Affairs
David W. Johgson, Associate Director
Gilobal Promotjpn & [ abeling

s 0632-298-130
Telephone No. (616) 833-4395
Facsimile No. (616) 833-8532

May 31, 2000

Lisa Stockbridge, Ph.D.

Division of Drug Marketing,

Advertising, and Communications, HFD-42
Document Control Room 17B-20

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

't

RE: NDA 20-874
LUNELLE™ Contraceptive Injection (medroxyprogesterone acetate and estradiol
cypionate contraceptive injection) )

Dear Dr. Stockbridge:

As discussed in our telephone conversation on May 31, 2000, Pharmacia & Upjohn is
formally withdrawing the submission to DDMAC dated January 14, 2000, in which we
requested review of proposed introductory promotional materials for LUNELLE
Contraceptive Injection. We are planning to resubmit these materials for your review and
comment aﬁer‘approv'al of the NDA and finalization of the labeling.

- Inthe mcantin;t':, please contact me at (616) 833-4395 if you have any questions.
Sincerely, |
[l ¥/
David W. Johnson, R.Ph.
Associate Director

Global Promotion & Labeling

cc: Jennifer Mercier, B.S.

Phamacia & Upjohn
7000 Portage Raad
Kalarmazoo, Mli 49001-0109




- Dear Dr. Hixon:

-—

7000 Portage Road
Kalamazoo, M! 45001-0189
» Telephone: (616} 833-4000

y XD

Dena Hixon, M.D. | "3
Division of Reproductive and Urological Drug Products HF» 580
Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20-874

Lunelle ™ Monthly Contraceptive Injection
(Medroxyprogesterone Acetate and
Estradiol Cypionate Injection)

DESK COPY

Per Ms. Jennifer Mercier’s recommendation, Pharmacia and Opjohn is sharing this Desk
Copy of a briefing document dealing with; what we believe is a more scientifically
appropriate and robust analysis of, the ‘menstrual bleeding’ data following the use of the
Lunelle ‘Monthly* Contraceptive Injection. Our ultimate intent, as you may envision, is to
possibly explore its relevance and have an opportunity to revisit components of the current
proposed labeling impacted by the new analysis.

Since the finalization of the US pivotal trial study report (/0004), thére has been a general
consensus among those working with this project within the company and many external
OB/GYN experts regarding the relevance of the ‘per-protocol analysis® submitted to you in
our Amendment # 001 (April 15, 1999). This primarily reflects the use of Belsey’s
methodology, designed for the assessment of bleeding patterns for ‘longer acting” products,
as applied to a monthly injectable contraceptive. Since our original submission was based on
the WHO trials data, which employed similar methodology for analyses, it was deemed
Pprudent to apply same definitions to compare the data in these trials.



NDA 20-874
Page 2

There are three primary reasons why we undertook this effort during the last few months:

1. Clinical development planning for the registration of a subcutaneous (SQ) dosing
route for a ‘new’ combination product further optimizing the return to ovalation and
hopefully, menstrual bleeding experience of the end-user. This necessitated an
assessment of the merits and adequacy of the Belsy’s approach to ‘bleeding’ data for
a product with a once monthly cyclic dosing. Our intent is f use this monthiy
methodology in the Phase I/II study submitted with our new IND for the SQ route
(May 1, 2000).

2. Lack of a monthly injectable reference product for guidance on an accepted approach
= to analysis of such data.

3. Feedback and discussions with OB/GYN experts regagding the relevance (e.g., in
terms of familiarity and improving the understanding/sounseliny for both physician
and women) of the bleeding information in the current proposed labeling for Lunelle
Monthly Contraceptive Injection.

In this new analysis, we are providing an approach more suited for handling bleeding data for
this product consistent with a ‘monthly contraceptive injection’. Establishment of windows
for variables borrows from the experience/approach employed by products with similar
monthly cyclic regimens.

We recognize the possibility that the Division may deem any subsequent submission,
‘clinically significant new data’ (per 21 CFR 314.60 (a}). Given the ongoing review of the
NDA, P&U would be very pleased if you could provide us with some feedback in a week on
the feasibility of furthering this approach to assist us in charting the next steps.
If there are any questions, please do not hesitate to call me at 616 833 9896.
Best regards! =
Sincerely,
PHARMACIA & UPJOHN COMPANY
oo .
C w) &E, o go«d APPEARS THIS WAY
P.K. Narang, Ph.D., F.CP. ON ORIGINAL
Director '

PKN:Imf
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CONSULTATION RESPONSE \
Office of Post-Marketing Drug Risk Assessment '
(OPDRA; HFD-400)

J

~ATE RECEIVED: 4/26/00 | DUE DATE: 5/19/00 | OPDRA CONSULT #: 00-0132

TO:
Susan Allen, M.D.

Acting Director, Division of Reproductive and Urologic Drug Products
HFD-580

THROUGH:
Jennifer Mercier
Project Manager
HFD-580

n K

PRODUCT NAME: MANUFACTURER: Pharmacia and Upjohn
Luaelle ,

(medroxyprogesterone agetate and
estradiol cypionate injectible
suspension) _
NDA #: 20-874 . ¥

SAFETY EVALUATOR: Peter Tam, R.Ph.

OPDRA RECOMMENDATION:
OPDRA has no objections to the use of the proprietary name, Lunelle. See the checked box below.

FOR NDA/ANDA WITH ACTION DATE BEYOND 90 DAYS OF THIS REVIEW

This name must be re-evaluated approximately 90 days prior to the expected approval of the NDA. A re-review of
the name prior to NDA approval will rule out any objections based upon approvals of other proprietary
names/NDA’s from the signature date of this document. A re-review request of the name should be submitted via e-

mail to “OPDRAREQUEST” with the NDA number, the proprietary name, and the goal date. OPDRA will respond
back via e-mail with the final recommendation.

FOR NDA/ANDA WITH ACTION DATE WITHIN 90 DAYS OF THIS REVIEW

OPDRA considers this a final review. However, if the approval of the NDA is delayed beyond 90 days from the
date of this review, the name must be re-evaluated. A re-review of the name prior to NDA approval will rule out any
objections based upon approvals of other proprietary names/NDA's from this date forward.

AOB PRIORITY 6 MONTH REVIEWS =
OPDRA will monitor this name until approximately 30 days before the approval of the NDA. The reviewing
~ division need not‘submlt a second consult for name review. OPDRA will notify the reviewing division of any

changes in our reCommendation of the name based upon the approvals of other proprictary names/NDA's from this
date forward. :

/s , lr% Slulaced
Jerry Phillips, R.Pn. Peter Honig, MLD.
Associate Director for Medication Error Prevention Director *
Office of Post-Marketing Drug Risk Assessment Office of Post-Marketing Drug Risk Assessment
Phone: (301) 827-3242 : Ceater for Drug Evaluation and Research

Fax: (301) 480-8173 Food and Drug Administratioa




~ Office of Post-Marketing Drug Risk Assessment
HFD-400; Rm. 15B03
Center for Drug Evaluation and Research =

PROPRIETARY NAME REVIEW -

DATE OF REVIEW: 5/4/00

NDA#: 20-874 H
NAME OF DRUG: Lunelle
{medroxyprogesterone acetate and estradiol cypionate
injectable suspension)
NDAHOLDER: ¢  Pharmacia and Upjohn
-
%
L INTRODUCTION:

This consult was written in response to a request from the Division of Reproductive and Urologic Drug
Products (HFD-580) on April 26, 2000, to review the proposed proprietary drug name, Lunelle, in
regard to potential name confusion with existing proprietary/generic drug names. The goal date is June
7, 2000.

The Labeling and Nomenclature Committee (LNC) previously reviewed the proposed proprietary name,
Lunelle. LNC found the proposed proprietary name, Lunelle, acceptable.

PRODUCT INFORMATION

Lunelle contains medroxyprogesterone acetate and estradiol cypionate as its active ingredients. It is
available as a 0.5 mL aqueous suspension and contains 25 mg medroxyprogesterone acetate and 5 mg
estradiol cypionate. When Lunelle injection is administered at the recopmended dose to women every
month, it inhibi{s the secretion of gonadotropins, which, in turn, prevents follicular maturation and
ovulation. Although the primary mechanism of this action is inhibition of ovulation, other possible
‘mechanisms of action include thickening and a reduction in volume of cervical mucus (which decrease
sperm penetration) and thickening of the endometrium (which may reduce the likelihood of

implantation).

Lunelle, Monthly Contraceptive Injection, is effective for contraception during the first cycle of use
when administered as recommended. The recommended dose of Lunelle Monthly Contraceptive
Injection is 0.5 mL administered by intramuscular injection, into the deltoid, gluteus maximus, or
anterior thigh. Second and subsequent injections is monthly (28-30 days) afier the previous injection, not
to exceed 33 days.

Lunelle Monthly Contraceptive Injection will be available in a vial containing enough product to deliver
0.5 mL for single-dose administration.




L

RISK ASSESSMENT:

The medication error staff of OPDRA conducted a search of several standard published drug product
reference texts'* as well as several FDA databases* for existing drug names whick sound alike or
look alike to Lunelle to a degree where potential confusion between drug narmfies could occur under
the usual clinical practice settings. A search of the electronic online version of'the U.S. Patent and
Trademark Office’s Text and Image Database was also conducted®. An expert panel discussion was
conducted to review all findings from the searches. In addition, OPDRA conducted three
prescription analysis studies consisting of two written prescription studies (inpatient and outpatient)
and one verbal prescription study, involving health care practitioners within FDA. This exercise was
conducted to simulate the prescription ordering process in order to evaluate potential errors in
handwriting and verbal communication of the name.

A. EXPERT PANEL DISCUSSION

The expegt panel consists of members of OPDRA’s medication error Safety Evaluator Staff and a
represenfitive from the Division of Drug Marketing, Advertising and Communications
(DDMAC).

-
-

LY
1. The expert panel expressed some concerns with the existing approved product, Luminal Injection
and a few other potential names such as Activella, Vivelle, Ludiomil, Lamisil and Lexxel.
However, considering the limited use and distribution of this proposed product, Lunelle, the
panel did not feel the name had much safety risk potential for confusion.

4
phenobarbital 130mg/ml |divided doses IM
or IV

Activella Tablet containing 1 mg  |One tablet daily [*SA
estradiol and 0.5 mg
norethindrone -

Vivelle » Transdermal estradioi One patch daily |*SA

- patch, available in
B ‘ 0.05/0.75/0.1/0.375 ug

Ludiomil Tablet-25/50/75 mg, 75-150 mg/day *SA

maprotiline

* MICROMEDEX Healthcare Intranet Series, MICROMEDEX, Inc., 6200 South Syracuse Way, Suite 300, Englewood,

" Colotado 80111-4740, which includes the following published texts: DrugDex, Poisindex, Martindale (Parfitt K (Ed),

Martindale: The Complete Drug Reference. London: Pharmaceutical Press. Electronic version.), Emergindex, Reprodisk,
Index Nominum, and PDR/Physician’s Desk Reference (Medical Economics Company Inc).

 American Drug Index, online version, Facts and Comparisons, St. Louis, MO.

? Facts and Comparisons, online version, Facts and Comparisons, St. Louis, MO.

* Drug Product Reference File [DPR), the Established Evaluation System [EES), the AMF Decision Support System [DSS],
the Labeling and Nomenclature Committee [LNC] database of Proprietary name consultation requests, and the electronic
online version of the FDA Orange Book. '

3 WWW location http://www.uspto.gov/tmdb/index.html.

— e 2. BEST POSSIBLE COPY



Tablet- terbinafine 250 mg/day for 6- | *SA
12 weeks =
- {hexxel Extended-release tabiets, {One tablet daily |*SA
combination of enalapril +
felodipine
*SA = Sound-alike
*LA = Look-alike

The pﬁnel concluded that the above listed drugs and Lunelle pose no significant safety risk,
and therefore, the proprietary name, Lunelle, is not objectionable.

2. DDMA- no objections

'
-
LY

EARS THIS WAY
APPON ORIGINAL

- ——— -

- BEST POSSIBLE COPY

£ ]
)




B. PRESCRIPTION ANALYSIS STUDIES

1. Methodology: -

These studies were conducted bv OPDRA and involved 94 health nrofessinnals comnrised of
pharmacists, physicians, and nurses within FNA to determine the degree of confusion of Lunelle

- with other drug names due to the similarity in handwriting and verbal pronunciation of the name.
Inpatient order and outpatient prescriptions were written, each consisting of (known/unknown)
drug products and a prescription for Lunelle (see below). These prescriptions were scanned into
a computer and were then delivered to a random sample of the part:cxgatmg health professionals
via e-mail. In addition, the outpatient orders were recorded on voiceail. The voice mail
messages were then sent to a random sample of the participating health professionals for their
interpretations and review. After receiving either the written or verbal prescription orders, the
participants sent their interpretations of the orders via e-mail to the medication error staff.

Lunelle 0.5 mLIM
Lunelle 0.5 ml., ™ ' Sig: As directed  _
Sig: As directed - %
Inpatient RX:
To receive Lunelle 0.5 mL IM x 1 on April 29.
2. Results:
The results are summarized in Table I.
Table I
Study #of #of Correctly Incorrectly e
Participants | Responses Interpreted Interpreted 0.
- 04 ~ =
.- Written 32 16 (50%) 16 0 ')
Outpatient -
Verbal 3 18 (58%) 12 6 l:-'_l
e Writlen 31 20 (65%) | 19 1 o0
Inpatient : s
Total 94 54(57%) | 47 (87%) 7 (13%) (7o
- (72
o
- Q.
-
<
Sl Correct '}
Sincorrect (o)




HI.

Eighty-seven percent of the participants responded with the correct name, Lunelle The incorrect
written and verbal responses are as follows in Table II.

-
H

C.  SAFETY EVALUAT

Table 11

Incorrectly
Interpreted

Written Inpatient

Lunette

Verbal

Phonetic Variable
Rgm__nses

Linel

Lemel (3)

Lounel

Loenil

RISK AS

A number of product names were identified in the expert panel discussion that were thought to be
similar to Lunelle. Luminal (phenobarbital) injection was identified to have potential for
confusion with Lunelle due to its sound-alike and look-alike similarities. Both drugs are
injectable products, but Lunelle is indicated for pregnancy prevention while Luminal is used for
sedative and anti-convulsion therapy. Lunelle is recommended for IM use and so is Luminal (IM
or 1V). Despite these similarities, Lunelle and Luminal differ in terms of dose, strength, dosing
interval and other factors such as to how and when the drug will be used as well as the patient
population that will use this drug.

The results of the verbal prescription study indicates that twelve (out of eighteen) participants

interpreted Lunelle correctly. In the written outpatient and inpatient studies, sixteen (out of

sixteen) and nineteen (out of twenty) participants interpreted the proposed name, Lunelle

correctly. Many of the incorrect responses were misspeiled/phonetic variation of the drug

name. Finally, in all three studies, we did not uncover any overlapping existing drug names.

Because of the size of the study, this does not provide persuasive evidence that an error might not
.. ... occur wifen exposed to the general population. :

LABELING, PACKAGING, AND SAFETY RELATED ISSUES:
We have no comments.
RECOMMENDATIONS:

OPDRA has no objections to the use of the proprietary name, Lunelle.

OPDRA would appreciate feedback of the final outcome of this consult. We would be willing to meet
with the Division for further discussion, if needed. If you have further questions or need clarifications,
please contact Peter Tam at 301-827-3241.
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Peter Tam, R.Ph. T
Safety Evaluator
Office of Post-Marketing Drug Risk Assessment

Concur: /S/ : H
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Jerry Phillips, Ki'n

Associate Director for Medication Error Prevention
Office of Post-Marketing Drug Risk Assessment
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NDA -20-874
Office Files
HFD-580; Jennifer Mercier, Project Manager, DRUDP
HFD-580: Heidi M. Jolson. M.D.. Division Director. DRUDP -
HFD-042; Patricia Staub, Regulatory Review Otticer, DDMAC (Electronic Only)
- HFD-440; Debbie Boxwell, Safety Evaluator, DDREI, OPDRA -
HFD-400; Jerry Phillips, Associate Director, OPDRA
HFD-400; Peter Honig, Director, OPDRA (Electronic Only)
HFD-002; Murray Lumpkin, Deputy Center Director for Review Man.agcment (Electronic Only)
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NDA #20-874 - Sponsor: Pharmacia & Upjohn -ug: Lunelle Monthly Contraceptive
Injection
f -
= ~ Appendix A
’ (Trademark Review by OPDRA)
"
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( Meeting Minutes =
Date: May 9, 2000 Time: 12:00-12:45 pm ' Location: Parklawn; 17B-43
NDA 20-874 Drug: Lunelle™ (medroxyprogesterone acetate and estradiol cypionate)
Indication: Contraception =

Sponsor: Pharmacia and Upjohn

Type of Meeting: Status/Label Meeting

Meeting Chair: 'Er, Susan Allen; M.D.

Meeting Recorder: Jeanine Best ‘{—

FDA Attendees:

Florence Houn, M.D., M.P.H., Director, Office of Drug Evaluation Il (ODE III, HFD-103)

Susan Allen, M.D., M.P.H., Acting Director, Division of Reproductive and Urclogic Drug Products
(DRUDP, HFD-580)

Dena Hixon, M.D., Acting Team Leader, DRUDP (HFD-580)

Scott Monroe, M.D., Medical Officer, DRUDP (HFD-580)

( David Lin, Ph.D., Chemist, Division Of New Drug Chemistry I (DNDC II) @ DRUDP (HFD-580)

DJ Chatterjee, Ph.D., Pharmacokinetics Reviewer, Office of Clinical Pharmacology and
Biopharmaceutics, (OCPB) @ DRUDP (HFD-580)

Terri Rumble, B.S.N., Chief, Project Management Staff, DRUDP (HFD-580)

Jeanine Best, M.S.N,, R.N., Regulatory Project Manager, DRUDP (HFD-580)

Meeting Objective: To discuss status of reviews, labeling issues, and approvability of this NDA.

Background: This NDA was originally submitted on September 25, 1997 and received a not approvable
action on September 25, 1998. The sponsor then submitted this application om April 15, 1999 and
received an approwvable action on October 15, 1999. The sponsor submitted this resubmission dated April
6, 2000 as compléte response to the action letter.

Discussion:

Biopharmaceutics:

* no new data submitted :

o label will be reviewed for any changes to PK section since last review
¢ memo will be written if labeling issves are resolved

o

Chemistry:

» inspection of facilities are acceptable

o carton and packaging labels received; appear acceptable
(“ s OPDRA Tradename consult is pending




NDA 20-874
Meeting Minutes
Page 2

Clinical:

clinical safety update data and summary appear acceptable

review should be complete by end of next week
labeling:

* 1o suggestion of benefit from estrogen component to be aliowed in label ,_
¢ Bone Mineral Density (BMD) statement is otherwise identical to that of Depo-Provera label and

should not be removed from this label; BMD loss is a potential safety issue
¢ sponsor indicated irregular bleeding occurs during early cycles and may continue throughout

usage of product

e ADVERSE REACTIONS section is similar to that appearing in the Estrostep® label; no issue

found with the differences

Regulatory iS§ue; this product may not _meét the criteria for combination drug rule; re-evaluate
whether sponsor demonstrated benefit of estrogen component; improvement in bleeding patterns not
shown; sponsor needs to describe rationale for meeting the drug combmdfon rule and Division will

evaluate and determine acceptability of their response

formulation of drug product can be justified; product has been used for many years in several other
countries; during last review cycle, product determined to be effective as a contraceptive; with no

safety issues identified

sponsor reported that they would send protocol for Phase 4 studies within six months of approval;
they are proposing a non-comparitor BMD study with 150 new users, with follow-up for one year
with possible extension to two years; Division will provide recommendations for Phase 4 study

designs

Decisions made:

none at this time

Unresolved decisions:
NDA approvability in light of regulatory issues related to combination drug rule

Action Items:
D. Hixon and S. Monroe to work on wording on BMD statement in the label
D. Hixon to ¢ontact OPDRA to check for AE’s, and especially VTE’s in the WHO database for

.. foreign postrijarketing reports

J. Best to obtain 1972 DESI Notice in the Federal Reglster regarding the effectiveness of estrogen

and progestin in oral contraceptives

The Division will continue to address justification of the estrogen component
The Division will request the sponsor to submit appropriate final Phase 4 protocols prior to approval

®

Minutes Preparer
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cc:

Original IND

HFD-580/DivFile

HFD-580/PM/Best/Mercier
HFD-580/Allen/Hixon/Monroe/Chatterjee/Lin/Rumble
HFD-103/Houn

drafted: JAB/May 9, 2000

concurrence: Chatteljce,05209.00/l-lixon,05,l 1.00/Rumble,05.11.00/Allen, 05.12.00
final: May 16, 2000
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Pharmacia & Upjohn

@ Pharmacia&Upjohn Kt 410
Tologhom: (616) 833-4000

s DESK COPY.

Division of Reproductive and Urologic Drug Products, HFD-580
Center for Drug Evaluation and Research

Document Cétrol Room 17B-20

Food and Drug Administration

5600 Fishers Lane o
Rockville, MD 20857 *

Attentin: Susan Allen, M.D.

Re: NDA 20-874
Lunelle ™ Monthly Contraceptive Injection
(Medroxyprogesterone acetate and Estradiol cypionate
Injectable Suspension)

General Correspondence
Labeling: Non-Insert

Dear Dr. Allen

On May 1, 2000, Ms. Jennifer Mercier from your Division requested that Pharmacia and Upjohn
(PNU) resubmit the “non-insert labeling™ to NDA 20-874. PNU is pleased to provide the following

copies (1 of each): - .
1. : Vial
~emwvs 2.+ Sample Vial
3. 1 Sample Carton
4, 3, 25, and 1 pack cartons

Back in October of 1999, the FDA found the above “non-insert labeling” to be acceptabie.

T

APPEARS THi.




NDA 20-874
Page 2

If you have any questions regarding this submission, please contact me at (616) 833-9896. Please
send correspondence addressed to Unit 0635-298-113.

Sincerely,

cc: Jennifer Mcrcier ( Two Desk Copies)

P

APPEARS THIS WAY
ON ORIGINAL

. BEST POSSIBLE COPY
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Meeting Minutes

Date: April 26, 2000 Time: 9:00 - 10:00 AM Location: Parklawn; 17B-43
NDA 20-874 Drug: Lunelle™(medroxyprogesterone acetate and estradiol cypionate)
Indication: Contraception =

Sponsor: Pharmacia and Upjoim
Type of Meeting: Status and Review Mecting
Meeting Chair: Susan Allen, M.D.

Meeting Recorder: Jennifer Mercier, B.S. o~
Y

FDA Attendees:

Florence Houn, M.D. - Director, Office of Drug Evaluation III (ODEIII; HFD-103)

Susan Allen, M.D. — Acting Director, Division of Reproductive and Urologic Drug Products (DRUDP);
HFD-580

Marianne Mann, M.D. — Deputy Director, DRUDP (HFD-580)

Dena Hixon, M.D. — Acting Team Leader, DRUDP (HFD-580)

Scott Monroe, M.D. - Medical Officer, DRUDP (HFD-580)

David Lin, Ph.D. - Chemist, Division of New Drug Chemistry II (DNDCII) @ DRUDP (HFD-580)

Jeanine Best, M.S.N., R.N. — Regulatory Project Manager, DRUDP (HFD-5 80)

Terri Rumble — Chief, Project Management Staff, DRUDP (HFD-580)

Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

Meeting Objective: To discuss the completeness and acceptability of this resubmission.

Background: This NDA was originally submitted on Septerber 25, 1997 and received a not approval
action on September 25, 1998. The sponsor then resubmitted this application on-April 15, 1999 and
received an approvable action on October 15, 1999. This resubrmission dated April 6, 2000 was
submitted as a corpplcte response by the sponsor.

Decisions made: -

Clinical

¢ this response to the AE letter appears complete

* the sponsor proposed minor labeling changes form the proposed label sent to them with the
approvable letter dated October 15, 1999

¢ the sponsor has submitted the Phase 4 study summaries and the Division will review them and
provide any comments to the sponsor =

* this application is being reviewed as a Class 2 resubmission because the sponsor submitted additional
clinical data requiring review for the label



- NDA 20874
Mecting Minutes
Page 2

i)

Chcnustry
* application is considered complete for resubmission review

¢ Lunelle™ Once A Month Contraceptive will need another tradename review by OPDRA
¢ the inspection has been requested for the sterile product facility; EES has listed the site as approved

Action Items:

¢ send sponsor acknowledgement letter of complete response as a Class 2 resubmission with 6 month
review clock (complete); the Division will try for completion in two months =
¢ send consultation to OPDRA for tradename review (complete)

D N
Sa— ——
Minutes‘i’repartr v Concurrence, Chair ’ \f/// S0
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Original NDA

HFD-580/DivFile '
HFD-580/PM/Rumble/Pauls/Mercier
HFD- 5SOIAllmMamﬂ{monlMonrochm/Rhec/ParekhIChattegee/Best

drafted: April 27, 2000
concurrence:

Rumble4.28.00/Mann4.28.00/Best4.28.00/Hixon5.1.00/Allend.28.00/Houn4.28 OOH:.mS 04.00
final: JAB/May 8, 2000

MEETING MINUTES
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NDA 20-874

. Pharmacia & Upjohn

Attention: P.X. Narang, Ph.D., F.CP. APR

Liaison Director 26 2000
Global Regulatory Affairs =

7000 Portage Road

Kalamazoo, MI 49001-0199

Dear Dr. Narang'

We achxowledge receipt on Apnl 7, 2000 of your April 6, 2000 resubmission to your new drug

application (NDA) for LUNELLE™ ' Monthly Contraceptive Injection (medroxyprogesterone
acetate and estradiol cypionate injection).

This resubmission contains additional chemistry and clinical information submitted in response
to our October 15, 1999 action letter.

We consider this a complete class 2 response to our action letter. Therefore, the user fee goal
date is October 7, 2000.

If you have any questions, call Jennifer Mercier, B.S., Regulatory Project Manager,
at (301) 827-4260.

Sincerely, ,
{p o AQ (o/ o0
\ /
Term Rumble
Chief, Project Managemeiftt Staff
ARS THIS WAY Division of Reproductive and Urologic Drug Products
. ON ORIGINAL - Office of Drug Evaluation III

Center for Drug Evaluation and Research

£




cc:
Archival NDA 20-874

 HFD-580/Div. Files
HFD-580/F Mercier
HFD-580/Allen/Mann/Hixon/Monroe/Rhee/Lin/Parekh/Chatterjee

DISTRICT OFFICE

Drafied by: IM/April 26, 2000
Initialed by: <
final: :
oF
£ Y
CLASS 2 RESUBMISSION ACKNOWLEDGEMENT (AC)
(DDR: Update the user fee goal date based on the class of resubmission.)

APPEARS THIS i
ON ORIGINAL
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April 6, 2000

Dr. Lisa Rarick, Director

P W L) H - . ~ )
' - 1
¢

AZ

Division of Reproductive and Urological Drug Products HFD-580 ;
Center for Drug Evaluation and Research

Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

-
H

Dear Dr. Rarick;

Per 21 CFR 314.60, Pharmacia and Upjohn (P&U) is pleased to provide this amendment, in
anticipation of what we hope would constitute a ‘complete response’ to the letter received
October 15, 1999 for the NDA 20-874 for Lunelle Monthly Contraceptive Injection.

Our response to issues agency wished for us to address is summarized below:

* Manufacturing Deficiencies at the/—— Plant -
P&U is amendmg this application to permit the manufacturmg of the Lunelle Monthly
Contraqcpt:ve Injection in our recently upgradcd —— . production facilities in Kalamazoo,
-~~~ ML Alf relevant information pertaining to * — validation’ supporting the manufacturing
of Lunelle Monthly Contraceptive Injection is described in P&U’s “ —_
Facility Upgrade” Type V DMF (DMF ' -——  submitted on March 27, 2000. We
understand that Dr. Peter Cooney (Office of New Drugs Chemistry) found the ——
validation package acceptable. In addition the Detroit Office staff has indicated that P&U is
free to manufacture and release products from this facility. -

Note: the product formulation, manufacturing processes, specifications, and packaging

remain unchanged.

RE: NDA 20-874

Lunelle Monthly Contraceptlve Injection
(Medroxyprogestemne Acetate and
Estradiol Cypionate Injection)

Amendment 002
Response to October 15, 1999
Approvable Letter

P -'..‘ -
VP UL 7000 Portage Road

Pharmacia&Upjohn

Kakmnazoo, M{ 49001-0199
Telephone: (616) 833-4000

-

REVIEWS COHLEIED

€S0 ACTIN: _

ey e i8N0
fcsomimais DATE
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NDA 20-874
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-

= Revised Labeling: Physician and Patient Inserts

On October 15, 1999, P&U also received from the Division proposed Iabelmg suggestxons
and recommendations for both Physician and Patient Insert (attached to the *Approvable
Letter) for LUNELLE Monthly Contraceptive Injection. The letter requested P&U to submit
revised ‘draft’ labeling as a part of this amendment. The following ‘Lbeling’ files are
provided (Attachment 1):

1. Physician Insert (Revised: P&U-strikeout version dated 3/31/2000)
2. Patient Insert (Revised: P&U: strikeout version dated 3/31/2000)

Both WORD and the Adobe Acrobat (.pdf) versions are provided on a CD-ROM as well.

s  Phase IV Commitment: Study Proposals -{"

After much consideration/debate of the underlying dose/regimen issues of comparing this
product with an approved product containing MPA alone or controlling for the MPA dose,
P&U proposes two Phase IV studies with Lunelle Monthly Contraceptive Injection to
establish the benefit of added estrogen. “Draft summaries” of these studies detailing key
design facets are provided (Attachment 2). As noted in our October 13, 1999 General
Correspondence, we commit to seek Division's guidance within six months from the date of
the approval prior to finalizing specific protocols and agreement before initiation of these
studies.

=  Safety Update
Our previous safety update, submitted in August 1999 to this NDA 20-874 inciuded data
from Protocol M/5415/0011 (data cutoff May 31, 1999) and from a discontinued study
(Protocol M/5415/0009). A Phase I (IV) type of study, (Protocol Z/5415/0012) comparing
ovarian follicular activity between Lunelle Monthly Contraceptive Injection and an oral
contraceptive was also referenced.
As requested, a new safety update is provided (Attachment 3). This safety report updates the
information ,prevnously reported in NDA 20-874 and subsequent amendments more
--thoroughly by providing an integrated summary of the data from Protocols 0004 and 0011
(cut-off date February 8, 2000. Also included is saféty gleaned from published sources over
the period (May 31, 1999 (cutoff date for the previous safety update report) through
February 8, 2000). Since, Protocols M/5415/0009 and Z/5415/0012 provided no new data
over this period, we have not discussed these any further. However, final §tudy reports for
each are provided (Appendix 3; Safety Update). )

Appendix 4 (under Attachment 3 provides case report forins (CRFs) in electronic format (as
-pdf files) for all women who discontinued from protoco} 11 due to adverse events. The
electronic component, using CD-ROM as transport media, conforms to the CDER guidance
and consists of approximately 5 MB of information. A copy of this cover letter, Form 356H
and the Table of Contents are included on the CD-ROM.
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All enclosed transport media have been checked using VirusScan NT 4.0.3 and deemed
‘virus free’.

Given the stage at which our discussions were in mid-October 1999, P&U anxiously
looks forward to having a quick review of this amendment. Should thers be any questions
regarding this submission, please call me at 616-833-9896. Send all cortespondence to
0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY

(el v Dotk foo
P.K. Narang, Ph.D., F.C.P.

Liaison Director
Global Regulatory Affairs

ok,

PKN:kmv

cc: Ms. Jennifer Mercier (Project Manager)
Copy of the letter+356H

APPEARS THIS WAY
ON ORIGINAL
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?j Pharmacia & Upjohn K 01010

Tsh__phoﬂc: (616) 833-4000

Office of:
P.K. Narang, Ph.D., F.C.P.
Liaison Director, New Drugs

Global Regulatory Affairs
j . .
(’\ 0ot oo s Telephone Kb. (616) 833.9896 .
W Facsimile No. (616) 8338237 ™
October 25, 99 : o,
~ Lisa Rarick, M.D. - neoo s
Division of Reproductive and Urological Drug Products HFD-580 R
Center for Drug Evaluation and Research
Food and Drwg Administration .
5600 Fishers Lane . B Sl
Rockville, MD 20857 RE: NDA 20-874 & —
LUNELLE™ Monthly ‘tontraceptive Injection
(Medroxyprogesterone Acetate and
Estradiol Cypionate Injectable Suspension)
General Correspondence
Response to FDA Action Letter (October 15, 1999)
Dear Dr. Rarick

In repsonse to the NDA ‘approvable action letter’ dated October 15, 1999, per available options
under 21 CFR 314.110(a), Pharmacia and Upjohn (P&U) would like to notify you of its iatent to file
an amendment to the above NDA to resolve the noted issues.

We anticipate this amendment to the NDA to provide a ‘complete response’ to the action letter, and
look forward to keeping the division appraised of our progress. '

If you have any questions regarding this submission, please contact PX. Narang at (616) 833-9896.
Please send any correspondence to Unit 0635-298-113. -

Sincerely,

-

PHARMACIA & UPJOHN

P.K. Narang, Ph.D.,F.CP.
Liaison Director, Women's Health
Global Regulatory Affairs

PKN:SEH
cc: Ms. Jennifer Mercier (FAX Letter : 301 827 4267)

BEST POSSIBLE COPY



106/15+99 FRI 11:22 FAX 616 333 0409 P&U! REG. AFFAIRS idool

| Pharmac_ia & Upjohn . Regulatory Affairs

Director, Regulatory Lizison, New Drugs

For opcrator assistance call 616-833-6966

=

K
To: Ms. Jennifer Merxcier, FDA
Fax No: 301-827-4267
Subj ect: Lunelle, (NDA # 20-874)
¥
Copies: *
From: P.X. Narang 0635-298-101
TelNo:  616-833-9896 Fax No: 616-833-0409
Date: 10-15-99 Pages (including this one): 3

Dear Jennifer:

As per our phone conversation this morning, we will be making a formal
submission today. -

-

~~-Thank yo;'n,

P. K. Narang, Ph.D., F.C.P.

APPEARS THIS WAY
ON ORIGINAL
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Officc of: ™

P.K. Narang, Ph.D.,F.CP.
Lisison Director, New Drugs
Global Regulsiory Affsirs

Telephone No. (616) £33-9898
Fucsimile No. (616) B33-8237
Octob_ier 15, 1999

Lisa Rarick, M.D. .
Division of Reproductive and Urologic Drug Products, HFD-580 %
Center for Drug Evaluation and Research
Document Control Room 17B-20
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857
RE: NDA 20-874
Lunelle ™ Monthly Contraceptive Injection
(Medroxyprogesterone acetate and Estradiol cypionate
Injectable Suspension)

GENERAL CORRESPONDENCE
Modified Phase YV Commitment
Dear De. Rarick

Per our discussion from this morning, please find below the modified Phase IV commitment. ——

——— . Hope this meets your recommendation. ,
r -
.
F\ﬁ
— B! -

——
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Bone Mineral Densiry. An evaluation of the effects of LUNELLE™ Monthly
Contraceptive Injection on bone mineral densiry.

P&U commits to seek Division's guidance by further discussion and finalization of specific protocol
aspects within 6 months from the date of the ‘approval’ letter. P&U will seek agreement with FDA
on key,,smdiesfdesigns prior to initiation: of these tials.

If you have any questions regarding this submission, please contact me at (616) 833-9896. Please
s¢end correspondence addressed to Unit 0635-298-113. "3

Y
Sincerely,

PHARMACIA & UPJOHN COMPANY

\ _7

P.K. Narang, Ph.D., F.C.P. -
Director

Attachments

¢c: Jennifer Mercier (Desk Copy)

T ol -
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|
|
|
|
|
( PKN:SEH
ON ORIGINAL




—

Division Director Memo -

New Drug :_pglication
NDA: 20-874 )
Sponsor: Phamacia and Upjohn -
Drug: Lunelie™ monthly contraceptive injection (medroxyprogesterone
acetate and estradiol cypionate)
0.5mL injectable formulation
Indication:;" ' Pregnancy Prevention
Date initial &DA received: September 26, 1997 -
Date of first action: Septe;nber 25,1998 *

Date of Complete Response: April 16,1999

Date of memo: October 15, 1999

*tittit*t**i!!*****i*ti****ﬁitt*tti***t**t!l‘*ti**tt*i**'l'****tiiii*ii********t*iitti**

This product, consisting of 25 mg medroxyprogesterone acetate and 5 mg estradiol cypionate, intended as a
once monthly injection for the prevention of pregnancy, is currently marketed in several Latin American
and Asian countries. This once-a-month estrogen/progestin combination product theoretically offers the
potential advantage of improved compliance, although similar side effect profile, as compared to once-
daily combination oral contraceptives. As compared to Depo-provera (depot-medroxyprogesterone acetate
or DMPA), a progestin-only three monthly injectable product, the potential advantages of a monthly
combination estrogen/progestin injectable product include possible improved bleeding patterns and,
theoretically, advantages in terms of effects on bone mineral density, and suppression of ovulation.

In the initial 1997 application three major controlled trials were submitted and geviewed. All three were
performed under the sponsorship of the World Health Organization.

. .~-Asassessed and summarized in the 1998 “Joint Medical Officer” review, several issues resulted in a non-

approval action at that time. The primary concerns revolved around issues of inclusion criteria used {macy
women enrolled may not have been at risk of pregnancy), lack of necessary pregnancy testing, high loss to
follow-up, lack of adherence to protocol, as well as significant variation in discontinuations. The trials 2lso
allowed for concurrent treatiment of vaginal bleeding with hormonal products that could have affected
efficacy (including use of other contraceptive methods). -

Along with concerns regarding the ability to assess effectiveness in these trials, several concerns regarding
the ability to adequately assess safety were raised in the review. Minimal safety information was collected,
the information was classified retrospectively, and no case report forms were available for two of the three
studies.

At the time of the non-approval action in 1998, the sponsor had initiated 2 phase III trial in the US. The
results of this study are presented in this April, 1999 submission.



—

-

* As is described by both the Medical Officer and Group Leader memos, the US triaf adequately
demonstrates efficacy (pregnancy rates over one year are supportive of carlier claims of <1% failure in one
year). The trials reviewed . 'so support safety of this product (adverse event profile, aside from bleeding-
related cvents, is consistent with that of other hormonal contraceptive methods).

The theorized advantages of including an estrogen in this contraceptive product were not substantially
supported by the data presented in this application. '

The first potential advantage—improved compliance as compared to daily oral contrafeptives--was
addressed in the US trial. In this trial compliance was measured, but the trial suffers from certain design
characteristics that make the direct comparison difficult. In the US trial, for example, subjects self-selected
the method chosen and thus the study group was not randomized or blinded. This self-selection also raises
issues of baseline differences or bias. For example, subjects’ previous oral contraceptive experience would
likely have influenced their contraceptive method choice on entrance to this study. As can be seen from the
1999 Medicg] Officer review (page 13), compliance (as measured in the US trial) appears to be better with
the daily oraF preparation as compared to the monthly injectable. '

A second purported advantage of the addition of an estrogen to the injectable ioduct involves the theory
that the use of a once-a-month combined hormonal contraceptive would result in bleeding patterns similar
to those seen in naturally cycling women and/or women using combined oral contraceptives. In other
words, it was hoped to show that monthly injections would result in monthly uterine bleeding similar to
that found in naturally cycling women and that induced pharmacologically in women using combined oral
contraceptives. A regular bleeding pattern, if confirmed for Lunelle, might then address a major side effect
found with DMPA three-monthly injectable—irregular bleeding and amenorrhea.

The US trial was designed specifically to support this assertion. The primary outcome variable in the US
trial was uterine bleeding pattern. The trial compared (in an 8:3 ratio) subjects using Lunelle versus those
using Ortho-Novum 7/7/7—an approved “triphasic” combined oral contraceptive product.

The US trial results revealed that “normal” bleeding patterns throughout the trial occurred in 9.0% of
Lunelle users and 36.8% of the oral contraceptive group. For the last 10*-12* month of a 15-month
evaluation, 41.4% of Luncile users experienced regular bleeding compared to 72.3% in the oral
contraceptive group.

One might argue that the bleeding patterns, although not as similar to those found in oral contraceptive
users as hoped are improved compared to the approved three-monthly injectablg product (DMPA). This
argument has‘not been directly confirmed in trials to date.

....Another theogetical advantage of the addition of estrogen to DMPA is in the area of bone mineral density

protection. Use of progestin-only injectables may be considered among the risk factors for development of
osteoporosis. Formal studies on the effect of bone mineral density in women receiving Lunelle have not
been conducted. The pharmacokinetics profile of the estrogen component of Lunelle is comparable to
preovulatory estradiol levels. This estrogen profile might contribute to a positive effect on bone.

In terms of possible benefits derived from the addition of estrogen, the sponsor also as'fcrts that the
estrogen component of the product is associated with a reduced risk of ovulation although data included in
this application do not support this conclusion.

Several significant clinical differences between the combined injectable product versus the current
progestin-only three-month injectable exist, although a direct “head-to-head” comparison trial has not been
performed. With DMPA three-monthly injectable there is a high incidence (about 50%) of amenorrhea
after one year of use. With the once a month combined product the rate of amenorrhea at one year of use
was 4.1%. There is also & significant difference in the time needed for retum to ovulation and fertility
where Lunelle shows a more rapid retum to ovulation/fertility as compared to DMPA.



Chemistry and Manufacturing Controls .
On October 14, 1999 the Division was alerted to findings of major “Good Manufacmﬁﬁg Practices”
(GMP) deficiencies at the Kalamazoo, Michigan manufacturing plant. The GMP deficiencies are listed as

“significant” and apply to all small volume parenterals manufactured at this facility. The office of
compliance has recommended a “withhold approval” recommendation.

Pediatric Studies =

Labeling for Lunelle will include standard pediatric wording similar to other hormonal contraceptives.
This section reads: “Safety and efficacy of Lunelle monthly contraceptive injection have been established
in women of reproductive age. Safety and efficacy are expected to be the same for postpubertal
adolescents under 16 years of age and users 16 yeas of age and older. Use of this product before menarche
is not indicatgd.”

Specific further studies in children or requests for studies in children are not re$;m at this time.
K
Recommendations

Until the GMP deficiencies are satisfactorily resolved, the Division recommends an approvable action for
Lunelle monthly contraceptive injection for the indication “prevention of pregnancy”. Our labeling
comments will be conveyed with the action letter.

The Division also proposes that the sponsor be required to address the potential advantages/disadvantages
of the addition of the estrogen component more fully. A discussion of potential post-approval studies to
address these issues was begun on October 12%. At that time, and in a subsequent facsimile
comrespondence on October 14, the sponsor agreed to work with the division to develop clinical trials in
order to support the benefit of added estrogen. The three areas under consideration for further
development include comparison of bleeding patterns, ovulation rates and bone mineral density changes
between Lunelle and MPA alone.

—

Jpl

—
Lisa Rarick, MD

Director
DRUDP, HFD-580

(% y5/59

. - -

cc: NDA 20-874 ’ )
HFD-530/Allew/Hixon/Mann APPEARS THIS WAY
HFD-103/Houn/Raczkowski ON ORININAL



Printed by Lana Pauls

Electronic Mail Message

4

Date: 14-0ct-1999 03:24pm
From: David Morse ‘
CDER/DAVDP} ( MORSED
Dept. HFD-530 CRP2 S433
TelNo: 301-827-2330 FAX 301-827-2523

Subject: Label Review for NDA 20-874 (Lunelle)} attached

Bronwyn

I've attached my comments for the Lunelle Injection action package and
proposed product label. There's not much for P/T to say about this one..

A hard copy of my memo and the action package for Lunelle are on the way
back to you via Mark Goldberger.

Dave Morse

oF
-
L 3

APPEARS THIS WAY
ON ORIGINAL




Teleconference Minutes -

Date: October 14, 1999 Time: 3:45-4:15 PM Location: Parkla%; 13B-45

NDA 20-874 Drug: Lunelle™ Monthly Contraceptive Injection
{medroxyprogesterone acetate and estradiol cypionate)

Indication: Contraception -

Sponsor: Pharmacia & Upjohn Company
Type of Meeting: Guidance
Meeting Chaif Florence Héun, M.D.

External Lead: P.K. Narang, Ph.D.

~t,

Meeting Recorder: Jennifer Mercier, B.S.

FDA Attendees:

Florence Houn, M.D. — Director, Office of Drug Evlauation ITf (ODEIIIl; HFD-103)

Lisa Rarick, M.D. - Director, Division of Reproductive and Urologic Drug Products
(DRUDP; HFD-580)

Susan Allen, M.D. - Team Leader, DRUDP (HFD-580)

Dena Hixon, M.D. — Medical Officer, DRUDP (HFD-580)

John Gibbs, Ph.D. — Director, Division of New Drug Chemistry II (DNDCII; HFD-820)

David Lin, Ph.D. — Chemist, DNDCII @ DRUDP (HFD-580)

Bronwyn Collier — Associate Director, ODEIIl (HFD-103)

Terri Rumble, B.S.N. — Chief, Project Management Staff, DRUDP (HFD-580)

Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD_580)

External Attendees:

Dr. Charlie Wajsczcuk, Clinical Program Leader

Dr. Roger Garceau, Director, Clinical Development -
Dr. PX. Narang, Director, Globai Regulatory Affairs

Dr._Dan Manntx, Senior Director, Global Regualtory Affairs

Meeting Objective: To discuss issues regarding the approvability of this product.

Background The Division became aware of some GMP problems for the small volume parenterals
manufacturer. The problems were significant enough that the Office of Compliance
1ssued a *“‘withhold recommendation” on all products for this manyffacturer This required
this Division to inform the sponsor of these issues prior to the user fee date of October 16,
1999.

Discussion:

1. GMP Inspection

e there were serious GMP problems with the small volume parenterals manufacturer




- NIDA 20-874
. Mezting Minutes
Page 2 '
e this is an approvability issue
, ‘@ this does encompass all similar products .-
{ ¢ the recommendation from the chemist will be a non-approval -

4

2. Correction of the formulation
¢ the inert ingredients are not the same in the label as listed in the NDA

e the sponsor clarified the process and the calculations and why the formulation appears to be
different

e the sponsor sent an email to Dr. David Lin regarding the difference and Tir. Lin will review and
make his final recornmendation

¢ if the formulation is different than what was used in the clinical trials, this will constitute a
deficiency that must be addressed

3. Phasec 4 com-mitment
T K )

~”t

L 7 .

Decisions made:

¢ the GMP deficiencies do not allow for an approval

e an approvable letter will be issued if the formulation issue is found acceptable to Dr. Lin
( e Phase 4 commitments will be issued when an approval action is taken
L

a complete response to this approvable letter will be the satisfactory resolution of the 483 (GMP
issues) and labeling negotiations will resume

After Meeting Note:
¢ the formulation issue is acceptable to Dr. Lin

Unresolved decisions: None

Action Items: -
* request fax'copy of 483
«..fax meeting minutes to sponsor within 30 days

P ~
3 )

Mi@t&iyreparer Concurrence, Chair
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cc: ,
Original NDA .
HFD-580/DivFile S
HFD-580/Rumble/Mercier

HFD-580/Rarick/Mann/Hixon/Aller/Rhee/Lin
HFD-820/Gibbs

drafted: October 19, 1999 -

=
concurrence: Rumble

10.20.99/Rarick10.22.99/Collier10.21.99/Hixon10.21.99/Gibbs 10.21 .99/Lin10.29.99/Houn10.20.99
final: October 29, 1999

MEETING MINUTES

L]
-
H

ot

| Y
PEARS THIS WA
w ON ORIGINAL

O ] -




*

Memorandum oct ‘\ A 199

-

Date: 14 October 1999 —
From: David E. Morse, Ph.D. g-.... -

Asc. Director (Pharm./Tox.), Office of Drug Evaluation III

To: Florence Houn, M.D.
Director, Office of Drug Evaluation III

Cc: Lisa Rarick, M.D., Dir., HFD-580 =
Alex Jordan, Ph.D., TL Pharm./Tox., HFD-580

Subject: NDA 20-874
LUNELLE® Monthly Contraceptive Injection
Medroxyprogesterone acetate and Estradiol cypionate
= Review of Pharm./Tox. Sections of Proposed Product Label

I. Materials Included in Review ‘ o

K
1. Pharm./Tox. Review of IND 52,624, 3 March 1997, written by Krishan L. Raheja, DVM,
PhD.

2. Pharm./Tox. TL Memorandum for NDA 20-874, written by Alex Jordan, Ph.D.
3. NDA 20-874 Approval Package, with Draft Product Labeling (dated 6 Oct. 1999).

II. Comments and Conclusions

1. In accordance with current labeling practice for hormonal contraceptive agents, all
references to non-clinical toxicology studies conducted with the combination drug
product (or the individual components of the combination) have been removed from the
Carcinogenesis, Mutagenesis, Impairment of Fertility and Pregnancy sections of the
proposed (draft) product label. Within the specified product label sections, reference is - _
made to the Wamnings and Contraindications sections of the product label, which contain
summary risk evaluations of carcinogenic and reproductive effects evaluated in
epideniiology studies of hormonal contraception.

In accordance with current labeling practice for all hormonal contraceptive agents,
LUNELLE® Monthly Contraceptive Injection has been designated Pregnancy Category
“~r.

2. Itisrecommended that the proposed label section pertaining to the “Return of Ovulation
and Fertility” be moved to a position immediately following the label section on
Pregnancy, so as not to confuse the sections typically derived from non-clinical and
clinical data.

-

3. Consideration should be given to the inclusion of information on breast nitk drug
concentration and neo-natal drug exposure in woman taking hormonal contraceptives
during lactation.



R Y

Summary

A review of the action package for NDA 20-874, LUNELLE® Monthly Contraceptive
Injection, suggests that the product has been adequately evaluated in multiple non-clinical
safety studies for approval of the requested indication. The proposed prodyct label, with
possible revision as suggested in the preceding section, adequately reflects the safety data
for this product.

The proposed Package Insert for LUNELLE® Monthly Contraceptive Injection, appears
to conform with current labeling practices as retated to the inclusion/nonginclusion of
non-clinical safety assessment data for hormonal contraceptive agents. = '

wh

oL,

APPEARS THIS WAY
ON ORIGINAL

e
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Memorandum

-

To: NDA 20-874, Lunelle Monthly Contraceptive Injection (mea;o_g:ypmgestemne acetate
and estradiol cypionate injectable suspension) o

Through: Moo-Thong Rbee, PhD. 1, 19[r9/99

From: David Lin, Ph.D. l b/ o1 §an 0CT | 4 1999

Date:  October 14, 1999 -

Re: Establishment Evaluation Request and Labeling

The District Office issues a withhold recommendation on October 14, 1999 for the Pharmacia
and UpJohn sterile drug product manufacturing facility based on s%niﬁcant GMP deficiencies.
This facility now has a potential OAI (official action indicated) status. The Office of
Compliance concurred with the withhold recommendation on October 14, 1999 (see attached
EER).

The final labeling is pending.

This NDA is not approvable from a CMC point of view.

; APPEARS THIS WAY
ON ORIGINAL
cc:
Orig. NDA #20-874
HFD-580/Division File -
HFD-580/JMercier -
HFD-580/MRhee/DLin

R/D Init by: MJ Rhee

Filename: nda20874.6 (doc)
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13-0CT-1999 FDA CDER EES
ESTABLISHMENT EVALUATION REQUEST

Page 1 of 2
DETAIL REPORT

Application: NDA 20874/000 Action Goal:
Stamp: 26-SEP-1997 District Goal: 27-MAY-1998
Regulatory Due: 16-0CT-1999 Brand Name: " ———
Ap; “icant: PHARMACIA AND UPJOEN —_—
7600 PORTAGE RD Estab. Name: N
KALAMAZOO, MI 490010199 Generic Name: ESTRADIOL
Priority: 48 CYPIONATE/MEDROXYPROGESTERONE

. 580
Org Code: Dosage Form: (SUSPENSION)

Strength: 5 MG/25 MG
Application Comment:

FDA Contacts: IDb = 115760 . Project Manager
R. SEEVERS (HFD-120) 301-594-2850 , Review Chemist
M. RHEE (HFD-580) 301-827-4237 , Team Leader
Overall Recommendation: ACCEPTABLEon 10-NOV-1997by J. D AMBROGIO (HFD-324) 301-327-
= 0062
Establishment: '
——— o
-
- A
DMF No: AADA:
Responsibilities:
Profile: GSP OAI Status: NONE
Estab. Comment: " .- .- -~ ___ {on 29-0CT-1997
by R. SEEVERS (HFD-120) 301-594-2850)
Milestone Name Date Reqg. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 29-0CT-1997 DAMBROGIOJC
OC RECOMMENDATION 2%-0CT-1997 ACCEPTABLE FERGUSONS

BASED ON PROFILE

Establishment: 1810189
PHARMACIA AND UPJOHN CO

7000 PORTAGE ROAD
KALAMAZOO, MI 49001

DMF No: } AADA: -
Responsib;}ities: DRUG SUBSTANCE MANUFACTURER
; FINISHED DOSAGE MANUFACTURER
~-profile: = CSN OAI Status: NONE

Estab. Comment: THIS SITE MANUFACTURES BOTH DRUG SUBSTANCES. IT ALSO MANUFACTURES
THE DRUG PRODUCT FROM THE STERILIZED DRUG SUBSTANCES (on 29-0CT-
1997 by R. SEEVERS (HFD-120) 301-594-2850)

Milestone Name Date Req. TypelInsp. Date Decision & Reason Creator
SUBMITTED TO OC 29-0CT-1997 ;J SEEVERSR
OC RECOMMENDATION 29-0CT-1997 ACCEPTABLE FERGUSONS
BASED ON PROFILE
Profile: 8VsS ORI Status: POTENTIAIL OAI
Estab. Comment:
Milestone Name Date Req. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 29-0CT-1997 DAMBROGIOJ
SUBMITTED TO DO 29-0CT-1997 10D DAMBROGICJ
DO RECOMMENDATION 07-NOV-1997 ACCEPTABLE MROBINSO |

BASED ON FILE REVIEW
DET-DO COMPLETED A COMPREHENSIVE GMP INSPECTIO& OF PROFILE CLASS SVs



13-0CT-1999 FDA CDER EES _ Page 20f 3
ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT

J

¢ ) DATED 10/20-30/97. NO FDA-483 WAS
ISSUED AND THE REPORT WILL BE CLASSIFIED NAI. '
OC RECOMMENDATION  10-NOV-1997 ACCEPTABLE DAMBROGIOJ
DISTRICT RECOMMENDATION

[l
ko
L
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”t,

( ~ APPEARS THIS WAY
G ORIGINAL

C e - -
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Phafmacia &Upjohn -

Officcof:

P.K. Narang, PAD., F.CP.
Liaison Director, New Drugs
Globat Regutatory Affairs

Telephone No. (616) $33-9896
Facsimile No. (616) £33-8237

October 13.‘-‘1_999

Lisa Rarick, M.D.

Division of Reproductive and Urologic Drug Products, HFD-580 ¥

Center for Drug Evaluation and Research *

Document Control Room 17B-20

Pood and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20-874

Lunelle ™ Monthly Contraceptive Injection
(Medroxyprogesterone acetate and Estradiol cypionate
Injectable Suspension)

GENERAL CORRESPONDENCE
LABELING: Physician and Patient Insert
Phase IV Commitment

Dear Dr. Rarick

Per our teleconference of October 12, 1999, Pharmacia and Upjohn (P&U) is pleased to submit the
following labeling pieces for LUNELLE™ Monthly Contraceptive Injectipn. We would also like to
- note that all changes recommended yesterday by the Division and Dr. S. Allen have been duly
incorporated. Thus, this submission contains a copy of what we trust will is final (agreed to for PI)
““libeling.

1. Physician Insert Labeling (Revised; P&U: dated 10/12/99)
2. Patient Insert Labeling (Revised, P&U: dated 10/12/99)

An clectronic copy of items 1 and 2 was also sent to Ms. Mercier earlier ioday. Data supporting the
inclusion of the statement on weight gain/loss Drs. Allen and Hixon asked for is also provided (see
Attachment A). A ‘™" symbol has been placed after every occurrence of Lunclle in the PI and PPI
as advised by Ms. Mercier an October 13, 1999,

Labeling: Non-Insert
P&U submitted the ‘Noo-insert labeling' yesterday addressing all the recommendations of the
reviewer. Ms. Mercier and Dr. David Lin called and informed us today (Oct 13) that the non-insert
Prarmacia £ Upjonn Telephone (6181 153-4000
7000 Partage Roaa

£amazoo, M| 49001-019%
UsSA
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@oo3
NDA 20-‘8"{4
Page 2
{. labeling was acceptable, however we must show where the LOT# and EXP date would bc placed on
- the vial label, when printed on-line (see Attachment B). .
Phase IV Commitment: A
T -
—\—.-‘_“-_
o
k3
L 3

Bone Mineral Density: An evaluation of the effects of LUNELLE™ Monthly
Contraceptive Injection on bone mineral density.

P&V commits to seek Division's guidance by further discussion and finalization of specific protocol
aspects within 6 months from the date of the ‘approval’ letter. P&U will seek agreement with FDA
on key studies/designs prior to initiation of these trials.

If you have any questions regarding this submission, please contact me at (616) 833-9896. Please
send correspondence addressed to Unit 0635-298-113.
Sincerely,

-

PI'L&RMACIA & UPJOHN COMPANY

PX. Narang Ph.D.,F.CP. : -

Director APPEARS THIS WAY
AN AR M

PKN:SEH i

Attachments

cc: Jennifer Mercier (Desk Copy)




NDA ACTION LETTER ROUTING RECORD _

NDAK _QO- ¥7¢ DATE REC._/0//3/59
DRUG _é,‘_,n& HFD 550

TYPE OF LETTER: (AR} (NA} DRUG CLASSIFICATIQN:
PATENT INFO REC.: i SAFETY UPDATE: —

PHASE IV COMMITMENT: .~

REVIEWER + RECEIPT ~ ACTION
Bronwyn Collier Date@h&fﬁ_tniﬁals BeC Date/t)ﬁéﬁilnitials 2

Special Assistant to the Director

COMMENTS : Jce Mw'

Chuistry Review Date-fJZIJZf ZInitials SA/ Date /0/4,//7; Initials S/774

COMMERTS: <% our of /1111 e L ,’e"l,t17 OFL wneelds to be vernluey
Or 4‘,—;‘-'“‘-"'4/1 letler. cutber FOr- Gopoom (t'{?‘“’ tssaes

Moo ok 3/sTer D uFs fer DF were tou ’7 wdeyuur e Fo ‘ﬂ/g’fu'r 'rﬂ’./c-cf,m_

”" ’fﬂ(‘f{ vrf ". '- pr PO Ry ’."msfﬂjtul/l-—‘ b (,v-l"l"‘f idere dvml"/,/

Tredewade ceview o1 _ (,/?ﬁr , Lq]",/,., -pa«mn/ /:u. Je?! el Cwaq)_,.,../ to

ot 19 b CM(_ v-euu. Ky etstpoa ;.‘rf-r// Ce V‘-’-‘(V( te to "rf-/-’b"'?/

C-v—t-fat-!{— hc of ;t,,«%qhg _cq)/ prearitta. o ot ¢5{-rS/ ,./ qqm«e 5‘:-., // Lo
ial 8

harraco te nitials
ac("(?!“rl/-e dot jIEE /

Toxicology Rav:.ew

? Sze
»
COMMENTS : '
P. BOTSTEIN, M.D. Date Initials Date Initials
Acting Director, OLE ITI Returned to DIvision for
Corrections ™
Forward
COMMENTS :

APPEARS THIS Wiy
tE e LT AEE



ADMINISTRATIVE REVIEW OF NDA (review pkg) =
OFFICE OF DRUG EVALUATION IXII -

NDA: 20-874
Drug: Lunelle Monthly Contraceptive Injection
(medroxyprogesterone acetate and estradiol cypianate injectable

suspension)

Classification: 4 S o
Sponsox: =
Project Manager/CSO: Jennifer Mercier

Reviewer: Bronwyn Collier

Raview Date: October 13, 1999

Review Cyale 1 .
Date Submitted: September 25, 1997 -
Date Received: September 26, 1997 “
Primary Goal Date: September 26, 1998
Extended Primary Goal Date: not applicable
Secondary Goal Date: not applicable (98 cohort)
Extended Secondary Goal Date: not applicable
Action: not approvable (September 25, 19898)

Reviaw Cycle 2
Date Submitted: (AZ) April 15, 1999
Date Received: April 16, 1998
Primary Goal Date: October 16, 1999 (Class 2 resubmission)
Proposed Action: approval '

CONFORMS TO REGS & COMMENTS
CDER POLICY
YES NO -
ACTION LETTER Needs revision to correct
| K submission dates.
PATENT X
STATEMENT
EXCLUSIVITY X
CHECKLIST
DEBARMENT X *
STATEMENT =
PEDIATRIC PAGE | X
NOMENCLATURE X Found acceptable by LNC.
DSI AUDITS Dunston and Merritt found
NAI. — audit listed as
pending in COMIS
FACILITY X Inspection report out of




INSPECTIONS date (acceptable
11/10/97). Pharmacia-
Upjohn facility is a
potential OAI. DMPQ
contacted to determine
current recommendation.

REVIEWS RECOMMENDATION COMMENTS
DIV. DIR. MEMO | AP with phase 4 Provided in draft.
commitments.
TL MEMO AP with phase 4
commitments
CLINICAL " {AP with phase 4
. commitments.
SAFETY UPDATE .Included in MO review
' dated 9/23/99.
STATISTICAL Completedfin review cycle
BIOPHARM AP Recommendations for
labeling revision.
CMC AP
EA Completed 1°* review cycle.
MICRO Completed 1°° review cycle.
(validation of
sterilization) .
STABILITY ' Included in chem reviews
(stats) for 1° review cycle.
PHARM/TOX AP '
CAC (stats) Not applicable.
CAC/ECAC Not applicable.
REPORT

Labeling: Revised labeling to be enclosed with approval letter.
Documentation of agreement by the applicant re the final wordlng
of the package insert is needed
Phase 4 Commitments:

Documentation of the phase 4 commitments is needed.
Advisory Committee Meeting: not applicable.
=

Recommendations: =

1. Letter: Revisions to correct submission dates needed. The
division should consider whether a waiver of pediatric studies
for the indication to be approved is appropriate. If so, the
waiver paragraph can be included in the letter rather than a
request for a pediatric plan.

2. Status of the '— c¢linical audit needs to be determined. If
the division deems the study acceptable based on assurances




_ ~ from audits of the " - and ' =~ sites, this Should be
( documented and the — inspections canceled. ~
" 3. Documentation cof the phase 4 commitments is needed.
4. Facilities inspection cut of date. Possible OAI status. DMPQ
to determine current recommendation.

UPDATE (10/15/99)
1. Action to be approvable based on recommendation {rom
compliance re the GMP deficiencies at the manufalturing

facility. Pediatric study waiver will be considered for

future approval action.
2. — clinical audit NAI.
3. Phase 4 commitments documented.
4. =
BC/10/13/99 o

kY
APPEARS THIS WAY
ON ORIGINAL
|

e -




T000 Portage Road

t\ | 0 . M H Kalafazoo, Mi 49001-0199
3 Pharmacia&Upjohn Toasbng (16 33 o

Office of:

P.K. Narang, Ph.D.,F.C.P.
Liaison Director, New Drugs
Globat Regulaxcﬁi Affairs

Telephone No. (616) 833-9896
Facsimile No. (616) 833-8237

October 12, 1999

-
H

~t,

Lisa Rarick, M.D.
Division of Reproductive and Urologic Drug Products, HFD-580
Center for Drug Evaluation and Research
Document Control Room 17B-20
Food and Drug Administration
5600 Fishers Lane
| Rockville, MD 20857

Re: NDA 20-874
Lunelle ™ Monthly Contraceptive Injection

(Medroxyprogesterone acetate and Estradiol cypionate
Injectable Suspension)

General Correspondence
Labeling: Non-Insert

Dear Dr. Ranick

-

On October 6, 1999, Pharmacia and Upjohn (P& U} received from the Division a propaosal (via FAX)
with recommendations for the LUNELLE Monthly Contraceptive Injection Physician Insert
Labélifig. Noted at the end were several recommendations regarding needed changes to ‘non-insert
labeling® submitted in our September 27, 1999 submission.

Attached please find the revised ‘non-insert’ labeling as discussed with and promised to the
Chemistry Reviewer during our Oct 7, 1999 teleconference. We have made all changes as
recommended, except putting the established name within parenthesis. However, additional space
has been added that clearly separates it from the proprietary name. Our intemnal policy is to not place
‘parenthesis’ around established name; most of our current products do not have one (Dr. Dan Borin
(FDA) had discussed this with P&U staff and accepted); the special pathogens division accepted this
for Dalacin Vaginal Ovules as recently as August 99.




NDA 20-874
Page 2

aded is labeling (1 each) for the following: - j

I Vial

2, Sample Vial

3 - 1 Sample Carton

4, 3,25, and 1 pack cartons

“An electronic copy (-pdf file format) of the above labels was also forwarded to Ms. Mercier on
10/12/99. We would greatly appreciate a quick review and blessing for this ‘non-insert’ labeling.

-
-

Sincerely, *

"HARMACIA & UPJOHN COMPANY

2 K. Narang, Ph.D., F.C.P.

Jdirector
i miw APPEARS THIS WAY
\{tachments ON ORIGINAL

32 Jennifer Mercier (Desk Copy)

e — b

BEST POSSIBLE copy
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J

7000 fortege Road
Kalamazoo, Mi £9001-019%

@ Pharmacia&Upjohn Telphne: (16 35420

Office of:

PX Narang. BhD..FCP.
Liaison Direcsr, New Drugs
Global Regulatory Affairs
Telephone No, (616) 833.9896
Pacsimile No, (616) 833.8237
October 8, 1999

|
|

Lisa Rarick, M.D.

Division of Reproductive and Urologic Drug Products, HFD-580
| Center for Drug Evaluation and Research
1 Documeant Control Room 17B-20
|
|

o
Food and Drug Administration *
5600 Fishers Lane
‘Rockville, MD 20857

RE: NDA 20-874
Lunelle ™ Monthly Contraceptive Injection ‘
(Medroxyprogesterone acetute and Estradiol cypionate
Injectable Suspension)

- | GENERAL CORRESPONDENCE
INTERNATIONAL LABELING -

Dear Dr. Rarick:

On October 7, 1999, Pharmacia and Upjohn (P&U) received a request from the Division for
international labeling of LUNELLE Monthly Contraceptive Injection. This drug product is neither
registered nor marketed by P& U in any intemational markets.

Medroxyprogesterone acetate (25mg) and Estradiol cypionate (5 mg) Injectable Suspension
(CYCLOFEM and CYCLOFEMINA) is marketed in several countries by other companies (i.e.Brazil,

- Lhile, Mexice, Indonesia, ete). Though P&U attempted, it has not yet been able to find labeling for
their products as of this day.

If you have any questions regarding this submission, please contact me at (616) 833-9896. Please
send correspondence addressed to Unit 0635-298-113.

. =
Sincerely, ) =

PHARMACIA & UPJOEN COMPANY

" PK Narang, Ph.D, F.CP.

(  Dirscor

PKN:crdt
cc: Jennifer Mercier (Desk Copy)
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A b 7000 Portage Road

Kalamazoo, M1 48001-0180

@ Pharmacia & Upjohn -, Telpnn: 61) 833400

Ay, 3 e

- ——

Office of:

- P.K. Narang, Ph.D.,F.C.P.
Liaison Director, New Drugs
Global Reguiatory Affaits

Telephone No. (616) 833-9896
Facsimile No. (616) 833-8237
- )

September 27, 1999
Lisa Rarick, M.D.

Division of Reproductive and Urologic Drug Products, I-IFD-SSO
Cenlgr for Drug Evaluation and Research

Docuiment Control Room 17B-20 -
Food and Drug Administration %
5600 Fisbers Lane

Rockville, MD 20857
RE: NDA 20-874
Lunelle ™ Monthly Contraceptive Injection
(Medroxyprogesterone acetate and Estradiol cypionate
Injectable Suspension)

. ENERAL CO NDENC
( . LABELING: Physician Insert and Non-Inscrt

Dear Dr. Rarick -

On September 20, 1999 Pharmacia and Upjohn (P&U) received from the Division an initial proposal
(via FAX) with recommendations for the Physician Insert Labeling submitted in our Aprit 15, 1999
amendment to the above NDA for LUNELLE Monthly Contraceptive Injection. Ms. Mercier also
requested that we forward to you the ‘non-insert’ labeling as well. We are pleased to provide you
with the following: -

> L Physician Insert Labeling (Revised; P&U : version dated 9/24/99)
p - 92499.doc (strikeout version)
- 924pi-c.doc (clean version)

2. Non-Insert Labeling (Actual sizes)
: - Immediate container
- Outer carton for single pack (Item A), comp.ﬁmcntary pack (Item B),
three pack (Item C), and 25 pack (hospital use; Item D)

Though a copy of Item 1 above was electronically sent earlier today via e:mail to you to expedite the
reviewing at your ¢nd, a copy has also been placed on the enclosed diskette as well in WORD 6.0.

( | BEST POSSIBLE COPY
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NDA 20-874
Page 2

-

P&U wishes to draw your attention to Item 11 (Bleeding Irregularities) under WARNINGS and Item
6 (Weight Change) under PRECAUTIONS which have undergone revisions of note. It is our belief
that inclusion of “clinical undesirability rates’ and ‘bleeding patterns® per Belsey’s definitions may
be less meaningful for the ‘end user®, the physician, and not very consistent with labeling for existing
combined oral combination products. The ‘weight change’ modification keeps the ‘needs of an
individual woman’ in mind during consultation with her physician regarding the product. Existing
data on weight change (previously provided in our amendment) were recomputed and are included
under Attachment 4. -

Per your request and considering the modified Physician’s Insert, we intend to submit the ‘Patient
Insert’ to you within the next 2-3 days.

If you have any questions regarding this submission, please contact me at (616) 833-9896. Please
send caffespondence addressed to Unit 0635-298-113.

Sincerely, o
\
PHARMACIA & UPJOHN COMPANY

. REVIEWS COMPLETED I
(% peonti

P.K. Narang, Ph.D., F.CP, CE0 ACTION:

Director Ceerrer CInal. Cmemo
Regulatory Affairs

CSO INMTIALS DATE
PKN:Imf
Attachments -

cc: Jennifer Mercier (Desk Copy)

APPEARS THIS WAY
ON ORIGINAL



-=SEP 27 1999

MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SER VICES
: PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

-

A

DATE: September 24, 1999 Q /

FROM: Lisa A. Kammerman, Ph.D., Team Leader (HFD-715) / ! afatfaa
TO: - NDA 20-874 (Lunclle Monthly Contraceptive Injection)

SUBJECT: ? Statistical review of amendment dated 4/1 5199

This amendment to NDA 20-874 is a response 10 a non-approvable letter from HFD-580. The
amendment contains one clinical study. Because the clinical review of the study focused on a
single treatment arm that did not have any pregnancies, a statistical review was not needed.

Concur: E. Nevius, Ph.D. (HFD-715) { %% 9-27¢ } .
cc: :

-Asehival NDA 20-874

HFD-580

HFD-580/Allen/Hixon/Mercier

HFD-715/Nevius/Kammerman

' \|
PPEARS THIS WA
§ ON ORIGINAL



Memorandum
To: The file for NDA 20-874 (lunelle Monthly Contraceptive Injection) ~ Sep 27 BSg

From: Alex Jordan, PhD =
Team Leader, Pharmacology, DRUDP

W

Date:  September 27, 1999

Subject: Labeling issues raised by Dr. Joe DeGeorge in an email dated 9/24/98

1) No doses or comparisons of exposure were provided

2) Presentation of the 2-year monkey study as an assessment of carcinogenic potential is
misleading and should not be described as a satisfactory assessment of carcinogenicity.

3) Information on drug excretion in breast milk and the possible effects of the drug on the
neonate ighot provided.

: "3
The Carcinogenesis, Mutagenesis, and Impairment of Fertility section of tfie label were revised
and references to * . ————_ were deleted in accordance with the labeling of other oral
contraceptives. Information on drug excretion in breast milk has been included.

| iny
PEARS THIS ¥
AP ON ORIGINAL -
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Dear —m——— b

The purpose of this letter is to inform you of our conclusions concerning your conduct of the

clinical study (protocol # M/5415/0004) of ~me==—=-—=-that you conducted for Pharmacia &
Upjohn.

Between Aug:?st 9 and August 11, 1999, Ms. Stephanie E. Hubbard and Ms. Brandy E. Davis,
representing the Food and Drug Administration (Agency), inspected the study identified above.
We reviewed the inspection report prepared by Ms. Hubbard, and coples of study records
obtained during the inspection. Based on our review, we conclude that you conducted your study
in compliance with the Federal regulations that apply to clinical studies of investigational new
drugs and with acceptable standards of good clinical practice.

This inspection is part of the Agency's Bioresearch Monitoring Program. This program includes
inspections to determine the validity of clinical drug studies that may provide the basis for drug
marketing approval and to assure that the rights and welfare of the human subjects who
participated in those studies have been protected.

We appreciate the cooperation shown Ms. Hubbard and Ms. Davis during the inspection. Should
you have any questions cr concerns regarding this letter or the inspection, please contact me by
letter at the address given below.

Sincerely. — ' _
E W ] -
i peue L. Bartoa, Ph.D., M.D.
- Chief, ‘Good Clinical Practices Branch 1 (HFD-46)
Center for Drug Evaluation and Research

7520 Standish Place, Suite 125
Rockville, MD 20855
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HFA-224 , =
HFD-380 Doc. Rm. NDA 20-874/IND
HFD-580 Review Div. Dir.

HFD-580 MO Hixon

HFD-580 CSO/PM Mercier

HFD-45 Reading File

HFD-46 Chron File

HFD-46 CIB File —

HFD-46 Turner

HFD-46 Prager

HFR-SE-150 DIB Kline
HFR-SE-1504BIMO MONITOR Todd
HFR-SE-150 INSPECTOR Hubbard

Field Classification: NAI APPEARS THIS WAY
1€l assification:

Headquarters Final Classification: ON ORIGINAL
_x__DNAI

2)VAI no response required

3)VAI-R response requested

4)VAI-RR adequate response received before VAI-R Itr issued
5)OAI-W warning letter

6)OAI NIDPOE letter

If the Field and Headquarters classifications are different, explain why:

Deficiencies Noted:

___Xx_none ' -
inadegdate consent form

..~ - inadequate drug accountability

deviations from protocol

inadequate records

failure to report ADRs

other (specify)

O\GDT' ——zdt
review:BLB:15SEP99
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Dear

The purpose ofthis letter is to inform you of our conclusions concerning your conduct of the
clinical study (protocol # M/5415/0004) of that you conducted for Pharmacia &

Upjohn Company. o

. s

Between June 28 and July 21, 1999, Mr. Philip J. Boston and Ms. Pamela J. Walker, representing
the Food and Drug Administration (Agency), inspected the study identified above. We reviewed
the inspection report prepared by the Agency's inspectors and copies of study records obtained
during the inspection. Based on our review, we conclude that you conducted your study in
compliance with the Federal regulations that apply to clinical studies of investigational new drugs
and with an acceptable standard of good clinical practice.

This inspection is part of the Agency's Bioresearch Monitoring Program. This program inctudes
inspections to determine the validity of clinical drug studies that may provide the basis for drug
marketing approval and to assure that the rights and welfare of the human subjects who
participated in those studies have been protected.

We appreciate the cooperation shown during the inspection. Should you have any questions or
concerns regarding this letter or the inspection, please contact me by letter at the address given
below. -

Sinerelv 2 >
3 7E) |

“
Bette L. Barton, PeD., M.D.

Chief, Good Clinical Practices Branch | (HFD-46)

Center for Drug Evaluation and Research *

7520 Standish Place, Suite 125 : =

Rockville, MD 20855 APPEARS THIS Way
ON ORIGINAL

BEST poceipr £ pane
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HFA-224 L
HFD-580 Doc. Rin. NDA 20-874

HFD-580 Review Div. Dir. Rarick =
HFD-580 MO Hixon

HFD-580 CSO/PM Mercier

HFD-45 Reading File

J

HFD-46 Chron File .
HFD-46 CIB File — =
HFD-46 Turner
HFD-46 Prager

HFR-SW-450 DIB Bringman
HFR-SW-450 BIMO Monitor Bringman
HFR-SW-450 Jnspectors Boston & Walker

CFN:;

o”,

Field Classification: NAI
Headquarters Final Classification:
_X  D)NAI
2)VAI  no response required
3)VAI-R response requested
4)VAI-RR adequate response received before VAI-R ltr issued
5)YOAI-W warning letter
6)OAL NIDPOE letter

If the Field and Headquarters classifications are different, explain why:

Deficiencies Noted:
X _ none
inadequate consent form -
inadequate drug accountability
deviations from protocol
" inadequate records
failure to report ADRs
other (specify)

b—
——
e e

ONGDTY

MO Notes: The study related records were reviewed for 20 of the 40 subjects enrolled at this site
in protocol #M/5415/0004. Based on our review of the EIR, DSI recommends that this study
may be used in support of the NDA. No discrepancies were found between the data reported on
the CRFs and data on the essential documents.




Group Leader Memorandum SEP 20 199

NDA#: 20-874

Drug: _Lunelle " Monthly Contraceptive Injection

Generic Drug Name: Medroxyprogesterone acetate and estradiol cypionate
injectable suspension - -

Indication: Prevention of pregnancy

Dose: 25 mg medroxyprogesterone acetate and 5 mg estradiol
cypionate intramuscular injection for monthly administration

Formulation: ; ll.ljectable suspension

Applicant: Pharmacia & Upjohn Company .'f

Date of submission: April 16, 1999

Date of memorandum: September 20, 1999

Background

Currently, Depo-Provera® [medroxyprogesterone acetate injectable suspension] (DMPA) is the
-only injectable contraceptive product approved for use in the United States. This product is a
progestin-only contraceptive method that is administered every three months to ensure
contraceptive effectiveness. The most common reason for discontinuation of either oral or
injectable progestin-only contraceptive methods is disruption of menstrual bleeding patterns,
resulting in unsatisfactory acceptability profiles for these products.

Lunelte™ Montﬁly Contraceptive Injection (Lunelle™) is an injectable drug product containing
a sytithetic progestin and a synthetic estrogen. The estrogen component was added to the
progestin component in an attempt to increase the incidence of regular menstrua} bleeding
patterns and enhance the product's acceptability. Lunelle™ contains 25 mg of
medroxyprogesterone acetate (MPA) combined with 5 mg of estradiol cypionate and is
administered every 28-30 (not to exceed 33) days for female contraception.

Lunelle™ is marketed as a contraceptive in several countries outside the United States where it is
known as CYCLO-PROVERA™. An NDA for this product was submitted to the Division of
Reproductive and Urologic Drug Products (DRUDP) of the FDA on September 25, 1997. The




application contained the results from three phase 3 clinical trials sponsored by the World Health
Organization (WHO) and thirty-eight additional clinical trials that provided supportive safety
and/or efficacy data for the product. Numerous deficiencies were found in the database
contained in the original application, resulting in izsuance of a not-approvable letter to the
sponsor on September 25, 1998. The sponsor subsequently submitted an amendment to the NDA
on April 16, 1999 in response to the deficiencies noted in the not-approvable letter.

Prior to submission of the original NDA in 1997, the sponsor had initiated a large U.S. trial

- (study M/5415/0004) to acquire additional acceptability, efficacy and safety ixperience with the
product when used by U.S. women. This trial was designed primarily as an acceptability trial,
but data on efficacy and safety were also collected. Following recommendations from DRUDP,
the sponsor amended the protocol for the ongoing study in July of 1998, thereby making it
possible for this trial to potentially support marketing approval in the U.S. Thus, the current
amendment consists of responses to previously noted deficiencies in the NDA and contains the
results from stuly M/5415/0004 entitled, "CYCLO-PROCVERA™ Contraceptive Injection: A
Comparative Study of Safety, Patient Acceptability and Efficacy to Ol},THO-NOVUM 7/117-28
Tablets." Y

Review of the Clinical Study

Study M/5415/0004 was a non-randomized, open-label, comparative trial of CYCLO-
PROVERA™ and Ortho-Novum 7/7/7-28 tablets in 1,100 volunteers. Study participants were
permitted io self-select either treatment (e.g., monthly injections of CYCLO-PROVERA™ or
daily tablets of Ortho-Novum 7/7/7) in an 8:3 ratio. Volunteers were to receive study drug for up
to a 60-week (15-cycle) treatment period. The primary efficacy variable was uterine bleeding
pattern, with contraceptive efficacy, general safety and patient acceptability being secondary
efficacy variables. Several significant review issues were noted for this application, including
(1) limitations in the original U.S. study protocol that prevented an assessment of efficacy in the
entire intent-to-treat population, (2) effect of the product on menstrual bleeding patterns in users,
and (3) inadequate justification of the estradiol cypionate component of the product.

As noted above, FDA recommendations to the sponsor in July of 1998 resulted in modification
of the study prq,‘tocol so that mandatory pregnancy testing was performed for all volunteers at
‘monthly study visits and at study discontinuation or completion. During review of the original
NDA application, it was noted that because of inclusion and exclusion criteria in the protocol for
the U.S. trial, many volunteers participating in the study were not at risk or were at reduced risk
for pregnancy at enrollment. Subsequently, the sponsor was informed in the September 25, 1998
not-approvable letter that the ongoing U.S. trial should be continued until a n;inimum of 200
women meeting specific criteria outlined in the not-approvable letter had completed at least 13
cycles of product use. As described in the primary Medical Officer's review, this requirement
was met by the sponsor.



4 .

Seven-hundred-ighty-two women were enrolled in the CYCLO-PROVERA™ tBatment arm,

. and 321 women were enrolled in the active control arm of the study. Becauise this was a non-
randomized trial that would not permit comparative claims, the primary Medical Officer's review
focused on the CYCLO-FROVERA™ trzatment arm of the study. Per that review, 300 of the
782 women enrolled in the CYCLO-PROVERA™ treatment arm of the study met the enrollment
criteria previously specified by the FDA in the not-approvable letter and completed 15 cycles of
product use.

Although the sponsor reported that no pregnancies occurred in the subgroup of women described
above, 72 women in the CYCLO-PROVERA™ treatment arm of the study discontinued their
participation in the trial prior to completing 15 cycles of use and were not able to be
retrospectively contacted to determine pregnancy status at discontinuation. Thus, efficacy could
not be ascertained for approximately 10% of the intent-to-treat population in the Lunelle™
treatment arm. Efficacy of the product was demonstrated for the subgroup of 300 women
meeting appropriate FDA-specified criteria.

Cd

A second significant review issue for this amendment was related to the effect of Lunetle™ on
menstrual bleeding patterns throughout the trial. Based upon historical data, continued use of
DMPA results in increasing rates of amenorrhea and "infrequent” bleeding, as well as decreasing
rates of "irregular” and "prolonged" bleeding. Afier one year of DMPA use, approximately 50%
of women experience amenorrhea. Results from studies with Lunelle™ demonstrated that (1)
the rate of amenorrhea following one year of use was significantly lower (4. 1%) than that
associated with DMPA use, and (2) similarly to DMPA, the rate of "prolonged" bleeding
decreased over time, while (3) the rate of "irregular” bleeding remained constant at
approximately 30%. Although comparisons across trials have definite limitations, there was
insufficient evidence that Lunelle™ produced a more regular bleeding pattern than DMPA if
bleeding patterns other than amenorrhea were studied.

The effect of bleeding pattern disturbances on the acceptability profile for Lunelle™ was also
examined in the current application. Per the original protocol for the U.S. study and the
protocols for the WHO studies previously reviewed, menstrual bleeding patterns were classified
as "clinically undesirable” or "normal” for each 90-day reference period-of product use. As noted
in the primary Medical Officer's review, 58.6% of patients using Lunelle™ had clinically
undesirable bleetling patterns during the fourth reference period (corresponding to months 9 fo 12
of use), while 41.4% had "normal” bleeding patterns during this use period. Bleeding patterns
did not predict discontinuation from the trial nor did they pose a safety risk in that the incidence
of anemia throughout the trial was reported as 1.3%. Thus, undesirable bleeding patterns were
associated with patient inconvenience, not safety risk.

"
A third key review issue for this application was related to inadequate justification for the
estrogen component of this combination drug product. According to the sponsor, the rationale
for the addition of estradiol cypionate to the progestin component of this product was to improve
bleeding patterns over those typically seen with other progestin-only contraceptives, particularly



DMPA. As described above, this benefit was not demonstrated from the data provided by the
sponsor. In addition, although the sponsor claimed that the estrogen component of the product
was associated with a reduced risk of breakthrough ovulation, data contamed m the application
did not support this position.

Deprte the lack of evidence for improvement in bleeding patterns as compared to DMPA,
Lunelle™ appears to offer the following advantages over injectable progestin-only
contraceptives: (1) a reduced incidence of amenorrhea with continued use; ) more rapid
reversibility of drug effect following discontinuation; (3) more rapid return o fertility following
product discontinuation; (4) a theoretical reduction in the amount of bone mineral density (BMD)
loss compared to that observed with DMPA use.

Safety data contained in the original application and in the 1998 response-to-deficiencies
amendment dld not demonstrate an increased risk for estrogen-related adverse events and
supported the safety of Lunelle™ as a monthly contraceptive.

oF
The labeling for Lunelle™ was extensively revised from the original v&rsion submitted by the
sponsor with the application. The final format and content of the information contained in the
label was designed to reflect data known and risks associated with combined hormonal

contraceptives and with progestin-only injectable contraceptive products.

Conclusions and Recommendations

Although the number and magnitude of the deficiencies in the database for the WHO-sponsored
trials which comprlsed the original NDA did not permit a confident assessment of the safety or
efficacy of Lunelle™ data contained in the current amendment does support the safety and
effectiveness of Lunelle for marketing approval in the U.S. As noted both in this
memorandum and in the primary Medical Officer's review, the sponsor did not provide thorough
justification for the estrogen component of this combination drug product. In light of this fact,
the sponsor will conduct - phase 4 commitment studies to further assess the theoretical
benefits of the estrogen component as presented in the sponsor's application. These phase 4
studies will assess (1) the effect of Lunelle™ use on BMD and will compare this effect to that
~seen with DMPA, and (2)-

I agree with the primary Medical Officer’s assessments and recommend approval of Lunelle™ for
the indication of female contraception.

-

!f.ﬁ‘hB -
s.';___. FWo/57 Cc:  NDA 20-874
Susan S. Allen, MD, MPH HFD-580, Division File
Team Leader, HFD-580 SAllen, DHixon, MMann, LRarick
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Meeting Minutes -

Date: September 13,1999  Time: 2:30-4:00 PM Location: 17B-43

NDA 20-874 Drug: Lunelle (medroxyprogesterone acetate and estrdoil cypionate
injectable suspension)

Indication: Contraception -
Sponsor: Pharmaciz & Upjohn

Type of Meeting: Labeling

Meeting Chaift. Marianne Mann, M.D.

Meeting Recorder: Jemmifer Mercicr, B.S. 4

FDA Attendees:

Florence Houn, M.D. - Director, Office of Evlauation ITI (HFD-103)

Marianne Mann, M.D. - Deputy Director, Division of Reproductivé and Urologic Drug Products
(DRUDP @ HFD-580)

Susan Allen, M.D. — Team Leader, DRUDP (HFD-580)

Dena Hixon, M.D. - Medical Officer, DRUDP (HFD-580)

DJ Chatterjee, Ph.D. — Biopharmaceutics Reviewer, Office of Clinical Pharmacology and
Biopharmaceutics (OCBP) @ DRUDP (HFD-580) _

Venkat Jarugula, PH.D. - Biopharmaceutics Reviewer, OCBP @ DRUDP (HFD-580)

David Lin, Ph.D. — Chemist, Division of New Drug Chemistry II (DNDCIT) @ DRUDP (HFD-580)

Jennifer Mercier, B.S. — Project Manager, DRUDP (HFD-580)

Meeting Objective: To discuss the proposed label with revisions as noted.

Decisions made: See attached label. (Recommendations are in bold print.) Multiplc revisions were
made to this label by the Medical Officer and Team Leader.

-

Action Items: .

v

— T~
<L L

. up.

anltes{kljeparer \’ Coilcurt—"eﬂ(e, Chair




NDA 20-874
. Mieeting Minutes
. Page 2

cc: . .

Original NDA -
HFD-580/DivFile
HFD-580/Rumble/Mercier
HFD-580/Rarick/Mann/Allen/Hixon/Lin/Chatterjee/Jordan/Rhee/Parekh/Kammerman

drafted: September 20, 1999/Mercier

concurrence: Rumble9.21.99/Lin9.28.99/Al1en9.24.99/Houn9.21.99/Mann9.24.99/Hixon9.29.99
final: October 6, 1999
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7000 Portage Rosd
, Mi 49001-0199

.a & Upj Ohn Telsphone: (616}_ 833-4000

Office of:
P.K. Narang, Ph.D., FC !"*
Liaison Director, New Drugs

Reguilatory Affairs

Telephone No. (616) 833-9896
Facsimile No. (616) 833-8237

Bvduhon and Research

RE: NDA 20-874

Contraceptive Injection
(Medroxyprogesterone Acetate and
Estradiol Cypionate Injectable
Suspension)

General Correspondence
LIPID and BLOOD PRESSURE DATA
ANALYSIS

by Dr. Dena Hixon during a June 22, 1999 teleconference, Pharmacia and Upjohn is

o fo'ﬁoﬂde a report (attachment 1) that contains analyses of the lipid and blood pressure data
ARy !.oeonmepnve method (nonhormonal or hormonal) used by the women in the 60 days
"‘f“‘ti !bem of the study /0004.

-y
l

oL ..w, ln!qmuons regarding this submission, please contact me at (616) 833-9896. Please
v Onoe: te addressed to Unit 0635-298-113.
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If you have any questions regarding this submission, please contact me at (616) 833-9896.

Sincerely,

A
v
P.K. Narang, Ph.D., F.C.F' \[>\
Director, Regulatory Affairs R
PKN:kmyv
Attachments =

- -

Iteﬁls"v;wl.lich this response addresses: _ "
-- L A Table with requested cohort sizes
o, Pregnancy test results for a specific, noted cohort
s, Concormnitant Steroidal / Hormonal Medication information for another cohort
(Attachment 1: Listing)
4
5

Those noted under ‘Information Related to Efficacy’ z _
Criteria definitions for ‘at risk for pregnancy’ and ‘not applicable’ for condom
use (under ‘Other Information Needed’)
* [Items 1-3 (page 1) and Items 4, 5 (page 2) of FAX]
‘We note that the ‘re-analysis of the Lipid and Blood Pressure’ data, requested under ‘Other

Information needed’ was submitted on August 25, 1999. We anticipate providing the
responses to the outstanding questions, hopefully, by early next weele.:‘

Please send correspondence addressed to Unit 0635-298-113.

PHARMACIA & UPJOHN COMPANY ’ \ é\
%{f b {b
, \
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NEWCORRESP -

@ Pharmacia&Upjohn' ¥ R

Kalamazoa, M! 42001-0199
Talephone: (616) B33-4000

Office of: =

P.K Narang, Ph.D..F.CP.
Liaison Director, New Drugs
Regulatory Affairs

Telephone No. (616) 833-9896
Facsimile No. (616) 833-8237

L
-

September 7, 1999 "f

: Z »
Ms. Jennifer Mercier é&\@ FOR o’fda
Division of Reproductive and Urologic Drug Products, HFD-580 RECT
Center for Drug Evaluation and Research SEP 0 8 1999
Document Control Room 17B-20
Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20-874
Lunelle ™ Monthly Contraceptive Injection
{Medroxyprogesterone acetate and Estradiol
cypionate Injectable Suspension)

eral ndence
e = . Responses to the August 20 and September 1, 1999
Teleconfel_'ences

L

Dear Ms. Jennifer Mercier:

-

As requested by the Division, Pharmacia and Upjohn (PNU) is pleased to submitted the
following items:

1. Responses to the outstanding questions raised during the August 20, 1999
teleconference (Attachment 1).

2. Response to the request for clarification of select items and new cohort
estimates per September 1, 1999 teleconference (Attachment 2).

BEST POSSIBLE COPY




NDA 20-874
Page2

Sincerely,

d

We appreciate the help and guidance provided to P&U by both Drs. Allen and Hixon during
the recent teleconferences. As can be seen from the new table for cohort sizes (under

Attachment 2), P&U has 290 women completing at least 13 cycles on Lunelle™ who are
considered “at risk” per definitions discussed.

-

If you have any questions regarding this submission, please contact me at (316) 833-9896.
Please send correspondence addressed to Unit 0635-298-113.

PHARMACH & UPJOHN COMPANY

T

Wzﬂ\lw\»\a'/ '.f
P.K. Narang, Ph.D., F.C.P. REVIEWS COMPLETED
Director, Regulatory Affairs — -
S0 ACTION
PKN:Imf ClLere V\
( Attachments TN A i
csl v;!&".‘fl-'- [

e
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DUPUCATE

f/ : 7000 Portage Road

. P h armac l a & Up J Oh n ;;:pr:::?(::s;g::?;f(;::

Office of:

P.K. Narang, Ph.D_.F.CP.
Liaison Diregtor, New Drugs
Regulatory Affairs

Telephone No. (616) 833-9896
Facsimile No. {616) 8338237

September 3, 1999

o',

Ms. Jennifer Mercier ' o
Division of Reproductive and Urologic Drug Products, HFD-580 ) s
Center for Drug Evaluation and Research
Document Control Room 17B-20

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20-874
Lunelle ™ Monthly Contraceptive Injection
{(Medroxyprogesterone acetate and Estradiol
cypionate Injectable Suspension)

General Correspondence -
{(Impurity — Specification for Drug Product)

»

- -Pear Ms. Mércier

Dr. D. Lin (teleconference September 1, 1999), requested Pharmacia and Upjohn (P&U) to

provide batch data for MPA used in any clinical lots. Attached please find the requested

information. -

This is the only clinicat lot for which we have batch data. As was stated in the NDA, the
extended period over which development of this product took place, information regarding
the manufacture and testing of the early clinical supplies is not available. The clinical studies
were performed under the auspices of World health Organization (WHOQ). Our old records
were destroyed in compliance with the internal retention schedules.

BEST POSSIBLE COPY
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NDA 20-874
Page 2

Depo-Provera® and Lunelle™ _—.———— are manufactured using the same MPA bulk 3
drug material and are referenced to the same DMF (# — . P&U has shown that this bulk £
drug material routinely has levels of -(data table c
previously supplied; August 30 1999 submission). Depo-Provera containing §

—_ is already commercially available. =

Since, Depo-Provera® contains the concentration of MPA compared to that in
Lunelle™ ———————————__ and only half the dose volume is the recommended
dose, lherc is a strong justification for the absence of any safety concerns. &

P&U would appreciate receiving a response, if possible, early next week. If you have any
questions regarding this submission, please contact me at (616) 833-9896. Please send
correspondence addressed to Unit 0635-298-113.

Sincerely, R

~t

PHARMACIA & UPJOHN COMPANY

'-/ 7 //&é(,@.z/ :
P.K. Narang, Ph.D., F.C.P.

Director, Regulatory Affairs
PKN:miw

Attachments
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6 M . 7000 Portage Road
Kalamazoo, Ml 45801-0199

Oh n Telophone: (616) 833-4000

Office of:

P.K. Narang, Ph.D.,F.C.P.
Liaison Director, New Drugs
Regulatory Affairs

Telephone No. (616 833-9896
Facsimile No. (616) 833-8237

) &
August3l. 1999. . 7 {\oxm%

-
¥

Ms. Jennifer Mercier
Division of Reproductive and Urologic Drug Products, HFD-580
Center for Drug Evaluation and Research

Document Control Room 17B-20
Food and Drug Administration r
5600 Fishers Lane %Q

Rockville, MD 20857

RE: NDA 20-8374

Lunelle ™ Monthly Contraceptive Injection
(Medroxyprogesterone acetate and Estradiol
cypionate Injectable Suspension)

General Correspondence
Partial Response to FDA Request dated 8/20/99

‘Dear Ms. Mercier

R CHTN,

On August 20, 1999, during a teleconference, Pharmacia and Upjohn (P&U) was asked by
the Division to provide additional information pertaining to specific cohorts of interest for the
US clinical trial (/0004) submitted in the amendment of April 15, 1999 for registration of
Lunelle™. To assist, Drs. S. Allen and D. Hixon faxed a copy of a Table (for various
cohorts) they wished for us to complete, along with additional questions for_j\'which additional
details were deemed necessary.

Appended please find a ‘partial response’ to the above noted request. Though, during the
teleconference, we had advised the Division of possible difficuities in getting to the Depo-
Provera information needed to contrast with Lunelle™, it was our intent to have it all done by
Aug 27™. Apparently, a bit more time is needed.
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If you have any questions regarding this submission, please contact me at (616) 833-9896.
Please send correspondence addressed to Unit 0635-298-113.

Sinéerely, B ,

PHARMACIA & UPJOHN COMPANY

/
ﬁcﬂz o :
P.K. Narang, Ph.D., E.C.P. 3 % |
Director, Regulatory Affai
xR

PKN:crdt | 0\9\'
cc: Jennifer Mergier (Desk Copy) ? ’
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Meeting Minutes

Date: August 31, 1999 Time: 9:30-10:30 AM Location: 17B-43

NDA 20-874 Drug: Luneclie™ Monthly Contraceptive Injection
(medroxyprogesterone acetate and Estradiol cypionate
Injectable Suspension) Y

Indication: Contraception

Sponsor: Pharmacia & Upjohn

Type of Meeﬂzg: 4 Month Status (Internal)
Meeting cmr: Marianne Mann, M.D.

o~
-
LY

Meeting Recorder: Jennifer Mercier, B.S.

FDA Attendees:

Marianne Mann, M.D. - Deputy Director, Division of Reproductive and Urologic Drug Products
(DRUDP; HFD-580)

Susan Allen, M.D. - Team Leader, DRUDP (HFD-580)

Dena Hixon, M.D. - Medical Officer, DRUDP (HFD-580)

Amceta Parekh, Ph.D. — Team Leader, Office of Clinical Pharmacology and Biopharmaceutics (OCPB)
@ DRUDP (HFD-580) -

Dhruba Chatterjee, Ph.D. - Biopharmaceutics Reviewer, OCPB @ DRUDP (HFD-580)

David Lin, Ph.D. - Chemist, Division of New Drug Chemsitry II (DNDCII) @ DRUDP (HFD-580)

Terri Rumble, B.S.N. - Chief, Project Management Staff, DRUDP (HFD-580)

Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

Meeting Objective: To discuss the review status of this application.

Background: Lunclle™ Monthly Contraceptive Injection is a resubmission in response to a previous
submission that was Not Approved. Previously, the submissTon received a not approval
based on the lack of meaningful clinical data to support the desired indication.

Decisions made:

Chemistry :

¢ the name Lunclle™ Monthly Contraceptive Injection is acceptable

¢ the review is complete from the previous submission, approval will be recommended, pending final

labeling review . :

e concemn regarding the return to ovulation after use of this product
* review will be complete by due date
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Clinical -
¢ communicated to sponsor concern regarding addition of estrogen component to this product: does
the estroy, . component add to efficacy or improve safety?
requested from sponsor bleeding profile for Depo-Provera
spansor {o reanalyze the risk/benefit for this product
may need to require a Phase 4 commitment for approval of this product; a head-to-head trial with
Lunelle versus Depo-Provera to address benefits of Lunelle

Efficacy -

* the recommendation of 200 patients completing 13 cycles may not be met given the number of
patients who were studied with various confounding factors that put them at decreased risk for
pregnancy

-

Label .
= + B
weight gain will have to be assessed and put into the label B
¢ unacceptable bleeding patterns will have to be addressed 4
Pharmacology

® review is complete from previous submission; recommended approval
* labeling will be reviewed again

" Unresolved decisions: None

Action Items:
* schedule a labeling meeting 3™ weck of September; all disciplines will have to participate
® request information on the status of clinical audits

n K3z

«p
'Mlilib.&:yparer .~ Concurrence, Chair 9/&/7?
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cc: -
Original NDA :
HFD-580/DivFile

HFD-580/Rumble/Mercier
HFD-SBO/Raﬁck/anIAHmI}ﬁxonﬂmdan!RhedLm/PmldVChauededKammcmmn
drafted: Scptember 1, 1999 T
concurrence: Rumble 9.3.99/Lin9.7.99/Mann9.7.99/Hixcn9.8.99/Chatterjee9.10.99
final: September 21, 1999
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DUPLICATE

o T e
t‘e\u (oAt S 7000 Regrage Road
I ‘ '8 Kalamazoo, Ml 49001-0199

- Fetephone: {616) 833-4000

. Pharmacia&Upjohn

Office of:

P.K. Narang, Ph.D., F.C.P.
Liaison Director, New Drugs
chu]atopr Affairs

Telephone No. (616) 833-9896
Facsimile No. (616) 833-8237

“August 26, 1999

- TR,
Lisa Rarick, M.D. 7
Division of Reproductive and Urologic Drug Products, HFD-580 ¥ / i
Center for Drug Evaluation and Research '
Document Control Room 17B-20
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

RE: NDA 20-874

Lunelle ™ Monthly Contraceptive Injection
(Medroxyprogesterone acetate and Estradiol cypionate
Injectable Suspension)

General Correspondence
(Impurity —Specification for Drug Product)

Dr. Rarick

On August 29, 1997 Pharmacia and Upjohn (P&U) amended their Drug Master File ™ for
« —= .an active) to add an ‘impurity specification’ in the ICH format in
‘-*am:mpauon of the submission of the above NDA (# 20-874; onginal application was made Sept 25,
1997). This communication is provided under Attachment A. Within this, the attachment no. 1
(page 3) denotes the proposed addition to Registration Specifications.

The original NDA for Lunelie Monthly Contraceptive Injection (previousty referred to as

~——=, was submitted in September 1997. The NDA Item 4 contained the specifications for
*Active Drug Substance’ (page 4/1/43 in volume 1.4) and ‘Drug Product’ (page 4/1/95; at time of
release and stability Page 4/1/209 in Volume 1.4) (Attachment B).

This brief is to request approval of a minor ‘correction’ to our original NDA. Qur goal is to address

an inconsistency noted during a recent review of the specifications for one of the impurities. In the

Aug 29, 1997 amendment to the DMF, P&U proposed a limit of NMT ——  (or “Impurity ~ .
~ for the active substance — This limit was based on batch results
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from lots manufactured between Jan 1995 and Apr 1997 and shown in Attachment A. This limit is
further supported by the batch results from 40 newer lots (Jan 1, 1998 through most reccnt) of the
drug substance (Attachment C}.

The same impurity . —~—, is monitored in the drug product as. e— with a
proposed limit of NMT " — l"h:s inconsistency ‘'——_ vs. — ;in the limits of * —— (ak.a

; occurred because the limits for the product were set based solely on the batch |
data for the Lunelle { —— rcg:stratlon stability lot§ ~—mmm———— %

These stability lots were manufactured using drug substance lots which just happefied to contain low
levels of ~————————  Qur oversight was to not recognize that the same impurity could be
present in the active drug substance at levels of /,—

While 15 a potential degradation product in Lunelle - ————— , stability
data have showd no change or growth in this impurity. Therefore, we would like to propose using
the same limit for this impurity in the ‘drug product’ as used for the ‘drug substance’: NMT — .
P&U would greatly appreciate correcting this oversight in the spcc:ﬁcauons for drug product to
reflect the limit for —— €0 bp -‘

Further, the limits are in concert with the ICH Q3B guidance for reporting and identification,
‘Qualification’ is considered adequately established based on substantive safety data from LM.

injection marketed products containing “———v—— —¢.g., Depo-Provera
Contraceptive Injection, Depo-Medrol, etc.

P&U would be delighted to have an agreement response from the reviewing Division, if possible,
within one week.

If you have any questions regarding this submission, please contact me at (616) 833-9896. Please
send correspondence addressed to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY

-

~Z3e

_PK. Narang, Ph.D., F.C.P.
Director, Regulatory Affairs

PKN: APPEARS THIS WAY
0N ORIGINAL

*

Attachments

cc: Jennifer Mercier (Desk Copy)
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Teleconference Minutes  ~SEP 7 1999

Date: August 20, 1999 Time: 9:30-10:30 AM Location: Parklawn; 17B-43

NDA 20-874 Drug: Lunelle™ Monthly Contraceptive Injection
(medroxyprogesterone acetate and estradiol cyplonate
injectable suspension) =

Indication: Contraception
Sponsor: Pharmacia & Upjohn
Type of Meetixg: Information Request

Meeting Chair: Susan Allen, M.D.

’.Ql

External Lead: P.K. Narang
Meeting Recorder: Jennifer Mercier, B.S.

FDA Attendees:
Susan Allen, M.D. — Team Leader, Division of Reproductive and Urologlc Drug Products
(DRUDP; HFD-580)
"' Dena Hixon, M.D. — Medical Officer, DRUDP (HFD-580)
Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

External Attendees:

Dr. Charlie Wajszczuk, Clinical Program Leader, Clin. Development

Dr. Roger Garceau, Director, Clinial Development

Dr. P.K. Narang, Director, Global Reg. Affairs

Ms. Marie Maile, Biostatistics

Mr. Carl Deuliis, Reg. Mgr., Global Regulatory AffairsP.K. Narang — Pharmacia & Upjohn

Meeting Objectlve To discuss the bleeding information presented in the NDA and the additional
. information needed to complete the review.

- B ] -

Discussion:

Table 3, page 86, vol. 1 (bleeding data)

* afier 12 months use the table indicates undesirable bleeding patterns in 60% of women using Lunelle

 the sponsor needs to justify the addition of the estrogen component in the product because the table
clearly does not show that the bleeding patterns have improved with this additien

Table 3.6b, Vol. 8, page 241
¢ the definition and criteria for “at risk for pregnancy™ should be provided _
¢ the number of patients postpartum or post-abortion who compieted 15 cycles should be provided
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J

Table 9.3, Vol. 12, page 260 =

¢ the number of patients who completed 13 or 15 cycles who used condoms during the trial should be
provided

¢ define “not applicable™ for condom use

Additional Comments

*  the number of patients 35 years or older who completed 13 or 15 cycles shoulg be provided

* the number of patients who do not fit any of the above criteria should be provided

¢ 3 patients used injectable contraception without the 10 month wash-out period; of those 3 patients
information on how many completed 13 or 15 cycles should be provided

e of those patients who were using oral contraceptives during the 2 months prior to injection,
information on how many completed 13 or 15 cycles should be provided

Decisions mad:i

* atable created by the Team Leader and Medical Officer will be faxed tqghe sponsor to complete and
return with the above information LY

e the above information will be forwarded to the Division within a week to expedite the review
Unresolved decisions: None

Action Items:
¢ fax meeting minutes to sponsor within 30 days
® sponsor needs to submit the information on lipid profiles requested by the Division in June, 1999

S~
S~
2 L
| o2 27/ 39
Minuded fy‘parer Concurrence, Chair

| \
PPEARS THIS WA
A oM ORIGINAL
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Original NDA

HFD-580/DivFile
HFD-580/Rumble/Mercier
HFD-580/Rarick/Mann/Allen/Hixon

drafted: August 25, 1999
concurrence: Hixon8.31.99/Allen9.1.99
final: September 1, 1999

MEETING MINBTES
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ORIG AMENDMENT

7000 Poft;go Road
KaTamazoo, M1 43001-0199

g%‘* Pharmacia&Upjohn L~ R

Office of:

P.K. Narang, Ph.D,F.C.P.
Director, New Drugs
Regulatory Affairs

Telephone Jo. (616) 833-9896
Facsimile No. (616) 833-8237

August 6, 1999

Dr. Lisa Rarick - .
Director, Division of Reproductive and Urological Drug Products MSO
Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20-874
( CYCLO-PROVERA® Contraceptive Injoction
. (Medroxyprogesterone Acetate and
Estradiol Cypionate Injection)

Addendum (Revision) to Clinical Study Report (/0004)
Dear Dr. Rarick |

Pursuant to an internal review, Pharmacia and Upjohn informed the Division (teleconference June
22, 99) of a problem identified in the processing and reporting of some *‘Safety Laboratory Data’
from the pivotal clinical trial (0004) submitted in the April 15, 1999 amendment (#001) to the NDA
20-874. This problem related to:
® Inconsistent values in the source data for the time point assigned to specimens, for some patients
who completed the study, resulted in an omission of their week 60 data.

¢ The rule applied to handle multiple observations for the same time period chose the “worst”
value instead of the value closest to the target time point in some situations, where “worst” was
determined based on the difference from the normal range. -

* Values not included in the week 20, 40, 60 analysis or in the index cycle analysis were not
included in the patient data listings.

. Following reprocessing and analysis of the corrected laboratory data, P&U is submitting this
‘a_ddendum (revision)' to the Clinical Study Report (CSR; PNU document no. a0018257) for the only
s pivotal clinical trial (/0004) included in the April 15, 1999 submission.
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Following sections of the ‘original clinical study report (CSR)’ have been revised:

,.'

Section 14.3: Clinical Laboratory Evaluations
Section 15: Discussion

Appendix 9A: Patient Narratives

Appendix 9B: Lipid Profile Evaluation
Appendix 9C: Coagulation Profile Evaluation
Appendix 11: Data Tables for lab data
Appendix 12: Patient Listings for lab data

To assist with the review, a table of contents (TOC) from the original report is used. Within this
TOC, all revised sections have been “italicized”. All revisions within each section, except numbers
in the ‘in-te£ tables’, are “italicized”. All in-text tables included in this addendum should be
considered as ‘revised’. Though page numbers are different from the ongmal CSR, all references to
sections, tables, and appendices remain unchanged. ‘

A ‘new’, comrected CD-ROM with “Patient and Domain Profiles™ is also provided. This ‘Electronic’
component conforms to the recent CDER guidance and consists of 419 MB of information. It is our
belief that it should be used in-place of the one sent previously with the April 15, 1999 subinission.

All data sets as ‘Patient Profiles’ (.pdf files) and ‘Domain Profiles’ (.xpt files) have been placed
under the CRT directory, which has a ‘Readme’ file to assist with navigation. Also included is a

( ‘Patient Profile Index (.pdx file; created using Acrobat Catalog to allow full text search capability.
The file (algor.pdf), created in Excel, provides ‘algorithms’ for calculated variables. The data sets
included were created using SAS (version 6.08).

The enclosed transport media was checked using VirusScan NT (version 7) and deemed *virus free’.
Though P&U has taken needed precautions, use of a similar software by CDER is encouraged to
confirm. The CRT directory is placed under N20874 directory, along with a copy of this letter, form
356H, and the NDA Table of Contents (included for completeness; no change). This “Table of
contents’ has been hyper-linked.

* Three copies, of the full submission are enclosed: one each for clinical and statistical review, and one
archival. Shquld there be any questions regarding this submission, please call me at 616 833 9896.
~~8emd all correspondence to 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY

Ca«_@ AN ) t.yuj)‘-:r JLVN . :

' CSO AT~ ¢

PK. Narang, Ph.D., FCP. S

Regulatory Affairs - Cleers: o S0
( PRN:Imf €SO INTTIALS DATE

Attachment

BEST POSSIBLE copy



- —

ME M ORANDUM  DEPARTMENT OF HEALTH AND

HUMAN SERVICES -

PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

Dae:  June 2, 1999 I C/\
@) ,
To:  Gurston Turner, Ph.D. (HFD-344) \ ' ‘X\\ ‘\0\

From: + Lana L. Pauls, M.P.H., Associate Director, Division of Reproductive and Urologic Drug
Products (HFD-580)

Subject: Requesr‘for Clinical Inspections for NDA 20-874

[ d
In support of the above mentioned NDA for Lunelle (medroxyprogesteron® acetate and estradiol
cypionate), the sponsor Pharmacia and Upjohn has submitted the results of the following pivota!
protocols for the indicaticns identified below:

Indication Pivotal Protocol # Investigator's Name/Address

Contraception /0004 T
—_— ~ T

Contraception /0004 il - —

Contraception 10004 —_—

e _ -

We have discussed this application with Gurston Turner and, as a result, identified the above
protocols/sites for inspection. *

We request that the inspections be performed and the Inspection Summary Results be provided by
September 30, 1999. We intend to make a regulatory decision on this application by October 2, 1999.

Should you require any additional information please contact Jennifer Mercier, Project Manager at 301-
827-4250.




Distribution: NDA 20-874
HFD-580/Division File
HFD-580/Mercier/Rumble
HFD-344/CIB Reviewer
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Meeting Minutes -
Date: May 21,1999 Time: 12:30-1:00 PM Location: Parklawn; 12A-43
NDA 20-874 Drug: Lunclle™(medroxyprogesterone acetate and estradiol cypionate)

Indication: Contraception

Sponsor: Pharmacia and Upjohn

Type of Meeting: Status and Review Meeting
Meeting Chair: <Lisa Rarick, M.D.

Meeting Recorder: Jennifer Mercier, B.S. o

LS

FDA Attendees:

Lisa Rarick, M.D. — Director, Division of Reproductive and Urologic Drug Products (DRUDP);
HFD-580

Marianne Mann, M.D. - Deputy Director, DRUDP (HFD-580)

Susan Ailen, M.D. — Team Leader, DRUDP (HFD-580)

Dena Hixon, M.D. — Medical Officer, DRUDP (HFD-580)

Ameeta Parekh, Ph.D. — Team Leader, Office of Clinical Pharmacology and Biopharmaceutics 11
(OCPBII) @ DRUDP (HFD-580)

Johnny Lau, R.Ph., Ph.D. — Biopharmaceutics Reviewer, OCPBII @ DRUDP (HFD-580)

David Lin, Ph.D. — Chemist, Division of New Drug Chemistry II (DNDCII} @ DRUDP (HFD-580)

Terri Rumble — Chief, Project Management Staff, DRUDP (HFD-580) -

Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

Meeting Objective: To discuss the completeness and acceptability of this resubmission.

Decisions made:

Clinical

o This response4o the NA letter deficiencies appears complete

» Data from the'briginal NDA submission will be used to assess safety related to coagulation
parameters

o the lipid study data will have to be reanalyzed, removing the patients that were on oral contraceptives
at baseline

Chemwtry *
= application is complete for resubmission review Ny
e Lunelle™ Once A Month Contraceptive will need a tradename review by the LNC

Biopharmaceutics
s application is complete for resubmission review
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Unresolved décisions: None

Action Items:
¢ communicate information needed to complete review (Biopharmaceutic comments and clinical
comments) =

o  Chemist will request LNC review of the tradename

& Q

_ 6} I r/i“)
Minutes (Pyparer Con‘currence, Chair

Original NDA

HFD-580/DivFile

HFD-580/PM/Rumble/Pauls/Mercier

HFD-5 80/Rarick/Mann/Hixon/Slaughter/Allen/Lin/Rhee/Law/Parekh

drafted: June 2, 1999/IM
concwrence: Rumble/June 7, 1999
final: June 15, 1999

MEETING MINUTES

R '; APPEARS THIS waY
ON ORIGINAL
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OKloivAL
| . NEW CORRESP
@ Pharmacia&Upjohn ™, Ertiar
_ : P.X. Narang, Ph.D.. F.CP.

Director, New Drugs
Regulatory Affairs

Telephone No. (616) 833-9896
Facsimile No. (616) §33-8237

I April 27, 1999 5

Dr. Lisa Rarick

Director, Division of Reproductive and Urological Drug Products HFD-580

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20-874 L4
CYCLG-PROVERA® Coutracepiive Injection
(Medroxyprogesterone Acetate and

Estradiol Cypionate Injection)

New (Correct) CD-ROM’s

Dear Dr. Rarick

On April 15, 99 Pharmacia and Upjohn (P&U) submitted to the agency our Amendment 001
(complete response to the deficiency letter dated September 25, 1998) which included Items 11 and
12 electronically on a CD-ROM as transport media. Earlier this week we recognized that one of the
files (algor.pdf), an Excel file with algorithms for ‘calculated variables’ was incorrect.

Per guidance from the Project Manager (Ms. Jennifer Mercier; April 27, 1999), P&U is pleased to
enclose two new copies of ‘CORRECTED' CD-ROM which should replace the original ones sent
with the amendment. The ‘Electronic’ component of this submission cenforms to the recent CDER
guidance (January 1999). The CD-ROM provided consists of 600 MB of information.

"I you have a'hy questions regarding the contents of this submission, please contact
P.K. Narang (616) 833-9896. Please send comrespondence addressed to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN com%

Cm Quftis Alw-' YRS CORPLETED

P.K. Narang, Ph.D., F.C.P. £90 ACTION:

Regulatory Affai
egulatory Affairs OJuerrer Dy [ Ivemo
PKN:mlw

C 8
cc:  Ms. Jennifer Mercier (Projectiasuimg LS DATE |
FAX Copy of the letter: 301 827 4267
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URIVINAL
Pharmacia&Upjohn  »cndln ccr

Director, New Drugs ==

Regulatory Affairs

Telephone No. (616) 833 9896
%  Facsimile No.  _ (616) 833 0409

April 12, 1999 OR‘GZNAL

W e taage

Christina Kish . . o T
Division of Reproductive and Urological Drug Products HFD-580
Center for Drug Evaluation and Research 2 N
Food and Drug Administration .
5600 Fishers Lane ' q_&‘ \ AP 141999
_Rockville, MD 20857 NS M N
o o ' - '
. A ey V«-\ Ab\,\a RE: NDA 20-874 :
% W “9 4% Lunelle ™ Once-A-Month Contraceplive
K (Medroxyprogesterone Acetate and
Estradiol CypionafR Injection)
oy .L) General Correspondence
Dear Christina Y1221

On Feb 24, 99, Pharmacia and Upjohn (P&U) had submitted for review by the Labeling and
Nomenclature Committee (LNC) the following trademark and the preferred noun.

LUNELLE ™ Once-A-Month Contraceptive

Following the communication you received from David Lin of the Division, you informed us
during our tele-conversation (Mar 30, 99) that the LNC deemed the chosen noun
‘inappropriate’. Several groups P&U continue to have (and have expressed) concerns
regarding the potential confusion with the Depo-Provera Contraceptive Injection (only
injectable contraceptive on the market, given every 3 months). The apparent concern stems
from P&UP’s desire to ensure that both the prescribers and users clearly understand that the
dosing rcgiinens are different for Depo-Provera and Cyclo-Provera (LUNELLE).

Market research suggests familiarity of Physicians with Depo-Provera (dosed quarterly). As
LUNELLE is also an injectable contraceptive, it is perceived by many to have similar
regimen (even though they realize that it contains, in addition to a progestagen, an estrogen).
Depo-Provera® has a street name “the ~——_' among teenagers and clinjc customers. P&U
believes that simply having two different trademarks (Depo-Provera and LUNELLE) for two
different injectables may not suffice. As LUNELLE would be the only ‘Once-a-month
contraceptive’ on the market, the proposed noun does not give P&U any special advantage
over the competition, but clearly keeps the consumers' interest in perspective.

Pharmacia & Upjohn Telephone (616) 833-4000
7000 Portage Road
Kalamazoo, Ml 49001-0199
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P&U would like to minimize for the health care providers any confusion that LUNELLE
could be administered quarterly, thus impacting the primary efficacy fo: the end-user. To
insure that this does not happen, P&U would request LNC to reconsider the noun as stated
above; or advise if one of the following could be adopted.

LUNELLE™ Once-a-Month Injectable Contraceptive %
or -
LUNELLE ™ Monthly Contraceptive Injection

or

LUNELLE™ Contraception For One Month

May we ask for your indulgence once again, and get a quick read from the LNC. We are
scheduled to file the amendment to our NDA (20-874) by April 15,99. If there are any
questions, please contact me at 616 833 9896. Send correspondegge to 0635-298-113.

LY
Sincerely,
P.K. Narang, Ph.D., F.C.P.
Director

PKN:Imf

cc: FAX a copy 301 827 4267

. APPEARS THIS WAY
. ON ORIGINAL
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e _ . . WNEW CORRESP
¥ Pharmacia& UpJ OQP P.K. Narang, Ph.D., FCP. V&~
> éﬂ' Director, New Drugs
IQ“\" AP Regulatory Affairs
._ .Y Telephone No.{(616) 833 9896
SEEGAANA w®  Facsimile No. (616) 833 0409
February 24, 1999 3y A
Lisa Rarick, M.D.

Division of Reproductive and Urological Drug Products HFD-580
Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20-874
Lunelle ™ Once-A-Month Contraceptive

mv;\ﬂ\qa\ (Medroxyprogesterope Acetate and

Estradiol Cypionate¥njection)

General Correspondence

Dear Dr. Rarick:

Pharmacia and Upjohn (P&U) appreciates the promptness of the official communication
from the Division dated January 27, 1999 informing us of the acceptability of the proposed
tradename LUNELLE to the Labeling and Nomenclature Committee (LNC). P&U seeks.
LNC's induigence to clarify use of this name with the preferred noun and any subsequent
guidance regarding the acceptability of its use as noted below:

LUNELLE™ Once-A-Month Contraceptive

We sincerely apologize for not clarifying it earlier. Our preference for this noun stems from
the fact that using ‘Injectable Contraceptive’, as for DEPO-PROVERA, might be suggestive
of a similar regimen. P&U would appreciate a prompt review. If you have any questions
regarding this submission, please contact P.K. Narang at 616 833 9896. Please send any
correspondence to Unit 0635-298-113.

o —— -

Sincerely,

) K }lﬁﬁ_ CSOACTION: 7~ A
P.K. Narang, Ph.D., F.QP. NAY MEMO
Director ‘1/ Zi ? 7

csommais /[ pare
e T l . .

PKN/crdt: Attachment

cc: Ms. Christina Kish (+ FAX : 301 827 4267)
Pharmacia & tpjohn Telephone (616) £33-8000

ST BEST POSSIBLE COPY
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JAN 27 1999

Pharmacia & Upjohn
Atention: P.K. Narang Ph.D., F.C.P.
hnsonDnrector.Regdam:yAﬁaxrs

- 7000 Portage Road

Kalamazoo, Ml 49001

Dear Dr. Narang',.’

Please refer to your new drug application (NDA) submitted under section ) of the Federal Food,
Drug, and Cosmetic Act for Tradename Contraceptive Injection (medro gesterone acetate and
estradiol cypionate injectable suspension).

We also refer to your submission dated November 4, 1998, in which you submitted the proposed
tradename “Lunelle”.

We have received the decision from the Labelmg and Nomenclature Commmee and your proposed
u'admame is acceptable.

If you have any questions please contact Ms. Christina Kish at (301) 827-4260.
Sincerely,

(‘;/ Yesfr1r

Lisa D. Rarick, M.D.

Division of Reproductive amd Urologic Drug
t : Products
— M ~ Office of Drug Evaluation II
Center for Drug Evaluation and Research
ce:
Orig. NDA
HFD-580 _
-HFD-580/DLin/MRhee .
HFD-580/CKish/1.21.99/n20874.gc . -

CcncurrenceDIJn12299[MRhee12299mMann12299

GENERAL CORRESPONDENCE (GC)




| Date: January26,1999  Time: 3:00PM-3:30PM  Location: Parklawn 17545 |

- Typeof Meeting:  guidance:

 Teleconference Meeting Minutes

- (medroxyprogestreone acetate and estradio!
cypionate) Injection

External Participant: PharmaciaandUpjohn' z

NDA 20874 " Drug Name:

Meeting Chair: Susan Allen, M.D.
External Parﬁgpant Lead: - P.K. Narang, Ph.D.
Meeting Reeor;iu': Christina Klsh |

’.¥|

FDA Aftendees: :

Susan Allen, M.D. - Medical Officer, Division of Reproductive and Urologic Drug Products
(DRUDP;HFD-580)

Christina Kish - Project Manager, DRUDP (HFD-580)

ExtamlComﬂtumts
P.K. Narang, Ph.D. - Director, New Drugs, ch\ﬂatory Affmrs

Meeting Objectives:
To discuss the spapsor’s minutes of the November 13, 1998, teleconference.

Dlscusﬁon Points:

e  Background

. a teleconference was held with the sponsor November 13, 1998
the sponsor’s current clinical trial was the subject of that discussion .
., issues were raised regarding specific criteria required to ensure that acceptable
a: data was submitted in respomse to the not approvable letter previously issued to
T X the sponsor for their application
. thcsponsorfaxedacopyofthmmmummtlnsmwungonDecembcrl 1998

® = Discussion
. upon review of the sponsor’s minutes, it was determined tf\at one point was not
reflecied accurately

. under the subsection “Conclusions” the sponsor had written the following
statement (italics are this writer’s): ,

‘“They (the FDA) did verify that it was permissible to close the study early if we
_ {the sponsor) were willing to take the risk that all requirements for a pivotal,
multiceater safety and efficacy study as outlined in the deficiency letter

(Sept 25, 1998) would be met or adequately/rationally addressed.”

BEST POSSIBLE COPY
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- Jamuary 26, 1999
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Dedéions Reached:

{medroxyprogestreone acetate and estradiol cypionate) Injection R

- Page 2

+

DRUDP clarified with the sponsor that, as stated on Page 1 of the sponsor’s
draft minutes from the Novmeber 13, 1998, teleconference, all deficiencies in
the not approval letter for this product would need to be met
thesponsbrmadviseddmtheirdecisiontocloseﬂnstgdyearlyhadbecn
unexpected because it was envisioned that in order to obtsin sufficient numbers
of subjects who met acceptable entrence criteria the sponsor might have to
prolong the study - - _ |
the Division acknowledged that if specific information, typically required, may -
not have beea captured in the study (i.e., sexual activity throughout the study

i the sponsor should justify why this information would not be required to
the sponsor intends to submit a complete response in March 1999
the Division stated that it would be helpful to receiye the efficacy and safety
summary on disk and in addition for the sponsor towubmit electronically a very
detailed summary of the current clinical study, summaries of the clinical
pharmacology studies and complete case report forms for every subject who
became pregnant in the study
the sponsor suggested hyperlinking study reports to the appropriate tables and
was told that would be acceptable :

e the sponsor should revise their minutes as discussed above |
L] the sponsor is encouraged to submit study information electronically when submitting
their complete response

Unresolved Issues:

Action Items: none

none

-

A - : N
N (&i . ’ ) ——
] o . ’ /?W
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Memorandum -

J

To: NDA 20-874, Medroxyprogesterone acetate and estradiol cypionate Injection
Through: Moo-Jhong Rhee, Ph.D. 'a-')" ety

From:  David Lin, Ph.D. -

Date: January 22, 1999

W2a]aq

Re: Review of Sponsor’s Tradename Submission (04-NOV-1998)
oF
S

The sponsor has submitted tradename, Lunelle, to replace ——  Lunelle was submitted to
the Labeling and Nomenclature Committee for review on November 10, 1998, and determined

to be acceptable on January 19, 1999 (see attachment).

cC:

Orig. NDA #20-874
HFD-580/Division File
HFD-580/CKish
HFD-580/MRhee/DLin

R/D Init by: MJ Rhee APPEARS THIS WAY

Filename: nda20874.4 (doc) ON CRIGINAL

"-

.
-

BEST POSSIBLE-COPY




Teleconference Mégtinig Minutes Lo

- Date: November 13,1998 ‘Time: 2:00 PM - 2:30 PM Location: Parklawn C/R 17B-43-

NDA 20-874 Drug Name: ———— (medroxyprogestreone acetate and estradiol
: cypionate) Injection

-

External Parﬁdpnnt PharmacuandUp]ohn
Type ol‘Meeﬁng ~ guidance '
Meeting Chair: _ Marianne Mann, M.D.

- .
External Participant Lead: P.K. Narang, Ph.D.
: o
Meeting Recorder: - Christina Kish T

FDA Attendees:

Marianne Mann, M.D. - Deputy Director, Division of chroducnve and Urologic Drug Products
(DRUDP;HFD-580)

Susan Allen, M.D. - Medical Officer, DRUDP (HFD-580)

Julian Safran, M.D. - Medical Officer, DRUDP (HFD-580)

Christina Kish - Project Ma_nager, DRUDP (HFD-580)

External Constituents:

Roger Garceau, M.D. ChnmlDevelopmmt

Charlie Wajszczuk, M.D. - Clinical Deveiopment : |

" Henk De Koning Gans, M.D. - Project Leadét o it e
P.K. Narang, Ph.D. - Director, NewDrugs,RegulatoryAffaxrs , _

Nancy Busso - Regulatory Affairs

Diane Beuving - Project Manager

‘Matt Cromie - Clinical Trials Specialist

Meedng()bjecﬂﬁs )
Todumssthespmsorsproposalwnthtegardtoarewonsetothechmcaldeﬁcmeshstedmthenot
approvallencr:swdforthuproducton&ptemberzs 1998.

Discussion Points:
° Background , .
. thesponsormtcndstounhzetheirUS clinicaluialtorespbndtothedeﬁciency

letter of September 25, 1998
. dmsponsorproposestermmanngmesmdy4weeksearherthanplanned
. a complete response to the not approval letter is expected in early April, 1999

BEST POSS!PLE COPY




NDA 20-874 20-874 e Page 2
(medrox)rprogesu'eone acetate and T ————— '
estradiol cypionate) Injection ‘ =
November 13, 1998 ' ‘ T o

e Early Termination of Clinical Trial

. the sponsor is taking a risk in stopping the study ahead of schedule

. every point in the deficiency letter must be addressed

. thcsponsorueonﬁdmt‘thauheycanrespondtoeachpammeterouﬂmedmthe
not approval letter, despite the fact that some women previously taking an
mjectablecomracepuvehadawashONpenodofonlyelghtmomhsasopposedto
the 10 months required inr.the not approval letter :
the sponsor questioned how the 10 month wash out period was derived and were
told that this was for safety concerns and that a literature citation could be

_ provided upon request; the sponsor did not requestghe citation
L
] Mishandling of Blood Samples

okt

. aloquats of baseline blood samples were sent to a specific laboratory for
coagulation studies
. an as yet undetermined number of samples were left at room temperature prior
to assay, resulting in abnormal laboratory values for baaseline coagulauon
parameters
. abnormalvaluesdmtomlshandlmgoccu:edmbothsmdyatms i
. thesponsormllsubmxtﬂnselaboratoryteststhatmeyconsldcrvahd
- e the sponsor is encouraged to submit data on coagulation values from other
T supporungchmcaltmls__.__.... o , .

[ Safety Data Submission

. thesponsotpmposesmbmmngonlysenousorunexpecwdadversccventsmthc
complete response

K meq)omormustwbmﬂdladvcrseevmtswhxch&mrredmtheus clinical

- trial

e

. Safetx__Update Waiver

. mesponsorrequestedthatawalverbegmntedfortheSafetyUpdatctothc
oomp!a.eresponsembnussaon
. the request for waiver is denied, the sponsor should submit all information
‘ available to them in a safety update, this update may be gubmitted at month 2, 3
— or 4 during the review cycle
. 1twasexplamedtoﬂ)esponsorthattheUS trial needs to be as complete as
possible to address all the deficiencies noted in the previous NDA not approval -
letter

BEST POSSIBLE COPY
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-~—N-DA 20-874 e _—

——— (medroxyprogestreone aoetate—and— o
estradiol cypionate) Injection : : -
November 13, 1998 T2 e

Decisions Reached: ; : -

¢ - the sponsor may terminate the clinical study early if they are confident that they will
meet all the deficiencies listed in the not approval letter
] memrmmmwaydeﬁmemyandsmdypanmmrhﬂedmthenotappmval
' letter; further leeway from the not approval letter will not be permitted .
. Jhe sponsor will submit a complete response in April 1999
® “the sponsor may use coagulation values from other clinical trials

¥
Unresolved Issues: none .
Action Items: see decisions reached

— ' N
z 9

Minues Prepares /4 Concurrenc¥;-€hair’
- / F 1!? 14 /ﬁﬁ/
cc:
HFD-580
MEETING ATTENDEES -

HFD-580/CKish/11.13. 98/n20874tc2 A
ConcurrcnceJSy‘fmn 11.16.98/SAlien 1113000 :

MEETING MINUTES
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NEW-CORREgp

P.K. Narang, Ph.D,,F.CP.
Liaison Director, New Drugs

Office of:

Regulatory Affairs o °
Telephone No. (616) 833 9896 \%
Facsimile No. (616} 833 }5“’
November 4, 1998 = >
T e " . \9(\0\% s’l\ﬁ%
Division of Reproductive and Urological Drug Products HFD-580 PR &
Center for Drug Evaluation and Research v -
Food and Drug Administration '
5600 Fishers Lane t{i3slag
Rockville, D 20857 5 | / /78

RE: NDA 20-874
LUNELLE onthly Contraceptive
(medroxyprogesterone acetate and
estradiol cypionate Injection)

General Correspondence

DearSir/Madam:

Pharmacia and Upjohn (P&U) wishes to submit the tradename/proprietary name
LUNELLE™ (o the Labeling and Nomenclature Committee for review. This would replace
Cycle-Provera submitted previously but deemed inappropriate by the agency and ———.
withdrawn by P&U. We would appreciate a prompt review, preferably at the next upcoming
committee meeting at the end of this month.

Should you have any questions, please contact me at (616) 833-9896. Please send any
correspondence to Unit 0635-298-113.

-y

‘b

_ Sincerely, 7
Tl M -

- P.K.Narang, Ph.D.,F.CP.

Liaison Director

PKN:SEH B oo

g
\

cc: Ms. Christina Kish

CSO ACTION:
CLEmER [ZInaL E\MEM;- lj
. o iy |
Pharmacta & Upjohn Telephone 616) 833-4000 CSO INTALS l“kq‘\kj e

Kalamazoo, MI 49001-0199 U
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P.K. Narang, Ph.D.,F.C.P.

Pharmacna&Upjohn Dircctor, New Drug?~

US - Regulatory Affairs

‘N Telephone No. (616) 833 9896
g r g Facsimile No. (616) 833 8237
October 26, 1998 Q ‘1 -

Lisa Rarick, M.D.
Division of Reproductive and Urological Drug Products (HFD-580)
Center for Drug Evaluation and Research

. Food and Drug Administration N\ \
5600 Fishers Lane /4

Rockuille MD 20857 N
REVE

EWSCOQ ‘
. ' 9 RE: NDA 20-874

CY CLO-PROVER.’;,—Contraceptive Injection
{medroxyprogesterome acetate and
estradiol cypionate injection)

General Correspondence

In our correspondence of October I, 1998, Pharmacia & Upjohn (P&U) notified you of our
intent to file an amendment to NDA 20-874 for CYCLO-PROVERA Contraceptive Injection
in response to deficiencies noted in the ‘NDA action letter’ dated September 25, 1998.

Per our earlier teleconference, to provide ‘complete response’, P&U intends to rely on new
clinical data from the ongoing, adequate and well-controlled US study entitled “CYCLO-
PROVERA Contraceptive Injection: A Comparative Study of Safety, Patient Acceptability
and Efficacy to Ortho-Novum 7/7/7 28 tablets” (Protocol: 0004). This study has enrolled
782 women in the CYCLO-PROVERA (C-P) and 321 women in the Ortho-Novum (O-N)
arms, ) '

" “Having conipleted an in-depth assessment of the noted deficiencies, we wish to share with
you our proposal and some key items for which your guidance is sought. Our own
assessment has focused on desired submission plans, patient accrual/completion dates, and
possible impact on risk:benefit assessment.

Amendment Proposal for NDA 20-874: CYCLO-PROVERA =

Efficacy Issues |
Should the ongoing 15 cycle pivotal trial continue, the last patient follow-up visit wouid be |
expected around mid April 1999. P&U wishes to cut-off study drug administration on

December 31, 1998 (last injection for C-P and first tablet for O-N). Follow-up will continue

for the next 30 days when the study would be closed (as of January 31, 1999). Women

Pharmacta & Uplohn Telephone (6161 §33-4000

o REST POSSIBLE cor



NDA 20-874
Page 2

- starting or continuing hormonal contraception prior to the 30 days will be followed up
through the day of receipt of their first dose of continued therapy. Projections show that the
premature closure censor. caly four women in the C-P group (only one of whom may not
complete 52 weeks). Given the projected drop-out rates (and January 31, 99 closure), we
envision providing a database (>8500 follow-up cycles on C-P and >12,000 total; see Table 1
below) to allow a robust assessment of safety/efficacy and risk:benefit for C-P. We project
this database to have >325 women on C-P treatment for the planned duration (60 weeks).

As you are aware, the original protocol did not require monthly pregnancy testing. Per your
guidance, an amendment (Serial no. 019, August 11, 1998) for monthly pregnancy testing
was implemented by P&U as of August 1, 1998 to collect information deemed vital to
supplement efficacy data. It is anticipated that pregnancy test data at final follow-up would
be availablgin >500 women and in >90% of women completing 60 weeks (C-P arm).

TABLE 1: Cohort Estimates US Trial (/0004): Comparison of GYCLG-PROVERA vs.
Ortho-Novum 7/7/7 (28 days) E !

COHORT SIZE ESTIMATES C-P O-N 77117 Total
- Enrolled* 782 321 1103
By Jan 31, 1999 Study Closure®
- Completing 60 weeks 360 160 520
- Censored by premature closure © 4 23 27
- Total Number F/U Cycles Expected 8700 3700 12,400
- Using injectable contraceptive (<10 mo washout) 8 0 8
- Post-abortion and Post-partum ¢ 100 15 115
- In-study on August 1, 1998 ° 380 190 570
- Pregnancy Tests (%) for each of the first 10 cycles 19% 10% -
- Pregnancy Tests (%) at week 60 9%6% 93% -
- Pregnancy Tests at final F/U 610 250 860
. Actual B
b Last @ministration (C-P injection or first O-N tablet) December 31, 98.
-waeew=  Numbers in this section have been estimated assuming projected drop-out rates.
€ All except 2 women (1 in each arm) expected to complete 52 weeks.

Majority expected to have regular period within 35 days of treatment initiation.

Women with monthly pregnancy testing for remainder of study duration. Those with no pregnancy test
at exit as of August 1, 1998 being queried on pregnancy status since discontinuing.

All others should have a pregnancy test at final visit.

-

Safety Issues

The safety analysis from pivotal protoco! 0004 would address uterine bleeding pattern
changes and other variables noted in the ‘deficiency letter’. Given agency’s concerns with
the data collection provisions and the quality of the older WHO trials, we propose to not
integrate safety data from WHO studies with data from the well-controlled US trial.




o

NDA 20-874
Page 3

One issue that we wish to bring to your attention deals with the early resuits of some
coagulation tests. The US study protocol (/0004) planned to investigate the effects on
cragulation in a subset of patients for botb »a=—and O-N. We have been advised by the
‘central laboratory’ performing these tests that a relatively large number of baseline blood
samples were improperly handled. This has led to abnormalities in the early results of some
tests. Other tests have not yet been performed, but it is expected that anomalous results may
also occur for these as well. We continue to assess the extent of the problem and would like
to discuss with you possible contingency plans to provide needed data togfulfill the
requirements noted in agency’s deficiency letter.

Safety Reporting from Other Clinical Studies

For study ~—— (extension protoco! following /0004, which has only 68 women as of
October 14,1998) and study /0009 (in adolescents; expected to start late November 1998),
we will protide in the amendment a list of only those events considered ‘serious’ or
‘unexpected’. However, P&U will ensure due consideration to any event deemed clinically
relevant from these and previously submitted WHO trials while foRnulating the proposed
label.

Further, we wish to request a ‘waiver’ from submitting the 4-month NDA safety update from
ongoing non-pivotal studies ~— and /0009.

General

If this proposal were to be acceptable, P&U would anticipate submitting the ‘NDA
amendment’ in early April 1999. This amendment will primarily encompasses complete data
from one pivotal, multicenter safety (and efficacy) trial (study /0004), and new kinetic data
assessing impact of various drug administration sites, body mass index (study /0004), and
relationship of drug concentration to ‘ovulation return’ (study /0006).

Pursuant to your review of this proposal, P&U would appreciate having an opportunity to
discuss this proposal, possibly via a telecon, along with other issues should any become
apparent in the meantime. We anxiously look forward to hearing from you at your earliest
convenience regarding the telecon timing (hopefully in the next two weeks), to allow
ourselves to Start finalizing our plans. Should you have any questions, please contact me.

- -~Please send any comrespondence to Unit 0635-298-113.

Best regards!

Sincerely, -

; E ZM% -
P.K. Narang, Ph.D., F.C.P.

Director, Regulatory Affairs | APPEARS THIS WAY

OM ADEe

PKN/crdt: Attachment
cc: Ms. Christina Kish (FAX Letter : 301 827 4267)
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Office of:

P.K. Narang, Ph.D., F.CP.
Liaison Director, New Drugs
Regulatory ¥ flairs
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W .\rv

October 1, 1998 V¥

-

Lisa Rarick, M.D.
Division of Reproductive and Urological Drug Products HFD-580%
Center for Drug Evaluation and Research ol \«
Food and Drug Administration ‘) \

S

'ln

5600 Fishers Lane
Rockville, MD 20857
( RE: NDA 20-874
REVIEWS COMPLETED CYCLO-FPROVERA Injection
(Medroxyprogesterone Acetate and
£SO ACTION: Estradiol Cypionate Injection)
U 77 ‘A' , %@*fa General Correspondence
: Response to FDA Action Letter

CS0 IMALS | gwE ~ (Sept 25,1998)

Dear Dr. Rarick ' { l

C e =

In repsonse to the NDA “action letter® dated September 25, 1998, per available options under
21 CFR 314.120(a), Pharmacia and Upjohr (P&U) would like to notify you of its intent to
file an amendment to the above NDA to address noted deficiencies. P&U is also cognizant
of the extension of the review period per 21 CFR 314.60. .

To respond to the clinical deficiencies, P&U intends to provide new clinical data from an
ongoing, adequate, and well-controlled US study entitled “CYCLO-PROVERA
Contraceptive Injection: A Comparative Study of Safety, Patient Acceptability and Efficacy
to Grtho-Novum 7/7/7 28 tablets” (Protocol M/5615/0004). This study has enrolied 782
women in the CYCLO-PROVERA and 320 women in the Ortho Novum 7/7/7 arms.

Pharmacia & Upjohn Telephone 16151 833-4000
7000 Portage Road

Kaiamazoo, Wi 49001-0199

usa




-

‘ amendm iding * -lctc response’ to the
ici itting the am ent to the NDA, providing comp € respons
ch m.nll:tltl:;:‘m inﬂll::ll I\?:‘n;h/early April 1999. We look forward to keeping the division
. action ’
Pef—  appraised of our progress.

If you have any questions regarding this submission, please contact me at (616) 833-9896.
PlZase send any correspondence to Unit 0635-298-113. t

Sincerely,

PHARMACIA & UPJOHN CO.

-
P. K. Narang, Ph.D., F.C.P. ¥
Liaison Director

Regulatory Affairs

PKN :icmv

cc: Ms. Christina Kish (FAX Letter : 301 827 4267)

APPEARS THIS va
ON ORIGINAL
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i DEPARTMENT OF HEALTH & HUMAN SERVICES ' Public Health Service
\,,,_ =
/ NDA 20-874 ‘ . _ Food and Drug Administration
! Rockville MD 20857 )
Pharmacia & Upjohn «~ SEP 25 1998
Attention: P.K. Narang Ph.D., F.C.P. -
Liaison Director, Regulatory Affairs
7000 Portage Road

Kalamazoo, MI 49001
Dear Dr. Narang:
-

Please refer to your new drug application (NDA) dated September 25, 1997, received

September 26, 1997, submitted under section 505(b) of the Federal Food, ll'hg, and Cosmetic Act for
Tradename Contraceptive Injection (medroxyprogesterone acetate and estradiol cypionate injectable
suspension).

We acknowledge receipt of your submissions dated November 24 and December 12, 1997; and March 4,
May 21, June 5, 29 (2), and 30, July 15, 16 and 28, and August 7 and 13, 1998. We also acknowledgc
recelpt of your submission dated August 11, 1998. This submission has not been reviewed in the current
review cycle. You may incorporate this submission by specific reference as part of your response to the
deficiencies cited in this letter.

——

The user fee goal date for this application is September 26, 1998.

We have completed our review and find the information presented is inadequate, and the application is
not approvable under section 505(d) of the Act and 21 CFR 314.125(b). The trials submitted in support
of this application contain insufficient information to support either the safety or efficacy of this product.

The deficiencies include the following:

Data collection for safety assessments was inadequate and treatment of bleeding-related events during
the pivotal tffals confounded the results obtained for menstrual bleeding pattern changes associated

.—with use of this drug. Routine monitoring of hemoglobin (Hg) and hematocrit (HCT) was not
performed throughout any of the pivotal trials making it impossible to calculate the true incidence of
anemia resulting from the use of this drug.

The quality of the efficacy data obtained from the pivotal trials was compromised. The lack of
information available on specific patient populations who might not have been at risk of pregnancy at
| enrollment as well as the fack of adequate pregnancy testing for method failure.assessment made
| interpretation of the efficacy data difficult. In addition, several of the products used for treatment of
‘ bleeding disturbances could have affected efficacy results.
\

Sufficient records for auditing to verify data collection and adherence to the study protocol were
available for only 2 of the 44,

PO



NDA 20-874 - Page 2

A trial that includes appropnate patient numbers, data collection records (includinglcase report forms
and source documents) and efficacy monitoring is needed to address the deficiencies in your application.
Specifically, this trial should fulfill the following criteria:

Efficacy

/1. The trial should provide data on a minimum of 200 subjects completing 13 cycles of product use .
- with pregnancy tests at study discontinuation (minimum requirement) and/or at monthly intervals
(preferred).

4

/ 2. Along with usual inclusion/exclusion criteria, the following criteria should apply for these 200
women} <

a. subjects must be in a heterosexual relationship and at risk for p?gnancy;

b. subjects enrolled post-abortion and post-partum should have experienced at least one normal
menstrual period prior to initiation of treatment; and

c. subjects using injectable contraceptives should have a washout period of at least 10 months
prior to enrollment.

/3. If emergency contraception is allowed, provide a data analysis plan that incorporates this use.

«4. Life table pregnancy rates as well as a Pearl Index should be calculated as measures of failure

~ rates during the trial,
. v/ /
5. Analyses of data (both efficacy and safety) stratified by body mass index should be provided.
Safety

,,-4 . Plans for management and analyses of bleeding disturbances during_&be trial should be described.

2. Data oq'f;he following parameters following one year of study drug exposure should be
o e~ SUbmttRd:

lipids; -

serum glucose/carbohydrate metabolism,

blood pressure;

hepatic function; -
weight change (expressed in increments of 5 pounds); -
‘body mass index (BMI); ‘

coagulation factors; and

Hg and HCT.

PSS INF S

/3. Complete information on bieeding pattern changes over a one-year period of study drug use
- should be submitted.

l / 4, Additionally, any data regarding return to fertility, ir utero exposure (e.g., pregnancy outcome
information) and lactation should be submitted for review.




NDA 20-874 - - Page 3

Within 10 days after the date of this letter, you are required to amend the application, notify us of your
intent to file an amendment, or follow one of your other options under 21 CFR 314.120. In the absence
of any such action, FDA may proceed to withdraw the application. Any amendment should respond to
all the deficiencies listed. We will not process a partial reply as a major amendment nor will the review
clock be reactivated until all deficiencies have been addressed. =

The drug product may not be legally marketed until you have been notified in writing that the application
is approved.

If you have any questions, contact Christina Kish, Project Manager, at (301) 827-4260.

< Sincerely,
oY
R
James Bilstad, M.D.
Director
Office of Drug Evaluation II

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL

a_l"b
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ELECTRONIC MAIL MESSAGE

'ensitivity: COMPANY CONFIDENTIAL Date: 24-Sep-~1%383 04:54pm EDT

From: Joseph DeGeorge

DEGEORGE
Dept : HFD-024 WOC2 6024
Tel No: 301-594-6758 FAX 301-594-5298
'0: Leah Ripper (.RIPPER ) <

‘0: Joseph DeGeorge ( DEGEORGE )
'C: James Bilstad ( BILSTAD )
'C: Christina Kish ( KISHC )

8 this is an NA this is not important, but the labeling; will need

evision.

Y

} No doses or comparisons of exposure (even on a ———— basis) are

rovided.

) A 2 year monkey study is not an assessment of carcinogenic potential
nd should not be presented as such. Finding tumors would be a

"
nformative.

vise, even for a fairly potent carcinogen, and negative findings are

) .nere is no description of whether these drués are excreted in milk
nd whether that effects the neonate and if this should be considered by

Many women do use contraception, including hormonal
reatments, while nursing.

nursing mother.

R

l-: ‘b

EARS THIS M
APPON ORIGINAL

r
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ELECTRONIC MAIL MESSAGCE

Sensitivity: COMPANY CONFIDENTIAL Date: 22-Sep-1998 1l1:36am EDT
' From: Carol-Anne Currier
CURRIER _
Dept: HFD-344 MPN1 125
Tel No: 301-827-7397 FAX 301-594-1204
TO: Leah Ripper { RIPPER )
TC: Gurston Turner ( TURNERG )

Subject: Re: N20-874 Provera+estradiol cypionate
Lee- i

- 4
There were 3 foreign sites that were originally requestded for inspection
by Dr. Rarick, but I believe that the sponsor could not assure us that
there would be adequate records for inspection at any of the sites
except the Hungarian site. That is the only site that was inspected.
None others are scheduled for this NDA.

If you need to know some specifics about the inspection, you can talk
w''h George Prager; he accompanied Gus on the inspection, otherwise Gus
{ 1d be back on Friday. He is on another foreign inspection until
tA._..l. .

Carolanne

Can you give me a bottom line about the inspection for NDA 20-8747? Is
it the

>only inspection planned?

> -

>Lee -

A:li

et

- \
ARS THIS W
APPEARS AL



NDA ACTION PACKAGE ROUTING RECORD

NDA # _aﬂ_'j?'# Date Pkg Rec'd in HFD-102 3‘]3!38

AR / LE'/® Division }QQ PM C. mh DPrug Classification SS

Data Orig NDA Recd z}éb/ 77 User Fee Goal Date P ?[3,5178
&
EER Expires ”lc]éqg Ph 4 Commitments AIA
DSI Documentation , A Safety Update 7@/ %
Patent Info? (Y / N EA Completed? Y / N / Q Debarment Certification? @1 N
L & N Review? ¥ / N PONSI in Pkg? Y / N /@
Nod rove B Sie Aulorrulizd.
—Reviever _Receipt *x Action
Y

L. Ripper Date_’[l_L_Initials“_ /S/ Date,i/a_s__'_lnitials_;_{:{
Associate Director Returned to Division

for Reg Affairs for corrections
ODE II Forwarded v

,(omments

cmﬂ,mml g

e/ S
J° Gibbs, Ph.D. Date /43 Initial’ / ~"_ pate 23 1nitial§ |
Director, Returned to Division
Div of Chemistry II for corrections

Comments: EA. Q welidis Ler - FYSRY vy Eorwarded e

c&u-a«r-u—-dd
CER". Guegamiu 18 MiudT 4y 3. P bcdingls (KFD -3 2%) _ .
T"“"‘..';.".L’-‘-Z-E- Wmmﬁ%&mw MJMM?‘L.

Mices: R st Aor ani st b T, trtiss” 8T e R s, H{ a § wras 8.
3_\_._.!_.._4---__3 Ologiptise afacid foe Tormdinmtanss | ) VVUPY
QM et o Iihrs yoxr CRF3I dalih "/‘H‘?h-ﬁu-u.b&umww (arnr alonn)

e Y

J. DeGeorge, Ph.D. Date_%a3 Initials pate_7AY Initials
Senior Pharmacologist/ Returned to Division
Toxicologist, ORM : for corrections
Comments: Forwaxded___»_

Aes 9d mal I Sty ¢ 1

J. Bilstad, M.D. Date Initials Date_____Init.:ia_tlg
Director Returned to DlVlSlon? 9 /
ODE IIX for corrections__ _.__./aﬂ, ALY

Letter signed

3/24/98
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Division Director Memo

NDA: 20-874 -

Sponsor: Phamacia and Upjohn -

Drug: “Tradename” (medroxyprogesterone acetate and estradiol cypionate)
0.5mL injectable formulation

Indication: Pregnancy Prevention
Date received: September 26, 1997

Date of Memo: September 17, 1998

-
This product, consisting of 25 mg medoxyprogesterone acetate and 5 mg estradiol cypionate, intended as a
once monthly injection for the prevention of pregnancy, is currently in several Latin American
and Asian countries. This once-a-month estrogen/progestin combination ct offers the potential
advantage of improved compliance, although similar side effect profile, as compared to once-daily
combination oral contraceptives.

Three major controlled trials are submitted and reviewed. All three were performed under the spons;orship
of the World Health Organization.

As assessed and summarized in the “Joint Medical Officer™ review, several issues support a non-approval
action at this time. The primary concerns revolve around issues of inclusion criteria used (many women
enrolled may not have been at risk of pregnancy), lack of necessary pregnancy testing, high loss to follow-
up as well as significant discontinuations. The trials aiso allowed for concurrent treatment of vaginal
bieeding which could include use of other contraceptive methods.

Along with concemns regarding the ability to asscss effectiveness in these trials, several concerns regarding
the ability to adequately assess safety are raised in the review. Minimal safety information was collected,
the information was classified retrospectively, and no CRFs are available for two of the three studics.

As is discussed in the review and correspondence, the sponsor has initiated a large phase III trial in the US.
If this study can answer the concemns raised during the review of this appligation, this one trial mey be
sufﬁcicn.t for resubmission and review.

The non:iipproval letter outlines the information needed to answer the outstanding effectiveness and safety
auactians for this application.

92, /7y

Lisa Rarnick, MD
Director .
- DRUDP, HFD-580 _ -
APPEARS THIS WAY
cc: NDA 20-847 srTEANINIMAY

HFD-580/Allen/Safran/Mann
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Groap Leader Memorandum

i SEP ¢ :

NDA: 20-874 8 K%
Drug: C .l

Medroxyprogesterone acetate and estradiol

cypionate .
Indication: prevention sf pregnancy
Dase: : 25 mg medroxyprogesterone acetate

5 mg estradiol cypionate

given once monthly
Formulaticn: 0.5 ml injectable solution

o

Related Products: ' Depo-Provera (marketed in'the U.S.)

Mesigyna (marketed in non-U.S. countries)
Applicant: Pharmacia and Upjohn
Original Submission: 9/26/97
Review Completed: 9/1/98
Date of Memorandum: 8/28/98
Backeround

While there are many oral contraceptives approved for daily use on a month by month
basis, the only approved injectable contraceptive in the United States (Depo-Provera®) is
used every three months. Presumably, some women may be reluctant to use such
injectable contraceptives due to concem that adverse events, if experienced, may last up
to 3 months in duration. This NDA is for an injectable contraceptiie which would be
given on a monthly basis, and thus provide women with a new option. In addition, Depo-
Provera® contains only progesterone, while: —____  contains both estrogen and
"“progesteroné components. Estrogen was added in an attempt to result in cyclical monthly
bleeding patterns which are desired by some women.

The data for this NDA submission is from three major contraceptive trials performed in
foreign countries by the World Health Organization. These trials were begun as early as
1984, with the Multicountry study conducted prior to the development of GCP
guidelines. The three major controlled studies were:

Multicountry Study (White, Hispanic, Asian population)
* Egypt Study (White population)
China Study (Asian population)

S TS
Fagy



N : -
- As per the medical officers’ (Allen’Safran) review, there were many concems regarding
the data which was submitted. Briefly, these concerns included:

¢  There are no case report forms available from either Egypt or China. Thus,
FDA was unable to verify 75% of the data in this trial. Site inspections were
only possible at two of a total of 44 sites. Thus, the quality of;the database
was not able to be assessed.

* Enroliment criteria were inappropriate. Patients enrolled in contraceptive
trials should clearly be fertile, but the _ " studies did not adequately
assure this in many cases. Thus, the efficacy results obtained are based on
patients who may not have been at risk for pregnancy.

* Routire pregnancy testing (the primary efficacy endpoint of interest) was not
performed. Typically, trials for contraceptives include monthy visits at which
pregnancy testing is performed. Most importantly, hovq’vcr, pregnancy
testing at study discontinuation was not performed. Thus, pregnancy rates are
difficult to truly establish, and may, in fact, be significantly underestimated.

¢ The primary safety endpoint of concern (vaginal bleeding) was not assessed
adequately. Typically, patients with bleeding are followed in these trials
without intervention until the problem resolves or they are discontinued after
meeting an objective criteria such as anemia or the patient subjectively felt the
bleeding was unacceptable. In the pivotal trials for — -, however,

{ patients with bleeding were often treated (with iron supplements, uterotonics,

- vitamin K, and supplemental estrogen and progesterone) and maintained in the
study. Accurate assessments of bleeding are therefore difficult to make.
Moreover, the hormonal treatments given to treat bleeding may have also
confounded the rate of pregnancy noted.

» Diverse patient populations reflecting the U.S. population were not studied.
In particular, Aftican-Americans were not represented in these trials.

¢ Safety monitoring in the Multicountry trial included only a maximum of two
medical events per visit. Limiting safety monitoring in this way is clearly
igappropriate, and leads to concerns that adverse events were therefore under-
reported. :

e Safety information for medical events was obtained retrospectively by the
sponsor, who had a monitor review the data listings of medical events, and
classify them as having “potential clinical relevance.” This procedure clearly
introduces the potential for bias.

i e

*

Due to the concerns described above, and those presented in the medical officers’ review,
the application does not support either the efficacy or safety of '— for the
preveuntion of pregnancy. I concur with the medical officers’ conclusion that this
application, therefore, is not approvable. The large scale, ongoing, trial in the United
States may, however, provide information to support the efficacy and safety claims which




{ the sponsor desires for’
' * information from the completed U.S. trial, when available, in an NDA resubmission.

The sponsor is therefore encouraged to subrfrt

o)
v

e —.
Marianne Mann, M.D. .
Deputy Director, HFD-580 "" t ’ & -'

cc:
NDA 20-847
HFD-5 SOII}quick/Sa.ﬁ'an/Allen/Mann

R,

l | APPEARS THIS WAY
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ORIGINAL

DRIG AMENDMENT
Kalamazoo, Mi 4 10199

@ PharmaCIa & UpJOhn SU Telephane: (616) 8334000

Office of:
P.K. Narang, Ph.D., F.CP.

* Liaison Director, New Drugs
Regulatory Aﬂairf

Telephone No. (67%) 833-9896
Facsimile No. (616) 833-8237

August 18, 1998

Dr. Lisa Rarick »

Division of Reproductive and Urologic Drug Products, HFD-580 K

Center for Drug Evaluation and Rescarch

Document Control Room 17B-20

Food and Drug Administration

5600 Fishers Lane QS‘ bﬁ\

Rockville, MD 20857 Iy § \a.?\
RUAL

RE: NDA 20-874

Lunelle ™ Monthly Contraceptive

Injection (Medroxyprogesterone

acetate and Estradiol cypionate

Injectable Suspension)

SAFETY UPDATE (August 1999

Dear Dr. Ranix

In accordance with provisions under 21 CFR § 314.50(d)(5)(vi)}(b)(1), Pharmacia and Upjohn
is submitting a Safety Update Report for Lunelle™ Monthly Contraceptive Injection
(medroxyprogesterone acetate and estradiol cypionate injectable suspension). This report
provides safety data that have become available from three US trials (M/5415/0011
(extension of the pivotal trial /0004, M/5415/0009 and Z/5415/0012). Thc,cut—off date for
the assessments in this ‘safety update’ is 31 May 1999.

Appendices 6 and 7 provide associated case report forms (CRFs) for deaths (none),
pregnancy (one), and drop-outs due to adverse events only in electronic format (as .pdf files).
This ‘Electronic’ component, using CD-ROM as transport media, conforms to the recent CDER
guidance and consists of approximately S MB of information. A copy of this cover letter, Form
356H and the Table of Contents are included on the CD. The enclosed transport media was




NDA 20-874 Safety Update
Page2 - .

checked using VirusScan NT (version 7) and deemed ‘virus free'. Though P&U has-ztaken needed
precautions, use of a similar software by CDER is encouraged to confirm.

Initially, the Division had deemed receipt of another safety update possibly relevant prior to
the action letter date. Based on current evalnation of the database, P&U wishes to note that
another update would at best contain two months of additional data in a small cohort (< 270
additional monthly cycles); 17 additional discontinuations (three due to q_on-scrious AEs).
There are no new reports of any serious AEs. Extremely limited amount and nature of new
data is unlikely to provide substantjal information to modulate estimates of safety and
efficacy for this product, as assessed previously from significantly large databases for WHO
studies (original NDA submission; >40,000 cycles), and pivotal US study (/0004; April 15®
submission, with >8900 cycles). Therefore, P&U wishes to request a waiver from other
Safety Updages prior to the action letter date and per 21 CFR § 314.50 (5) (vi) (b) (2).

by _

Last but not the least, if acceptable to the Division, P&U would like to begin using the recent
LNC approved ‘Lunelle™ Monthly Contraceptive Injection’ nafke instead of ‘CYCLO-
PROVERA Monthly Contraceptive Injection’ on all future communications regarding this
NDA. If you have any questions regarding this submission, please contact me at (616) 833-
9896. Please send correspondence addressed to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY

M REVIEWS COMPLETED

P.K. Narang, Ph.D., F.CP. CSOACT - . . |

Director, Regulatory Affairs CJuerre: v\ Lo

PKN:1 ————-V " s A
mf CSOINTALS © < , '\ BAVE

Attachmcnts‘ f\,\) '

~eerd ennifcr:l;\{crcicr (Project Manger) FAX: 301 827 4267



P.X. Narang, Ph.D.,F.CP.

ORIGINAL

pha rmaCia & Upj o h n P.K. Narang, ;’?ID F.CP.

Liaison Director, New Drugs
Regulatory Affairs

Telephone No. (616) 833 9896
Facsimile No. (616) 833 0409
August 13, 1998

SUPPL NEW CORRESP

Bt

Lisa Rarick, M.D.
Division of Reproductive and Urological Drug Products HFD-580
Center for Drug Evaluation and Research

Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857
oV
REVIEWS COMPLETED e I:uk)fzom" . injection
(Medroxyprogesterone Acetate and
CSOACTION. Estradiol Cypionate Injection)

CJierrer Cdnvat. CIMEMO
General Correspondence

SO INITIALS DATE
Dear UI"RE.( o) '

Per the August 5, 1998 request from Ms. C. Kish, Project Manager, a modified ‘Debarment
Certificate’ for the NDA 20-874 is attached.

Should you have any questions, please contact me at 616-833-9896. Please send any
correspondence to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY

Liaison Director

PKN/crdt

Attachment .

cc: Ms. Christina Kish

Pharmacta & Upjohn Telephone (616} 833-8000
7000 POrtage RO
Kaiarnazoo, M #5001-0199
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Pharmacia&Upjohn . wewgreo.rcs

Liaison Director, New Drugs
0 R ' G l N A L Regulatory Affairs
Telephone No. (616) 833 9896
' Facshi«l€ No. (616) 833 0409

August 12, 1998
SUPPL NEW CORRESP

Lisa Rarick, M.D. -
Division of Reproductive and Urological Drug Products HFD-580
Center for Drug Evaluation and Research ey
Food and Drug Administration
5600 Fishers Lane

ROClEYllIc, MD 20857

A
ey \\.\s

NDA 20-874
CYCLY-PROVERA Injection
(Medroxyprogesterone Acetate and
Estradiol Cypionate Injection)

General Corresgondenc %! (‘.(
Dear Dr. Rarick: \l,) \J\\

Pharmacia and Upjohn wishes to withdraw from any further regulatory considerations the
trademark ——— (initially proposed for Cyclo-Provera in submission ‘General
Correspondence’ of June 29, 1998). We sincerely apologize for any inconvenience this
change may cause. P&U intends to submit an ‘alternative trademark’ for review by the
Nomenclature Committee in the very near future.

If you have any questions regarding this submission, please contact P.K. Narang at
(616) 833-9896. Please send any correspondence to Unit 0635-298-113.

&

Sincerely,

PHARMACIA & UPJOHN COMPANY.

P.K. Narang, Ph.D., F.CP. ;
Liaison Director \

PKN/crdu: Attachments

? cc: Ms. Christina Kish (HFAX : 301 827 4267)

Pharmacia & Upjohn Telephone (616) 853-4000

= BEST POSSIBLE CCF
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Pharmacia&Upjohn - ,x s iun: ecs:
Liaison Director, New 1 Drugs
Regulaory Affsirs .
Telephone No. (616) 833 9896
Facsimile No. «{616) 833 D409

August 11, l99ﬁ_

Lisa Rarick, MD.
Division of Reproductive and Urological Drug Products HFD-580
Center for Drug Evaluation and Research

Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857
-Z.ﬁ
RE: NDA 20-874
CYCLG-PROVERA Contraceptive
Injection {Medroxyprogesterone
Acetate and Estradiol Cypionate
Injection)
General Correspondence
Dear Dr. Rarnick:

Pharmacia and Upjohn appreciates the concerns expressed by the Division's Medical
Reviewers previously and during the last telecon (August 4, 1998) regarding the need for
pregnancy testing (may be even monthly) ta assist in providing evidence of efficacy for
Cyclo-Provera. We would like to share with you the results of a recently concluded
kinetic/dynamic study (M/5415/0006) that assessed ‘return of ovulation based on serum
progesterone > 4.7 ng/ml’ in 14 surgically sterile women who received three consecutive
monthly injections of Cyclo-Provera. Kinetics and dynamics were assesscd primarily post-
third injection, though levels of Ea, progesterone, and MPA were 3lso measured at the end of
the first ang the second monthly injections.

- ~=-—-Ovulation Was confirmed in all women prior to study entry (control cycle). Complete
suppression of serum progesterone by MPA is evident post-injection in all 14 women, which
lasis throughout the monthly treatment period. The lack of lateal phase progesterone activity
is clearly suggestive of complete inhibition of ovulation. Return of ovulation was seen over
the range of 63-112 days post-last injection. These data sirongly suggest that ovulation post-
injection (within 33 days) should not be a concern with Cyclo-Provera 1M, injection. A
complete final report is provided under Attachment 1.

Pharmycls & Upjohn Teiephone (616 £33-4000
000 Portage RO
Katerny700. W 290010109




. ' NDA 20-874
Page2 .

Should you have any questions regarding this submission, please contact me at
( o (616) 833-9896. Picasc send any correspondence to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY

-y .
Vot W PP

P.K. Narang, Ph.D., F.CP. )

Liaison Director
PKN/crdt
Auachm;\ts
c: Ms. Christina Kish (+ FAX : 301 827 4267) ¥
(
APPEARS THIS i
ON ORIGINAL _
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ORIGINAL

MEMORANDUM
m——
Date: 8/11/98 L
To: Christina Kish —_—
From: Ameeta Parekh (Acting Team Leader, OCPB)_
Subject: Status of NDA 20-874 - g/nl9 s

The original review of the NDA 20-874 was undertaken by Dr. Angelica Darantes. Due to the
limitations with the analytical methods, reliable pharmacokinetic information was not available
from the data submitted in the NDA. Since a PK/PD study was ongoing at the time of this
review, Office of Clinica] Pharmacology and Biopharmaceutics deferred the final comments until
the review of this information. It was also recommended that this information could be amended
post-approval if the NDA were to be considered for approval based on safety and efficacy.
Suggestions wlre provided for the package insert by Dr. Dorantes in her final review, in case of
approval in absence of the above mentioned study.

"Qa

Attached are the copies of recommendations from the original review. Also attached is a copy of
 the report on the body mass index data and the corresponding pharmacokinetic parameters (this
was requested by the medical officer, but does not change the original recommendation from Dr.
Dorantes).

CC: HFD-870 (Dorantes), HFD-580 (Kish)

APPEARS THIS WAY -
. ON ORIGINAL
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Pharmacia&Upjohn .

Officeof:

P.K. Narang, Ph.D., F.CP.
Liaison Director, New Drugs
Regulatory Affairs

Telephone No. (616) 833-9896
Facgimile No. (616) 833-8237
= .

August 7, 1998
Dr. Gurston Turner ORIG AMENDMENT
Division of Scientific Investigations | 5

Center for Drug Evaluation and - 2)
ik

Foodzand Drug Administration
7520 Standish Place 5\
Rockville, MD 20855 ] ,
&
RE:. NDA 20-874
REVIEWS COMPCZTED DA 20-574
Monthly Contraceptive
£SO ACTION:
Diemmer CInat CIMEMO R _
( Dr. Tumer, Yoo miaLs DATE

In preparation for your upcoming site audit tt ———_ we are providing a disk with an
EXCEL spreadsheet for the patient information from that site per your request. This
information was extracted from the data collected as part of the WHO Multicountry Study,
Project 83913 (Protocol 001).

Hard copy documents are also attached which contain explanation of the EXCEL Data
Structures (Attachment 1), Medical Event Listings (Attachment 2) and a directory listing for
SAS data

s (Attathmeent 3).

¢ The Medical Events reported are based on the Complaint Question. The report
lists the sequence of visits for which data exists for each patient and includes the
complaint description when one was provided at a visit.

o The directory listing for the SAS data describes the data and some column
descriptions that are found in the EXCEL spreadsheet. This was produced using
the SAS data sets that were then downloaded to the EXCEL workbook.

. The disk has been virus scanned using Dr. Solomon Anti-Virus Toolkit Version 7.84 and was
- noted to be virus-free.

~

Prarmacia & Upjiohn Telephone i616) B33-4000
7000 Portage Road
Katamazoo, Wi 49001-0199
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NDA 20-874
Page2 ' -

Avazilable information at Pharmacia & Upjohn suggests that the CRF5 to 125/134 patients
enrolied by the———, site in *~——_are at the site. Also, a translator (not a P&U
employee) will be available to assist with the audit per your request.

Please let us know if any other information is needed to assist in your audit of this site by

contacting P.K. Narang at (616) 833-9896. Please send correspondence addressed to Unit
0635-298-113. =

Sincerely,
PHAR_MACIA & UPJOHN COMPANY

PX. Narang, Ph.D., F.CP. > - (

4
2
Regulatory Affairs
PKN:kmv
Attachments

cc: Christina Kish, Project Manager

& APPEARS THIS WAY

s < ON ORIGINAL
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Teleconference Meeting Minutes
Date: August 4, 1998 - Time: 11:30 PM - 12:30 PM Location.; Parklawn 17-43
NDA 20-874 Drug Name: _...__ .medroxyprogestreone acetate and estradiol

cypionate) Injection
External Participant: Pharmacia and Unjohn

Type of Meetin;: review status discussion

Meeting Chair: Lisa Rarick, M.D.

o

External Participant Lead: = Henk De Koning Gans
Meeting Recorder:  Christina Kish

FDA Attendees:

Lisa Rarick, M.D. - Director, Division of Reproductive and Urologic Drug Products
(DRUDP;HFD-580)

Marianne Mann, M.D. - Deputy Director, DRUDP (HFD-580)

Susan Allen, M.D. - Medical Officer, DRUDP (HFD-580)

Julian Safran, M.D. - Medical Officer, DRUDP (HFD-580)

Christina Kish - Project Manager, DRUDP (HFD-580)

External Constituents: :
Roger Garceau, M.D. - Clinical Development

Charlie Wajszczuk, M.D. - Clinical Development

Henk De Koning Gans, M.D. - Project Leader -
P.K. Narang, Ph.D. - Director, New Drugs, Regulatory Affairs -
Nancy Busso - Regulatory Affairs

- Dan-Tang, Ph.D. - Biostatistics

Marie Maile, Ph.D. - Biostatistics

Mau Cromie - CTS

Diane Beuving - Project Manager

Meeting Objectives:
To discuss continuing review issues and concerns with the sponsor of this pendmg-.apphcanon

Discussion Points:

L Safety Update

the safety update submitted July 16, 1998, addressed some of the safety and
efficacy concerns discussed in the July 10, 1998 teleconference

BEST POSSIBLE Copy

. the quality of the data presented in the safety update is also much improved from

that of the original application
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- BEST POSSIBLE COPY

NDA 20-874

-—-"'"-. .
August 4, 1573

= Page 2

the safety update cannot adequately address the remaining concerns regarding

-the current application

the proposed 6 month interim submission of data will not adequately address the
remaining concerns regarding the current application

° U.S. clinical trial

A
-
-
4

Decisions Reached

the U.S. clinical trial will likely be considered the pivotal trial supporting this
application for this drug product

sufficient data including 200 women completing 13 cycles for a year is required,
but will not be obtained until close to study completion

the sponsor is strongly advised to ensure that sufficient women complete the
required number of cycles with appropriate pre y testing

clinical information already submitted in this ¢ ¢ application may be cited as
supportive data '

. an action will be taken by the September 26, 1998, goal date for this application

. the sponsor is strongly encouraged to complete the U.S. clinical trial before submitting
further data from this trial

. the sponsor is advised to ensure that 200 women complete at least 13 cycles with
appropriate pregnancy testing in the U.S. clinical trial

L] although 10,000 women months of experience are normally required for a new hormonal
contraceptive application, the sponsor may utilize the supporting clinical studies to
address any deficit in cycles in the U.S. clinical trial

L the sponsor may submit a time table detailing when the required number of
women/cycles are completed, when the U.S. study as a whole will be completed, and
when the response to the action letter will be submitted in relation to the first two items

Ed

Unresolved lsguei: none -
- Action Itemsr'
_ liem time frame
determine user fee requirement C. Kish 7 working days
for resubmission
time table submission sponsor . when available
oL —
S_-'.;. Forls,

Minutes Preparer 7/*—/ e Toncurrence, Chair
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-
Internal Meeting Minutes .=

Date: July 30, 1998 Time: 4:30 PM - 5:00 PM Location: Div. Dir. Office

NDA 20-874 Drug Name: :medroxyprogestreone acetate and estradiol

cypionate) Injection .

Type of Meeting: status report
Meeting Chair: Lisa Rarick, M.D.
Meeting Recorder:  Christina Kish

FDA Attendeed"

Lisa Rarick, M.D. - Director, Division of Reproductive and Urologic Drug,Broducts
(DRUDP;HFD-580)

Marianne Mann, M.D. - Deputy Director, DRUDP (HFD-580)

Julian Safran, M.D. - Medical Officer, DRUDP (HFD-580)

Susan Allen, M.D. - Medical Officer, DRUDP (HFD-580) .

Lana L. Pauls, M.P.H. - Chief, Project Management Staff, DRUDP (HFD-580)

Christina Kish - Project Manager, DRUDP (HFD-580)

Meeting Objectives:
To discuss the review status of this pending application.

Discussion Points:
. Clinical/Statistics

. the Division contacted the sponsor on July 10, 1998, to express concerns with
regard 1o the quality of the clinical data provided in the application; the sponsor
was confident that these concerns would be addressed ih the upcoming safety
update

. the sponsor expressed a willingness to provide interim data from the U.S.

:'_ clinical trial to further address clinical concerns
st . the sponsor stated that the interim data would be prepared and submitted before
the September goal date

. the safety update for this apphcauon was received on July 17, 1998; it addressed
some of the concerns relayed to the sponsor in the telecon of July 10, 1998

«  several major clinical issues remain unresolved (see attachmept)

. it is expected that upon completion of the U.S. clinical trial there may be
sufficient information to support this application

. the sponsor should ensure that a2 minimum of 200 women complete 13 cycles of

—~ 3 use with appropriate pregnancy testing

. because pregnancy testing was not initiated until earlier this month, the sponsor
may need to continue the U.S. clinical trial for a longer period of time to ensure
that the minimum required number of women/cycles are completed with this
stud

. mter)lrm U.S. clinical data will not provide sufficient information to allow
approval of the current application




-

NDA 20-874 : - Page 2

July 30, 1998 .
Decisions Reached:

L a teleconference with the sponsor should be scheduled for the week of August 3, 1998,
to inform them that the review of the application and the safety u'pdate is insufficient to
support approval

e the sponsor should be informed that further interim data from the ongoing U.S. trial will
probably not provide sufficient information to support the approval of the current
application

. the sponsor should be advised to ensure the minimum required women/cycles are
compieted in the U.S. clinical trial to provide sufficient information for an adequate

“tresponse to the clinical deficiencies :

L ideally, the sponsor should complete the U.S. clinical triat and then submit this

information as an NDA resubmission L4

Unresolved Issues: none

Action Items:
Iiem person responsible time frame
schedule a teleconference C.Kish 7 working days
22 dp)
Minutes Preparer ‘%« .~ “€oncurrence, Chair
ATTACHMENT
cc: .
Orig. IND -
HFD-580
MEETING ATTENDEES
- HED-580/IMercier/LPauls
HFD-580/CKish/7.30.98/n20874.st2

Concurrence:Mmann 8.6.98/LRarick 8.6.98/LPauls 8.3.98/SAllen 8.3.98/1Saffran 8.4.98

MEETING MINUTES ®

APPEARS THIS WAY
ON ORIGINAL
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Issues Addressed and Still Remaining for Cy=lc-T'vovera as of July 30, 1998

Issues Addresyed by Safety Update

1. Data quality .

a. Ethnic diversity of study population appears to be addressed

b. CRFs and source documents will be available for review and audit

¢. Comprehensive information on specific safety issues (Hg, HCT, lipids, coagulation factors,
carbohydrate metabolism) is being collected at appropriate intervals.

d.  CRFs are designed to collect information on pregnancy testing and on use of concomitant

Muﬁm
2. Efficacy issues '{

a. Pregnancy testing on a monthly basis and at discontinuation was instituted as of July 22, 1998

3. Safety issues

a. Administration of hormonal compounds during the trizl for any reason results in
discontinuation from the study.

b. Per the sponsor, treatment of bleeding disturbances with products other than iron therapy is
not permitted, afthough this is not specifically stated in the protocol.

c. Other safety parameters are being monitored as described in 1(c)

Issues Not Adequately Addressed by Information in the Safety Update

1. Data quality -
a. &ample size
""""" * i Update is based on limited drug exposure experience in 782 women initially enrolled

in the Cyclo-Provera arm of the study

i. 25.3% (n=198) of those enrolled have discontinued treatment, leaving 584 women
still enrolled as of 3/31/98

iii. Average # weeks of exposure as of 3/31/98 = 26.5 weeks (out of a planned 60
weeks total exposure) *

iv. No patients completed one year of Cyclo-Provera use as of 3/31/98

b. CRFs included in the Update are only those for women who discontinued due to adverse
events (n = 122), not for all women currently enrolled.

¢. Tremendous variability in discontinuation rates across study sites (0%-62%)



2. Efficacy issues

a, Themnlnumbetofpaﬁemswhowinmlmordisconﬁnuethesmdyhavinghad

b.

c.

appropriate pregnancy testing performed is unknown and may not provide enough women-
months of exposure to demonstrate efficacy. -

Several of the inclusion criteria are virtually identical to those in the pivotal trials and may
have resulted in enrollment of women not at risk of pregnancy at study entry.

The use of EC is not addressed in the protocol or its amendments

3. Safety issues

b.

c.

Conclusions

No information is provided on what, if any, treatments are being given for bieeding

“Histurbances

No informatign is provided in the Update on bleeding patterns and pattern changes with
Cyclo-Provers use, despite the fact that this is the primary study Ipoint.

Although some data is available yet on effects of Cyclo-Provera on lipid parameters, serum
chemistry and carbohydrate metabolism, the sample sizes are too small to draw conclusions
about these effects over time.

Although the information contained in the Safety Update does address many of our concerns
regarding data quality and provides some safety data related to.Cyc{o-Provers use, the information
( is based upon limited product exposure in a subset of the study population,

We believe it is important to have data from the completed US trial before proof of safety or efficacy
can be demonstrated. In particular, we would like to see safety and efficacy information for women
who have used the product for 13 cycles. No information was available in the Safety Update on
patients who had completed one-year of Cyclo-Provera use.

kY

‘ APPEARS THIS WAY
‘ON ORIGINAL



" Questions T

If there were 582 women still enrolled as of 3/31/98, what is the minimum # of participants that must
complete 13 cycles of Cyclo-Provera use in order to demonstrate efficacy, and do we think this
number is achievable?

Could we accept demonstration of efficacy in either 200 women who complete 13 cycles of product
use or 10,000 woman-months of exposure?

a lfwenregoingtorequiutlm;tlusﬂﬂﬂwomcncompletc 13 cycles of use with a minimum
of 10,000 cycles, we should inform P&U that Cyclo-Piovera will be held to this standard.
They could extend subject participation (duration of exposure) accordingly if they sec that

<these requirements are not going to be met at the conclusion of the ongoing US study.

Iftheyarenotgoingtomeetthcmquiremmnin#z,shouldweadvisethc&;oincreasetheir
caroliment of study participants and, if so, to what number?

2. NOTE: 47% of women enrolled in the US study are OC users who were not required to go
through a wash-out period prior to Cyclo-Provera use, and (as in the pivotal trials) were not
necessarily at risk of pregnancy at smdy enrollment. Is there any way for us to analyze data
from these subjects that would provide meaningful efficacy rates?

2
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Liaison Director, New Drugs
Regulatory Affairs

_NEW CORRESP Telephone N&: (616) 833 9896
Facsimile No.  (616)833 0409

July 28, 1998
* Y REVIEWS COMPLETED
Lisa Rarick, M.D. -
Division of Reproductive and Urological Drug Products HFD-580 , ,
Center for Drug Evaluation and Research CS0 ACTION: [CImEmo
Food and Drug Administration CJuemer [nal LIVEM
5600 Fishers Lane
Rockville, MD 20857 _ 650 INMALS DAT
i RE: NDA 20-874
a7 Monthly Centraceptive

(MedroxypYogesterone Acetate and

Estradiol Cypionate Injection)

General Correspondence
Dear Dr. Rarick

On June 29, 1998, P&U submitted responses to questions identified during the June 5, 1998
telecon following review of the ISS/ISE for the NDA for Cyclo-Provera. For the questions
(Nos. 7, 10, 15) remaining unanswered, we expected to provide a response at the time of the
Safety Update (submitted July 16, 1998), but some concentration-time data from Phase |
trials were still under analysis.

Appended please find the responses to the three remaining questions from the Medical and
Pharmacokinetic reviewer. We hope that this new information relating time to return of
ovulation to select kinetic estimates (data from study Protocol /0806) along with BMI effect
on drug levels (study Protocol /0004) will assist the Division in ffs ongoing assessment of the
safety/efficacy of Cyclo-Provera. We anticipate finalizing the report for study Protocol

e - M/5415/0006 in a week.

For any questions regarding the contents of this submission, please contact P.K. Narang (616
833 9896). Please send correspondence addressed to unit 0635-298-113,

Sincerely -

PK. Narang, Ph.D., F.C.F

Liaison Director
Regulatory Affairs

cc: Christina Kish, Project Manager (letter only)

Pharmacia & Upjohn Telephone {615) 833-4000
7000 Portage Road

Katamazoo, W 49001-0199

UsSA
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Pharmacia&Upjohn

Officeof: _

P.K. Narang, Ph.D., F.C.P.
Liaison Directér, New Drugs
Regulatory Affairs

Telephone No. (616) 833-9896
Facsimile No. (616) 833-8237

July 16, 1998 -

Dr. Lisa Rarick

Division of Reproductive and Urologic Drug Products, HFD-580
Center for Brug Evaluation and Research

Document Control Room 17B-20

Food and Drug Administration ¥
5600 Fishers Lane .
Rockville, MD 20857
RE: NDA 20-874
—————— Monthly
Contraceptive {Medroxyprogesterone
Acetate and Estradiol Cypionate
Injection)
SAFETY UPDATE
Dear Dr. Rarick:

In accordance with 21 CFR § 314.50(a)(5)(viX(b)(1), Pharmacia and Upjohn is submitting a
Safety Update Report for —————— Monthly Contraceptive (medfoxyprogesterone aceiate
and estradig] cypionate injection) which provides substantial new information pertinent to the

~-assessment of its safety, e.g., ‘Laboratory Evaluations’ (Hematology, Chemistry and

Urinalysis), Lipids and Adverse Events by ‘Race’. This information is from the ongoing US
Phase III study (M/5415/0004). The data cut-off date for the purposes of this Safety Update
Report was March 31, 1998.

Appendix 6 which involves the associated case report forms for deaths (done) and drop-outs
due to adverse events has been provided only in electronic format (pdf files) per previous

discussions with Ms. C. Kish (Project Manager). The CD-ROM is located in the inside
cover. The disk has been scanned with McAfee Virus Scan software (3.1.1) to verify it }




" NDA 20-874 Safety Update

Page2

on the disk. A listing of the patient numbers have been bookmarked to-the individual case
report forms. The patient records can be sorted by “domain” profiles or by sequential
“visits”. Please note that the case report form records were stored elecwotically a few
months after the report cut-off date of March 31, 1998. Therefore records may appear on this
electronic version which were not available at the time of data assessments for the actual
Safety Update Report and which have not been included in the Safety Update Report.

If you have any questions regarding this submission, please contact me & (616) 833-9896.
Please send correspondence addressed to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY

W ¥
L5
P.K. Narang, Ph.D., F.CP.

Regulatory Affairs

APPEARS THIS A\
A ORIGINAL
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Pharmacia&Upjohn “%r?\ _,\s@O_R‘..GlNAL 1

NEW CORResp PX, Narang: PhD., F.C.P.

Liaison Direttor, New Drugs
Regulatory Affairs

5| '1])}’ 1w € Telephone No. (616) £33-9896
1 q‘z‘l A% Facsimite No. (616) 833.8237
July 15, 1998 ‘5 \

fas

| Dr. Lisa Rarick REVIEWS COPLETED
| Division of Reproductive and Urologic Drug Products, HFD-580

Center for Drug Evaluation and Research
| Document Control Room 17B-20

Food and Drug Administration

5600 Fished§ Lane

Rockville, MD 20857

RTIALS
RE:  NDA 20.§74 LCSOHTAL /[ ome

- v !
Monthly Contraceptive

{(Medroxyprogesterone Acetate and

Estradiol Cypionate Injection)

eneral Correspondence

Dear Dr. Rarick:

During a recent review of Safety Update information, it was noted that the tables provided with our

( previous response letter dated June 29, 1998, regarding weight gain contained incorrect data. The
corrected tables have been enclosed and should replace the tables in Attachment 5 of the June 29th
packet. The text for Response Numbers 13 and 18 which referred to that data have also been revised
accordingly. Revised pages have been enclosed and should replace the previous pages.

Also, P&U correspondence dated June 30 in response to the teleconference of June 19 mentioned
that we were still trying to clarify the therapeutic class for the treatment drug “Sedatrium”. This drug
was noted to have been used for treatment of a patient who experienced angina. Information has
been received by our medical colleagues ir ~w—., that this drug namiis actually “Sedativum”
which is used in ———— as a collective name for sedative drugs.
g

....Jf.you have any questions regarding the replacement pages, please contact P.K. Narang (616-833-

9896). Please send correspondence addressed to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY

-—-ﬁ crl=z :
P.K. Narang, Ph.D., F.C.P.
Liaison Director
Regulatory Affairs

( NIiB/crdt: Attachments

. cc: Ms. Cristina Kish (Project Manager)

N Pharmacia & Upjohn Telepnone (616 833-4000
7000 Portage Ro2G

Kaiamazoo, Mi 49001-0199

™ BEST POSSIBLE COPY




Te'econference Meeting Minutes
Date: ‘July 10, 1998 Time: 1:00 PM - 1:30 PM Location: Parklawn 17-43
NDA 20874 Drug Name: ~—— (medroxyprogestreone acetate and estradiol
cypionate) Injection

External Participant: Pharmacia and Upjohn
Type of Muﬂn}: information request discussion
Meeting Chair:  Lisa Rarick, M.D.

N,

External Participant Lead: = Henk De Koning Gans
Meeting Recorder:  Christina Kish

FDA Attendees:

Lisa Rarick, M.D. - Director, Division of Reproductive and Urologic Drug Products
(DRUDP;HFD-580)

Marianne Mann, M.D. - Deputy Director, DRUDP (HFD-580)

Susan Allen, M.D. - Medicat Officer, DRUDP (HFD-580)

Julian Safran, M.D. - Medical Officer, DRUDP (HFD-580)

Lana L. Pauls, M.P.H. - Chief, Project Management Staff, DRUDP (HFD-580)

Christina Kish - Project Manager, DRUDP (HFD-580)

External Constituents:

Roger Garceau, M.D. - Clinical Development
Charlic Wajszczuk, M.D. - Clinical Development -
Henk De Koning Gans - Project Leader

P.K. Narang, Pk:D. - Director, New Drugs, Regulatory Affairs

Nificy Busso - Regulatory Affairs

Kathy Derr - Medical Writer

Matt Cromie - CTS

d

Meeting Objectives: .
To discuss review issues and concerns with the sponsor of this pending applicatich.

Discussion Points:
L Background
. the application provides for a monthly injectable contraceptive

. the pivotal studies were carried out several years ago by WHO
. most of the case report forms are missing for the study sites
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NDA 20-874 - Page 2
July 10, 1998
. most of the sites are not auditable with regard to clinical data
. protocols were not strictly adhered to by study sites
. aU.s. suppornvechmcalmahscurrentlyunderwayandlsexpectedtobe
completed first quarter next year

. asafetyupdzteconnmmgprelmnaryresultsofﬁleUS clinical trial will be
submitted before the end of the month

. the table of contents for the safety update has been submitted prior to this
teleconference

® 2 Review Issues -

. problems with regard to safety and efficacy of th;;;apphcauon include the
following:

. only 8% of the study sites are auditable

» study sites vary in the quality of the data available

. when recorded, there was capacity to record only two adverse events
for each patient

. it appears that women who may not have been fertile (i.e., due to
recent abortion or recent/possibly current use of contraceptives) were
enrolled in the studies

. pregnancy tests were only performed when “deemed necessary” this
term has not been clearly defined nor does it appear to have been
consistent between centers

. uncontrolled or unusual bleeding was treated differently at different
sites, treatments included, amongst other things, use of hormones

. bleeding rates and frequency of anemia cannot be verified in the pivotal
trials due to a lack of Hg and HCT testing throughout the pivotal trials

. U.S. Study

o
s S information from the U.S. clinical trial will be submitted in the safety update
. the U.S. study was initiated to support the pivotal trials with data from the
targeted market population
. the sponsor asserts that both drugs in the application are well known and

characterized, a positive outcome is expected for the U.S. study

. the sponsor further stated that the safety update should adequately address
safety concerns and questions regarding bleeding patterns, these data could be
expected to accurately reflect data missing from the original pivotal trials

. the U.S. clinical trial treats prolonged bleeding by iron supplements (if anemia
occurs) after which, depending on response to treatment, the subject may or
may not be discontinued from the study

BEST POSSIBLE COPY




NDA 20-874 - Page 3
e =
July 10, 1958
. pregnancy testing has been performed at baseline and then when necessary,
however women who discontinue are not automatically given a pregnancy test
nor are those who complete the study protocol. Monthly pregnancy testing is
not being performed -
. follow-up pregnancy testing is not planned at this time
. the U.S. clinical trial will be completed in February 1999
. the sponsor is urged to perform pregnancy tests on every subject left in the
clinical trial every month until the subject has competed the trial or has
- withdrawn from the trial
-' additionally, subjects who complete or withdraw from the clinical trial should
be given an exit pregnancy test o
L2
Decisions Reached

. the application does not contain adequate information on which to base a positive
decision '

L] the .——— site will be audited and depending on results, an inspection of the site in
—~——— may be carried out

. the sponsor will submit the safety update before the end of the month

® a second teleconference may be held after review of the safety update

® the sponsor will begin to collect six month interim data from the U.S. clinical trial to be
submitted before completion of the review cycle. The sponsor expects that this
additional data will allay some of the concerns expressed in this teleconference with
regard to safety and efficacy of this drug product

Unresolved Issues: none

¥

Action Jtems: see decisions reached '

R

i)

) '
B c.g
- Hilfs,
Minutes Preparer %/ P “Concurrence, Chair

Post-meeting note: The sponsor contacted the Division on July 22, 1998, to state that pregnancy
testing will be carried out monthly. The sponsor asked if urine testing would be atceptable and
whether the utilization of the same test kit at each site would be acceptable for stafdardization of the
results. The sponsor was told that these two proposals were acceptable. The sponsor expects to submit
six month interim data the first week of September.

APPEARS Tt~
0N gricr




NDA 20-874 o Page 4
(. July 10, 1998

[v v

Orig. NDA

HFD-580

MEETING ATTENDEES .
HFD-580/LPauis/IMercier -
HFD-580/CKish/7.22.98/n20874.1c

concurrence:JSafran 7.27.98/SAllen 7.27.98/MMann 7.23.98/L Rarick 7.31.98

MEETING MINUTES

-
-
H

',
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Meeting Minutes T

Date: Jqu 1, 1998 Time: 9:30 AM - 10:00 AM Location: Parklawn 17-43

NDA 20-874 Drug Name: Cyclo-Provera (medroxyprogestreone acetate and
estradiol cypionate) Injection

Type of Meeting: 10 month status report
Meeting Chair: Lisa Rarick, M.D.
Meeting Recorder:  Christina Kish

FDA Attendees:

Lisa Rarick, M.D. - Director, Division of Reproductive and Urologic Dru(Products
(DRUDP;HFD-580)

Marianne Mann, M.D. - Deputy Director, DRUDP (HFD-580)

Susan Allen, M.D. - Medical Officer, DRUDP (HFD-580)

David Lin, Ph.D. - Chemist, DNDCII @ DRUDP (HFD-580)

Angelica Dorantes, Ph.D. - Pharmacokinetic Team Leader, Office of Clinical Pharmacology and

Biopharmaceutics (OCPB) @ DRUDP (HFD-580)

Christina Kish - Project Manager, DRUDP (HFD-580)

Meeting Objectives:
To discuss the review status of this pending application.

Discussion Points:;
) Clinical/Statistics

the requested statistical information has been received and will be reviewed
clinical review is ongoing and there is concern regarding the database quality
althougb .— was originally requested as a clinical audit site, the sponsor has
indicated that there are no source documents to audit, therefore the request to
DSI to audit this site should be withdrawn _

. an additional clinical site in ——_""" should be audited as requested in"a recent
" memo to DSY, depending on the information obtained at dns site, an additional

AAL’.‘ L] [ ]

b

site in the - may be requested
. at this time the review team is recommending non-approval based on
inadequate clinical trial data -

. the sponsor is currently conducting a U.S. clinical trial Whlch may provide
sufficient information to support an NDA once it is completed

. the sponsor expects that the U.S. trial would be available for submission in
June, 1999
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NDA -20-874 - = Page 2
July 1, 1998 -
o CMC
. the original review of this application was completed and an information

request letter sent to the sponsor on April 30, 1998 :
. the sponsor has submitted a complete response which appears adequate
. additionally the sponsor was notificd March 4, 1998, that their proposed
tradename was unacceptable
the sponsor has submitted the tradename ~—~——. for cons:deranon
the Labeling and Nomenclature Committee has been requested to review this
proposal at their next meeting to be held in July
the reviewing chemist expects to complete the review of this application by
next week and expects to recommend approval o

|

ke ® o

* Clinical Pharmacology

. the Clinical Pharmacologist has completed the review of this application

. a letter recommending revisions to the Clinical Pharmacology section of the
proposed labeling is currently circulating and is expected to be sent to the
sponsor pext week

. a PK/PD study report is expected to be submitted by the end of July and will be
reviewed as part of this application

. because the user fee goal date for this application is September 26, 1998, the
cxpected PK/PD submission may extend the goal date for the application

Decisions Reached:
L] a teleconference with the sponsor should be scheduled next week to inform them that
the review of the application does not support approval due to the lack of auditable
clinical data

* th,e sponsor should be informed that data from the ongoing U S. trial may provide
zmdltable clinical data, and may therefore support their NDA; this data may be
e available in June, 1999 according to the sponsor
L the sponsor should be informed that submission of the PK/PD study may extend the
User Fee goal date, however, if they decide to withdraw their application this may not

be relevant
. a clinical audit of the ' —— _ site clinical data will be condncted DSI should be
contacted in this regard
. following the teleconference with the sponsor, additional action (non-approval) will be
taken if necessary

Unresolved Issues: none




NDA 20-874 .- Page 3
———— ' -
July 1, 199 - -3
Action Items:
Item person responsible time frame
1. schedule a teleconference C. Kish % 7 working days
2. contact DSI regarding site audit C. Kish 7 working days
IS/ E
. = _ 7{ 2 Z,’? -,
Minutes Preparer % 2 F - Concurrence, Chair

Post-meeting note: a teleconference has been scheduled with the sponsor for July 10, 1998. It was
recently decided by Dr. Lumpkin that the Divisions may not give sponsors the option to withdraw an
application before issuing a not approval action, however the Division may'discuss how a review is

_ progressing and the sponsor may choose to initiate withdrawal based on that discussion.

DSI was contacted and an e-mail sent with the required clinical andit revisions July 2, 1998. DSI
confirmed receipt of the e-mail the same day.

cc:
Orig. IND

HFD-580

MEETING ATTENDEES

HFD-580/IMercier/L.Pauls

HFD-580/CKish/7.22.98/n20874.stm

Concurrence: LRarick 7.13.98/ADorantes 7.2.98/DLin 7.6.98/SAllen 7.7.98/MMann 7.7.98

MEETING MINUTES
e

- B -
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Pharmacia&uUpjohn  oxagrms.rce
Liaison Director, New Drugs
Regulatory Affairs
Telephone No. (616) 833 9896

FacgmileNo.  (616)833 0409
June 30, 1998 L2 .
ORG -
Lisa Rarick, M.D.
Division of Reproductive and Urological Drug Products HFD-580
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Eishers Lane
Rockville, MD 20857
o
RE: NDA 20-374
E - _] Monthly Contraceptive
(Medroxyprogesterone Acetate and
Estradiol Cypionate Injection)
General Correspondence
Dear Dr. Rarick ,

Appended please find responses to questions from June 19, 1998 teleconference between
Division’s Medical Reviewers and P&U, along with a list of the participants from Pharmacia
and Upjohn.

Should you have any questions, please contact me. Please send any correspondence to Unit
0635-298-113. v

-

Sincer.e_]y,

PHARMACIA & UPJOHN COMPANY

P.K. Narang, Ph.D., F.CP. i

Liaison Director €S0 ACTION:

Regulatory Affairs Clermer [Inat [TIvemo
PKN:SEH C50 INITALS DATE
Enclosures

cc: Ms. Christina Kish (Project Manager) - Letter Only
Pharmacia & tpjohn Telephone (616} §33-4000

e BEST POSSIBLE COPY

UsA



Pharmacia&Upjohn Ny

P.K. Narang; Ph.D., F.C.P.
Liaison Director, New Drugs
Regulatory Affairs

Telephone No. (616) 833 9896
Facsimile No. (616) 833 0409

June 29, 1998 )
Lisa Rarick, M.D.
Division of Reproductive and Urological Drug Products HFD-580
Center for Drug Evaluation and Research
Food and Dgug Administration
5600 Fishers Lane _
Rockville, MD 20857 %
RE: NDA 20-874
Monthly Contraceptive
(Medroxyprogesterone Acetate and
Estradiol Cypionate Injection)
General Correspondence
Dear Dr. Rarick:

Please submit the tradename/proprietary name to the Labeling and
Nomenclature Committee for review. This would replace Cyclo-Provera submitted
previously but deemed inappropriate by the agency. Pharmacia and Upj ohn would appreciate
a prompt review, preferably at the next upcoming committee meeting.

If you have any questions regarding this submission, please contact me at (616) 833-8527.
Please send #ny correspondence to Unit 0635-298-113.

e

Sincerely,
P.X. Narang, Ph.D., F.C.P. ) -
Liaison Director

cc: Ms. Christina Kish (FAX this letter to 301 827 4267) + Letter Only

Pharmacia & Upiohn Telephone (646! 833-8000




June 29, 1998

Lisa D. Rarick, M.D.

Division of Reproductive and Urological Drug Products HFD-580

Center for Drug Evaluation and Research
Food and Drug Administration

5600 Fishers Lane - 1“3\@
Rockville, MD 20857 P { ~
oy W RE: NDA20.874
4 \ 7 } -— Monthly Contraceptive
\ (Medroxyprogesterone Acetate and
Estradiol Cypionate Injection)
General Correspondence
Dear Dr. Rarick:

previously deemed inappropriate.

e Sincer;iy,

- PHARMACIA & UPJOHN COMPANY

P.K. Narang, Ph.D., F.C.P.
Regulatory Affairs

PKN:law:Attachments

* Pharmacia & upjohn
7000 Portage Road
Kalamazoo, Mi 49001-0199
USA

Telephone (616} B33-2000

ORIGINAL
Pharmacia&Upjohn

Pursuant to the tele-conversation of June 5, 1998, appended please find the responses to
specific questions from the review of the ISS and ISE of the above mentioned NDA. Under
Separate cover, we are submitting the tradename/proprietary name —————— to the
Labeling and Nomenclature Committee for review and this would replace Cyclo-Provera

If you have any questions regarding the contents of this submission, please contact
P.K. Narang (616) 833-9896. Please send correspondence addressed to Unit 0635-298-113.
.

Office of:

PX. Narang, Ph.D_,F.CP.
Linison Director, New Drugs
Regutatory Affairs

Teicphione No. (616) 833-9896
Facsimile No. (616) 833-8237

_mmam‘

CSO ACTION: - '
Owemer [Ivae CImemo

DATE

CS0 INMALS

cc: Christina Kish, Project Manager (letter only)
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Nancy J. P~ssa, R Ph.

. Regulatory Manager
MEW TORRESP U.S. Regulatory Affairs

Telephone No. (616) 833-8554
Facsimile No. (616) 833-8237

June 5, 1998 %

Pharmacia&Upjohn -

Division of Reproductive & Urological Drug Products HED-580
Center for Drug Evaluation and Research

Food and Drug Administration
Docum%ni]t Control Room 17B-20
5600 Fishers Lane : 6
Rockville, MD 20857 N 6/’ M4
A 4
RE: NDA 20-874
CYCLO-PROVERA® Contraceptive
Injection (Medroxyprogesterone
Acetate and Estradiol Cypionate)
General Correspondence
Dear Ms. Kish,

Based on our phone conversation of May 26, we are providing the following documents
and/or disks to assist in the review process:

1. Disk labeled “CycloProvera SAS Data”
This disk contains the SAS datasets for the clinical data including Multicountry Study
(M/5415/0001), Egypt Study (M/5415/0002) and China Study (M/5415/0003).

Jhe disk also contains a “readme” file which explains the disk content and the process
o unzip the SAS transport data, a document to describe the data structure of the SAS
data library, a file to cover the data from transport format to SAS data library, 2 code
file to link the format catalogs for data and a copy of the “Notes to Reviewer” which
was included with the NDA submission. (The “Notes to Reviewer” describes the
rules applied to raw data to create the SAS data hbrary from which the ISS tables

were produced.) -
Hard copies of the text files (i.e., not including the actual data) can be found in
Attachment 1.
REVIEWS COMPLETED
€S0 ACTION:
CIErmer OOnal [Ivemo”
Pharmacia & Upjohn Telephone (616! 8334000 -
7000 Portage Road : CSO0 INITIALS DATE
Kalamazo0, M 890010189
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2. Disk labeled “Integrated Sumr .ry of Safety” for Cyc!o-i?mvera
This disk contains the electronic version of the Integrated Summary of Safety as a
‘.pdf’ document.
3. Disk labeled “Labeling - Electronic Version” for Cyclc Provera
This disk contains the labeling for Cyclo-Provera as submitted in the NDA.
The Non-Insert (carton and label) file is a WORD document (nonpilab.doc)
The package insert is a “.pdf” documents (cyclopi.pdf)
The patient package insert is a WORD document (cycloppi.man)
: .
4. * Clinical Trial Site Audit Informat]on Provided by Clinical Quality Assurance

(Attachment 2) oF

L3

WHO PROJECT No. 83913 : MULTICOUNTRY STUDY (Protocol
M/5415/0001)

As you are aware, WHO (World Health Organization) conducted this study between
1984 and 1987, prior to most international GCP guidelines. To assess the availability
or adequacy of records, P&U Clinical Quality Assurance (CQA) unit undertook a
review of several investigational sites. The results of this recently completed
endeavor are tabulated in Attachment 2. As would be expected, some centers, for
various reasons, no longer have records available for review. The Case Report Forms
(CRFs) for this study were obtained by WHO and retained in their files until their
transfer to P&U, where they are now retained. Some other study records were
apparently not routinely obtained/stored by WHO. The attached table reflects the
efforts made to contact various sites, the results of such contacts and visits made to
sites with reported availability of some records. (Documentation of
contacts/attempted contacts with these sites is available at P&U CQA).

OTHER PERTINENT SITE-SPECIFIC INFORMATION

Recently (May 20, 1998), the Division of Scientific Investigations (Clinical
Invest:gahons Branch) requested arrangements to visit three sites  ———————
—een and” ) ir" — . As can be seen fromAttachment 2,
audits show that two of the sites¥ —— _and "~ , selected for
inspection no longer have any records. We would like to share this information with
you to assist in the selection process of alternative centers, If needed.

+, the investigator of record at th- site, will not be available
dunng the first three weeks in August. She would be available Sept 1 - 4. Further,

————— _ the overall coordinator for all the sitesin — _, has indicated
availability dunng the week of Sept 7 to 11th.
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If you have any qu stions regarding this submission, please contact Nancy J. Busso at
(616) 833-8554. Please send correspondence addressed to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY

“ﬂam,.(s 3"6‘.4:&9, R.Ph.

Nanch Busso, R.Ph.

Regulalory Manager
Regulatory Affairs v
NJB:law *
Attachments
APPEARS THIS WAY
ON ORIGINAL
L

o] POSSIBLE COPY
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Office of:

Donald R_ Giescker, .D.
4R Giescker, Pygrm

Regulatory Affairs

Telephone No. (616) 833-8527
Facsimile No. (616) 8338237

May 21, 1998

Lisa D. Rarick, M.D.
Division of Reproductive & Urological Drug Products HFD-580
Food and Drug Administration
Center for Drug Evaluation and Research
Document Control Room 17B-20
5600 Fishers Lane
Rockville, MD 20857
RE: NDA20-874 4
CLO-PROVERA® Contraceptive Injection
(Medroxyprogesterone Acetate and
Estradiol Cypionate)

General Correspondence
Dear Dr. Rarick,

The following pages include responses to your letter of April 30, 1998,

Please note that a new tradename (Comment 7) is being finalized intemally and should be submitted
for review soon. The labeling suggestions (Comment 8) will be implemented as stated. However,
we plan to incorporate those changes with any additional labeling suggestions resulting from the
remaining review process and propose to submit revised labeling, including the current suggestions
at that time.

If you have any questions regarding the contents of this submission, please contact
Donald R. Gieseker at (616) 833-8527. Please send correspondence addressed to
Unit 0635-298-113.

“-Simcerely,

Sm—

PHARMACIA & UPJOHN COMPANY '
~={ :j\ APPEARS THIS WAY

Donald R. Gieseker, Associate Director ON ORIGI NA
Regulatory Affairs

DRG:kmv
Attachments

cc: Christina Kish (Project Manager) - Letter only

Pharmacia & Upjohn Telephone 1616) 8334000
7000 Portage Road

Kalamazoo. Wi 49001-0199

USA




Pharmacia and Upjohn ' APR 30 1998
Auention: Mr. Don Geisiker

Reguiatory Manager, U.S. Regulatory Aﬂ’anrs
7000 Portage Road

Kalamazoo, MI 49001

Dear Mr. Geisiker:

Please refer lozour pending September 25, 1997, new drug application submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for medroxyprogesterone acetate and estradiol cypionate
for injection. o~

-

.
We have completed our review of the Chemistry Manufacturing and Controls section of your
submission and have identified the following deficiencies:

1. Please indicate whether you plan to perform any reprocessing operétions on the drug
product if it does not meet release specifications.

2. There is a discrepancy between the relative response factors submitted for the ——
~——- MPA analog in the HPLC assay "’ . The table on page 1.4:4/1/101
reports this value to be — relative to MPA, however on the table on page
1.4:4/1/145 a value of — is given. Please clarify this discrepancy.

3. The pH specification you propose for the drug product of ——  at expiry is different
from the pH range approved for other sterile medroxyprogesterone acetate suspensions,
which is 3.0-7.0. This latter range is also provided for in the USP monograph for
Sterile Medroxyprogesterone Acetate Suspension. Your pH range for this drug product
should be revised to 3.0-7.0. -

4, f.l‘he proposed post-approval stability storage conditions. do not match

R the conditions used to generate the primary stability data, ——————  The post-
approval stability conditions should be

5. The pH of the drug product decreases over time in the stability studies. Please

comment on a possible mechanism for this observation.
*

6. The assay values of the drug substances at time ~—n the stability study were
—_— and — for medroxyprogesterone acetate and . and
—— for estradiol cypionate. This would seem to indicate the use of manufacturing
———— for both of the drug substances. The proposed batch formula submitted for
the drug product does not call for . , yet significant ——  are present for
both drugs in the stability batches submitted. The use of a manufacturing -
unless justified by data demonstrating -— . during the manufacturing process is
unacceptable. Please clarify this issue.
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7. As stated in our correspondence of March 4, 1998, your proposed tradename of
is unacceptable. A new tradename should be submitted for review.

8. The description section of the package insert refers to the drug product as “ ___ .
." this should be changed to read, " — o
In addition the sta¢ement, ———————.

should be added.

’

We would appreciate your prompt written response so we can continue our evaluation of your NDA.

If you have any_qucstions. please contact Christina Kish, Project Manager, at (301) 827-4260.

i

Sincerely,

N 1%
[ v J {24 {5+
 Lisa D. Rarick, M.D.

Director

Division of Reproductive and Urologic Drug

Products
Office of Drug Evaluation I1
Center for Drug Evaluation and Research

Orig. NDA

HFD-580

HFD-580/MRhee/RSeevers/MMann

HFD-820/0NDC Division Director
HFD-580/CKish/4.24.98/n20874.irc

concurrence: MRhee 4.27.98/MMann 4.27.98/LRarick 4.27.98

INFORMATIOIE REQUEST (IR)

R ] -
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NDA 20-874

Pharmacia & Upjohn

Attention: Mr. Don Geisiker

Regulatory Manager, U.S. Regulatory Affairs
7000 Portage Road

Kalamazoo, MI 49001

Dear Mr. Geisiker:

Please refer to gour pending September 25, 1997, new drug applicaticn submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Cyclo-Provera Contraceptive Injecsion.

We have completed our review of your proposed tradename “Cyclo-Pwveﬁ'f and find it unacceptable
for the following reason:

Under 21 CFR 201.6(b), “the labeling of a drug which contains two or more ingredients may
be misleading . . . by the designation of such drug in labeling by a name which includes or
suggests the name of one or more but not all ingredients, even though the names of all such
ingredients are stated elsewhere in the labeling.” Therefore, the name “Cyclo-Provera” is not
acceptable because while the - — — 3 component is identified, the
estradiol component is not.

Please propose an alternate tradename so that it can be forwarded to the Labeling and Nomenclature
Committee for review.

If you have any questions, please contact Ms. Christina Kish at (301) 827-4260.

Sinceralv.
G = 35414
— -

& Lisa Rarick, M.D.
< Director
T X Division of Reproductive and Urologic
Drug Products (HFD-580)
Office Of Drug Evaluation II
Center for Drug Evaluation and Research
cc:
Orig. NDA N
HFD-580 ’
HFD-580/RSeevers/MRhee/LRarick/SSlaughter/deputy director
HFD-580/CKish/2.25.98/n20874.gc
concurrence:RSeevers 2.25.98/MRhee 2.25.98/LRarick 3.2.98

GENERAL CORRESPONDENCE




6 Month Status Meeting _ -
Date: March 2, 1998 Time: 9:00 AM - 9:30 AM Location: Parklawn 17B-43
NDA: 20-874 Drug Name: Cyclo-Provera (medroxyprogesterone acetate and
- ethinyl estradiol) injection
Meeting Chair: Christina Kish =

Meeting Recorder:  Christina Kish

Lisa Rarick, M.D. - Director, Division of Reproductive and Urologic Drug Products
(DRUDP;HFD-580)

Lisa Kammernthn, Ph.D. - Team Leader, Division.of Biometrics I (DBI) @ DRUDP (HFD-SSO)

Paul Stinavage, Ph.D. - Molecular Biologist, Office of New Drug Chemistry (ONDC) @ (HFD-160

Christina Kish - Project Manager, DRUDP (HFD-580) -.f
Discussion Points:
. Clinical

. the medical officer is currently on maternity leave
. the medical officer is aware of the due date for this application and is expected
to have it completed on time

. Chemistry, Manufacturing and Controls (CMC)

all EER'’s are complete and acceptable

the review is expected to be completed June

to date no major deficiencies have been identified

the sponsor was sent a letter dated March 4, 1998, stating that their proposed
tradename is unacceptable because only one of the two active ingredients is

identified in the name -
® Biopharmaceutics
o B _
. ~ will initiate review in May

. Statistics
. the application has been consulted out to Dr. Girish Aras+«in HFD-715
L] Toxicology

. the review is complete and is recommended for approval

@\
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NDA 20-874 i Page 2
_.-—.-.-——;‘_ —
e Microbiology
. review is expected to be completed by March 15, 1998
. no deficiencies have been identified .-
. will recommend approval of the application =
Action Items: :
I The statistician, Dr. Aras, should be contacted regarding the status of his review and his
projected completion date.

2. The medﬁlcal officer, Dr. Golden should be contacted on her return to assess the status of the
review and her projected completion date.

[S/
Minutes Preparer % ;‘{

cc:
Orig. IND

HFD-580

MEETING ATTENDEES

HFD-580/JMercier/LPauls

HFD-713/GAras

HFD-580/CKish/3.2.98/n20874.6mo

concurrence:PStinavage 3.5.98/LPauls 3.5.98/LRarick 3.6.98/LKammerman 3.10.98

/8

f '.‘I

MEETING MINUTES

' Y
ARS THIS W
MPOE“ ORIGINAL

Concurrence, Chair = :




~ DUPLICATE
Pharmacia &Upjotin

Office of:
James H Chambers

Regulatory Manager
U.S. Regulatory :ﬂ‘urs

TelephoneNo. (616) 833-1397
5 Facsimile Ng. (6 7

ORIG AMENDMENT
Lisa D. Rarick, M.D,

Division of Reproductive & Urological Drug Products HFD-580
Food and Drug Administration

Center for Drug Evaluation and Research

Document Control Room 17B-20

December 12, 1997

5600 Fishers Lane
Rockville, MD 20857 RE: NDA 20-874
- » Comtraceptive Injection
(Medroxyprogesterone Acetate and
- Estradiol Cypionate)
AMENDMENT #2 _
Dear Dr. Rarick, - %

- r

On November 18, 1997, a teleconference was held to discuss additional analyses for NDA 20-874
CYCLO-PROVERA Contraceptive Injection. This teleconference was held at the request of the
Division to address subpopulation analyses based on race. Participating in this teleconference were
Ms. Christina Kish and Dr. Lisa Kammerman from FDA and Donald Tong, Henk deKoningGans and
James Chambers from Pharmacia & Upjohn. During the course of this teleconference, Pharmacia &
Upjohn indicated that it does not have individual patient race desi gnation for the three pivotal
studies. The demographic breakdown by race found in the NDA is based on an assumption of racial
homogeneity by country.

Additionally, it was pointed out that there were no pregnancies in the Multicountry study and only 5
total in the Egypt and China studies. Dr. Kammerman requested that we provide a discussion of the
race assumptions that were made during the analyses. This discussion in provided as Enclosure #1.
This discussion also includes 2 table of race breakdown for supportive studies as reported in the
literature.

If you have any questions regarding the contents of this submission, plea®e contact
James H. Chagnbers at (616) 833-1397. Please send correspondence addressed to
Unit 0635-298-113.

R )

Sincerely,

PHARMACIA & UPJOHN COMPANY

James H. Chambers, Regulatory Manager ‘ .
U.S. Regulatory Affairs APPEAR S THIS WAy

ON ORIGINAL
JHC:law

Prarmacia & Upjohn Telephone (616} B33-4000
Kalamazoo, Mt 49001-0199
USA




ORIGINAL oo

James H. Chambers

y Pharmacia&Upjohn  Sopmeyvie

U.S. Regulatory Affairs

Telephone No.(616) 833-1397
Facsimile No. (616) 833-8237..,

NEW CTHHESP
November 24, 1997

Lisa D. Rarick, M.D.

Division of Reproductive & Urological Drug Products HFD-580
Food and Drug Administration

Center for Drug Evaluation and Research

Document Control Room 17B-20

5600 Fishers Lane

Rockville, MD 20857

N

RE: NDA 20-874 o
CYCLO-PROVERA® Contreceptive Injection

(Medroxyprogesterone Acetate and
Estradiol Cypionate)

AMENDMENT #1
Dear Dr. Rarick,

Following discussions with Ms. Lana Pauls and Ms. Christina Kish of your division

‘regarding difficulties in locating crucial items, we are providing revised Items 8 and 10

(Clinical and Statistical) for NDA 20-874 CYCLO-PROVERA Contraceptive Injection. The
sixty-four (64) volumes included in this submission, 1.1, 1.2, 13,1.12and 1.15 - 1.74,
supercede those previously submitted in the original submission on September 25, 1997.

In this revised Item 8 and 10, the Tabulated Study Reports (or Synopses) and the study
reports/publications have been relocated to the section of the application in which they are
discussed. As a result of this relocation, many cross-references have-also been changed. The
following volymes have been revised and are provided in this Amendment:

7 Volume 1.1 Item 1. Application Index
Volume 1.2 Item 2. Labeling
" Volume 1.3 Item 3. Application Summary
Volume 1.12 Item 6. Human Pharmacokinetics and Bioavailability

Volumes 1.15-1.44 Item 8. Clinical Data Section

Volumes 1.45-1.74 Item 10. Statistical Data Section
In Items 1, 2, 3 and 6, only those sections of the item that cross-referenced Item 8/10 have
been changed to reflect the new locations.

Pharmacia & Upichn Telephone (616) §33-4000
7000 Portage Road

Kalarmazoo, M £9001-0199

USa




Internal Meeting Minutes

J

Date: October29, 1997  Time: 8:30 AM-9:30 AM Locm.on:  Parklawn 17843

NDA 20-874 Drug Name: Cyclo-Provera (medroxyprogesterone acetate and
estradiol cypionate injectable suspension)

Type of Meeting: filing meeting 1

Meeting Chair: Heidi Jolson, M.D., M.P.H.

Meeting Recorder:  Christina Kish

FDA Attendeﬁ."b

Heidi Jolson M.P.H. - Deputy Director, Division of Reproducuve and Urologic Drug Products
(DRUDP; HFD-SSO)

Christine Mauck, M.D., M.P.H. - Medical Officer, DRUDP (HFD-580) x

Moo-Thong Rhee, Ph.D. - Chemistry Team Leader, Division of New Drug Chemistry II
(DNDC IT) @ DRUDP (HFD-580)

Robert Seevers, Ph.D. - Chemist, DNDCIl @ DRUDP (HFD-580)

Alexander Jordan, Ph.D. - Pharmacology Team Leader, DRUDP (HFD-580)

Angelica Dorantes, Ph.D. - Pharmacokinetic Team Leader, Office of Clinical Pharmacology and

Biopharmaceutics (OCPB) @ DRUDP (HFD-580)
Christina Kish - Project Manager, DRUDP (HFD-580)

Meeting Objectives:
To determine fileability of this new drug application. Cyclo-Provera is 2 one month injectable
contraceptive which allows for regular monthly menstruation

Discussion Points:

. the application is fileable, review to be initiated Jarfliary 1998
< studies were carried out by the World Health Organization (WHO)
: a total of 32 clinical trials were carried out, three of which were pivotal

. 17,000 women were enrolled in the trials with a total of 145,000 cycles
recorded

. this product is currently marketed in 20 other countries

. clinical trials were completed in the 80's; there is question of why the sponsor
waited until now to submit this apphcanon for review

. case report forms for the study centers in Egypt and Chma are “not available”
however the data is recorded on diskette

. this application has a very low rate of pregnancy (5 recorded with an extra 2
listed as unresolved)

. there was a 70% continuance rate for this trial; the dropout rate and loss to

follow-up is low




{ NDA 20-874 - Page 2

' Cyclo-Provera -
October 29, 1997 .
° Chemistry
. the application is fileable, review to be initiated in January
. 2 Drug Master Files cited in the NDA do not belong wul‘l-thls NDA (sponsor
has confirmed this)

. manufacturing sites are all located in Michigan, the establishment inspection
reports are expected to be returned very shortly

. the word Cyclo in the tradename may be problematic to the nomenclature
committee
o “Foxicology

. the application is fileable

f'&.

. Clinical Pharmacology and Biopharmaceutics
. the application is fileable

] Microbiology

(_ . the application is fileable (confirmed via e-mail)
] Statistics (post meeting discussion)
. the application is fileable
. request location of study reports from sponsor
. request sponsor submit a more detailed index of all volumes submitted

request sponsor submit an analysis of the multi-study pivotal trial by ethnicity

Decisions Reached:

e spplication will be filed November 26, 1997
B sponsor will be requested to submit the items delineated by statistics

Unresolved Issues:
Action Items:

Item Person responsible *  Time frame

call sponsor re: requsted items C. Kish = 10/29/97

P /

p]
—_— , ¢? /24 A’ 7
( Minutes Preparer % Vo) Conddrrence, Chair

Post-meeting Note: Sponsor contacted and additional material requested, sponsor will submit as soon as
possible.




NDA 20-874 - Page 3
Cyclo-Provera .
October 29, 1997

cc:
Orig. NDA

HFD-580

HFD-580/HJolson/CMauck
HFD-580/IMercier/LPauls
HFD-580/CKish/10.29.97/n20847.45d
concurrences: ADorantes 11.13.97/HJolson 11.13.97/LPauls 1£.12.97/AJordan 11.17.97/RSeevers
11.17.97/MRhee 11.17.97

no response: CMauck

MEETING MINUTES

if".'.‘l

APPEARS THIS WAY
ON ORIGINAL

- RS TR -




ORIGINAL

( | RECORD OF TELEPHONE Dite: 10/723/97
v CONVERSATION/MEETING o
: 1 called Mr. Chambers to check on a two DMFs for - NDA # 20.873
——— which are listed in the NDA as being referenced and
for which letters of authorization are included, because I could | jecon/Meeti
not find any actual reference to what the twe in:n?::ed b;:mg
sites were doing. Mr. Chambers checked on it and told me .
that the DMFs were included in the submission in error. 1 O Applicant/
thanked him for this information. | o Flap cantSponsor
By: Telephone
ot Product Name:
- 5 Cyclo-Provera™
4 N
1 Firm Name: Pharmacia &
Upjohn -
- ' | Name and Title of Person
with whom conversation
(8)22 fo 7 was held: Jamie Chambers
‘ Phone: 616-833-1397
( I Name: RobertH.Seevers  HFD-580 one
a:‘_
APPEARS THIS WAY
ON ORIGINAL

ENY Y




NDA 20-874

Pharmacia & Upjohn

Attention: Mr. James H. Chambers
Regulatory Manager, U.S. Regulatory Affairs
7000 Portage Road
Kalamazoo, MI 49001

% ]
'

Dear Mr. Chambers:

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

4
Name of Drug Product: Cyclo-Provera (medroxyprogesterone acetaféfestradiol cypionate)
Contraceptive Injection, 25 mg medroxyprogesterone acetate and 5 mg
estradiol cypionate

Therapeutic Classification: Standard

Date of Application: September 25, 1997
Date of Receipt: September 26, 1997

Our Reference Number: 20-874

Unless we notify you within 60 days of our receipt date that the application is not sufficiently complete
to permit a substantive review, this application will be filed under section 505(b) of the Act on
November 25, 1997, in accordance with 21 CFR 314.101(a).

If you have any questions, please contact Christina Kish, Consumer Safety Officer, at (301) 827-4260.

Please cite the NBA number listed above at the top of the first page of any communications concerning
this application.

Sincerelv.

S
3 . IS/
Lana L-Pauils, MP.H.

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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cc:
Original NDA 20-874
HFD-580/Div. Files
HFD-580/CSO/C.Kish
HFD-SSOIRadckIJolsonIMauckIRheeJSeeverleordaanannncnnanlDorantcstggney
DISTRICT OFFICE -
HFD-580/CKish/10.2.97/n20874.ak
concurrence:LPauls 10.3.97

——

ACKNOWLEDGEMENT (AC)

ﬂ

=
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Office of:
James H. Chambers

Pharmacia&Upjohn Regunory M

U.S. Regulatory Affgirs

Telephr-2 No. (616) 833-1397
Facsimile No. (615) 833-8237

September 25, 1997

Lisa D. Rarick, M.D. v
Division of Reproductive & Urological Drug Products HFD-580
Food and Drug Administration
Center for Drug Evaluation and Research
Central Document Room
12229 Wilkins Avenue
Rockville,.li\:/lD 20857
RE: NDA 20-874 d
CYCLO-FROVERA™ Contraceptnve Injection

{(Medroxyprogesterone Acetate and
Estradiol Cypionate)

ORIGINAL NEW DRUG APPLICATION
Dear Dr. Rarick,

Under the provisions of 21 CFR 314.50, we are submitting a New Drug Application for
CYCLO-PROVERA™ Contraceptive Injection (medroxyprogesterone acetate and estradiol
cypionate injectable suspension) for the prevention of pregnancy.

The cumulative data contained within this application represents use in over 17,000 women
with the total exposure of over 145,000 cycles. Three large, adequate and well-controlled
studies conducted by the World Health Organization (WHO) form the basis of this
application. Thirty-cight supportive studies, many from literature, provide additional
information regarding the pharmacology and safety and efficacy of this product. This body
of data, together with historical data on the failure rates of other commonly-used

__contraceptives, demonstrates the efficacy and safety of CYCLO-PROVERA in the

prevention of pregnancy.

This application is comprised of 120 total volumes. All volumes are sequentially numbered
1.1 (Index) to 1.120. Item 7 Microbiology appears at the end of the application in Volumes
1.119 and 1.120. Since Items 13, 14, and 16-18 are brief, they are provnded for convenience
in volume 1.1 immediately behind the 356h form. The format and content of this application
was discussed at two pre-NDA meetings held on June 6, 1995, between the former Upjohn
Company and FDA and on Januvary 17, 1997, between Pharmacia & Upjohn and FDA.

Prarmacia § Upjohn TelephOne (5461 £53-4000
7000 Porage Road
Katamazoo, M 49001-0199




4

CYCLO-PROVERA™ Coatraccptive Injectien
New Drug Application _ T
Scptember 28, 1997 -

-y - ]

There are currently two ongoing studies in the United Stated under IND 52,624. A multi-
center comparative study of safety and efficacy (Protocol M/5415/0004) has a target
enrollment of 1200 females of child-bearing potential and a pharmacokinetic/
pharmacodynamic multiple dose study (Protocol M/5415/0006) has a target enrollment of 16
surgically sterile females. Each of these studies is still currently accruifig patients. It is
unlikely that a substantial amount of new data will be available and summarized for the 4-
month safety update as required in 21 CFR 314.50(d)(S)viXb). Therefore, Pharmacia &
Upjohn would like to request a waiver of the requirement for this safety update.

In accordapce with the Prescription Drug User Fee Act of 1992, a User Fee in the amount of
$102,000 His been mailed to Mellon Bank.

¥
If you have any questions regarding the contents of this submissiol; please contact
James H. Chambers at (616) 833-1397. Please send correspondence addressed to
Unit 0635-298-113. - B4

Sincerely,
PHARMACIA & UPJOHN COMPANY

James H. Chambers, Regulatory Manager
U.S. Regulatory Affairs

JHC:law

[ - - s A .‘§;
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Pre§NDA_ January 14, 1997
— _for monthly inj. ~_ Upjohn

Memo of pre-Meeting

Attendees:

Lisa Rarick, M.D.
Ridgely Bennett, M.D.
Angelica Dorantes, Ph.D.
Lisa Kammerman, Ph.D.

- Kate Meaker, Ph.D.

Christina Kish

Background:

The Division received a background package in support of a meeting between the sponsor and this
Division. A draft protocol for a Phase a 3 study was submitted. It was noted that the sponsor
anticipates submitting an NDA in the very near future. However, very little is known at present about
the state of the data the sponsor plans to submit. The following questions{ggre raised during the pre-
meeting. )

1. The proposed NDA

a. When do you plan to submit the NDA

b. Please clarify what you are proposing to submit and use as pivotal trials in
support of an NDA

c. What do you propose to submit in support of the pharmacokinetics portion of
an NDA

d. What do you plan to do regarding bridging studies between the product used in

the pivotal trials and the product to be marketed here

€. What other trials do you plan to perform, and how-do you plan to use them

4. Will you be able to submit case reports for serious adverse events and
o pregnancies

g. Regarding the pivotal trials it seems that during the patient visits, if several
adverse event were reported by a single patient only two were recorded:

1. is this correct .

2. is there any way to capture the rest of the adverse events

3. how was the determination made regarding which adverse events to
include




——

R

Pre-IND Page 2
—— . for monthly inj.

h. As part of the NDA ~bmission we need

1. Subheadings with information summarized in the NDA submission, for
example effects on carbohydrate metabolism, Iactation, return to
fertility etc. on this specific drug

2. Case reports for all pregnancies and serious adverse events
3. Summaries of all the published literature you are planning to submit,
including extracting appropriate data to support the conclusions you
assert
& 4, Information regarding potential drug accumulation
5. Anintent-to-treat analysis 4

2. Proposed IND protocol
a. What is the purpose of your proposed IND study -
b. What claims do you plan to make by performing this trial

c. Is your study going to last 52 weeks or 48 weeks, if 48 weeks why not
52 weeks

d. What sorts of statistical analysis are you planning to perform on this
: study

e. Will any pharmacokinetics information be collected and analyzed

cc: -
HFD-580/Contsaceptive not oral Div. File

HED-580/CMafik

MEETING ATTENDEES

HFD-580/CKish/1.15.97/__"_pmm

APPEARS THIS WAY
ON ORIGINAL




pre-NDA = June 6, 1995
—————  (medroxyprogesterone acetate and The Upjohn Company
estradiol cypionate) Sterile Suspension for Injection -

MEMORANDUM OF MEETING
(pre-NDA)

Industry Participants: -

Dr. R. F. Carlson (Director, Clinical Development Upjohn)

Dr. J. P. Jacobs (Clinical Monitor, Clinical Development, Upjohn)

Dr. D. ]. Stalker (Clinical Pharmacokinetics, Upjohn)

Dr. F. G. Ogrinc (Biostatistician, Upjohn)

Dr. K. M. Coolgon (Toxicologist, Upjohn)

Dr. M. D. VanArendonk (Director, Specifications Development, Up)ohn)
Dr. H. J. de Konig Gans (Director, Regulatory Affairs, Upjohn) T d
Dr. G. W. Perkin (President, PATH) e
Mr. M. D. Burdick (Regulatory Manager, Regulatory Affairs, Upjohn)
Ms. D. L. Smith (Project Manager, Upjohn)

FDA Participants:

Dr. §. Sobel (Division Director, HFD-510)

Dr. P. Corfman (Grp. Ldr., HFD-510)

Dr. B. Stadel (MO, HED-510)

Dr. C. Cropp (MO, HFD-510)

Dr. R. Bennett (MO, HFD-510)

Dr. A. Bey (MO, HFD-510)

Dr. K. Raheja (Pharmacologist, HFD-510)

Dr. A. Dorantes (Biopharmaceutics, HFD-426)
Dr. L. L. Stockbridge (CSO, HFD-510)

Purpose: 'fhe sponsor has requested this meeting to discuss the development of Cyclo-

o m— Provera and the proposed clinical section of an NDA.
Introduction
Cyclo-Provera( — — , is amonthly injectable contraceptive

contzxmng 25 mg medroxyprogesterone acetate and 5 mg estradiol cypmnate‘tn an 0.5 ml
suspension. Preliminary animal and clinical data for this application is accessible through
W.H.O. There have been no new studies done by the sponsor. The Division met with PATH on
November 15, 1993, to discuss the preliminary studies and Phase III studies (see Memorandum of
Meeting November 15, 1993). The sponsor distributed handouts of the overheads used
(attached).




more-sensitive assay than RIA. The sponsor said that

Clinical -

The sponsor presented an overview of the clinical trials done by W.H.O. There are limitations
to the data base. There are no comments on the study reports (i.c., the reports only carry coded
information). There is no safety data beyond one year.

Dr. Stadel commented that the safety data uses events, rather than patients, for tabulation. This
is very difficult to analyze because it does not account for the individual patient who may have
zero, one, or more adverse events. The sponsor said that tabulation by patietit will be done in
the Integrated Summary of Safety.

Dr. Bennett asked whether or not there were anaphylactic events and, if so, how they were
coded. There had been no such events reported. This is of concern because there have been
reports of this serious reaction with Depo-Provera. The sponsor will check to make sure if there
was a code for ¢, _

Dr. Bennett asked what type of data were used to support the claim of{;pid return of ovulation.
There are pharmacokinetics data used to support this claim. )

Since failures with Depo-Provera are greater than that predicted by the original clinical trials,
there is concern over how pregnancies will be reported in the submission for Cyclo-Provera. All
pregnancies must be reported. Because the sponsor does not have access to the Egyptian or
Chinese case reports, the only case reports which will be available to Dr. Bennett will be the
reports from Geneva.

Dr. Corfman asked for data on dose ranging in support of the use of the "lowest effective dose".

Pharmacology

There have been no preclinical studies done with Cyclo-Provera. The sponsor had planned to use
studies done for Depo-Provera in place of this.

An overview of pharmacokinetics findings is given in the handout on p;;ge 17. The formulation
used in the clinigal studies is the same as that which will be_marketed. Dr. Dorantes asked for a

could be used. Validation and assay performance data will also be provided.

The issue of population pharmocokinetics/pharmacodynamics analyses (for weight, height, etc.)
was discussed. The sponsor said that there did not seem to be an effect of body mass on efficacy.

DZ .

Dr. Bennett asked for data on the serum levels of medroxyprogesterone acetate which mark the
return of ovulation. A question is how long it takes the woman to become pregnant after taking
Cyclo-Provera. The sponsor said they were not aware of such data. Dr. Bennett remembered at
least one publication which examined this.



The lack of case report forms is a concern. Dr. Bennett would like to see all pregﬁiﬁcy case
veport forms and all serious reaction case report forms. It is understood that the latter would be
retrospective. s

The sponsor was told that the data was weak. There is published data that needs to be researched
to make the application a bit stronger. This includes data on histology, teratogenicity, liver
function, carbohydrate metabolism, lactation, and return to fertility. The sponsor inquired
about the possibilities for a Phase IV agreement to answer some of these quegtions. They were
told that this may be a possibility. -

Conclusi R fasi

L Dr. Dorantes will send the sponsor a guidance document for the organization of the
Pharmagokinetics section of the NDA.

. Dr. Bennett found a reference regarding the return of fertility after Cyclo-Provera
injection (Koetsawang. 1978. Int. J. Gynecol. Obstet. 16: 61-64).#Dr. Stockbridge relayed
the information to the sponsor. e

L The sponsor will have to address dose-ranging and give provide support for a "lowest
possible dose".
L Dr. Raheja will examine the preclinical studies submitted for Depo-Provera and

determine whether or not this will can suffice for the Cyclo-Provera application.

/S/

T 7/ Dr. Lisa L. Stockbridge, €§O

ATTACHMENT -
+
¢ HFD-510, C;ntraceptives, Not Oral
HFD-510/YJohnson/FDA Participants APPEARS THIS WAY
HFD-426/ADorantes ON ORIGINAL

HFD-510/LStockbridge/6.6.95\m50606.min

Concurrences: RBennett 6.12/ABey 6.14/CCropp/BStadel/PCorfman/KRahtja 6.28/
ADorantes/SSobel 6.30/EGalliers 7.13.95 ’
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NDA 20-874 '
Lunelle™ Monthly Contraceptive Injection (medroxyprogesterone acetate and estradiol cypionate)

Pharmacia & Upjohn -
! DSI Audit o
/S / No review necessary for this review cycle. ”
q(37/a0
Jepaifer Mercier, Regulatory Project Manager
HFD-580 -
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| medroxyprogesterone 'acetate - |
and estradiol cypionate injection
Pharmacia and Upjohn
Exclusivity Checklist
An exclusivity checklist has not been filled out because this application will be issued a not approval
letter. w
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NDA 20-874
Lunelle™ Monthly Contraceptive Injection
(medroprogesterone acetate and estradiol cypionate)

.-
=

Methods Validation

‘r'.‘ ]

Methods have not yet been validated.
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NDA 20-874
Lunelie™ Monthly Contraceptive Injection
(medroprogesterone acetate and estradiol cypionate)

%
=

Safety Update Review

Safety Up@te dated August 18, 1999, was reviewed in Medical Officer Review dated
September 23, 1999. (see Page 31) .
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NDA 20-874
Lunelle™ Monthly Contraceptive Injection
(medroprogesterone acetate and estradiol cypionate)

Safety Update Review

Safety Update dated July 16, 1998, was reviewed in Medical Officer Review dated
September 3, 1998. (see Page 37) 7
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NDA 20-874
Lunelle™ Monthly Contraceptive Injection

(medroprogesterone acetate and estradiol cypionate)
, .

Carcinogenicity Review

N/A
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NDA 2(-874
Lunefle™ Monthly Contraceptive Injection
(medroprogesterone acetate and estradiol cypionate)

.
CAC/Exec Committee Review
N/A
o
x
A C‘I‘FWQ THIS WAy




NDA 20-874
Lunelie™ Monthly Contraceptive Injection
(medroprogesterone acetate and estradiol cypionate)
.

Abuse Liability Review

N/A
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medroxyprogesterone acetate
and estradiol cypionate injection
Pharmaciz <nd Upjohn
Advisory Committee Minutes

This application has not been the subject of an Advisory Committee Meeting.
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OFFICES OF DRUG EVALUATION
ORIGINAL NDA/NDA EFFICACY SUPPLEMENT
ACTION PACKAGE CHECKLIST

NDA L0 -Y7Y Drug: ~ -

Applicant: Phareac ﬂy;o!uchunnherfomer Types: L

csorm: M sle  Phone: 2. »27  HFD580

USER FEE GOAL DATE: %+ /7« DATE CHECKLIST COMPLEYED:

Arrange package in the following order (include a completed copy of this CHECKLIST): ___ Checkor Comment

1. ACTION LETTER with supervisory signatures AP___~ AE NA v
Are there any Phase 4 commitments? Yes = No
2. Have all disciplines completed their reviews? Yes No___
If no, what review(s) is/are still in draft?
3. LABELING (package insert and carton and container labels). orar_1/2*/17
(i final or revised draft, include copy of pravious version with ODE's Revised Draft
mmﬂmnmmmmmamvumsm ‘ Final
is i Rx-t0-OTC switch, include current Rx Package insert ‘
and HFD-312 and HFD-560 reviews of OTC iabeling.}
o
4. PATENT INFORMATION L4 v
5. EXCLUSIVITY CHECKLIST Vv
6. PEDIATRIC PAGE (all NDAs) v
7. DEBARMENT CERTIFICATION (Copy of applicant’s certification for al NDAS submittsd on of after June 1, 1962) W
8. Statement on status of DSI's AUDIT OF PIVOTAL CLINICAL STUDIES v oo, ‘1 e pet
If AE or AP lir, explain if not satisfactory compieted. Attach a COMIS printout of DS status. ) TreaLy
if no audits were requested, inchiie a memo expaining why. OT
9. REVIEWS & MEMORANDA:
' DIVISION DIRECTOR'S MEMO | If more than 1 review for any i
- GROUP LEADER'S MEMO |1 discipline, separate reviews i s
| MEDICAL REVIEW | with a sheet of colored paper. | 1/s/1
| SAFETY UPDATE REVIEW JAny conflicts between reviews | 7 »5 v
STATISTICAL REVIEW [must have resolution documented { Y/3/7
BIOPHARMACEUTICS REVIEW ST
PHARMACOLOGY REVIEW (Include pertinent IND reviews) 127=>Z 17
Statistical Review of Carcinogenicity Study(ies) ::
CAC Report/Minutes -
CHEMISTRY REVIEW Ay d T
Labeting and Nomenciature Committee Review Memorandum ) —_—
Date EER completed _________ (attach signed form or CIRTS printoutyr OK No
FUR needed FUR requested —
ave the methods been validated? Yes (attach) No
B ‘Environmental Assessment Review / FONSI Review_N4 ___ FONSI
MICROBIOLOGY REVIEW ' 2/1/1v
What is the status of the monograph? NA
10. CORRESPONDENCE, MEMORANDA OF TELECONS, and FAXes - o
11. MINUTES OF MEETINGS N
Date of End-of-Phase 2 Meeting: A
Date of pre-NDA Meeting: __jl; /15
12. ADVISORY COMMITTEE MEETING NINUTES ’ Minutes_NA  Info Alert____
‘ or, if not available, 48-Hour info Alert or pertinent saclion of transcript. Transeript___~ Nomtg____
| ‘/ ’ 13. FEDERAL REGISTER NOTICES; OTC or DESI DOCUMENTS NA
14. if approval letter, has ADVERTISING MATERIAL been reviewed? NA Yes_ No____
if no and this is an AP with draft iabeling lefter, has Yes, documentation attached__

advertising material already besn requested? No, included in AP itr




OFFICES OF DRUG EVALUATION
ORIGINAL NDA/NDA EFFICACY SUPPLEMENT '
ACTION PACKAGE CHECKLIST Page 2

N 15. INTEGRATED SUMMARY OF EFFECTIVENESS (from NDA)
. ‘
16. INTEGRATED SUMMARY OF SAFETY (from NDA)

N

revision: 5/14/96
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NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

NDA 20-874 _ /SE )

Drug Lunelle™ Monthly Contraceptive Injection = Applicant Pharmacia & Upjohn

RPM_Jennifer Mercicr | Phone 30]-827-4260

505(bX1)
505(b}(2)  Reference listed drug Medroxyprogesterone acetate and estradiol cypionate

Fast Track _ R olling Review Review priority: @ P
Pivotal IND(s) o
Application classifications: ' PDUFA Goal Dates:

Chem Class S Primary October 7, 2000

Other (e.g., orphan, OTC) Secondary
Arrange package in the following order: Indicate N/A (not applicable),
X (completed), or add a
GENERAL INFORMATION: comment.

¢ User Fee Information: { User Fee Pai
User Fee Waiver (attach waiver notification letter)

User Fee Exemption
& ACHON Letter. ... iui i iiiiiiiiiiineiieeiieeee e eteermeanansnresennennns N i 7 G\i’\, AE NA
¢ Labeling & Labels -
FDA revisid labeling and reviews..............ceeveemeereereeeeeeereenannn, X
- -~Qriginal proposed labeling (package insert, patient package insert) .......... X
Other labeling in class (most recent 3) or class labeling........................ X
Has DDMAC reviewed the labeling? ............ccoocvvennirinnnnnnnne. YesY¥include review) NoO
Immediate container ard carton labels ............c.coiiiiiiiiiiiiiiiiininnniiin X
Nomenclature reVIeW .....c.cciiuiiiieniiieeiiriernrrieiieneecrerancvasenans e X
¢ Application Integrity Policy (AIP) A pplicant is on the AIP. This application is @n the
AIP.
Exception for review (Center Director’s memo)........ccoeveeuuennrennrinennes N/A_
OC Clearance for approval.............couuvvrueeiercennnrriieiierincrreseianeen N/A,

Continued



-

¢ Status of advertising (if AP action) O Reviewed (for Subpart H ~ attacki - KMaterials requested

review) in AP letter
¢ Post-marketing Commitments - X
Agency request for Phase 4 Commitments..............oeuneoeoeeeeeeeeen X
Copy of Applicant’s commitments ..................coooommeveeeereieeenni . X
.
¢ Was Press Office notified of action (for approval action only)?............. e ?{\Yes O No
Copy of Press Release or Talk Paper....................cocoumeeueeeerven ., N/A
¢ Patent
Information [SOS(BY(1)] ....uoiirniieiiiie et e X
Patent chﬁcation [SOSON2)) e, X
Copy of notification to patent holder [21 CFR 314.50 (i)(4)}........oooo....... X
v
¢ Exclustvity Summary ..........cooiiiiiiiiii e % X
¢ Debarment Statement ...............ooooiiiuiiiiiii e _ X

¢ Financial Disclosure

No disclosable INformation .............covuueem e e

Disclosable information — indicate where review is located .................... N/A-
¢ Correspondence/Memoranda/FaXes ..............ccveeeeniienneeranienanneeeenn.n, X
* Minutes 0f MEHINGS ......ooouniinniiiii e, X

Date of EOP2 Meeting N/A
Date of pre NDA Meeting  6/6/95 and 1/14/97
Date of pre-AP Safety Conference

¢ Advisory Committee Meeting ..................cuvvevevnrereneeannnn.., - N/A
Date of MEEHDG ..ot N/A
Questions considered by the committee ...................couveeeineeeenenninnn.., N/A

“"Minutes or 48-hour alert or pertinent section of transcript ...................... N/A
¢ Federal Register Notices, DESI documents .............c..oooueemeenneunnennannnn. .. N/A
m
CLINICAL INFORMATION: Indicate N/A (not applicable),
X (completed), or add a -
comment,

¢ Summary memoranda (e.g., Office Director’s memo, Division Director’s

memo, Group Leader’s memo) .............eevuvivmeeimnienin e X

¢ Clinical review(s) and memoranda .............. et aear et taern i araaatiaaaaas X

Coantinued =



%

Safety Update review(s) o .

.................................................................

Pediatric Information -
ﬁ.Waiver/partial waiver (Indicate location of rationale for waiver) [J Deferred
Pediatric Page.............c.ooiiiiiiiiiii e X
O Pediatric Exclusivity requested? [J Denied LI Granted [J Not Applicable
Statistical review(s) and memoranda ..................oeveeeeeveeoeoeoonel] —— X
Biopharmaceutical review(s) and memoranda................cooooovmmooeeeeo . X
Abuse Liability review(s) ...........oouuuiiiviirerieriiieeeeeeeeeeeeee N/A
Recommendation for scheduling ..............cooeevveieveeeiniinnininnene N/A
- .
Microbiology (efficacy) review(s) and memoranda .................... e X
DSTAUGILS ....ocviiiiiiiiie e e, N/A
OClinical studies [ bioequivalence studies ..............cccuveeeevernevennoo...

CMC INFORMATION: Indicate N/A (not applicable),
- X (completed), or add a
comment.
CMC review(s) and memoranda .............o.ouiiiuivemnneeeee e X
Statistics review(s) and memoranda regarding dissolution and/or stability ...... N/A
DMF TeVIEW(S) - ....eeciiie ettt ' X
Environmental Assessment review/FONSI/Categorical exemption Crreeenerea N/A
Micro (validation of sterilization) review(s) and memoranda ........ ST X
&
- Facilities Inspection (include EES report)
Datecompleted .l )ﬁ Acceptable [ Not Acceptable
Methods Validation ...............c.ociiiiiiiiiiiiiiiiaae e, O Completed ,ﬁ Not Completed
m L N
PRECLINICAL PHARM/TOX INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
commment.
¢ Pharm/Tox review(s) and memoranda ............c.ooeuienieniniinineiieananannn. X
¢ Memo from DSI regarding GLP inspection (if any) ............ccoveuveneeneneeon... N/A

Continued =



¢ Statistical review(s) of carcinogenicity studies | N/
¢ Slalishcal reviewts) ot carcinogenicity studies ... N/A

¢ CAC/ECAC report .................... '
.............................................. N/A

4
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ODE IIT ACTION PACKAGE TABLE OF CONTENTS

Application # D0-874 Drug Name: Linzile™ Monthiu ﬂoﬂhorm\ff TN eitiog

Applicant: Pharmacio. 4 Upichn Ghem /Ther. Type:_ 43
co/PM: Jennfr - Merric” Phone:_ 7-434 0 . HFD-_ 5%0
Original Application Date: Original Receipt Date:
CURRENT USER FEE GOAL DATE: || ,] 1] , 94  Date Table of Congcnts Compieted:
X (complcted),
Section A: Administrative Information N/A (pot applicable),
or Comment
Tab A-1  Action Letter(s) Current Action: A=
Tab A-2  Phase 4 Commitments:
% a Copy of applicants communication commiting to Phase 4............

b. Agency Correspondence requesting Phase 4 Co{?nitments
Tab A-3  FDA revised Labels & Labeling and Reviews:

2. Package INSETt .......cooeiimiiiinniieiiiiiee e
b. Immediate Container and Carton Labels
Tab A4 Original Proposed Labeling ................cvvveveueeeremoeoeoooeoeooe
Tab A-5  Foriegn Labeling:
a. Foreign Marketing History ;I
b. Foreign Labeting and Review(s) ...........cccoerueererrereernnnnsne. N, A
Tab A-6  Labeling and Nomenclature Committee’s Tradename Review ............. A
Tab A-7  Summary Memoranda (e.g., Division Director, Group Leader, Office)............
Tab A-8  Copy of Patent Statement.............c.ccceeuvveenneeeennnn.... rerrrreeaaee Y
A
X
_Tab A9
Tab A-10
a. .
b. Pre-NDA meeting(s) .......cocccroovennnnnin.... 2L @195/
c. Filing meeting ............ooovevvnoeeeeeeeeeereresian.
d. Other meetings... med.. Telecans oo
Tab A-11  Advisory Committee Meeting: .
a. Questions Considered by the committee ............................... N/A
b. LiSt Of AMBDACES .........coocueererueracecresnsansssessransonnsesannnn. N3
C. 24 hour alert memorandum ..............oceeeeeiiiiiieiiiiicineeennnnnn. i\rTl Cr

Tab A-12  Project Management Administrative Information (optional)................... e
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ODE III ACTION PACKAGE TABLE OF CONTENTS (continued)

Applicatio.n # Drug Name: -
X (comnieted),
Section B: Clinical Information N/A (not applicable),
or Comment
TabB-1  Clinical Reviews and Memoranda.....................ocoevoveeeeeeeeeeeooo e
TabB-2  Safety Update ReVIEWS.........ccovueeeenmeeeeerreeeneeeennn.n ¥ererreneranas X
TabB-3  Pediatric Page............oeveereeeeniiieeeeeeeeeeeee e eeeeeee X
TabB4  Statistical (Clinical) Review and Memoranda..............cccocovenn...., X
TabB-5  Biopharmaceutics Review and Memoranda...................c....oooevvooono. %
TabB-6  Abuse Liability Review...................... e e A
Tab BT DSTAUGS....ooveooeeectemeeeeeee oo '
TabB-8  Summary of Efficacy (from the summary volume of the appﬁauon) ...............
TabB-9  Summary of Safety (from the summary volume of the application). .................
: X (completed),
e~ S
TabC-1 CMC Reviews and Memoranda................ceeeeeeeeevveeeeeeessennnenns. .
TabC-2  DMF ReVIEWS......coouetmnicnecnteic et e
TabC-3  EA ReVieWS/FONSL...........coeuuermrininrninnitsieiesi e, N4
TabC-4  Micro Review (validation of sterilization)......................oooveene.... P
TabC-5  Statistical Review of drug stability........................ S Ao
TabC6  Anspection of facilities => Decision: i0]24]47  Date: X
“Fab-C-7  Methods Validation Information........ 0P 0P AN[A
, X (completed),
Section D: Fharmacology/Toxicology Infonmation * N/A (not applicable),
or Comment
Tab D-1  Pharmacology/Toxicology Reviews and Memoranda......................... X
TabD-2  Carcinogenicity Review (Statisical).....................oeeeeevevreeeeeennnn. | A4
TabD-3  CAC/Executive COMMItEs REPOML............c.ouvveveeeeneeneeeeeenens, ALI/ 0
ADDITIONAL NOTES:




Phafmacia &Upjohn

L

Office of:

P.K. Narang#h.D., F.C.P.
Liaison Direc¥or, New Drugs
Globat Regulatory Affairs

Telephone No. (616) 833-9896
Facsimile No. (616) 833-8237

October 13, 1999
Lisa Ranck;M D.
Division of Reproductive and Urologic Drug Products, HFD-580
Center for Drug Evaluation and Research -4
Document Control Room 17B-26 h
Pood and Drug Administration
5600 Fishers Lane
Rockville, MD 20857
RE: NDA 20-874
Lunelle ™ Monthly Contraceptive Injection
(Medroxyprogesterone acetate and Estradiol cypionate
Injectable Suspension)
GENERAL CORRESPONDENCE
LABELING: Physician and Patient Insert
Phase IV Commitment
Dear Dr. Rarick

Per our teleconference of October 12, 1999, Pharmacia and Upjohn (P&U) is pleased to submit the
following labeling picces for LUNELLE™ Monthly Contraceptive Injection. We would also like to
note that all changes recommended yesterday by the Division and Dr. S. Allen have been duly
incorporated, Thus, this submission contains a copy of what we trust will is final (agreed to for PI)
labeling. «

o em— L]

1. Physician Insert Labeling (Revised; P&U: dated 10/12/99)
2. Patient Insert Labeling (Revised, P&U: dated 10/12/99)

An electronic copy of items 1 and 2 was also sent to Ms. Mercier earlier loday. Data supporting the
inclusion of the statement on weight gain/loes Drs. Allen and Hixon asked for is"also provided (sce
Attachment A). A *“™" symbol has been placed after every occurrence of Lunelic in the PI and PPI
as advised by Ms. Mercier an October 13, 1999.

Labeling: Non-Insert

P&U submitted the ‘Nop-insert labeling’ yesterday addressing all the recommendations of the

reviewer. Ms. Mercier and Dr. David Lin called and informed us today (Oct 13) that the non-insert
Pnarmacia & Upjohn Telephone 1618) 8354000
2000 Portags Roaa

Kaamazoo, Ml 45001-01%9
UsA

v w




WOA 20874
Page2

labeling was acccptable, however we must show where the LOT¥ and EXP date would be placed on
* the ial label, when printed on-line (see Attachment B). --

Phase IV Commitment: o

Further, per your request, P&U will commit to one or more Phase IV studies to assess potential
benefits of the combination product (including the estrogen). We, however, confront a few practical
issucs in how best to document such a benefit (or its impact), in addition to the data documenting the
cyclic pattern of one monthly bleeding/spotting episode in >70% of women (study data /0004) shared
with you. We would reassess the issue around the bleeding patterns definitions 3nd how best to
approach the selection of an appropriate endpoint. It is anticipated that more thought/discussion and
Division’s guidance may allow us to consider arenas other than the three noted below, along with
refining specific study design issues (doses, duration, comparators, endpoints, etc.). However, based
on our limited discussion P&U proposes the following three arenas may be useful to document the
benefit of added estrogen:

-
&

—_—_——

Bone Mineral Density. An evaluation of the effects of LUNELLE™ Monthly
Contraceptive Injection on bone mineral density.

P&U commits to seek Division’s guidance by further discussion and finalization of specific protocol
aspects within 6 months from the date of the ‘approval’ letter. P&U will seek agreement with FDA
on key studies/designs prior to imitiation of these trials.

If you have any questions regarding this submission, please contact me at (616) 833-9896. Please
send correspondence addressed to Unit 0635-298-113.

Sincecely,
4

__PHARMACIA & UPJOHN COMPANY

PK. Narang, Ph.D., F.CP.

Director .

PKN:SEH APPEARS THIS#vAY
: . A Ny

Attachments ON QRIGINAL

cc: Jennifer Mercier (Desk Copy)
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NDA #20-874 Sponsor: Pharmacia & Upjohn rug: Lunelle Monthly Contraceptive
i Injection
-
14~APR-2000 FDA CDER EES Pagg 1 of 2
ESTABLISHMENT EVALUATION REQUEST .
DETAIL. REPORT ’
Application: NDA 20874/000 Action Goal:
Stamp: 26-SEP-1997 District Goal: 27-MAY-1998
Regulatory Due: 07-JUN-2000 Brand Hame: C 3
Applicant: PHARMACIA AND OUPJOHN ¥ —
7000 PORTAGE RD . Estab. Name:
KALAMAZOO, MI 490010199 Generic Name: ESTRADIOL
Priority: 4S B CYPIONATE/MEDROXYFPROGESTERONE
Org Code: 580 Dosage Form: {SUSPENSION)
Strength: 5 MG/2S MG
Application Comment:
FDA Contaogs: ID = 115760 . Project Manager
R. SEEVERS {HFD~-120} 301-594-2850 , Review Chemist
M. RHEE ‘ {HFD-580) 301-827-4237 , Teanm Leader

Overall Recommendation: .——— .on 14-0CT-199%by 5. FERGUSON (ﬂ$-324l 301-827-0062
ACCEPTABLE on 14-APR-2000by S. FERGUSON (HFD-324) 301~827-0062
ACCEPTABLE on 10-NOV-1997by J. D AMBROGIO {HFD-324) 301-827-

0062
Establishment: [

OMF No: ‘ARDA:
Responsibilities:
Profile: GSp OAI Status: NONE

Estab. Comment: THIS SITE STERILIZES BOTH OF THE DRUG SUBSTANCES (on 29-0CT-1397
by R. SEEVERS (HFD-120} 301-594-2850)

Milesatone Name Date Req. Typelnsp. Date Decision ¢ Reason Creator
SUBMITTED TO OC 29-0CT-1997 DAMBROGIOJ
OC RECOMMENDATION ~29-0CT-19%7 ACCEPTABLE FERGUSONS
BASED ON PROFILE
SUBMITTED TO OC 10-APR-2000 LINDAV
OC RECOMMENDATION 11-APR-2000 RCCEPTABLE DAMBROGIOJ
BASED ON PROFILE
E_J

Establishment: 1810189
+  PHARMACIA AND UPJOHN CO
% 7000 PORTAGE ROAD

e ————— -

KALAMAZOO, MI 49001
DME No: 4266 4975 5047 ARDA:
Responsibilities: DRUG SUBSTANCE MANUFACTURER

FINISHED DOSAGE MANUFACTURER
Profile: CSN OAT Status: HONE

Estab. Comment: THIS SITE MANUFACTURES BOTH DRUG SUBSTANCES. IT ALSCL MANUFACTURES
THE DRUG PRODUCT FROM THE STERILIZED DRUG SUBSTANCES (on 29-0CT-
1997 by R. SEEVERS (HFD-120] 301-594-2850)}

Mileatone Name Date Req. Typelnsp. Date Decision & Reason Creator

SUBMITTED TO OC 29-0CT-1997 SEEVERSR

OC RECOMMENDATION 29-QCT-1997 ACCEPTABLE FERGUSONS
BASED ON PROFILE

SUBMITTED TO OC 10-APR~2000 LINDAV

OC RECOMMENDATION 11-APR-2000 ACCEPTABLE PAMBROGIOJ

BASED ON PROFILE

Profile: SVs OAI Status: NONE

Page 14 of 15




NDA #20-874 R Sponsor: Pharmacia & Upjohn ug: Lunelle Monthly Contraceptive
Injection
-
{ T
14-APR-2000 FDA CDER EES _ Pags' 2of 2

.-

ESTABLISHMENRT EVALUATIOR REQUEST
DETAIL REPORT

Estab. Comment: ]
Milestone Name Date Req. Typelnsp. Date Decision ¢ neaacﬁi Creator

SUBMITTED TO OC °  29-0CT-1997 DAMBROGIOJ
SUBMITTED TC DO 29-0CT-1997 10D .- ~PAMBROGIOJ
‘DO RECOMMENDATION 07-ROV-1997 ACCEPTABLE MROBINSO

BASED ON FILE REVIEW
DET-DO COMPLETED A COMPREHENSIVE GMP INSPECTION OF PROFILE CLASS SVS
(STERILE FILLED SMALL VOLUME PARENTERALS) DATED 10/20-30/97. NO FDA-483 WAS
153 AND THE REPORT WILL BE CLASSIFIED NAI.

OC RECOMMENGBATION 10-NOV-1997 . ACCEPTABLE DAMBROGIOJ
: PISTRTCT RECOMMENDATION

0OC RECOMMENDATION 14-0CT~199% 7 FERGUSONS

' EIR REVIEWN COR

W/DISTRICT

SIGNIFICANRT GMP DEFICIENCIES )
SUBMITTED TO ©C 10-APR-2000 LINDAV
SUBMITTED TO DO 11-APR-2000 10D DAMBROGIOJ
DO RECOMMENDATION 13-APR-2000 ACCEPTABLE MROBINSO

BASED ON FILE REVIEW
GMP EI MARCH 20-31, 2000 CONFIRMED CORRECTIONS TO THE ASEPTIC FACILITY. THE
EIR WILL BE CLASSIFIED VAI.
OC RECOMMENDATION 14-APR-2000 ACCEPTABLE FERGUSONS

DISTRICT RECOMMENDATION

B L]

Page 15 of 15




Teleconference Minutes

Date: October 3, 2000 Time: 3:15 — 4:00 PM Location: Parklawn; 17B-43

NDA 20-874 Drug: Lunelle™ Monthly Contraceptive Injection
(medroxyprogesterone acetate/ethinyl estradii)l)

Indication: contraceptive
Sponsor: Pharmacia & Upjohn

Type of Meeting: Labeling

FDA Attendees:

Dena Hixon, M.D. - Medical Officer, Division of Reproductive and Urologic %‘ug
Products (DRUDP; HFD-580) :

Scott Monroe, M.D. — Medical Officer, DRUDP (HFD-580)

Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

External Attendees:

Roger Garceau, M.D. - Clinical Development, Pharmacia & Upjohn
Charles Wajsczcuk, M.D. - Clinical Development, Pharmacia & Upjohn
Henk deKoning Gans, M.D. - Clinical Development, Pharmacia & Upjohn
P K. Narang, Ph.D. - Global Regulatory Affairs, Pharmacia & Upjohn
Carl Deluliis, M.S. - Global Reg. Affairs, Pharmacia & Upjohn

Cynthia Greenwald, M.S. - Biostatistics, Pharmacia & Upjohn

Chris Bilkey - Global Business Management, Pharmacia & Upjohn
Colette Andrea - Global Business Management, Pharmacia & Upjohn

Meeting Objective: To negotiate final labeling for this drug product. -

Decisions made: :
¢ the Division will require one phase 4 commitment to study bone mineral demsity study

e the sponsor agraes to submit the protocol within six months post-approval and receive Division
agreement priorto study initiation

. ih?—sﬁénsor agrécs that the primary endpoint of this study will be modified to ‘% change from
baseline’ and the test between the arms will consider the sensitivity related to measurement error
the sponsor also agrees that the protocol will not propose to impute any missing DXA data

Labteling: See attached label.

-

2y R S T

(jnntes Pfsba(y‘ Concurrence, Chair (




c:
Original NDA

HFD-580/DivFile
HFD-580/Rumble/Mercier
HFD-580/Allen/Shames/Hixon/Monroe

MEETING MINUTES
:
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Electronic Mail Message

(

- . 10/4/00 4:08:32 PM,

From: Prem.K.HNarang { Prem.K.Narang@am.pnu.com )
To: merciersj { mercierj@al )
Subject: NDA 20-874 Cyclo-Provera
o
=
Hi.en

Here is the modified cover letter as you requested this afternoon.

Let me know if this addresses your needs. We are getting down to the
lastday. Appreciate you lettig me know that action could happen
tomorrow. Just advise me before you are ready to FAX. This letter
has been sent by overnight thail as well and you should pet the
submission sent earlier this aftemoon and the letter at the same time
(its addressed to Dr. Allen). | have stated that this letter

supersedes the previous one. Hope thatis OK?

et me know.

rgds
PK.

Py

Forward Header

( t NDA 20-874 Cyclo-Provera
r. A Sue E Huntington at PNOSPO
Date: 10/4/00 3:47 PM

The attached letter supersedes the letter included in the labeling
submission sent earlier this moming and may be appended to it.
Information requested by the Division is now shown in BOLD text.

S W -




NDA 20-874
Page2 .

October 4, 2000

Susan Allen, M.D. :

Division of Reproductive and Urologic Drug Products, HFD-580
Center for Drug Evaluation and Research

Documen Control Room 17B-20

Food and Drug Administration

5600 Fishers Lane {

Rockville, MD 20857
RE: NDA20-874
Luanelle Monthly Contraceptive Injection
(Medroxyprogesterone acetate and Estradiol
cypionate Injectable Suspension)
LABELING: Insert

Dear Dr. Allen

Following the agreements reached between Pharmacia and Upjohn (P&U) and the
Division (Drs. Hixon and Monroe) during the teleconference at 3:30 pm on October 3,
2000, we are pleased to provide a revised (FINAL) clean copy of Physician (p1) and
Patient (pgi) inserts for Lunelle Monthly Contraceptive Injection.

r— 1. = Physician Insert (Version 10.3.2000; Attachment 1)
- pil003.doc (clean WORD 6.0 copy)
- pil003.pdf (pdf file format)
2. Patient Package Insert (Version 10.3.2000; Attachment 2)
- ppil003.doc {clean WORD 6.0 copy) -
- ppil003.pdf (pdf file format)

A copy of all the files noted above was also sent electronically today via e:mail to assist
with an expedited final review from the Division. All files are also placed on the
enclosed CD-ROM. Per our discussion, please note the corrected numbers for ‘weight



NDA 20-874
Page2 °

-~
change’ in the Table (under Precautions). The enclosed transport media was checked
using VirusScan NT (version 7) and deemed *virus free’. Though P&U-has taken

needed precautions, use of a similar software by CDER is encouraged for added
assurance.

We further appreciate additional clarifications provided by the Division staff regarding
our Phase IV commitment. P&U was pleased to learn of your conclusipn that only the
bone mineral density (BMD) study will be required to fulfill this comrffitment to
establish estrogen’s benefit. Prior to study initiation, we agree to share a copy of the
final (DRAFT) protocol for this study with your staff and seek feedback to ensure
adequacy of design and statistical methodology. We understand and agree that the
primary endpoint definition will be modified to ‘% change from baseline’ per Division’s
advice and the test between the arms will consider the sensitivity related to measurement
error. Wealso agree that the protocol will not propose to impute any missing DXA
data. We anticipate sharing the protocol as soon as possible, an%certainly sooner than
6 months post-approval action on this application. .

Last but not the least, we at P&U appreciate all your thoughtful guidance and assistance
afforded to us during the review of this application. Should there be any questions
regarding this submission, please contact me at (616) 833-9896. Please send
correspondence addressed to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY

P.K. Narang, Ph.D., F.C.P.

Director
Global Regulatory Affairs :
APPEARS-THIS WAY
PKN:kmy, 0N ORIGINAL
" Attachments

cc: Jennifer Mercier (Desk Copy)

-

ps: This letter from sponsor supersedes the letter included in the labeling submission
sent earlier this moming and may be appended to it. The information requested by the
division is now shown in the bold text above.




7000 Portage Road
Kalamazoq,JM! 49001-0193

5 Pharmacia&Upjohn Tpnon: 1) 83400

August 9, 2000
Dr. Susan Allen, Director %
Division of Reproductive and Urological Drug Products HFD-580 -
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857 RE: NDA 20-874
. : Lunelle Monthly Contraceptive Injection
) (Medroxyprogesterone Acetate and
Estradiol Cypionate Injection)
4
General Correspondence e
Corrected Version: Phase 4 Committment
Dear Dr. Allen:

Per a telephone request from Ms. Deguia yesterday to clarify the sample size related aspects of the
Phase 4 Bone Mineral density study proposal previously sent, Pharmacia and Upjohn is pleased to
attach a ‘corrected version’ designed to assess the benefit of the added estrogen (Attachment 1).
The total number of women anticipated to be enrolled is 920 for the Lunelle Monthly Contraceptive
Injection (Test Arm) and 460 for the Depo-Provera Contraceptive (Reference) arms. At 2 years, we
expect to have 276 and 138 evaluable women in the Test and Reference arms, respectively. We
would like to bring to your attention that both “Primary End Point” and “Interim Analysis”
sectionshave been reworded for enhanced clarity.

We apologize for the oversight at the time when this outline was last submitted and hope the Division
would find this version acceptable. We look forward to sharing the “Draft Protocol” with you in due
time, post-approval, to seek guidance and feedback on the adequacy of specifics. If you have any
questions regarding this submission, please contact me at (616) 833-9896._Send all correspondence
addressed to l{nit 0635-298-113.

- Staeerely, <
PHARMACIA & UPJOHN COMPANY

—'—"‘1:7 }.'\_ P /—'"-—'—”"2//'

P.K. Narang, Ph.D., F.CP. -
Liaison Director
Global Regulatory Affairs

PKN:imf
Attachment
cc: Ms. Eufrecina Deguia (Desk Copy)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

MEMORANDUM rusLic HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH

Date December 11, 1997 — -
G
From Lisa Rarick, M.D. — t2f{uf

Director, Division or xeproaucuve ana urclogic Drug Products (HFD-580)

Subject  Identification of Protocols for Inspection

NDA.:» 20-874
Sponsor: Pharmacia and Upjohn
Drug Name: ——— . (medroxyprogesterone acetate and ‘gstradiol cypionate)
Dosage Form: injection %
To Dr. David LePay, Director

Clinical Investigations Branch, HFD-344

We have identified the protocols listed below as being important to the approval of this application.

Protocol: Multicountry study (number 83913)

T .
e -

Sites to be Audited:

Please note, the last four sites are in —— , if the —— site is not in close proximity to the other

sites to be audited, it may be omitted. -

'
The contact persoa at the sponsor’s site is ar

.

The reviewing Medical Officer (MO) for this application is Dr. Linda Golden.

The Project Manager/CSO is Ms. Christina Kish at 301-827-4260.

The User Fee Goal Dﬁte is September 26, 1998. *
The Division Action Goal Date is Auguft 26, 1998.

cc:
NDA 20-874

HFD-580

HFD-580/LGolden/CKish
HFD-344/GTurner/CCourier/MTarosky/DLePay
concurrence:LPauls 12.9.97/HJolson 12.10.97




DEPARTMENT OF HEALTH AND HUB.'L{I\I—_SERVICES

MIMORANDUM PUBLIC HFALTH SERVICE

FOOD AND DRUG ADMINISRATION
- CENTER FOR DRUG EVALUATION AND RESEARCH

Date June 29, 1998 .

. P b\t“
From Lisa D. Rarick, M.D. . —
Director, Division of Reproductive and Urologic Drug Products (HFD-580) -

Subject Identification of Protocols for Inspection

NDA: 20-874
Spdksor: Pharmacia and Upjohn
Drug Name: ° - ‘ )

~*t

Dosage Form: tablet

To Dr. David Lepay -
Director, Division of Scientific Investigations, HFD-344

We have identified the protocols listed below as being important to the approval of this application.
Multicountry Study; WHO Project 83913
! g | s N
' ! i I
LT T j |

};.-. <. ’j V L R\* o

** should be contacted at site -
f 3

L. -

C J | _

The reviewing Medical Officers (MOs) for this application are Drs. Julian Safran and Susan Allen.
The Project Manager is Ms. Christina Kish at 301-827-4260.
“The User Fee Goal Date is September 26, 1998

The Division Action Goal Date is September 1, 1998




- ,
Special Notes: The Division was informed by the firm last week, that natural disasters (i.e., flood and
carthquake) had destroyed the plants and records ip " ~—  jad —— 4sites on original memo).
The sites listed above are the only ones available for audit, and are pivotal to approval.

b ?

%,
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FDA CDER EES

Page 1 of 2

ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT

27-SEP-1999
( Application: NDA 20874/000
N - Stamp: 26-SEP-1997

Regulatory Due: 16-0CT-1999
Applicant: PHARMACIA AND UPJOHN
7000 PORTAGE RD

Action Goal: -
District Goal: 27-MAY-1998

Brand Name: CYCLO—P&QVERA CONTRACEPTIVE -
INJ (ESTRADIO
Estab. Nanme:

KALAMAZOO, MI 490010199 Generic Name: ESTRADIOL
Priority: 43 CYPIONATE/MEDROXYPROGESTERONE
. 580
Org Code: Dosage Form: (SUSPENSION)
Strength: 5 MG/25 #G
Application Comment:
FDA Contacts: ID = 115760 . Project Manager
R. SEEVERS {HFD-120) 301-594-2850 , Review Chemist
M. RHEE {HFD-580) 301-827-4237 , Team Leader
Overall Resommendation: ACCEPTABLEon 10-NOV-1997by J. D AMBROGIO (HFD-324) 301-827-
% ) 0062
Establishment: ——
—_— e —— g&
~—
DMF No: ARDA:
Responsibilities: — =
Profile: GSP QOAI Status: NONE
Estab. Comment: . T {on 29-0CT-1997
{ by R. SEEVERS (HFD-120) 301-594-2850)
Milestone Name Date Req. TypeInsp. Date Decision & Reason Creator
SUBMITTED TO OC 29-0CT-1997 DAMEROGIOJS
OC REMCOMMENDATION 29~-0CT-1997 ACCEPTABLE FERGUSONS
BASED ON PROFILE
Establishment: 1810189
PHARMACIA AND UPJOHN CO
7000 PORTAGE ROAD
KALAMAZOO, MI 49001 -
DMF No: —————————— ARDA: -
Responsibilities: DRUG SUBSTANCE MANUFACTURER
« FINISHED DOSAGE MANUFACTURER
“Profile: CSN OAI Status: NONE
Estab. Comment: THIS SITE MANUFACTURES EOTH DRUG SUBSTANCES. IT ALSC MANUFACTURES
THE DRUG PRODUCT FROM THE STERILIZED DRUG SUBSTANCES (on 29-0CT-
1997 by R. SEEVERS (HFD-120) 301-594-2850)
Milestone Name Date Reg. Typelnsp. Date Decis%pn & Reason Creator
SUBMITTED TO OC 29-0CT-1997 - SEEVERSR
CC RECCMMENDATION 29-0CT=-1997 ACCEPTABLE FERGUSONS
BASED ON PROFILE
Profile: SVs ORI Status: NONE
Estab. Comment:

( MilestoneAName Date Req. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 2%-0CT-1997 DAMBROGIOJ
SUBMITTED TO DO 29-0CT-1997 10D DAMBROGIOJ
DO RECOMMENDATION 07-NOV-1997 ACCEPTAELE MROBINSOC

BASED ON FILE REVIEW

DET-DO COMPLETED A COMPREHENSIVE GMP INSPECTION OF PROFILE CLASS SVS



27-SEP-1999 FDA CDER EES Page 2 of 2
ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT -

{(STERILE FILLED SMALL VOLUME PARENTERALS) DATED 10/20—30;97. NO FDA-483 WAS
ISSUED AND THE REPORT WILL BE CLASSIFIED NAI.
OC RECOMMENDATION 10-NOV-1997 ACCEPTABLE DAMBROGIOJ

DISTRICT RECOMMENDATION

wh

't

AFPEARS THIS WAY
ON ORIGINAL

o ———- -




Sponsor: Pharmacia & UpJohn

FDA CDER EES
ESTAELISEMENT EVALUATION REQU- 7

Drug: Lunelle
(medroxyprogesterone acetate and
estradiol cypiomate injection)

Pade 1 of 2

DETAIL REPORT

NDA 20-874
14-0CT~1999
Application: NDA 20874/000
Stamp: 26-SEP-1997

Regulatory Due: 16~0CT-1999

Applicant: PHARMACIA AND UPJOHN
7000 PORTAGE RD
KALAMAZOG, MI 490010199

Priority: 48

Org Code: 580

Application Comment:
FDA Contacts: ID = 115760
- R. SEEVERS

£ (RFD-120)
C M. RHEE

{HFD-580)

Action Goal:
District Goal:
Brand Name)

27-MAY-1998

= ESTRADIO %
Estab. Name: =

Generic Name: ESTRADIOL
CYPIONATE/MEDROXYPROGESTERONE

Dosage Form: (SUSPENSION)
Strength: 5 MG/25 MG

¢ Project Manager
301-594~2850 , Review Chemist
301-827-4237 , Team Leader

Overall Recommendation: swmwe—-.on 14-OCT-1999by S. FERGUSON (RRP-324) 301-827-0062
ACCEPTABLEon 10-NOV-1997by J. D AMBROGIGHFD-324) 301-827-

0062
Establishaent: ——
DMF No: ‘ ) ARDA:
Responsibilities: T T ———
Profile: GSP OAI Status: NONE

Estab. Comment: THIS SITE STERILIZES BOTH OF THE DRUG SUBSTANCES {on 29-0CT-1997
by R. SEEVERS (HFD-120) 301-594-2850)

Milestone Name Date Req. TypelInsp. Date Decision & Reason Creator
SUBMITTED TO OC 29-0CT-1997 DAMBROGIOJ
OC RECOMMENDATION 29-0CT-1997 ACCEPTABLE FERGUSONS

BASED ON PROFILE

Establishment: 1810189
PHARMACIA AND UPJOEN €O
7000 PORTAGE ROAD
KALAMAZOO, MI 45001

DMF No: AADA:
Responsibilities: DRUG SUBSTARCE MANUFACTURER

FINISRED DOSAGE MANUFACTURER
Profiley CSN

Estab. Gomment: THIS SITE MANUFACTURES BOTH DRUG SUBSTANCES.
THE DRUG PRODUCT FROM THE STERILIZED DRUG SUBSTANCES {(on 29-0CT-

e . -

OAI Status: NONE
IT ALSO MANUFACTURES

1997 by R. SEEVERS {HFD-120) 301-594-2850)

Decision & Reason Creator

Mileatone Name Date Req. Typelnsp. Date

SUBMITTED TO OC 29-0CT-1997 SEEVERSR

OC RECOMMENDATION 29-0CT-1997 ACCEPTABLE FERGUSONS
. ' Wy BASED ON PNOFILE

Profile: Svs OAl Statusy TAL OAT ¥

Estab, Comment: -

Milestone Name Date Reg. Typalnsp. Date Decision & Reason Creator

SUBMITTED TO OC 29-0CT-1997 DAMBROGIOJ

SUBMITTED TO DO 29-0CT-1997 10D DAMBROGIOJ

DO RECOMMENDATION 07-HOV-1997 ACCEPTABLE MROBINSO

BASED ON FILE REVIEW

Page 3 of 4



NDA 20-874 Sponsor: Pharmacia & UpJohn Drug: Lunelle
: (medroxyprogesterone acetate and
estradiol cypiométe injection)
14~0CT-1599 FDA CDER- EES “* Page 20f 2
ESTABLISHMENT EVALUATION REQUEST

DETAIL REPORT

.
L 3

DET-DO COMPLETED A COMPREHENSIVE GMP INSPECTION OF PROFILE CLASS SVS
{STERILE FILLED SMALL VOLUME PARENTERALS) DATED

10/20~30/97. WO FDA-483 WAS
ISSUED AND THE REPORT WILL BE CLASSIFIED NAI. ]
OC RECOMMENDATION 10-NOV-1997

ACCEPTABLE DAMBROGIOJ
DISTRICT RECOMMENDATION
OC RECOMMENDATION 14-0CT-1999 ’ WITHROLD FERGUSONS
- .
-

EIR REVIEW-CONCUR
L W/DISTRICT
SIGNIFICANT GMP DEFICIENCIES

4

X

a -
_)_..r:’)

-

EARS THIS WAY
TN ORIGINAL

Page 4 of 4




‘Electronic Mail Message

—dte: 10/14/99 11:58:21 AM -
From: Gurston Turner { TURNERG )

To: Jennifer Mercier { MERCIERT )

Cc: - George Prager { PRAGERG )

Cc: Bette Barton { BARTON )

Cc: Carol-Anne Currier { CURRIER ) %
Ce: Terri Rumble { RUMBLET ) -
Subject: final summary for NDA 20-874

MEMORANDUM - DEPARTMENT OF HEALTH AND HUMAN
SERVICES -

PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

FINAL SUMMARY OF CLINICAL INSPECTIONS

DATE: October 14, 1999

TO: J. Mercier, Regulatory Project Manager
Hixeon, Clinical Reviewer
sion of Gynecologic and Urologic Drug Products, HFD-580

1HROUGH: Bette Barton, PhD, MD
Chief, Good Clinical Practices Branch 1, HFD-46
Division of Scientific Investigations

FROM: G. Tumer, PhD

Good Clinical Practices Branch 1, HFD-46
Division of Scientific Investigations

SUBJECT: Final Summary of Clinical Inspections

NDA: 20-874

APPLICANT:-~—- -+ Pharmgcia & Upjohn

DRUG: Lunelle {(cycloprovera)

INDICATION(S): Injectabla contraceptive

NAME IN ASSIGN  INSPECT_D RECEIVED_ACTION_DA  CLASS CROSS
;(DVACS 18-JUL-98 24-AUG-88 PEND VAl

GALL 15-JUN-99 PEND NAI

MERRITT15-JUN-99 28-JUN-99 02-SEP-9921-SEP-99  NAI 09869
DUNSTON15-JUN-99 09-AUG-99 01-SEP-89 21-SEP-99  NAI 09866

e r———
H

1.[\-——-———-—-‘ 7 MD.

00! # M/5415/004
42 subjects were entered into the study. 6 of the records from the study

-4
%

APPEARS THIS WAY
ON ORIGINAL




——

subjects were audited. No problems were found, Based on this audit DSI
recommends that tha stidy be used in support of the NDA.

~ Site of r\l
E,‘ ﬂ_\:‘&.—.?

protocol # M/5415/0004

The inspection was done on the records of 20/40 subjects entered into
the study at this site. Based on a review of the EIR, DSI recommends
that the study be used in support of the NDA. No discrepancies were
found when a comparison of the data in the CRF's was compared to raw
supporting data.

3.Site of - —[
—_ T~
-—
Protocol #MS5415-004

The audit for this site was iditiated on September 7, 1999. The field
investigator audited the records of 10 subject from a study poputation
of 483 subjects. No problems were found and DSI recommends that the

study be used in support of the NDA. This recommendation is based on a
draft copy of the EIR.

4. Site of —]
: -

p—————

subjects were entered into the study and an audit was done on all of
records for the subjects . Due to the age of the study many of the
supporting documentation was not maintained. In addition there were 16
of 143 ineligible subjects. This ineligibility was due to a lack of
required duration of normal menstrual cycles and lack of histories of
normal menstrual cycles. Despite the missing documentation , DSI
recommends that the study be used in support of the NDA

RECOMMENDATION

DSt recommends that the data from these studies be used o support drug
claims.

Follow-up action is not indicated.
L]

e - -

cc:

NDA #20-874
HFD-45 Division File
HFD-46 Prager
HFD-46 Barton
HFD-46 CIB File
HFD-46 Reading File

~t

APPEARS THIS WAY
ON ORIGINAL
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Holaikakalolololoroioiolon ~COMM., Jour L -

DATE OCT-15-1999 sosmcuok TINE 15:21 wokomctolon

MODE = MEMORY
TRANSMISSION START=0CT-15 15:19  ENDeOCT~15 15:29
FILE ND.=a11 ' _
STNN3.  COM.  ABsR MO, STATION ME/TEL ND.  PAGES  DURATION a 4
oo K s 916168330405 922-902 89:00:51 ‘ ‘

KA
~FDA/DRUDP ~ Howololok - 391&27425% HolOICIOIORAONK

e
{ DEPARTMENT OF HEALTH & BEUMAN SERVICES Publc. Health Servics £

.

N

s
-

NDA 20-874
K FRRL o

Pharmacia & Upjohn i, i

Attention: PX. Narang, Ph.D., F.CP. B

Liaison Director, Regulstory Affairs {

7000 Portage Road

Kalamazoo, MI 49001

b, Sk T

e

e
e

e -’J

B v

Dear Dr. Narang:

Please refer to your new drug application (NIDA) dated September 25, 1997, received
September 26, 1997, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Acrt for LUNELLE™ Monthly Contraceptive Injection (medroxyprogesterone acetate and
estradiol cypionate injectable suspension).

We acknowledge receipt of your submissions dated April 15 and 27, August 6, 18, 20, 23, 26,
and 31, September 1, 3, 7 and 27, and October 12, 13 and 15, 1999. Your submission of
April 15, 1999, constitited & complete nesponse to our September 23, 1998, action letter.

We have completed the review of this application, as amended, and it is approvabie. Before this
application may be spproved, bowever, it will be necessary for you to address the following:

During recent inspections of the manufacturing facilities for your NDA.a number of
deficiencies were noted and conveyed to you or your suppliers by the inspector. Satisfactory
fpsolution of these deficiencies will be required before this application may be spproved.

In addition, it will be necessary for you to submit draft fabeling. Thehbehngshouldbemwaed
as in the enclosed marked-up draft.

If additional information relating o the safety or effectivopess of this drug becomos available,
revision of the Jabeling may be required.
»

As discussed on October 12, 1999, and subssquently sgreed by you via October 15, 1999,
facsimile, the Division requests that you develop and execute further clinjeal trials to determine
thuddedbmﬁtofﬂnmgmpmmofdﬁsmmbimﬁonpmduct Studies would inchute
a comparison of bone mineral density changes, ovulation rates and alterstions in bleeding
pattems between LUNELLE™ Moanthly Contraceptive huecﬂonlldmmodmxypﬂge&tme
acetate alone product.

Under 21 CFR 314.50(d)(S)(vi)5), we request that youupdste ymerDA by submitting slt
safety jnformation you now have reganding your new drug. Please provide upduted information
as listed below. The update should cover all studies and uses of the drug incinding: (1) those

BEST-POSSIBLE COPY




Aoioioliicioiokiioks —COMM.  JOURNAL -

MODE = MEMORY TRAGMISSION START-OCT-15 15:21  END=OCT-15 15:42
FILE NO.=412 )
( STN ND. COMM. FEBR NO.  STATION NWE/TEL NO.  PAGES  DURATION
_ oot x 916168333499 046,840 00 20:38
-FDA/DRUDP -
ook ~FDR/DRUDP - WK = 301 %1 4267 =  Solorioiciok
Amended Broposed Package lasert Qctober 15, 1999 - FDA Version _
LUNELLE™ Monthly Contraceptive Injection

Medroxyprogesterone scetate and estradiol cypionate injectable suspension

oF
Patients shouid be counseled that this prodact does not protect agahumﬁhfeethn (ATDS) -
and other sexually tramymitted diseases.

DESCRIFTION

LUNELLE™ Monthly Contraceptive Injection contains medroxyprogesterone acetate and
estradiol cypionate as its active ingredicnts. The chemical name for medroxyprogesterone
) ) acetate is pregn-4-cne-3,20-dione, 1 7-(acetyloxy)-6-methyl-,(6a)-. The empirical formula is
’ Ca4H304 and its molecular weight is 386.53. Medroxyprogesterone acetate is a white to off-
( white, odorless crystalline powder that is stable in air and melts between 200°C and 210°C.
1t is freely soluble in chloroform, soluble in acetone and dioxane, sparingly soluble in alcohol
and methanol, slightly soluble in ether, and practically insoluble in water. The chemical
name for estradiol cypionate is estra-1,3,5,(10)-triene-3,17-dioL(17B)-,17-
cyclopentanepropanoate. Estradiol cypionate is a white to off-white crystalline powder that
melts between 149°C 1nd 153°C. It is solubic in alcohol, acetone, chloroform, and dioxane;
sparingly soluble in vegetable oils; and practically insoluble in water. The empirical formula
is CasH360s and its molecular weight is 396.57. The stmetural formulas for these ingredients
are represented below: .

O -

LUNELLE™ Monthty Contraceptive Injection is available as & 0.5 mL aqueous suspension
and containg 25 mg medroxyprogesterone acetate and 5 mg estradicl cypionate. Inactive
ingredients are 0.9 mg methylparaben, 14.28 mg poiyethylene glycol, 0.95 mg polysorbate
80, 0.1 mg propylparsben, 4.28 mg sodium chlonde, and sterile water for injection.
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Fn: Eulreana Be_cjuia

-
7000 Portage Road
Kshumazoo, MI 49001-0159

@ Pharmacia &Upjohn Topton: (616 820400

May 22, 2000

[ R

Dr. Susan Allen, Acting Director

Division of Reproductive and Urological Drug Products HFD-580
Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

%,

RE: NDA 20-874
Lunelle Monthly Contraceptive Injection
(Medroxyprogesterone Acetate and
Estradiol Cypionate Injection)

General Correspondence
Updated Composition Pages

Dear Dr. Allen:

In response to a May 17, 2000 request by Dr. David Lin (FDA- Chemistry Reviewer),
Pharmacia and Upjohn is pleased to submit an updated Composition Section for the above
referenced product. ,

The manufacturing of Lunelle Monthly Contraceptive Injection is a two-stage process.
Initially, a sterile vehicle containing the “other ingredients™ is prepared (Part I). Then, this
vehicle is ased to manufacture the finished product (Part IT). Due to manufacturing loss
during Part I and further dilution occurring in Part II, the concentration of the “other
ingredients” in the sterile vehicle is different from that in the finished product. Therefore, as
requested, we are updating the Composition Section of the NDA. The attached updated
pages identify the amount per ml and representative batch formulas of each ingredient in both
the sterile vehicle and the finished product.




NDA 20-874

Page 2 '
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Should there be any questions regarding this submission, please call me at 616-833-9896.

Send all correspondence to 0635-298-113. - -

Sincerely,

PHARMACIA & UPJOHN COMPANY

(L Wm/of‘

P.K. Narang, Ph.D., F.C.P.
Liaison Director
Global Regulatory Affairs

.

PKN:kmv ¢
Attachment .

cc:  EuFrecina Deguia (Consumer Safety Officer)
Copy of the letter+356H
Dr. David Lin
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(medroxyprogesterone acetate and estradiol cypionate)

Pharmacia & Upjohn
43 -

PM: Jennifer Mercier

. X

Phone: 7-4260

4

\

\

|

i HFD-580
i }

|

\

|

|

Submission Date: April 7, 2000
User Fee Goal Date: October 7, 2000
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. The sponsor submitted a proposed trademark, Lunelle, to replace

NDA #20-874 Sponsor: Pharmacia & Upjohn Drug: Lunelle Monthly

Contraceptive Injection
(medraxypragesterone acetate/
estradiol cypionate suspension)
UPPORTING DO : _
See Chem. Rev. #1 #2, and #3, and memorandum for this NDA. >

LATED DOCUMENTS:

N/A

s

CONSULTS:

See Chem. Rev. #1 #2, and #3, and memorandum for this NDA.
The proposed name, Lunelle ™ Monthly Contraceptive Injection, was submitted to the LNC on April 9, 1999,
and found to be acceptable on June 6, 1999.

Rﬂmmfcémmmg

- unelle was found to be
acceptable by the LNC. However, in the February 24, 1999 amendment, the sponsor requested that the
noun “ ' be included with Lunelle as the trademark. The sponsor’s request
was formally submitted to the LNC on April 9, 1999, along with the following alternatives, 1)~ ——
I - —~ ", 2) Lunelle Monthly Contraceptive Injection, and 3}°

— (see April 12, 1999 amendment). The LNC determined all four requested
trademarks to be acceptable (see Appendix A). Therefore, the sponsor has chosen to use “Lunelle

Monthly Contraceptive Injection”.

In the August 26, 1999 general correspondence, the sponsor has requested approval of a correction to the
NDA. In the NDA the drug product specification for the impurity “ "is NMT( —
However, in DMF — for medroxyprogesterone acetate drug substance this same impurity has a limit

of NMT — This DMF was specifically reviewed for the proposed impurities specifications and
found to be acceptable (see Chem. Rev. #8 dated March 5, 1997 by Dr. Bob Seevers). The sponsor has
submitted data for 40 lots of bulk drug substance and 1 lot of bulk drug substance used in the
manufacture of the clinical study batch of drug product. The data does support a limit of — for the
‘in the DMF). To be consistent the proposal
fora' ——————— ’impurity specification of NMT — in the dmg product is acceptable.

4
The final review of the labeling will be presented in a memorandum.

The April 12, 1999 amendment contains the request for tradename review.

The September 3, 1999 amendment contains batch data information on the MPA drug substance lot used
in the drug product clinical lots. .

Page 2 of 4




NDA #20-874 Sponsor; Pharmacia & Upjohn Drug: Lunelle Monthly
: . Contraceptive Injection
i . . {medroxyprogesterone acetate/
| estradiol cypionate suspension)

. -
( ' ; . - Summary of Chemistry Review

A. Drug Eﬁbstance: S
1. gggi ription & Characterization; Satisfactory. Sce Chem. Rev. #1. |
2. :anul‘acturgrs: Satisfactory. See Chem. Rev. #1.
3. Qg thesis; Satisfactory. See Chem. Rev. #1.

4. PM Controls: Satisfactory. See Chem. Rev. #1.

5. Riference Standard: Satisfactory. See Chem. Rev. #1.

6. s@iﬁufhnmethods: Satisfactory. Sec Chem. Rev. #1.
7. Container: Satisfactory. See Chem. Rev. #1. {
8. Slability: Satisfactory. See Chem. Rev. #1.

B. DrugProduct:

‘ ‘ 1/2. Components/Composition: Satisfactory. See Chem. Rev. #1.
\ |
3. S#iﬁcntiosmlethods for Drug Product Components: Satisfactory. See Chem. Rev. #1.

4, ﬂanufactunr: Satisfactory. See Chem. Rev. #1.

5. &ethods of Manufacturing: Satisfactory. See Chem. Rev. #2.
6. Regulatory Specifications/Methods: Satisfactory. See Chem. Rev. #2 and #5.

7. QpntainerICIosure System: Satisfactory. See Chem. Rev. #1. -

8. Microbiofogy: Satisfactory. See Micro Rev. (05-MAR-1998).

S e - -

9. Stgbilig: Satisfactory. See Chem. Rev. #1.

C. IantigationaI Formulations: Satisfactory. See Chem. Rev. #1.

D. Environmental Assessment: Satisfactory. See Chem. Rev. #1. -

E. Met%ods Validation; Pending. The complete methods validation package will be submitted to
FDA [labs. - :

A F. Labeling: Pending. Sec Chem. Rev. #3 and #5.
(\ . Estahl lishment Inspection: Satisfactory. See Chem. Rev. #1.
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NDA #20-874 Sponsor: Pharmacia & Upjohn

Drug: Lunelle Monthly

Contraceptive Injection

{medroxyprogesterone acetate/

estridiol cypionate suspension)
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NDA #20-874 _ Sponsor: Pharmacia & Upjohn - Drug: ——

SUPPORTING DOCUMENTS: -

See Chem. Rev. #1 and #2 for this NDA. . —

w0

RELATED DOCUMENTS:

N/A
CONSULTS: X

See Chem. Rev. #1 and #2 for this NDA.

The proposed name, was submitted to the LNC on June 30, 1998, and found to be acceptable on
September 3, 1998. '
REMARKS/COMMENTS:

K ‘
The proposed trademark, — . was found to be acceptable by the LNC. However, in the August 7,

1998 amendment, the sponsor requests withdrawal of the proposed tradema{. Until another proposed
trademark is submitted by the sponsor, the recommended trademark will be =—-
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