12/01/97
12/01/97
6/18/01
7/17/04
2/2/06
2/28/03
11/30/99
6/30/00
12/29/00
1/25/01
3206/01
6/18/01
8/21/01
9/20/01
8/09/02
8/15/02
2/20/03
3/05/03
11/03/03
12/02/03
5/21/04
6/17/04
9/27/04
2/28/05
4/04/05
6/03/05
7/29/03
8/10/05
3/22/06
4/10/06
7/20/06
8/17/06
8/30/06
7/21/06
11/21/06
4/25/07
5/129/07
712307
11/12/99

5056829
3058001-4
3741376-8
4412805-1
4902505-3
4065974-X
3416111-3

-

2
3640160-3
3656040-3
3700957-8
3741376-8
3781552-1
3796431-3
3961641-9
3964208-1
4061279-1
4071425-1
4226802-2
4245542-7
4563772-0
4382494-3
4462728-7
4596309-1
4628502-3
4686111-4
4734121-0
4743529-9
4954000-3
4975478-5
5060812-0
5086087-4
5095100-X
5058172-4
5161338-6
5314285-0
5337347-0
5399025-1

Trinordiol
Triphasil-28
Nordette-21
Nordette-21
Nordette-21

Triphasil-28

Triphasil-21
Mirena
Levhte
Nordette-21
Mirena
Alesse-28
Levlite-21
Triquilar
Mirena
Microgynon
Tridiol-28
Mirena
Nordette-21
Mirena
Levlen

Trinordiol
Alesse-28
Seasonale
Levora-28
Mirena
Mirena
Seasonale
Trinodiol
Plan b
Trinovum
Mirena
Seasonale
Mirena
Seasonale

3396782-0 Nordette



10/5/2001 3810911-3

1/7/2002 3849708-7 .
1/7/2002 3849709-9

1/7/2002 3849711-7
4/2/2002 3896625-2
4/2/2002 3896630-6
4/2/2002 3896633-1
4/2/2002 3896635-5
7/5/2002 3988713-7
10/7/2002 4011784-9
10/7/2002 4011785-0
10/7/2002 4011786-2
10/7/2002 4011789-8
' 10/7/2002 4011790-4
10/7/2002 4011792-8
10/7/2002 4011845-4
10/7/2002 4011846-6
10/7/2002 4114540-6
10/7/2002 4011850-8
10/7/2002 4011851-X

10/7/2002 4011853-3 -

10/7/2002 4011855-7
5/20/2003 4114540-6
5/28/2003 4119350-1

11/29/1997 3002759-7
11/26/1997 3002759-7
2/4/1998 3040177-6
2/25/1998 3036909-3
4/21/1998 3065844-X
- 8/17/2001 378037-2
9/9/2002 3974077-1
7/1/2003 4140637-0
11/3/2003 4226800-9
1/23/2004 4303313-7
3/5/2004 4318867-4
4/20/2004 4345337-X
11/12/2004 4503181-4
12/2/2004 4519404-1
12/30/2004 4544258-7
2/23/2005 4594822-4
3/21/2005 4616743-0
4/7/2005 4631509-3
6/14/2005 4692274-7
5/16/2005 4664826-1
6/28/2005 4704285-3
7/8/2005 4711193-0

8/24/2005 47534662-4

8/29/2005 4757247-4
10/20/2005 4807821-1
10/20/2005 4808026-0

2/3/2006 4905825-1

Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture

. Uterine rupture

Blindness

Renal Artery-Blindness

Cerebrovascular-Blind
Cerebrovascular-Blind
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness -
Blindness
Blindness

@

Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena

Trigoa
Trigoa
Nordette-28
Nordette-28
Norplant
Alesse-28
Mirena
Microgyno
Mirena
Mirena
Alesse-28
Alesse-28
Nordette-28
Levonova
Microval
Mirena
Mirena

Microval
Mirena
Mirena
Mirena
Trinordiol
Trinordiol
Trinordiol

Mirena

22
26

i22
27
37
134

32
35
40

24

25

25

29

28

118

21

40

48

. 48
81

17
32
42
42
42
42

27
27
37

37 .

35
35

A,




2/28/2006 4930117-4
3/8/2006 4941330-4
3/16/2000 4950874-0
3/29/2006 4961617-9
4/12/2006 4977413-2
4/25/2006 4988256-8
6/28/2006 5043057-X
10/30/2006 5143233-1
11/21/2006 5162086-9
7/27/2007 5399461-3

Blindness

Blindness

Blindness

Renal Artery-Blindness
Blindness

Blindness

Blindness
Disability-Blind
Blindness

Blindness

Mirena
Mirena
Mirena

Mini-ovral-21
Mini-ovral-21
Mirena
Neogentrol
Neogentrol
Mirena

40
38
42

25
25

22
22
23



- 10/5/2001 3810911-3

1/7/2002 3849708-7 .
1/7/2002 3849709-9

1/7/2002 3849711-7
4/2/2002 3896625-2
4/2/2002 3896630-6
4/2/2002 3896633-1
4/2/2002 3886635-5
7/5/2002 3988713-7
10/7/2002 4011784-9
10/7/2002 4011785-0
10/7/2002 4011786-2
10/7/2002 4011789-8
10/7/2002 40117904
10/7/2002 4011792-8
10/7/2002 4011845-4
10/7/2002 4011846-6
10/7/2002 4114540-6
10/7/2002 4011850-8
10/7/2002 4011851-X

10/7/2002 4011853-3 -

10/7/2002 4011855-7
5/20/2003 4114540-6
5/28/2003 4119350-1

11/29/1997 3002759-7
11/26/1997 3002759-7
2/4/1998 3040177-6
2/25/1998 3036909-3
4/21/1998 3065844-X
8/17/2001 378037-2
9/9/2002 3974077-1
7/1/2003 4140637-0
11/3/2003 4226800-9
1/23/2004 4303313-7
3/5/2004 43188674
4/20/2004 4345337-X
11/12/2004 45031814
12/2/2004 4519404-1
12/30/2004 4544258-7
2/23/2005 4594822-4
3/21/2005 4616743-0
4/7/2005 4631509-3
6/14/2005 4692274-7
5/16/2005 4664826-1
6/28/2005 4704285-3
7/8/2005 4711193-0

8/24/2005 47534662-4

8/29/2005 4757247-4
10/20/2005 4807821-1
10/20/2005 4808026-0
~ 2/3/2006 4905825-1

Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture
Uterine rupture

. Uterine rupture

Blindness

Renal Artery-Blindness

Cerebrovascular-Blind
Cerebrovascular-Blind
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness
Blindness -
Blindness
Blindness

Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena .
Mirena
Mirena
Mirena
Mirena
Mirena -
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena .
Mirena

Trigoa
Trigoa
Nordette-28
Nordette-28
Norplant
Alesse-28
Mirena
Microgyno
Mirena
Mirena
Alesse-28
Alesse-28
Nordette-28
Levonova
Microval
Mirena
Mirena

Microval
Mirena
Mirena
Mirena
Trinordiol
Trinordiol
Trinordiol

Mirena

17
a2

42
42

42




2/28/2006 4930117-4
3/8/2006 4941330-4
3/16/2000 4950874-0
3/29/2006 4961617-9
4/12/2006 4977413-2
4/25/2006 4988256-8
6/28/2006 5043057-X
10/30/2006 5143233-1
11/21/2006 5162086-9
7/27/2007 5399461-3

Blindness

Blindness

Blindness

Renal Artery-Blindness
Blindness

Blindness

Blindness
Disability-Blind
Blindness

Blindness

Mirena
Mirena
Mirena

Mini-ovral-21
Mini-ovral-21
Mirena
Neogentro!
Neogentrol
Mirena

40
38
42

25
25

22
22
23



12/1/1997 3058004-X
12/17/1997 3011767-1
1/27/1998 3092371-6
2/6/1998 3110645-7
2/6/1998 3110645-7
2/6/1998 3119326-7
2/6/1998 3119794-0
2/6/1998 3120219-X
2/6/1998 3120230-9
2/6/1998 3122909-1
2/6/1998 3122913-3
2/6/1998 3122916-9
2/6/1998 3122921-2
2/6/1998 3122920-0
2/6/1998 3122923-6
2/6/1998 3123983-9
2/24/1998 3120340-6
3/6/1998 3043939-4
6/19/1998 3096813-1
7/3/1998 3112441-3
7/8/1998 3103241-9
8/12/1998 3116969-1
8/21/1998 3120148-3
10/15/1998 3143524-X
4/23/1999 3245978-7
4/29/1999 3250006-3
5/13/1999 3261246-1
6/8/1999 3278037-8
6/14/1999 3282670-7
6/23/1999 3289826-8
6/30/1999 3295104-3

3/19/2003 4078643-7
3/19/2003 4079085-0
3/26/2003 4084226-5

4/7/2003 4102614-5

4/7/2003 4102617-0

4/7/2003 4102621-2

4/7/2003 4102637-6
4/18/2003 4098438-8
4/21/2003 4099584-5
5/23/2003 4116850-5
5/23/2003 4116880-3
5/23/2003 4116881-5
5/23/2003 4116892-X
5/23/2003 4116893-1
5/29/2003 4120381-6
5/29/2003 4120452-4

7/8/2003 4145069-7
7/16/2003 4150560-9
8/19/2003 4174717-0
8/28/2003 4181339-4

Triphasil-28
Tri Levien
Alesse
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norpiant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant
Norplant

Norplant
Norplant

Mirena
Levonell-2

Mirena

Mirena
Mirena
Levonell-2

Postinor-2
Postinor-2
Postinor-2
Postinor-2
Levonell-2
Levonell-2
Levonell-2
Mirena
Levonell-2
Mirena
similar Plan b

Pulmonary Embolism
Pulmonary Embolism
Pulmonary Embolism
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic

Ectopic

Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic

21
38
18
26
19
30
34
33
26
21
27
37
27

34
26
35

19
37
37
29
26
19
23

19
23
39

22
35
22
23

39
35
34
19
34
20
18
15
15
31
35
38



8/13/2007 5412700-5
8/14/2007 5414340-0
8/14/2007 5414344-8
2/2/2002 3873965-4
212812002 3877342-1
4/2/2002 3896625-2
4/2/2002 3896628-8
4/2/2002 3896630-6
4/2/2002 3896633-1
4/2/2002 3896635-5
4/4/2002 3896143-1
5/2/2002 3911763-3
8/20/2002 3965210-6
8/21/2002 3966451-4
10/7/2002 4011787-4
12/24/2002 4035344-9
12/24/2002 4035347-4
5/31/2001 3731599-6
11/27/2001 3831699-6
11/27/2001 3831700-X
11/30/2001 3833289-8
2/28/2001 3877342-1
8/11/2001 3974444-6
9/11/2002 3974465-3
3/7/2003 4072621-X
3/7/2003 4072625-7
3/19/2003 4079085-0
4/8/2003 4098438-8
5/23/2003 4116893-1
5/29/2003 4120452-4
7/6/2003 4150460-9
2/12/2004 4295472-X
11/27/2001 3831699-6
11/29/2001 3844159-3
4/4/2002 3896143-1
9/11/2002 39744884
10/8/2002 3991046-6
5/23/2003 4116850-5
5/23/2003 4116881-5
5/23/2003 4116892-X
4/20/2004 4345050-9
3/2/2001 3688557-X
4/20/2004 4345056-X
4/13/2005 4635478-1
7/13/2000 3538271-6
8/4/2000 3542945-0
1/2/2001 3640939-8
8/28/2003 4182227-X
8/29/2003 4201989-6
4/9/2001 3701868-4
5/31/2001 3731596-0
8/8/2003 4181339-4

9/2/2005 4764187-3
5/10/2006 4999818-6

Mirena
Mirena
Mirena
Mirena
Levonell-2
Mirena
Mirena
Mirena
Mirena
Mirena
Postinor-2
Mirena
Mirena
Mirena
Mirena
Mirena
Mirena
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Levonell-2
Postinor-2
Postinor-2
Postinor-2
Postinor-2
Postinor-2
Postinor-2
Postinor-2
Postinor-2
Plan b
Plan b
Plan b
Nordette-21
Plan b
Plan b
Plan b
similar Plan b
similar Plan b
Plan b
Plan b
similar Plan b

Plan b
Plan b

Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic-cystectomy
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
[=ctopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic
Ectopic

Ectopic
Ectopic

37
35
20

30
27
27
34
34
34
32
32

23
33
19
19
19
20
20
29
38
28
26
32
39
18
15
35
22
19
34
26
26
26
34
34
20
35
35
26
34

27
34

26

28
27
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Contentions Rise over the “Morning after Pill”

KEENE — The Keene Planned Parenthood office was one of scven Northern New
England Planned Parenthood facilitics in New Hampshire that gave away free Plan B
emergency contraception on Wednesday December 6. Three Free [-C signs were
displayed at the Planned Parenthood office at § Middle St. in Keene. Protesters against
Planned Parenthood gathered outside the office to demonstrate their concerns regarding
the safety the Plan B pill.

Wednesday evening, the Respect Life Committee sponsored a discussion about the
dangers of birth control pills and emergency contraception at the Clairvaux Center in
downtown Keene. The event was well attended and the audience included students from
Keene State College. The discussion featured two guest speakers, Ebony Moody from
Washington D.C., and Dr. Jonathan Abel. a board certified family medicine doctor from
Massachusetts.

Ms. Moody spoke concerning the August 2006 death of her sister, Niki Moody. from a
pulmonary embolism, which was directly attributed to the oral contraceptive Lo Ovral.
Niki Moody was a college graduate and a young mother, who had only begun using the
oral contraceptive three weeks prior to her death. A FDA Freedom of Information Report
Selected for Ethinyl and Lo Ovral details 34,980 adverse cases reported to the FDA since
1997. This FDA report covers only oral contraceptives, such as Lo Ovral, which contain
the hormone Ethinyl estradiol.

Following Ms. Moody’s heartbreaking story, Dr. Abel gave a talk called. “What
Happened to Plan A?” He gave an introduction to oral contraceptives and spoke about the
health risks associated with oral contraceptives and the emergency contraception Plan B.
Dr. Abel stressed that oral contraceptives are not necessary in family planning, since safe
alternatives exist. In addition, Dr. Abel pointed out that emergency contraception can
cause a chemical abortion, which many women taking Plan B may not know. Dr. Abel’s
informative presentation led into an animated question and answer period.

Jack Laurent, a former New Hampshire state representative, presented additional
information regarding a parental abortion notification bill, which passed the N.H. state
legislature and was signed into law by former Governor Craig Benson. The bill has been
challenged by Planned Parenthood as unconstitutional and Mr. Laurent states that the bill
will most likely be repealed. Mr. Laurent also discussed an emergency contraception hill,
Senate Bill 30, which was passed into state law in June 2005. This law makes New
Hampshire a “pharmaceutical collaborative™ state (with eight other states) and allows a
nurse or pharmacist to dispense emergency contraception with no age restrictions for
minors. According to www.GO2EC.org, approximately 200 pharmacists in N.H. have
received training to initiate prescriptions for emergency contraception. Emergency
contraception is covered by Medicaid, HMOs, and Title X. Title X provides federal
money to the state for funding school programs. This state law effectively means that
even young children may get emergency contraception over the counter.
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RECEIVED AT DRUG SAFETY S

SURVEILLANCE

ME'

CTH LT

01-DEC-1997-2084 ICAL PRO Individual Safety Report 038
e o i Mlagmm\m il

305
Page EDA Use Oniy |
1. Patient dentifier]| 2. Age at time 19 YR 3. Sex 4. Weight 1. Name {give labsled strengih & mir/labeler, if known)
o evat: ] femate oo | |7 TRINGRDIOL ( 0.05MG LNG/0.03MG E.E., 0.075 LNG/0.04HG E.E.,
- Oate 0.125MG LNG/0.03MG E.E. )

in confidence of burth: 02

Adverse event

E

and/or

D Product problem {e.g., defects/malfunctions)

' death

ju-
Ol
D recoversd

life-threatening

hospitalization - initial or grelenged

2. Quicomes attriouted to adverse event(check all thatapply)

e

{mo/day/yr)

D disability
D congenital anomaly

[: requi«ed intervention 1o‘Puv-nt
permanantimpairment/ 9

2. Dose, frequency & route used

*1 1 TABLET ONCE DAILY ORAL

#2

3. Therapy dates (if unknown, glvo duration)

"' 1 YEAR

#2

@ other: serious

> e 04 /10 7 97 “ouetot 06725797
{mo/day/yr) (mo/daylyr)

5. Cescribe aventor problem

autopsy.

prior to tapsing into a coma.
THROMBOPHLERITIS; the patient subsequently died.

The patient, who took Trinordiol (equivalent to Triphasil),
experienced diarrhea, vomiting and headache for two days

An MRl revealed CEREBRAL
No

DATE
Unknown

TEST
MR1

8. Ralevant tasts/labcratory data, including dates

RESULT
Cerebral thrombophlebitis

.

None provided

7. Otrar re avant history, including
race, pregnancy, smoking and alco

grunsunq medical conditions (e.g., dilergies,
ol use, hepatic/renal dystunctian, atc)

OATE SENTTOFDA

NOV_25 1997

19970380

Submission of a report does not constitute an agmission (ha

4, Oiagnosis for use (indication) S. Event abated after use

*1 Unknown stopped or dose reduced
#
2 1 [:yes[_)no 23;
2 Dyos[:]no Ddocfnt
2.11.0: ® (it known) z.‘E:p. date (if known) 3. Event reappearsd afier
reintroduction
o A #1 oS no doeasn't
CvesO™ X858
9. NDC # - for product problems only (if known) #2 H no doasn't
(CresCne [ goeer

10. Concomitant medical products and therapy dates (exclude treatment of svent}

See following page

e
1. Contact office

[2. Phenenumber

(610) 902-3760

ame/address (& MFG site for devicas)

WYETH-AYERST LABORATORIES
170 RADNOR CHESTER ROAD
ST. DAVIDS, PA. 19087

. Report source
{cneck ati that appty)

_':X:] foreign
D study

E] literature

consumer
X heaith
protessional

KAREL F. BERNADY, PH.D.

4, Datl roy.wud by manufacturer 1S,

(ma/d (ANDAY  19-192 [[] wsor tacisty
06 7 26 7 97 ] company
IND # reprasentative
6. 11 INO, protocol # PLA R distributor
- other:
pre-1938 D yes '

7. Type of report
{check all thatapply)
S-day

S

m initial G follow-up #

oT7C G yss

product

15-day
periodic

8. Adverse event term(s)

CEREBRAL THROMBOSIS
VORITING
DIARRKEA
HEADACKE

9. Mtr. report number

8-97176-003N

1. Name, address & phone ¥

FRANCE

)

4. initial reporter aiso

sentreport to FDA
‘_lyosh"° \

3. Occupation

N/A

2. Haalth profassional? |

Viae [aa unk



4‘3’_7

N A F WYFTH
RECEIVED AT DRUG SAF N

it . —

DI UAVIUD, FAL 1WUB/ +30568 9-8—-00%

Page |

11/10/93

76-003W

FOA Usq Only

Box C.10 - Concomitant medical products and therapy dates (exclude treatment of event) ¢ Continuation )

SPASMINE 3 tablets daily ORAL (02 / 18 / 97 to 04 / 12 /7 97)
ZOVIRAX 800 mg QID ORAL (04 7 00 7 96 to 04 7 00 /7 97)

Subnuss:on o! & report doss not constitute an admission that medical personnel, user facility,
e e ieme ne neadiet cancad ar enntributad 10 the event,
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1. Patient dentifier | 2. Ageatti
of event: 23 YR
o 129 s
Date er
of birth: _ kgs

1. Name (give labelad strangth & mir/labeler, it known)
*1 TRIPHASIL-28 TABLETS

x2

1. _!_ Adverse event and/or D Praduct probiem (e.g., defects/malfunctions)
2. Qutcomes attributed to adverse event (check ail thatapply)

X! death Unknown D disability

= {mo/day/yr)

life-threaten ng -ongnmul anamaly

T hospitalization - in‘tiat or prolcnged [j required interventicn (o‘funnl
= recovered permanentimpairment/damage
- E other:
3. Date of 4. Date ot -
event 04 / 14 / 97 this report 04 / 28 / 97
(mo/day/yr) (mo/day/yr)

S. Qescribe event or probiem

The patient, with Down's Syndrome, presented to the ER
unresponsive with CPR in progress. Her color was
dusty-blue, petechia were present on face, skin cool and she
had orange-red emesis coming from her mouth. Suctioning and
intubation were.attempted; intubation was unsuccessful and
the patient subsequently died. The provisionat autopsy
report revealed an ACUTE PULMONARY EMBOLUS.

6. Relevant tests/laboratory data, including datas

{Cont.)

7. Other relevant history, inctuding Eraensung medical conditions (e.g., ailergiss,
race, pregnancy, smoking and aicoko! usa, hepatic/renal dysfunction, etc)

Down's Syndrome; hypothyroidism; used Depo-Provera in the
past (q 3 months from G to@NS) with weight gain
“101 1b. WSS to 125 \b. (M. No previous history of
T. Upjohn has been notified of this adverse e\‘rent.

DATE SENT TO £DA

T d —

Submission of 3 Teport dody ol conguiute an agrizsion ha

2. Dose, frequency & route used
*' 1 TABLET ONCE DAILY ORAL

3 Tn:rapy dazes (if unknown, give duration)

08/08/96t004/14/97

*2 ®2

4. Diagnosis for use {indication)

*! REGULATE MENSES/DYSMENORRHEA

5. Event abated after use
stopped or.Jdose reduced

#1 Dyu[:]nn [z] ggafyn‘t

2

22 Dy-si no Dgg;?yn‘!

8, Event reappeared after
reintroduction

8. Lot # (it known) 7. Exp. date (it known)
L2 et

.2 "2

3] Dy“h"o (j app
doesn't

*2 DyesDno dossa )

8. NOC ¥ - forproduct problems only (if known)

10. Concomitant medical praducts and th orapy dates (exclude treatment of svent) 2
See following page

1. Contact office - name/address ( & MFG site tor devices) [2. Phone number

(610). 902-3760
WYETH-AYERST LABORATORIES

170 RADNOR CHESTER ROAD
ST. DAVIDS, PA. 19087

[. Report source
(check all that apply)

L_J foreign
EJ study
D literature
{7] consumer
[X] neatth

professional

KAREL F. BERNADY, PH.D.

<, Oatn receivad by manufacturer {§
aylyr)

ANDA D user facility
WIS 00y 24 g g7 |ANOAS

D company

19-150

IND * representative
6.1t IND, protacol # PLA # {7 distrivutor
D other:
TS e oy o D
oTC D yes
product

S5~day D 15-day
10-day (X] periodic
{X] initiat

4. Adverss event term(s)
PULMONARY EMBOLUS
:] follow-up s( %y,

9. Mtr, report number

DEC 0 11997

8-97118-249N

1. Name, address & phone #

00006

4. Initial reporter aiso

2. Health protessionai?

3. Occupation
s l sentreportto FOA

IR vy |

o ..

™.

Pharmariet e

cemte



WYETH .
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Mfrreport #
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01-DEC-1997-5266 2 ot _2_ FDAW
Box B.6 - Relevant Tests/Laboratory Data, including dates ( Continuation ) R
DATE TEST . RESULT

Provisional autopsy report Coiled thrombus in main pulmonary artery occtuding both right and left
pulmonary arteries with partial organization of thrombus in secondary
branch of left pulmonary artery; peripheral wedge infarct of lower left lung lobe

8ox C.10 - Concomitant medical products and therapy dates (exclude treatment of event) ( Continuation ) B

LEVOTHYROXINE 0.075 mg

IRON SUPPLEMENT ual fety

Ui

305

DEC 011997

TR S armaa e aiiies dimewiGsibee assesidantiione me mendoot mmitmm
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ADVERSE EXPERIENCE REPUK |
I : . _REACTION INFORMATION.

1. PATIENT 1a. COUNTRY 2. DATE OF BIRTH 2a. AGE 3. SEX 4-6. EXPERIENCE

INMALS Day Month UNITS Day Month | Yaar ADVERGE AEACTION
Denmark o a @ v F 20 APR | 2002

7. DESCRIBE EXPERIENCE(S)
PULMONARY EIMBOLISM

Inicrmation was received on 14-JUN-2001 from the Sealth Authority via Scheriag AG
Germany concerning a l3)-year-o.d female patient who had taken therapy with
Micregynor (0.15mg levororgestrel/0.03mg ethiny. estradiol) (equivalent co Mordet-e)
Icr ar unspecified indication. Therapy began in 1997 and ended on 20-APR-2001.
Med:cal history was not provided. The dose regimen was - zablez daily. It is unknown
I the patient was taxking concomitant therapy. The patient experienced pulmonary
emrcolism (pulmonary embolism) on NS a2nd was hospitalized. Her treatment
was unspecified. The patierit died on ¢nmmad.

13 RELEVANT TESTSULABORATORY DATA
None Provided.

8-12. CHECK ALL

PATIENT DIED

D INVOLVED OR
PROLONGED
INPATIENT
HOSPITALIZATION

~

j INVOLVED
PERSISTENCE OF
SIGNIFICANT
DISABILITY OR
INCAPACITY

"1 LIFE THREATENING -
.:] NONE OF THE ABOVE

:] RECOVERED

. SUSPECT DRUG(S) INFORMATION

14. SUSPECT DRUG(S) (INCLUDE ACTIVE SUBSTANCE(S))
+1 MICROGYNON (0.15MG LEVONORGESTREL/(.0IMG ETHINYL ESTRADIOL, TABLET)

20. DIO REACTION ABATE
AFTER STOPPING DRUG?

15. DAILY DOSE(S) 16. ROUTE(S) OF ADMINSTRATION D YES NO D NA
#1 1 Tadlet 1x per 1 Day #1 Oral
17. INDICATION(S) FOR USE 21. DID REACTION REAPPEAR
.- AFTER REINTRODUCTION?
18 THERAPY DATES (FROM/TO) 19, THERAPY QURATION [:] YES D NO N/A
¢1 Q0-UNK-1997 / 20-Apr-2001 #1 3 Yr
L. ' : : CONCOMITANT DRUG(S)- AND HISTORY
22 CONCOMITANT DRUGS AND DATES OF ADMINISTRATION {Exclude thosa used o treat event) (DA/MO/YR)
Cnknown

23. OTHER RELEVANT HISTORY (a.g. diagnostics. allergics, pregnancy with last month of period, alc.)
UNK

JUNT 8 20m
COR/GLE

IV. ONLY FOR REPORTS SUBMITTED BY MANUFACTURER

243. NAME AND ADDRESS OF MANUFACTURER (Inctude Zip Code) OTHER REFERENCE NUM3IERS:

I

Sixet 01/01322-CDsS

¢ -Qor -
Radnor, 2A 12087-53114

wocal Markeung No 24b. MFR CONTROL NO.
NDA 13-668 HQ2066414JUN2CO1L.
24c. JATE RECEIVED 24q0. REPCRT SOURCE TN
BY ] sTuoy [] CONSUMER e
MANUFACTURER REGULATORY
D LITERATURE AUTHORITY
. . HEALTH
Z4-5un-2000 @ PROFESSIONAL E LICENSE
Zate I Jus repon 25a. REPORT TYPE

153-Jun-2091 INITIAL [:] FOLLOWUP

LABS (RA) . . ; : |
c of Prussia Regulatory Authority (H2) (via Schering aG) DSS

JUN 1 9 2001

JUNT 52001
DATE SENT TO FDA
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Individual Safety Report ,

Relsys inwmational, ine.
or use by user-fadilities, . - FOA Facnimie Approvat: 30-JUN-1900
utors and manufacturers for ok epert ¥

4412805-~1-00-01 IANDATORY reporting . - K200400685 ]
AVEXTEFTYV V4 A A TXL King Pharmaceuticals, Inc. Ut repot #
T YOA MEDWCAL FRBBUCTS REFORTING FROCRANT™ . o
Pagelof3

FOA Use Onty
A Patient mformation N

1. Patient dentifier | 2. Aga attime
of event: .16 Years

C. Suspect mcdncauon(f)
1. Name (give labeled strength & mfriabal .l‘known)

1543w | | 4. NORDETTE -21(LEVONORGEST (eonﬂnued)
or

200 kgs ¥

or
Oate

otoitn: WP

2. Dose, frequancy & route used 3. Therapy datas (if unknown, give duration)
B. Adversc event or product pioblem e, v bt vekirutn)
1.@ Adverse event andfor D Product problem(e.g., defects/malfunction) #1. 1 tablet, qd. Oral #1._01/13/2004 to 03/31/2004
2. Qutcomes attributed to adverse event 2. #2 :
(check all that spply) L 4. Dk is for use (indication) 5. Event abated after use
[] disaviuty . stoppad oc dose reduced
#1. Oral contraception doesat
B dean *_ [[] congental anomaty oy [ yes & o [J ooy
[0 ife-threatening 0 required intervention to pevent 6. Lot# (if knawn) 7. Exp. data (f known) 2Ty o m
o P s #1. UNK #1. UNK ’
[ nospitalization - initiat or prelonged O otrer 8. Evernt reappeared ahor
2. #2. reintroduction
3. Dats 4. Date of doesn't
of event 03/31/2004 this report 07/26/2004 9. NDC# - for product probiems only (if known) #1.] yea [] no 3 apply -
ramevir) (rrdmpir) ’ doesnl
#2ves (O [J apply
$. Describe evant or probiem
Eveat Verbatim [PREFERRED TERM] (Related symp # any sep by ) 10. Concomitant modical products and therapy dates (exclude Ueatment of event)
Pulmonary infarction{fPuimonary infarction] NI

Pulmonary embelism{Pulmonary embolism]

Pulmonary edema[Pulmonary oedema NOS] ’
Small pericardial effusion[Pericardial effusion]
1. Contact office - name/address (& mfring site for devices) - 2. Phone number

Case Description: King Pharmaceuticals, Inc. : 95186537005
This report was received by King Pharmacauticals, Inc. on
10MAY2004 via fax from Berlex Laboratories. A regulatory authority .
reported that a 16 year-old female patient received oral 501 Fifth Street . 3, Repart source
levonorgestrel/ethiny! estradiol 1 tablet daily started 13JAN2004 for Bristol, TN 37620 UNITED STATES {check all that apply)
oral contraception. There were no concomitant medications. Past B oo GBR
medical history was significant for smoking three cigarettes/day, [ sy
being overweight with a body mass index of 27.7, a rupturs of the [ iwcenr
lateral collateral ligament of the left ankle on 06NOV2001, closed 0O
fracture of the right fifth metatarsal, tonsiliitis diagnosed on 4, Date received by 5. heaith
25NOV2003 and treated with penicillin, and a recurrence of tonsillitis manufactrer (ANDA # 18-668 [ Juloar B
symptoms on . 07/14/2004 INO # [ user tacsity
continued In additional info section... 6. If IND, protocol # :
PLA# [ Soestaive
8. Ral t y data, including dates
1 S, Blood pressure 120/70 mmHg T Tredren pro-t938 (] yes 0 asveuer
# Blood tests Narmal {check all that apply) - B3 otwe
#.'z Respiratory rats 20 (] 5<day [ 16-day g’ﬁuct O yes Manudacturor
#4 Pulse rate 76 ) 8. Adverse svent term(s
#5=ABlood pressure 119/57 mmHg (7 1oy [ pecedic Pulmonary Infarcti(or)n Pulmonary embalism,
#6 GuEBe. Oxygen saturation measurement on air 100 % [ witat ] roliowsp# 1 |Chest pain, Dyspnoea, Cough, Granuloma
continued in additional info section... 9. I, feport number NOS, Pulmonary oedema NOS, .
continued in additional info section...
7. Other relevant history, including preexisting medical conditions (s.g. allergies, K200400695

race, pregnancy, smoking and aicohol use, hepatic/renal dysfunction, etc.)
#1 #to UNK Historical Condition, {continusd) o
#2 to UNK Historical Condition, (continued)

#3 i to Ongoing Historical Condition, (continued)
#4 UNK, Current Condition, Smoker (3 per day)

#5 UNK, Current Condition, Overweight (continued)

1. Name & sddruss phone #

UNITED STATES

Sub@isﬂon of a report does. pot mﬁtub an admission that 2. Health professional 7 3. Occupation 4. Inftial reporter atso
madical personnel, user facility, distributor, manufacturer or product sent report o FOA
caused or contribuled o the evant. . Other Manufacturer
s -
36004 - Facaimis Ey D"° DY"D’W EW
. 0Ty A
Ll LA

26-Jul-2004 13:14 | - - UL 2 7 2008 JUL 2 8 2004




Report
I M m m M M m m”mm King Pharmaceuticals, Inc.
i . U.S. DEPARTMENT (OF HEALTH AND 88
of a report does not constitute to e _F&A:“NM . Rvncg
i4 12_§05‘1"00-02 N that medical personnel, user Crepons Servo and Orug Adminisvaion
xperi eport - - - : Tweany, wmawibutor, manufacturer or product K200400695
E ence Rapm caused or contributed 10 the event. UF/Dint mpon o —

Page2of3

any abnormalities. The right chest wall was mildly tender along the fourth, fifth, and sixth ribs with no associated swelling or skin changes
noted. Her pulse was 76, blood pressure 119/57 mmHg, respiratory rate 20, and her oxygen saturation was 100% on room air. There was
equal expansion of both lung fields and good air entry bilaterally. An electrocardiogram was performed and nothing abnormal was detected.
The patient was diagnosed with a soft tissua injury to the rib, She was discharged on diclofenac and paracetamol and advised to follow-up
with her general practitioner if the pain persisted. Levonorgestrel/ethinyl estradiol was discontinued. During the subsequent week, the

foliowed a previous overdose. No other drugs were detected in the biood. The pathologist commented that the pulmonary infarct in the right
lung was not acute and probably occurred one to two weeks previously, secondary to a small embolus, and was likely to have been the
cause of the chest pain. The large pulmonary embolus was very recent. The pathologist stated that the right calf was slightly larger at 40
o diameter than the left calf at 38 cm diameter and may well have been the source of the pulmonary embolus. The cause of death was 1)
thrombotic pulmonary embolus and 2) pulmonary infarct. The coroner concluded that the death was due to natural causes.

Follow-up information was received by King Pharmaceuticals, Inc. on 14JUL2004 via fax from Berlex Laboratories. Additional events, event

details, past medical history, medical records, laboratory and diagnostic test results, and post mortem examination results were provided.
The date and cause of death wera updated.

B6. LABORATORY DATA

# Date Test / Assessment / Notes Results Normal High / Low
7 N Electrocardiogram Nothing abnormal
detected

8 oA Post mortem

Summary of pathological findings were:
‘ 1. Large thrombotic pulmonary embolus
: 2. Peripheral pulmonary infarction right lung i

3. Right pleural granulation tissus reaction with inflammation

4. Pulmonary edema

5. Smali pericardial effusion

9 D Paracetamol level gL 4 mg/l g
No other drugs were detacted in the bload: -
B7. OTHER RELEVANT HISTORY v
# Start/Stop Date  Condition Type / Condition Notes
1 v Historical Condition Left ankle injury: rupture of lateral coflateral igament. -
UNK Ligament injury NOS -

~ JUL 2 7 2004

26-Jul-2004 13:14




C1. Name (cont.) -
Suspect Medication #1: NORDETTE -21 (LEVONORGESTREL, ETHINYLESTRADIOL) Tablet

'GB. ADVERSE EVENT TERMS (cont.)
Pericardial effusion

26~Jul-2004 13:14

-

JUL 2 7 2004 DE3
JUL 2 3 2004

mww , King Pharmaceuticals, Inc.
#on of a report does not constitute U-8. OEPARTMENT OF HEALTH AN HLMAN SERVICER |
sslon that medical personnel, user L L
. ~——- istributor, manufaciurer or product K200400605| . -
causad or contributed 1o the avent, (UF Diat mport ) . .
Fagedofs ; : roavmony ]
2 Historical Condition Right closed fracture metatarsajl 5th ¢
UNK Foot fracture ‘ '
3 SR Historical Condition Sare throat with swollen red tonsils. Occasional dizziness and feverand feeling
. tired. No nodes. Treated with penicillin, sore throat symptom ongoing 3/52.
Recurrence of symptoms noted on 13JAN2004,. .
Ongoing _Tonsiliitis - '
5 UNK- Current Condition Body mass Index = 27.7 (70 kg, 159 cm)
Overwsight



|

83772-0-00-01%

user-fadiilies,

manufacturers for

NMEDYYATICR:- - - - -, S

THE DA MEDICAL PROPCCTS ul'ﬁnnmc TROGRAM

1. Patsnt identifier | 2. Aga at time 16Y 3. Sax 4. Weight
of avent: ears
UNK ) 0 rommie | UNK_ s
Date o
of birth: UNK 3 mee
in confidence UNK i

B. Ad Or prad pro

1 Adverss event andror " [J Produat probleme.g.. defects/malfunction)

2. Outcomes attributed to advarse event
{chack all that apply) D dinabilly

B3 deatn % [ congenital anomaly
mvam |

[ tite-threasoning [T required intervention to prevent
permanent impairmcnﬁ*@amagc

[J nespitatization - initial or pmlongedv 3 other
3. Date 4. Date of
“of event 03/31/2004 thisrepot 05/18/2004
tndmeyel o)

5. Describe event or problem
Event Varbatm (PREFERRED TERM] (Related Symptoms if any seperatad by commas)

Pulmonary embolism{Pulmonary embolism)

Cass Description:

This report was received by King Pharmaceuticals, Inc. on
10MAY2004 via fax from Barlex Laboratories. A regulatory authority
reported that a 16 year-old female patient received oral .
levonorgestrel/ethinyl estradiol 1 tablet daily started 13JAN2004 for
oral contraception. There were no concomitant medications or
significant past medical history. O , after the initiation
of lavonargestral/ethiny! estradiol therapy, the patient experienced a
pulmanary embolism and died. There was no post mortem
examination performed. The probable cause of death was listed as
pulmonary embolism. .

&, Relovant testslaboratory data, including dates
None

Page1 of2

Cc Suspcc(mcmcahon(s)

Ry ivarnetional, i,
FOA Facsimils Appmwas: S1JUN-19v0

NI roapont # ) ’
L 0400695
U K01 repon # .
FDAU-.G.;‘

1. Name (give labeled strength & mirabeler, ¥ known)
#1. NORDETTE -21 {(LEVONORGEST (continued)

#2.

2. Dose, fraquency & route used

#1. 1 tablet, qd, Oral

3. Tharapy dates (if unknown, give duration)

W ot fant et}

#1. 01/13/2004 to 03/31/2004

2.

#2. /
4. Diagnosis for use (incication) &. Evant abated after yse
#1. Oral contraception ¥iopped or dots reduced et
"y “-DY"DMECWN
6. Lot¥ (f known) 7. Exp. date (i known) . D yeos D o D 2:;;“
#1, UNK #1. UNK .

8. Event reappeared after

#2, #2.

9. NOC# - for product problems only (# known)

reintroduction

ﬂ.D yes D no E
QD yesD no D

doesnt -
apply

doesn't
apply

10. Concomitant medical products an
NI

501 Fifth Street

d therapy dates (exclude treatment of evant)

1. Contact office - name/address (& miring ske for devices)
King Pharmaceuticals, Inc.

Bristol, TN 37620 UNITED STATES'

2. Phone number
9196537005

3. Ragodt saugce
check all that appiy

g lreign  GBR
D atudy

4, Dats received b
manufaciurer

5 :
(AINDA ¥ 18-668

ettty
056/10/2004 NO #
8. I IND, protocol »
. . PLA®

7. Type of report pre-1938 D yes

check all that a ..

( pply) orc [ yer
[J s-day [ 15day product Y

0O 10-day ] periodic

B4 it 3 tottow-up »

7. Other relevant history, | g pr ing medical condltions (e.g. allergies,
FAce. pregnancy, smoking and aicohol usa, hepatic/renal dystunction, etc.)
NI

N

Submission of a tport does not constituts an admission that
medical personnel, yser facility, distributor, manufacturar or product
caused or contributed 1o the svent,

FDA

AS0A, - Facsimia

E. Initial reporter

9. MIr, report number
K200400695

1. Name & address

8. Adverse event term(s)
Pulmonary embolism

MAY

21
2. Heahh professional 2 -

x yas D no

3. Occupaﬂon
Other Manufacturer

4. |nitial reporter also
sant report to FDA

Dyest Eunk

18-May-2004 13:10

MAY 1 9 2004
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4363772-0- '

aport does not constilule u.8. mhmwgg:;m:xﬂg; SLRICES
M * =02+ . medical personnel, user A i
| manufacturer or product wPon ~ B 695}
(c.onb'nued) T - causéd or Contributed to the event, bl roportd -—K200400 |
| R
Pagc2of2

Additional mformation

C1. Name (cont.)
Suspect Medication #1: NORDETTE -21(LEVONORGESTREL, ETHINYLESTRADIOL) Tablet

DSS
MAY 2 1 2004
MAY 19 2004

18-May-2004 13:10
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The FDA Safety Information and
Adverse Event Reporting Program

¥ use by user-facilitids,
, distributors and ma
for MANDATORY reporting

Page 1

Reisys Intametonal, Mf..‘FDAme T1-JUN- 1900

cturers Mtr Raport #

006392

UFAmponer Report #

of2 FDA Use Oriy
C. SUSPECT MEDICATION(S)
1. Nama (Give labsled strength & mifviabeler, if known) -

#1._Nocette 21 Day(LEVONORGE (continued)

#2. AMOXICILLIN(AMOXICILLIN) (continued)

B. ADVERSE EVENT OR PRODUCT PROBLEM

1.@ Adverse Event andior D Product Problem (e.g.. defecta/malfunctions)

2. Outcomes Attributed to Adverss Event
(Check all that apply)

[ Oisabisty
D Congenital Anomaly

[J Required Intervention to Prevent
Parmanent Impairment/Damage

[ other:

(X Deetn UNK
D Life-threatening {moldayhy)

(] Hospitaiization - initial or prolonged

4. Date of This Report (mo/day/year)

3. Date of Event (mo/day/yesr)
UNK 02/01/2006

5. Describe Event or Problem
Event Verbetim [PREFERRED TERM] (Ralated symptoms if any separated by commas)

Severe neutropenia[Neutropenia]
Anemia[Anasmia]
Leukopenia[l.eukopenia]

Case Description:

Information regarding an adverse event associated with Nordette
was derived from scientific literature. The article, A Trial of
Contraceptive Methods in Women with Systemic Lupus
Erythematosus, was obtained from The New England Journal of
Medicine. 1t discussed findings from a single blind clinical trial
involving 162 women with systemic lupus erythematosus, who were
randomly assigned to combined oral contraceptives, a progestin-only
pill, or a copper intrauterine device (IUD). The combined oral
contraceptive regimen consisted of 30 pg of ethinyl estradiol plus 150
Hg of levonorgestrel (Nordette). The progestin-only pill contained 30
pg of levonorgestrel (Microlut, Schering Mexicana). The

continued in additional Info section...

€. Retevant Tests/Laboratory Data, including Dates
#1 Anemia, Leukopenia 500 (neutraphils 55%)

7. Other Relevant History, Including P Medical Conditions (e.g. allergies,
race, pregnancy, unokmganddeoholm hopcoclroml dysfunction, etc.)

#1 UNK, Historical Memo, History of drug related leukopenia
(Azathioprine)

Submission of a report does not constituta an admission that
madical personnel, user facility, distributor, manufacturer or product
caused or contributed to the event

FOA

35004 Facuimis

01-Feb-2006 11:50

2. Dose, Frequency & Routs Used Smnpybm(uurknown give duration)

: best estimats)
#1. UNK, UNK, Oral #1. duration 183 days
#2. 1.5p. qd, Oral #2. UNK
4. Diagnpsis for Usae (Indication) 5. Event Abatsd After Use
#1. UNK Stopped or Dose Reduced?

s Yu[jm@,i‘;";y’“

#2. Upger respiratory (continued)

6.Lotsffknown) 7. Exp. Date (f known) w2, [T vor [J %o (g Dooe

#1. UNK . UNK PP
8. Event After

#2. UNK #. UNK e pbsared

#1DY05DN0&DW1
#2.[] ves [] No R Rooa™

10. Coo&omtm Medical Products and Therapy Dates (Exclude treatment of event)
NI ‘

9. NDCH# (Fcr product problems onty)

G. ALL MANUFACTURERS

2. Phone Number
' 2019303302
Bamr Qaboralones
3. Report Source
400 Chestnut Ridge Road PO‘“ that spply)
WoodHiiff Lake, NJ 07677-7668 UNITED STATE Forvan
Study
| Litersture
;
+.poe by 5. 0 Heatth
nutgcturermaldaylyr) (AINDA # 18-668 & Proteesions:
41/26/2006 ND # (] Ueor Factty
€. f IND, Give Protocol #
o PLA# O R ive
|
7 Type of Report Pre-1838 [T] Yes O osutser
Chack(all that
( :al appiy) oTe 0 ves O omer
[ 5<daj X 15day Product

8. Adverss Event Term(s)

1004 Pariodic
O &4 a Neutropenia, Anaemia, Leukopenia

O i B3 Foliow-up #1
9. man Report Number

E. INITIAL REPORTER

2. HealthiProfessionsl? | 3. Occupetion

Physician

4. Initial Reporter Also
Bant Report to FOA

[J.ves [ no [ unk

DSS
FEB 0 3 2006

@Yesy R




——— YA 4 T T AT e
: . i :
ion of a report does not fonstitute U8, DEPARTUENT OF MEALTH AND HUMAN SERVICES
4 05~3-00-02» sbnmnwdicalpe«soﬁne(,uw WNTLF—"‘;“B‘

sacuiy, imparter, distributor, manufacturer or 006392
pmductcausodorcontdbmedto' ovent. [UFAmporier Report #

LETELIIT T IR VTSN

(continued)

Page2 of 2 i . FDA Usm Orty
Additional Information
B5. EVENT DESCRIPTION (cont.) : "

tUD was TCu 380A copper device (Ortho Pharmaceuticals).

)
The objective of the study was to investigate whether there were clinically signilt\cant differences in systemic lupus erythematosus activity, as
measured by the Systemic Lupus Erythematosus Disease Activity index (SLED‘ 1), in women taking combined oral contraceptives in
comparison with those using a progestin-only pill or IUD. ;

Findings of the study revealed that there were no significant differencas among}the groubs during the trial in global or maximum disease
activity, incidence or probability of flares, or medication use. -

One patient, recelving combined oral contraceptives (Nordetts), died during the]trial; her death was ascribed to amoxicillin-related severe
neutropenia. Co- :

Additional information was received on 01/26/2006.»

The author reported that the duration of Nordette therapy was six months. Amdxlclllin 1.5 grams/day was prescribed for an upper respiratory
tract infection. On an unknown date, lab work indicated anemia, leukopenia 50() {neutrophils 55%). In addition, it was reported that the
patient had a history of drug related leukopenia (azathioprine). :

MedWatch Case Comment: :

Submission of this 15-day report does not constitute an admission that the repofted event is an unlabaled event.
C1. Name (cont.) ;
Suspect Medication #1: Nordette 21 Day(LEVONORGESTREL, ETHINYLE$TRADIOL) Tablet
Suspect Medication #2: AMOXICILLIN(AMOXICILLIN) :

CA. Diagnosis for use (cont.)
#2: Upper respiratory tract infection ;

G3. Report source literature description

Joumnal: The New England Journal of Medicine :
Author: Sanchez-Guerrero, J, Uribe AG, Jimenez-Santana L, Mestanza-Perpita M, Lara-Reyes P, Seuc AH, Cravioto MD
Title: A trial of contraceptive mathods in women with systemic lupus ergtherhatosus

Volume: 353 Year: 2005 Pages: 2539-2549 i

'
I
t

DSS
01-Feb-2006 11:50 FEB 0 2 2006 FFR 0 3 2006
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

A. Patient information
1. Patient ldgntifier |2. Age at time
of event:

or
Date
of birth:

In conh

Adverse event  and/or D Product probiem (e g., defects/malfunctions)

~ VOLUNTARY reporting

alth professionals of adverse
:nts and product problems

Page _L_ of _l_

Form Appraved: OMB No. 0¥10-0281 Expirea'tza10a
| oER e e

1. Name (give labeled strength & mfrflabeler, if known)
“ Novdedde 2l day
= _(Qriho Navurm 150 Afday

2. Outcomes attributed to adverse event
(check all that apply)

D death

D life-threatening
&f\ospitalization - initial or prolonged

[ disabiiity
[] congenital anomaly

D required intervention to prevent
permanent impairment/damage

D other:

(mo/dayhyr)

2. Dose, frequency & route used 3. Therapy dates (il unkfown, give duration)
LAl #

froavio (of best wslimaty) & w &ks
2 | 00 QAP = unkhiwn

4. Diagnosif for use Gndication) 5. Event abated after use

me horrhea,a {29 #1 E‘;:d&::seéw“‘;;;:“
2 _menoyy hedQia. :

3. Date of 4. Date of — .
2, A-30-03 | e 52103
5. Describe event or problem b4

?u\monaw EmbDlus —
pohent had, been on
Brtho Novum 190 for an

urspecified, time period,

¢ was reeendly N 4o
Nordette A1 day — presered
With PE on 2-30-03

g "2 w2 -

doesn'
6. Lot # (if known) 7. ehp. date (rimomm ] #2 Llves (Do (Jgessn

#1 N‘/' A " N '/A' 8. Event reappeared after

Al reintroduction

#1 yes [Jno %%Rlﬁi
#2 [Jves [Jno [:]gggfy“"

10. Concomitant medical products and therapy dates (exclude treatment of event)

9. NOC # (for product problems only)

D. Suspect medical device

1. Brand name

2. Type of device

3. Manufacturer name & address 4. Operator of device
[:] health professional

[:] lay user/patient

D other:

Explration date

6. Relevant tests/laboratory data, including dates

DSS

FEB 38 2003

{moiaaytyr)

sy e~ 5
g RECEIVED —
model #
catalog # FEB Z 8 7”“? £

serial # A
lote _ R

it implanted, give date

[muo/duyryr)

If explanted, give date
(mao/daylye

other #

9. Device available for evaluation?

D yes D no e

(Do not send to FDA)
D returned to manufacturer on

7. Other relevant history, including preexisting medical conditions (e.g., allergies.
race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, stc.)

¢ smokin
Falwho

or FAX to:
1-800-FDA-0178

MEDWATCH
5600 Fishers Lane
Rockville, MD 20852-9787

FDA Form 3500 (6/93)

10. Concomitant medical products and therapy dates (exciude treatment of event)

E. Reporter (see confidentiality section on back)
1. Name, address & phone # - T

2. Health professional? | 3. Occupation

e O | Pharmd

4. Also reported to
D manufacturer
D user facility

5. If you do NOT want your Identity disclosed to

the manufacturer, piace an * X " in this box. (] distributor

Submission of a report does not constitute an admission that medical personne! or the product caused or contributed to the event.
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RENDWA TCH

l’ ORTING PROGRAM

¥) ECaSuspectmedicat

2

1. Name (give labeled strength & mirabeler, it k)
#1 TRIPHASIL-28

Approved by the FOA on 0/24/1399

Mir report #

8-99180-072A

UFTD1 report ¥

v =

2. Dose, frequency & route used

3. Therapy dates { if unknown, give duration)

long-term heavy
of pi

da¥s after
suffered a
was provided.

persistent iron deficiency anemia, C

theraYI was not provided. The gat:_ent was given a pack

s in the physician‘s of

12 days the patient took 4 tablets.

which the patient took the tablets is
receiving Tripasil-28 therapy t

stroke and died.

ice,

No

bleeding with her menses resulting in
Concomitant

and over the next
The interval at
own. Twelve
he patient
further information

‘aven oy Bt H?
S EEEMSAAS SN L LA AATT)3) 11 -Tablet 1x per 1 Day, | #112 Day
1.{x] Adverse event [T Product problem (e.g.. Oral
2 Ouicomes attributed 1o adverse event 2 *2
fchack all that appiy) G hisabiiity /
Dg death D congenital anomaty 4. Diagnosis for use (indication) 5. Event abated after use
{mo/dayryn red intervention to prevent 1 UNK stopped or dose reduced
(] we-tnroatening J ;?rjmmhwimdm BT 21 [ Jres [Jpo ﬁn't
(] rospiatzaton-inialor protonged v
& - [ otner "2
recov doesn't
3. Oata of 4. Date of this '2[]y“ Ej““ ety
ovent UNK g repon 6. Lot # (if known 7. Exp date (i
e 1 o I p 11/23/1999 ST ) ”E.xp a (it kowr) — —_
5. Describe event or problem reintroduction
STROKE. Information has been received from an doesnt
attorney, regarding an unidentified female patient 52 02 #1[Jyes o apoly
{age unspecified) who had been prescribed Triphasil-28
therapy (dates unspecified), Medical history included

drug

9. NDC # - lor product problems only (f known)

12O O %

10. Concomitant medical products and therapy dates (q:cludo treatment of event)

WYETH
St.
Karel

1. Contact oifice - name/address

IEmanafact;

LABS (RA)

170 Radnor Chester
Davids,

PA 135087
Ph.D.

NGV

F. Bernady,

Yy data, includi

Q dates

8. Relevant tostat
None Provided.

4. Date received by manufacturer
{ma/day/yr)

06/22/1999

6. It IND, protocol #

7. Other relevant history, inchuding preexisting medical conditions
(6.0, aftergies, race. pregnancy, smoking and alcohal use. hepetic/renal dyslunction, etc.)
OTHER MEDICAL HISTORY:

Long-term heavy bleeding with her menses and
persistent iron deficiency anemia.

7. Type of repont

[ s-oay
"] 10-cay [X]periodic
[x] initias

3. Repont source.
(check all that apply)
a .
o 9 15¢ [ forsen
599 ] s
D ltarature
@ consumenr
_ O s
(ANDA  19-190 D user facitity
INO D company
PLA # ) e
pro-1538 [ yes D distributor
otc (] oo
product yes

[ 15-cay

D follow-up #

——

8. MIr. report number
8-99180-072A

8. Adversa event temnys)
Cerebrovascular accident NOS

Subrmission of a report does ot Constitute an admission that
d Yol, user facility, distdbutor, manutacturer or product

FDA Form 3S00A (facsimise)

Caused or contributed 1o the event.

2. Health prolassional?

D yes

3. Occupation

no

4. initial reporter also
sent report to FDA

O~ O~ @«
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ADVERSE EXPERIENCE REPORT
e oy iiw L REAGTION INFORMATION. ~

7. DESCRIBE EXPERIENCE(S)
THROMBOTIC THROMBOCYTOPENIC PURPURA

Information was received on 08-DEC~2000, from a Literature abstract (Zenut, et al.
Fatal thrombocytopenic purpura: Role of oral contraceptives? Therapie 2000; 55:
Abstract; 42b) concerning a 38 Yr old female patient who had taken thérapy with
TRINORDIOL (0.0SMG LEVONORGESTREL/0. 03MG ETHINYL ESTRADIOL/0.075MG
LEVONORGESTREL/(.04MG ETHINYL ESTRADIOL/0.125MG LEVONORGESTREL/0 . 03MG ETHINYL
ESTRADIOL) (equivalent to Triphasil) for an 18 month duration (therapy dates and
indication were unspecified). Her medication history included prior use of the oral
contraceptive Adepal (levonorgestrel and ethinyl estradiol). Concomitant therapy
included occasional use of TYLENOL (PARACETAMOL) . The patient was casually noted to
have severe thrombocytopenia (10 giga/L). Some time following the initial diagnosis,
the patient was hospitalized. On admission, a clinical examination revealed
purpura, large ecchymoses, cephalalgia and eyeground minor bleeding. A cranial
(cont'd)

13. RELEVANT TESTSAABORATORY DATA
See following page.

T PATIENT 1a. COUN 2.DATE OF BIRTH 2a AGE 3 SEX | 45, EXPEIENGE 8-12. CHECKALL
INMALS Day Month UNITS Day Month | Year QSCFE‘FQSPE IF?&(;QON
Franc 38Yr F

PATIENT DIED

INVOLVED OR
PROLONGED
INPATIENT
HOSPITALIZATION

[:] INVOLVED /
PERSISTENCE OF
SIGNIFICANT
DISABILITY OR
INCAPACITY

D LIFE THREATENING
D NONE OF THE ABOVE

D RECOVERED

. SUSRECT:DRUG(S) INFORMATION,

B, T i

14. SUSPECT DRUG(S) (INCLUDE ACWE SUBSTANCE(S))
st ggbﬂg%l))IOL (0.05MG LNG/0.03MG EE/0.075MG LNG/0.04MG EE/0.125MG LNG/0.03MG EE,

15. DALY DOSE(S) 16. ROUTE(S) OF ADMINSTRATION
# #1 Unknown

20. DIO REACTION ABATE
AFTER STOPPING DRUG?

DYES (] nNO N/A

17. INDICATION(S) FOR USE

21. DID REACTION REAPPEAR

0 AFTER REINTRODUGTION?
18. THERAPY DATES (FROWTO) 19. THERAPY DURATION ] D YES [JNO N/A
¢t Unknown #1 Unknown

Rt "CONCOMITANT DRUG(S) ANDHISTORY . .

AND DATES OF ADMINISTRATION (Exciude those used (o treat event) (DA/MQ/YR)
TYLENOL (PARACETAMOL), Unknown
23. OTHER RELEVANT HISTORY (a.g. diagnostics, allergics, pregnancy with last month of pericd, etc.)
UNK
q p v e > B

IV..ONLY FOR'RERQRTS . SUBMITTED.BY MANUEACTURER - : v

24a. NAME AND ADDRESS OF MANUFACTURER (include Zip Code)

WYETH LABS (RA)
201 Kin? of Prussia
oor

Sixth F
Radnor, PA 19087-5114
/-\\
Local No. 24b. MFR CONTROL NO.
Z NDA 19-9% HQ4722412DEC2000
24c. DATE RECEIVED 24d. REPORT SOURCE
8y D STUDY D CONSUMER
MANUFAGTURER
(¥) UTERATURE ] KERNGAIY

HEALTH
[(J PROFESSIONAL [] LICENSE

DEC 2 8 iﬂg& [:2]5'1 S:ZTPIC;’\RLT TYPE

20-Dec-2000

FOLLOWUP
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ADVERSE EXPERIENCE REPORT

Manufacturer Control Number: HQ4722412DEC2000

Box # 7 - DESCRIBE EXPERIENCE (S) (Continuation)

densitometry was performed and was normal. Laboratory testing revealed hemolytic anemia, the presence
of schizocytes, persistent thrombopenia (without coagulation disorders) and acute renal failure.. In
addition, infectious etiologies and collagen disease were ruled out. The patient was diagnosed with
thrombotic thrombocytopenic purpura (Thrombotic thrombocytopenic burpura). Despite intensjive treatment
which included fresh frozen plasma, plasma exchange and platelet infusions, the patient died on day
twelve of the hospitalization. an autopsy revealed diffuse capillary thrombi involving most organs and
confirmed diagnosis of thrombotic microangiopathy. A copy of the literature abstract is attached.
CANCELED: This case is canceled as it is a duplicate of 8-99182-003A.

Box # 13 - RELEVANT TESTS/LABORATORY DATA »(Continuacion)
Test Name
Date Result R e

Laboratory test abnormal NOS

Autoysy showed diffuse canillgrv thrombi
rovolving most organs and con irmed
diagnosis of thrombotic microangiopathy.

Platelet count decreased
10 gqiqa L

DSS
JAN 0 2 2001

DEC 2 9 2000
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RECEIVED
DEC ¢ 7 2000
<13> oL - . - . = ESS .
Unlque Identifier . _ _ .~ GSSER
2034359 o — . _ N -
Title —
Fatal thrombotic thrombocytopenic bPurpura: Role of oral
contraceptives?
Author b

Zenut M. Lamaison D, Merle P. Souweine B. -Caillaud p°
Institution : o
Centre Regional de Pharmacovigilanc;, BP: 38 - 68001
Source . ) Lo .
Therapie 55(3) :413, Rbgty: 42b, 2000 May-Jun
Meeting Data . i
4th Annual Cengress of French Society of Pharmacology, Rouen, 10-12
Apx -
2000
Abstract -
A severe thrombopenia (10 giqa/l) was casually discovered in a 38
Year- . ) :
old woman. ghe has been for few Yeaxs on oral contraceptives
ADEPAL (R) . '
(levonorgestrel and ethinylestradiol) then TRINORDIOL (R}
(levonorgestrel :
and ethinylestradiol) for 18 months and occasionally acetaminophen.
on R :

admission, ghe Presented with Purpura and lange‘ecchymoses,
cephalalgia o .
and eyeground minor bleeding otherwise clinical examination and

tomodenxitometry were normal. Additional investigation showed
hemolytie ) : T

anemia and the bPresence of.schizocytes, persistent thfombopepia
(without : . < .

coagulation disorders) and acute renal failure, leading to the
Qiagnosisg T

of thrombotic thrombocytopenic burpura (TTP). Diagnostic of
infectious .

etiologies and collagen difiease wag ruled out. Despite intenge
treatment

Combining fresh frozen plasma, plasma exchange, and Platelet infusion
the o .

Patient died on hospital day 12. - Autopsy showed diffuse capillaries

thrombi involving the Mmost organs-ang confirmed the diagnosis of

thrombotic microangiopathy. pue to the lack of other etiologies, the

Tesponsibility of TRINORDIOL (R) (C152) wasg raiged. Nipe cases of

thrombocytopenia wers reported in women treateq by levonorgestrel
implant,

three of whom were hospitalizeq and treated far TTP, one another died

(WYSOWSKI DK and GREEN L., 1995). AdotHer case of TTp has been
mentioned - - : - )

in a 1¥ 814 girl on low dose oral progestatives (CATILLARD S., 1998).

DEC 29 2000

Wil

DSS .

JAN 0 2 2001
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAN
=704 MEDICAL PRODUCTS REPORTING PROGRAM
A. Patient information

1. Patlent inltiala |2, Age at time 4. Welght
ofevent: 34 years bs
or
| ‘ Date or

Page 1 of 2

Approved by FOA, Oct 151 1993

Facsimile FDA Form 3500A [Wirrepor s
Printed by 00/01147-GBD
BERLEX Laboratories UF/Dist repart #
Wayne, NJ
FOA Use Oniy

C. Suspect medication(s)

1. Name (give labeled strength & mirAabeler, if known)~ i
#1 MIRENA (levonorgestrel) ?

. to IND 22,697. The initial case was submitted
;on 24 Jul 00 (serial no. 056); follow-up #1 on
23 Aug 00 (serial no. 061) ; follow—up_ #2 on 15
Sep 00 (serial no. 068J; follow—up #3 on 2470ct
00 (serial no. 081): and follow-up #4 on 03 Jan
01 (serial no. 092).

-Based op additional jinformation received
St-approval, this case was determined to be
reportable to the Mirena NDA (21-225).

Physician‘s report via sales rep on 20 Jul 00
and phone call on 21 Jul 00:

34 year-old patient who was on Mirena since Aug
99 collapsed in bathroom. Resusitation without
success. Pt died. Autopsy was not performed. No
risk factors. Physician is not informed about
further details. However, although he does not
see any causal relationship to Mirena, he will
send a written report.

Suppl. (16 Aug 00):
<continued>

i in confidence of birth: - i [ male 70 kgs | {#2 A ;
B. Adverse event or prOdUCt prob|em 2 Dose, frequency & route used 3. Thau‘gaaic_:‘ﬁl, unknown, give duralion) 5
1.|x] Adverss event and/or [(JProduct probiem s.g., (defects/maltunctions) | |#1 <continued> #1 238 days 1
2. Outcomes sttributed to adverse event 82 PP T
{check alf that apply) [ disabitity
4. Diagnosls for use (indicalion) §. Event abated after use
death [J conganitat anomaly #1 Contraception stopped or dose reduced
_ fdd Mon D required intervention 1o prevent doesn
life-threatening permanent impaiment/damage " # [ Jyes[Jno apply
Kzation - Initial | d other:
hospitalization - initial or pro onge D e 6. Lot # (if known) 7. Exp. date (it known) #2 D yes DM Dmﬁ;ﬂ
3. Date of 4, Drto of
| “event 10 Apr 2000 this repot 24 Jan 2001 #1 Unknown M 8. Event reappeared after
{6d Mon yyyy) {dd Mon yyyy) reintroduction
§. Describe event or problem $2 " _ " D ves D no @ ::;lsynl
The initial and four(4) follow-up reports for 9. NDC # - for product problems only (if known)
! this case involving Mirena have been submitted Iz[]yesDno gg:’s;‘t

10. ConcomRant medical products and therapy dales (exch.de treatment of event)
Unknown

G. All manufacturers

8. Relevant tests/laboratory data, including dates
None reported

7. Other relevant history, Including preaxisting medical conditions (e.g., allar-
gies, race, pragnancy, smoking and alcohol use, hepatic/renal dysfunctions, eic.)
Patient has asthma in history, no risk factors,
multipara (2 children), allergy to penicillin.
Ne clotting disorder in known.

Submission of a report does not constitute an
admission that medical personnal, user facility,
distributor manufacturer or product caused or
contributed to the evenL

FDA

FOA Form 1300A (69}

1. Contact office - name/address & miring site for devices | 2. Phone number
{888)237-5394
Berlex Laboratories, Inc. 3. Raport source
300 Fairfield Road (check ail that apply)
Wayne, NJ 07470 x forsign
USA [ study
(Ciiteraturs
{_jconsumer
1 health
4. Date racelved by manufacturer| 5. similar to: X professional
{ad Lon yyyy) (AINDA # 21-225 o
20 Jul 2000 ND# [user taiiy
8. If IND, protocol # PLA ¢ ?emmgsam?ymive
1938 | Jyes gdislribuwf
7. Typs of re, ather:
{check ail lm{‘apply] gggud D yes
D 5-day E} 15-day 8. Adverse event term(s)
EMB PULM
[(J1oday [Jperiodic THROMBOPHLEB DEEP
(xJinttial  [Jtollow-up # ggu" 'TU Limzas'r
9. Mtr. report number
00/01147-GBD

E. Reporter

1. Name, address & phone #

DSS
JAN 2 6 200

Country of origin: Germany

2. Health protessional? | 3. Occupation 4. Initial reporter slso
sant report ta FDA
X! Physician 83 [X[no unk
(yes DM Y 1AM O & 7Q¥ D
J7‘| ¥ ~ W L OYT



Individual Safety Report
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Continuing Page

B.5. Describe event or problem -

Gynecologist’s written report:
Patient suffered from cardiac arrest in WP . ratient died.
No further information obtainable.

Suppl. (11 Sep 00):

Phone call with the reporting physician: There is no evidence for extrauterine pregnancy and
abdominal bleeding in this patient. The patient probably died due to a cardiac event.
Unfortunately no autopsy was done.

Suppl. (18 Oct 00): .

Phone call with reporting physician. Physician spoke to patient’s sister who told himr that
patient‘s mother was with the patient when the event occurred. It was said that pt developed
"convulsions”. There were no signs of an ectopic pregnancy.

Suppl. (20 Dec 00):

Report from the emergency physician and written report from the hospital (department of
internal medicine). Emergency physician was called on (NN “hen emergency physician
arrived husband had already perfomed CPR for 15 minutes because of apnea/ difficult breathing.
An intubation and a defibrillation (due to ventricular fibrillation) were performed. Patient
received 1 ampoule of adrenalin via tube and § ampoules adrenalin i.v.. Red scum was discharged
cut of the tubus. No spontaneous breathing could be observed. For a short time pain reaction
was still present. A buffering was performed with sodium bicarbonate and 50 mg Dopamine were
applied i.v. Only little cardiac reaction to continued CPR with deformed ventricular complex.
Due to dilated pupils, no RR and no cardiac rhythm CPR was stopped.

Patients husband refused an autopsy.

Husband said that an attack of asthma is unlikely. As the patient was already dead when she was
admitted to the hospital no lab data or other investigations were done.

Diagnosis: suspected fulminant pulmonary embolism due to thrombosis of pelvic vein.

Suppl. (16 Jan 01):

Phone call with gynecologist to get further information.

No clotting disorder is kaown in this patient and in patient‘s sister.

Suppl. (17 Jan 01):

Phone call with internist to get further information. Deep vein thrombosis as well as pulmonary
embolism are only tentative diagnoses, unconfirmed by any investigations, based solely on the
clinical symptoms. -

Further information will be requested.

C. Suspect medication #1

C.2. Dose, trequency & route used
0.02 mg intra-uterine IUS

DSS

JAN 2 B 200

Submission of a report does not constitute an .,

FID A admission that medical personnel, user facliity,
distributor manutacturer or product caused or A
FDA Form J300A (6493} contributed to the event. VA-'] 2 [UU]
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

3. Sex
female
[Jmaie

45 years

Unknown

Approved by FDA, Oct 196
Facsimile FDA Form 3500A [Wirmpors 150, 196
Printed by 01/00393-GBD
LEX Laboratories UF/Dist report 2
Wayne, NJ -

Page 1 of 2

C. Suspect medication(s)
1. Name (give labeled strength & mfriabeler, if known)

#1 MIRANOVA (levonorgestrel, ethinylestradiol)

2

—_—

prior to intake of Miranova.
for three weeks in Jan 01 due
problems, Gynecologist saw the

(the same value
did not have a varicosis.

suddenly while teaching in school,

five years. Pt had a history of hypertension
Pt could not work
to cardiovascular

150/ 90 mm Hg
as it was the Years before). pt
Some days ago pt died
Physician

2. Doge, uency & route used 3. Therapy dates (if unkn , Qive durali
B. Adverse event or product problem frequency o (o ek e URKNOWR, Give diration)
1. [x] Adverse event and/or [TJProduct probiem ®-0- (defecta/malfunctions)| 141 1 coated tablet P.O. #1 1996 - approx. 5 years
2. Outcomes attributed 1o adverse esvent ©2 ”
{check all that apply) [(Jdisabisty -
4. Dlagnosis for use (indlcation) S. Event abated after use
{x]death 2001 [Jcongenital anomaty stopped or dose reduced
#1 Unknown
. {ad Mon yyyy) D required intervention to pravent doasnt
["]te-tweatening permanent impalment/damage .2 . 1 Jyes[Jno epply
hospitallzation - initial o longed ther: -
U rerolonged [ Jother. 6. Lot # (i known) 7- Exp. date (4 known) | #2(_Jyes [Jno (] So0sn
3. Date of 4. Date of #1 Unknown 1
t 001 thi port 6 001 8. Event reappeared efiac
(o Mon yyyy) 200 mamym) Bpr 200 reintroduction
2 #2 .
S.D“aibomr?torprobhm '1DYGSDDO D:g;snt
Gynecologist’s report: 8. NDC # - for product problems only (If known) T —de
[ Jyes[ Jno loasn
Pt has been taking Miranova for approximately D Dapp'y

10. ConcomMiant medical products and
Unknown

G. All manufacturers

therapy dates (exclude treatment of ivent)

Pt had a history of hypertension prior to
intake of Miranova,

did not arrange for an autopsy, but pt's 1, Contact office - name/address & mfring site for devices | 2. Phone number
relatives did. At time of event pt was still (888)237-5394
under Miranova. Berlex Laboratorles, Inc. 3. Roport sourcy
. . ‘check t
Pathclogist's report to gynecologist: Autopsy 300 Fairfield Road ¢ anma 1epiy)
results are not clear yet. Pt had a hypertrophy Wayne, NJ 07470 (x]toreign
of the right heart. No embolism and no USA [Dstudy
cerebral infarction could be found. Pathologist Dlilermuve
told the reporting gynecologist that an
intoxication might be possible., Neither [J consumer
gynecologist nor pathologist see a causal (5] heaitn
relationship between exitus and Miranova in 4. Date recelved by manutacturer 5. simiar to: protessione!
i (ad Mon yyyy) (ANDA # 20-860
this pt. 1 [user taciiy
<continued> 26 Mar 2001 IND #
8. Rtbvmwmomory data, inchuding dates 8. It IND, protocol # PLA # - lepresenlal ve
pre-1838 D)‘GS gdc’slrlbuior [}
Diagnostic Investigation: Autopsy was 7-Type of report oG other: 4
performed: No embolism, no cerebral infarction, (chack al that apply) producs [ Jyes — o
Pt had hypertrophy of the right heart. 8. A 1 A3
Intoxication might be possible. () 5-cay [ 15day dvo;c;v;n; ‘";(‘I)»IT -
Suppl. | ) : Autopsy result: acute heart D1D~day [___]pedodic HEAR A RIG &
failure rt because of heart valve hypertrophy ~o
which was not known. Clwitar 5] toliw-up ¢ 1 o
et e —— C’
7- Other relevant history, including preaxisting medical conditions (6.0 aller- | | & Mir- report numbaer
Vs, race, pregnancy, amoking and aicohol use, hepatic/renal dysfunctions, etc.) 01/00393-GeD

E. Reporter
1. Name, adcross & phone #

Country of origin: Germany

lonal? | 3. O th 4. Inltlal §
Submission of a report ot comuu:";“ 2. Heatlth professiona ccupation inkt ropon':r':bs:
]FTDA :dmmﬂxmam' orp&"dﬁaumg' (xlyes [Jno Physician (ves (o [x]unk
nt.

FOA Form 33004 (643)
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM  Page 2 of 2. PO Lo Oty
Continuing Page ]
B.5. Describe event or problem .

ora wratten report not avai e). Autopsy result: acu ai of heart
valve hypertrophy which was not known. No relationship with Miranova,

Case closed.

1002 6 0 ¥dy

—-
Submission of a report does not constitute an

F]:D A admission that medical personnel, user facility,
distributor manufacturer or product caused or
FDA Form 1500A (640} contributed to the event.
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ADVERSE EXPERIENCE REPUH !

L o ‘. REACTION INFORMATION

1. PATIENT 1a. COUNTRY 2. DATE OF BIRTH 2a AGE 3. SEX 4-6. EXPERIENCE 8-12. CHECK ALL
INITIALS Day Month UNITS Oay Month Year :}5522‘;2 IFAIE:-E\CTTOION
- Denmark o oo o 33vr F 20 APR | 2001

7. DESCRIBE EXPERIENCE(S)
PULMCNARY EMBOLISM

Inicrmation was received on 14-JUN-2001 rom the Health Acthorizy via Schering AG
Germény concerning a 33-year-o.d female patieat who had taken therapy with
Micregynern (0.15mg levororgestrel/0. 03mg ethiny. estradiol) (equivalent co Mordec-e)
Izr an unspecified indication. Therapy began in 1997 and eaded on 20- -APR-2001.
Med.cal history was not provided. The dose regimen was - zablec daily. 2t s unknown
if the patient was taking concomitant therapy. The patien:z experienced pulmonary
empolism (pulmonary embolism) on ~ and was hospitalized. Her treatment

was :nspecified. The patient died on oSNNI

PATIENT DIED

D INVOLVED OR
PROLONGED
INPATIENT
HOSPITALIZATION

:] INVOLVED
PERSISTENCE OF
SIGNIFICANT
DISABILITY OR
INCAPACITY

L]

LIFE THREATENING

NONE OF THE ABOVE

13 RELEVANT TESTSLABCRATORY DATA
Nerne Provided.

]
T] RECOVERED

. SUSPECT DRUG(S) INFORMATION

14, SUSPECT DRUG(S) (INCLUDE ACTIVE SUBSTANCE(S))
#1 MICROGYNON (0.15MG LEVONORGESTREL/Q.03IMG ETHINYL ESTRADIOL, TABLET)

20. OID REACTION ABATE
AFTER STOPPING DRUG?

E] YES NO D NA

15. DAILY DOSE(S) 16. ROUTE(S) OF ADMINSTRATION
#1 1 Tablet 1x per 1 Day #1 Oral

17. INDICATION(S) FOR USE

%

21, DID REACTION REAPPEAR
AFTER REINTRODUC™ION”

18. THERAPY DATES (FROMAO) 19. THERAPY CURATION [:] YES [] NO N/A
1 00-UNK-1997 / 20-Apr-2001 1 3 Yr
1. CONCOMITANT DRUG(S) AND HISTORY

22 CONCOMITANT DRUGS AND DATES OF ADMINISTRATION {Exciuds thosa used 10 treat ovent) {DA/MO/YR)

Unknown

RECEIVED

23, OTHER RELEVANT HISTORY (a.g. diagnostics, allergies, pregnancy with (ast month of penod, atc.)
UNK

JUN'1 8 2001
COR/GLE

IV. ONLY FOR REPORTS SUBMITTED BY MANUFACTURER

243. NAME AND ADDRESS OF MANUFACTURER (Inciuda Zip Code) OTHER REFERENCE NUMBERS:

{RA) . " . /
g of Prussia Regularory Authoricy (H2)
01/01322-CDs

loor, .
Racnor, “32A 13087-3114

Local Manketing No 24b. MFR CONTROL NO.
NDA 13-668 HQ2066414JUN2COL
24c. DATE RECEIVED 249. REPCRT SOURCE '
8y (] sTuoy [[] CONSUMER AR
MANUFACTURER REGULATORY
C] LITERATURE AUTHORITY
. PR HEALTH
4-Jun-2000 D PROF:SS!ONAL[: LICENSE
Zata o s repon 25a. REPORT TYPE

153-0un-2001 INITIAL ] FoLowur

(via Scheriny AG) DSS

JUN 19 2001

JUN'T 5 2001
DATE SENT TO FDA




i

A. Patient information
1. Patient Initials | 2. Age at time

3. Sex

4. Welght

ofevent: 40 years . Ibs
— or X | femal

Date emale or
in confidence of birth: Unknown [Jmaie kgs

B. Adverse event or product problem
1. [Z] Adverse svent and/or D Product probiem e.g., (defects/malfunctions)

Page 1 of 2

Aporoved by FDA. Oct. 15in, 1993

Facsimile FDA Form 3500A [Mirrepots
Printed by 01/02166-CDS
BERLEX Laboratories U”Df" repont ¢
Wayne, NJ
FDA Use Onty

C. Suspect medication(s) _ :
1. Name (give labeled strength & mfr/labeler, if known) ,

#«1 MIRENA (levonorgestrel)

#2

2. Dose, frequency & route used 3. Therapy dates (i unknown, give duration)

tromvto {or best sstimase)

2. Outcomes attributad to adverss event
(check all that apply)

[x] deatn
(ad Mon yyyy)
]:] life-threatening

[j hospitalization - initial or prolonged

[ disability

D congenilal anomaly

D required intervention to prevent
permanent impaiment/damage

D other:

3. Date of 4. Date of
ovent Unknown thisreport 20 Aug 2001
(ad Mon yyyy) {0d Mon yyyy)

5. Describe svent or problem
Health professional reports:

A female patient who was already surgically
sterilized and presenting chronic anemia had
Mirena inserted on 20 Jul 01, to reduce
menstrual flow as advised by her hematologist.
Mirena was inserted on the second day of her
menstrual cycle. Since 21 Jul 01 the patient
experienced abdominal pain, vomiting and
diarrhea. Her doctor recommended Buscopan
(escopolamine). On JNEEAEMA the patient
visited her physician. She was dehydrated. An
ultrasonogram was performed. No abnormalities
in the genital area were seen and Mirena was
well positioned. Due to the dehydration the
patient was hospitalized on The
gastroenterologist diagnosed pancreatitis. The
patient experienced some symptoms of
pancreatitis already whilst she was travelling,
before returning for Mirena insertion according
to patients husband.

In the morning of SN the patient died.

Outcome: died

<continued>

#1 0.02 mg intrauterine|# 20 Jul 200. - 27 Jul 2001
2 #2
4. Diagnosis for use (indication) 5. Event abated after use
#1 reduction of menstrual flow stopped or dose reduced
doesn’t
" #1[ Jyes[ Jno (! apply
6. Lot # (if known) 7. Exp. date (f known) | #2 (Jyes([Jno mfft
#1 Unknown Ll 8. Event reappeared after
relntroduction
2 #2 .
- #1 []yes[:]no X ggglsynt
9, NDC # - for product problems only {if known) —_
w2 [] yesr:]no gggrsyn‘t

10. Concomitant medical products and therapy dates (ex:lude treatment of event)
none indicated

G. All manufacturers

6. Relovant tastsaboratory data, including dates
None reported

7. Other relevant history, including preexisting medical conditlons (e.g., aller-
gies, race, pregnancy, smoking and alcohol use, hepatic/renal dysfunctions, etc.)
The patient suffered from chronic anemia.
Before Mirena insertion the patient was
surgically sterilized, had been travelling and

had presented some symptoms of pancreaé‘t'd.
Dovw

AUG 2.2 2000

Submission of a report does not constitute an
sdmisslon that medical personnel, user facliity,
distributor manufacturer or product caused or
contributed to the event.

FIDA

FDA Form }300A (693)

1. Contact office - name/address & miring site for devices | 2. Phone number
(888)237-5394
Berlex Laboratories, Inc. 3. Report source
300 Fairfield Road (check all that apply)
Wayne, NJ 07470 [xltoreign
USA [ study
E] litarature
D consumer
heaith
4. Date recelved by manufacturer] 5. similar to: professional
{od Mon yyyy) (ANDA # 21-225 ) .
7 Aug 2001 ND [: user tacility
8. If IND, protocol # PLA # B D representative
pre-1938 D yes D distributor
7. Type of report oTc E] other:
(check all that apply) product D yes -

8. Adverse event term(s)
PANCREATITIS

[]s-day 16-day

D 10-day D periodic

D Initlat ‘ follow-up # _1
9. Mfr. report number

01/02166-CDS

1. Name, addrass & phone #

Country of origin: Brazil

2. Health professional?

yes [Jno

3. Occupation 4. Initiai reporter also

sent report to FDA

[yes [xlno [ Junk

<continued>

AL 9 v I
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- w4 P Approved by FOA, Oct. 15th, 1993
Facsimile FDA Form 3500A [Murreporta
- BERLEX Laboratories  [UFOatreons
*378 -1-00-02% Wayne, NJ
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page 2 of 2 FOA Use om,l

Continuing Page ‘ : g

B.5. Describe event or problem

Reporters comment: It was a coincidence that the patient presented with pancreatitis during the
use of Mirena.

Suppl. (07 Aug 01): According to initial information cause of death pancreatitis. During the

first day of hospitalization amylase and lipase values were measured which were norp

further information available.

Case closed.

E.3. Occupation
Health Professional

PSS ‘

AUG 2 2 2000 e

Submission of a report does not constituts an
]F]D A admission that medical personnel, user facility,
distributor manufacturer or product caused or
FDA Form 33004 (697) contributed to the event. mic 2 1 nnt
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AINAYIGUAl Darely Ke

LA T

AL vcnoc cAFERIENCE REPORT

do i Ao oo IREACTHONINFORMATION R AR s LRt ISP ORI T
1 PATIENT 2. DATE OF BIRTH 2a AGE 3. SEX 4-§. EXPERIENCE 8-12 CHECKALL
INITIALS Day ey UNITS T Vo T Vaar :SCES‘S’E‘F?EEJTOION
20¥r F 12 SEP 2002
7. DZSCRIBE EXPERIENCE(S) PATIENT DIED

PULMONARY EMEOLISM; Convuls:ons NOS; Blood Pressure decreased
INVOLVED OR

Information was received on 13-SEP-2001, from a healthrare professional concerning a PROLONGED
z0-year-old female patient. The patient’s concurrert history included r21d obesity INPATIENT

encd mental disorder NEC. Therapy with Rlesse-28 (0.1img levonorgestrel/0.02mg HOSPITALIZATION
ethinyl estradiol/inert) (tablet! for contraception NOS began in MAR-200.. The dose D INVOLVED S
regimen was one tablet daily. Concomitant therapy included Effexor XR (venlafaxine PERSISTENCE OF
nydrochloride)}, Topamax (topiramate), Flonase (fluticasore propionate), Clozaril SIGNIFICANT
(clozapine), Clonazepar and *Serequil‘. The patient experienced a seizure mg:g&&moa
{convulsions NOS) on ¢ENENSESEEES 2nd was taken to the hospizal. The follcwing cay

her blood pressure dropped (blood pressure decreased) . Subsequerntly, the patient D LIFE THREATENING

die¢ on GNENEEEENER. »According tc the coromer, the cause of death was 2 pulmonary

embolism (pulmonary embolism) .
D NONE OF THE ABOVE

13. RELEVANT TESTSAABORATORY DATA D RECOVERED
None Provided.

14, SUSPECT DRUG(S) (INCLUDE ACTIVE SUBSTANCE(S)) 20. DID REACTION ABATE

41 ALESSE-28 (LEVONORGESTREL/ETHINYL ESTRADIOL/INERT, TABLET) AFTER STOPPING DRUG?

15. DAILY DOSE(S; 16. ROUTE(S) OF ADMINSTRATION D YES D NO N/A

#1 1 Tablet 1lx per 1 Day #10ral

17. INDICATION(S; FOR USE 21. DID AEACTION REAPPEAR

s1 Contraception NOS AFTEFR REINTRODUCTION?

18" THERAPY DATES (FROM/TO} 19, THERAPY DURATION D YES [JNO N/A

t1 00-Mar-2201 / 00-UNK-200> #1 Unknown

(R it Vv . CONCOMITANT DRUG(S), ANDHISTORY . ..
22. CONCOMITANT DRUGS AND DATES OF ADMINISTRATION (Exclude those usad 10 Teal event) (DA/MO/YR) {cont'd)
EFFEXOR XR (VENLAFAXINE HYDROCELORIDE), Unknown

TOPAMAX (TOPIRAMATE), Unknown

FLONASE {FLUTICASONE PROPIONATE), Unknown

CLCZARIL (CLOZAPINE), Unknown

23. OTHER RELEVANT HISTORY (a.g. diagnostics, allergics, pregnancy with last month of oeriod, alc.)
CONCURRENT CONDITIONS:
Obesity; Mental disorder NEC

IV. ONLY'FOR REPORTS SUBMITTED BY MANUFACTURER ... .. . .. Goin Lo

242 NAME ANC ADDRESS OF MANUFACTURER (Incude Zip Code) OTHER REFERENCE NUMBERS.
'%I‘::T}}éixla‘gzagf(gﬁdssia Healthcare Professional (Wyeth-Tanada) - 2001-486
Sixth Floor
Radnor, 2?A 19087-5114
— v
_ocal Niarkeeed Na. 245, MFR CONTROL NO.
#1 ND2 zo-@) HQ5992414SEF2001 90 200
24c. DAE_RE 24¢. AEPORT SOURCE SEP 2
BY [J sTuoy () CONSUMER 5 -
MANUFACTURER REGULATORY D
D LITERATURE D AUTHORITY
. HEALTH 4
13-Sep-20C: PROFESS'ONALD LICENSE SEP Z x 200 SEP ] 9 2001
Date of wis repor 25a REPORT TYPE A
19-Sep-2001 [X] INITIAL [ FoLLOwWUP DATE SENTTOFD. _J

-
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Manufacturer Control Number: HQ59924145EP2001

Box & 22 - CONCOMITANT DRUGS AND DATES OF ADMINISTRATION
CLONAZEPAM (CLONAZEPAY), Unknown

(Continuation)
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Jividual daret Report Reésya o, Inc.
For use by user-facilitiea, . FOA Facsimbe Approvat 30-JUN- 1999
MANDATORY reporting USA-2002-001670

*3 -9-00-01» Berlex Labocatori UFORL repent &
THE FDA MIDICAL PRODUCTS REPORTING PROGRAM Page1 of§ FOA Use Oriy

C. Suspect medication(s) . - - -
1. Name (give labeled strength & mitAabeler, if inown)
*#1. Levlite 21 or 28(LEVONORG (continued)

A. Patient informatio:;

1. Patient identifior 12. Age ot time
S ovent 41 Years
or

Duta

2
of birth:
. 2. Dose, frequency & route used 3. Therapy dates (if uninown, give duration)
et T L e T gy dtes|
#1,
1.[x]Acverse event  andior [[] Product problem (e.g., defects/malfunctions) #1. UNK, UNK, UNK UNK
v2 "2
2 Qutcomes attributed to sdverse event 4. Diagnosis for use (Indication) &Ev.n(lb.hdlhfuu‘
{chack all that apply) [Jdisabiiey . stopped or dose reduced
. UNK doeartt
[x] deatn UNK [(J congenitar anomaty 2 #1. [Jye O [x] wey
Ve
ife-threate red Intervention to prevent 8. Lot # (i known) 7. Exp. date (if known) Soenr
DM ing memnmf:knpa(mmnuamag- » - ¥2 Dyns D"‘ Dm
[x] hospeatization - tiat or protonged [ Jother: z n.‘ 8 Event reappaared aftar
# reintroduction
doosmt
az':m K «3;:"0;“ 08/07/2002 9. NDG # - for prodtuct problems only (if known) 81, [:] yos O [x] sppy
bl ownddd : TR e
& Describe event of problem . #2 [Jve [Jre [ ww
embolus in the right main pulmonary artery (fatal Imonary 10. Concomit dical p and therapy datos (xclude treatment of event)
embolism] o P (Rl [TYLENOU EXTRA-STRENGTH UNK to UNK

‘o . . [FERROUS SULFATE (FERROUS SULFATE) UNK to UNK
inferior vena cava thrombus(Inferior vena caval obstruction] leoutinued in additional info section...

focal nodular hyperplasia in the liver[Focal nodular hyperplasia]
uterine leiomyoma-associated thrombosis[Uterine fibroids)

'G. All Manufactuters -

antiphospholipid antibody syndrome[Antiphospholipid syndrome] Y ——— )
abdominal pain[Abdominal pain NOS] Berlex Laboratories +1 8882375394
nausea[Nausea]
diarthea[Diarrhoea NOS) 6 West Belt % Report source
diffuse abdominal tenderness on the right[Ademina; tenderness) Wayne, NJ 074706806 UNITED STATES (check xil that apply)
dysfibrinogenemia[Acquired dysfibrinogenaemia] [ torsign
. [ sy
Case Description: ] teaire
Literature:
4 st receved b a
. . P . . B Y S healh
continued in additional info section... manufacturer (ANDA®  NDA 20-860 0| prolassional
072612002 IND 3 O wer tacty
6. K IND, protocol #
6. Relovant lestsAaboratory data, including dates PLAS O roreicn
al data, including

#1 Prothrombin time 15,55 (11.5s to 15.0s) ' "1 17 Typa of report pre-1938 ] you 0] asviounr

#2 Activated partial thromboplastin time 34s (23s to 36s) (chack wil that apply) oTc res {7 cther:

#3 Intemational normalized ratio 1.21 [ 6oy [ 16cay product

4 Hepatitis pancl pending [ 1ocey [ petoac 8. Adversa event term(s)

#5 Urinalysis , Moderate Streptococcus viridans Pulmonary embolism, Inferior vena caval obstructioa,

#6 Stool (continued) [dows [Jekovsw¥  IFocal sodular hyperplasia, Uterine fibcoics,

continued in additionzl info section... S, MIr. report number continued in additional info section...
7. Othar relevant histary, Including preesdsting medical conditions (6.9, sllorgies, USA-2002-001670

race, pregnancy, smoking and sicohol use, hepatic/renal dysfunction, etc.)

#1 Historical Condition, Anaemia NOS (cantinued) E; Initial reparter .
#2 UNK Historical Condition, (continued)
#3 UNK Historical Condition, (continued)
#4 UNK Other, (continued) e e ——

continued in additional info section... NN UNTTED STATES AUG 0 9 2002

Submission of a report does not constifute an admission that
m medical personnel, user facility. distrbutor, manufacturer, or

—— . product causad or cantributed to the event. DSS Eycn D "
AUG 1 3 20p

2. Health professional 7 3 Occupation 4. Initia! reporter also
Professor / Faculty member | 3t report o FDA

O O= R

O7-AK-2002 14:00:07



-0 caused or contributed ta the event. USA-2002:001670
- - UFIlat. lepont

' inNgivigual darelty Kepory
i bmission of a repol
i sdmission that medical personnel, user us. .
8161 l ') Lllv‘.ndstlm.nmmmgpmd,d Wﬁ%‘”ﬂ;ﬁ"ﬁ:
: * - -02%

- {continued)

Page2 of 5 FOA Use Only

Attdi,ﬁonallnfor‘matiom; B
B5. EVENT DESCRIPTION (cont.)

"Vena Cava Thrombus and Fatal Pulmonary Embolus’

A 41 y.o. African-American female with a history of dysfunctional blecding attributed to a history of uterine leiomyomas and heterozygous for
Arg506GIn mutation of the Factor V gene (Factor V Leiden mutation), on Levlite for an unspecified amount of time and indication
experienced abdominal pain, fullness in her lower extremities, nausea, and diarrhea for about 7 days duration.

She was admitted to the hospital (date unspecified) and physical examination was remarkable for tachycardia (heart rate =120), diffuse
abdominal tenderness on the right, a palpable liver mass | cm below the costal margin, and +1 lower extremity swelling bilaterally. On the
second day of hospitalization she experienced a sudden onset of dyspnea with a respiratory rate greater than 40, which rapidly progressed to
apnea. She was intubated and progressed to asystole. Attempts to resuscitate failed, and she died.

An autopsy revealed a thrombus in the inferior vena cava and an embolus in the right main pulmonary artery, which caused the patient's
sudden apnea and death. Postmortem examination of routine sections from the lung revealed both recent and remote, organized
thromboembolia. The presence of older organizing thrombi may indicate an angoing, chronic process and suggest a hereditary or acquired
biochemical mechanism of long-standing duration. Further analysis of the postmortem gross examination and laboratory results yielded 6
possible explanations as a cause for the patient's thrombosis that led to her sudden death: (1) focal nodular hyperplasia in the liver; (2) uterine
leiomyoma-associated thrombosis; (3) the antiphospholipid antibody syndrome; (4) dysfibrinogenemia; (5) aral contraceptive use; and (6) the
Factor V Leiden mutation.

Reporter's comment: Inferior vena cava stenosis and thrombosis have been implicated with oral contraceptive usage, which provides plausible
explanation of the patient's thrombotic event. We believe that more than one of the identified risk factors contributed to the patient's
hypercoaguable state. The possibility exists that the thrombus in the inferior vena cava may have been directly caused by the oral
contraceptives with the remaining identified risk factors enhancing the hypercoaguable effect of the oral contraceptive,

AUG 0 9-2002

DSS

AUG 1 3 200

07-Au3-2002 14:00:07



Berlex Laboratories

Submission of a report does not constitute
mcuvmual safot - ""'"m W pedh U3 OALTIRN FrEA NN e seRaces
UF/OnL Nipent 8
61641- e Page3 of § FOA Use Only
B6. LABORATORY DATA
#  Date Test/ Assessment / Notes Results Normal High/ Low .,
6 Stool
No ova or parasites; Clostridium difficile negative
7 AST (SGOT) 65 UL 42U/L
10 U/L
8 ALT (SGPT) 138 UL, 33UML
TUL
9 Hemoglobin 8.0 g/dL 16.1 g/dL,
12,0 g/dL
10 Hematocrit 28.5% 48.0%
36.0%
11 Thrombin time 100.0s - 10.7s
8.9s
12 Antithrombin Il 0.92 U/ml 1.29 U/ml
0.95 U/ml
I3 Anti-phospholipid: IgG 2GPL 11 GPL
0 GPL
14 Anﬁ-phospholipicL: IgM 5 MPL 13 MPL
‘ 0MPL
15 Anti-cardiolipid: IsG 10 GPA
<25 GPA
16 Anti-cardiolipid: IgM 4 MPA
<10 MPA
17 Anti-cardiolipid: [gA JAPA
<l? APA
18 Anti-phosphatidyserine: IgG 20 GPS
<10 GPS
19 Anti-phosphatidyserine: IgM 17 MPS
<26 MPS
20 Anti-Beta2GPL: IeG 38GA 9SGA
0 SGA
21 Anti-Beta2GPL: IeM 9 SMA 26 SMA
0 SMA AUG 0 9 2d
2 Anti-Beta2GPI: IgA 7 8SA 19 SA
0SA
23 LAC screening (DW ratio) No Clot
DSS s
AUG 1 3 2002

O7-A-2002 14:00:07



thaiviouai Sate rt ) s Berlex Laboratories
lty, distributer, manufacturer or product Fl—-.m" Y D _h%
P 1-9-00-04% caused or contributad o the event USA-2002-001670
- —_— - -— —_ UF/Oist. repeit §
(continued)
Page 4 of § FOAUSe Oy
24 Hexagonal phospholipid No Clot
8s r
25 Lp(a) 4.0 mg/dL 36.3 mg/dL
8.9 mg/di,
26 Reptilase time 12.2s 21.88
' 13.63
27 Fibrinogen 439 -mp/dl, 450 mg/dL ’
180 mg/dL
28 HPIA 0.1 0.5
0.0
29 TAT 74.9 25
. 1.3
30 D-DIMQ 70 0.3
0.0
31 Factor V Leiden Arg506Gln - Heterozy
ArgS06 - Hamozygous
32 Factor II Leiden G20210 - Homozygous
G20210 - Homazygous
33 Methylenetetrahydrofolate reductase C677 - Homozygous

B7. OTHER RELEVANT HISTORY

C677 - Homozygous

#  Start/Stop Dae  Condition Type / Condition Notes
UNK Historical Condition chronic anemia
Ongoing Anaemia NOS
2 UNK Historical Condition - history of uterine leiomyomas
Uterine fibroids )
3 UNK Historical Condition attributed to a history of uterine leiomyomas
Dysfunctional uterine
bleeding
4 UNK Other
one full term pregnancy at 31
years of age
5 UNK Family History .
Diabetes mellitus NOS
6 UNK Family History
Hypertension NOS
7 UNK Family History
Coronary artery discase NOS
8 UNK patient is heterozygous for Arg506Gln mutation of the Factor V gene (Factor V
Ongoing Factor V deficiency Leiden mutation)

AUG 0 9 2002

DSS

AUG 1 3 200,

07-Au0-2002 14:00:07




1Nai1vicual Satety Keport o oot nct e Berlex Laboratories
acility, distributor, manufacturer or product "pos E
caused of contributed t tha event. USA-2002-001670
* 641-9-00-05¢ UP/Giat. Napert §
{continted) D R )
PageSofs FOA Usy Oriy
Cl. Name (cont.) )

Suspect Medication #1: Levlite 21 or 28(LEVONORGESTREL, ETHINYLESTRADIOL) Coated tablet
C10. CONCOMITANT MEDICAL PRODUCTS

COMPAZINE (PROCHLORPERAZINE EDISYLATE) UNK to UNK
TETRACYCLINE (TETRACY CLINE) UNK to UNK

G3. Report source literature description

Journal: Laboratory Medicine

Author:

Title: Vena cava thrombus and fatal pulmonary embolus
Volume: 33 Year: 2002 Pages: 553-555

G8. ADVERSE EVENT TERMS (cont.) . .
Antiphospholipid syndrome, Abdorninal pain NOS, Peripheral swelling, Nauses, Diarrhoea NOS, Tachycardia NOS, Abdominal
tenderness, Acquired dysfibrinogenaemia -t

AUG 0 92002

DSS

AUG 1 3 2002

07-Au-2002 14:00:07




Page 1of 2

ML

m CUIVAI Uiy~ —  —

=

i I %4 AR

ADVERSE EXPERIENCE REPORT 1

4-8. EXPERIENCE ONSET

"‘ZHU@*KMUUZ

1. PATIENT 15. COUNT, \ 2. DAYE OF BIRTH
INTAL Day Month | Year UNITS Day Month Year

APPROPRIATE TO
ADVERSE REACTION

Denmark ‘ & - 30Yr F 14 JAN | 2002 CDR/CDER

7. DESCRIBE EXPERIENCE(S)___—

CEREBRAL INFARCTION; Carotid artery thrombosis; Convulsions NOS

Information was received from a regulatory authority (hp), via Schering AG,
concerning a 30-year-old female patient. The patient's concurrent history included
depression.’ and she was a heavy cigarette smoker. Family history included a
disposition for cardiovascular diseases. Past medication history included Mercilon
(desogestrel/ethinyl estradiol) for 4 months in 2000. Therapy with Triquilar (0.05mg
levonorgestrel/0.03mg ethinyl estradiol/0.075mg levonorgestrel/0.04mg ethinyl
eastradiol/0.125mg levonorgestrel/0.03mg ethinyl estradiol) tablet, Triphasil and
Fironetta equivalent, for bleeding disturbances began on 28-8EP-2001 and ended on
27-DEC-2001. The dose regimen was 1 tablet daily. Concomitant therapy included
Cipramil (citalopram hydrobromide) . On an unspecified date, cholesterol tests
revealed nothing abnormal. On 14-JAN-2002, the patient experienced acute left-sided
paralysis and convulsions (convulsions NOS) which progressed to complete right media
(cont'd)

PATIENT DIED

(J INvOLVED OR
PROLONGED
INPATIENT
HOSPITALIZATION

(] NvoLveD
PERSISTENCE OF
SIGNIFICANT
DISABILITY OR
INCAPACITY

[] LIFE THREATENING

[ NONE OF THE ABOVE

13. RELEVANT TESTS/LABORATORY DATA
See following page.

[J RECOVERED

TYENCTRY

T oy

S 0SPECTIBRUG(S) INFORMATIONERE,

B oy e

ol

£t

14. SUSPECT DRUG(S) (INCLUDE ACTIVE SUBSTANCE(S))
#1 TRIQUILAR (LEVONORGESTREL/ETHINYL ESTRADIOL, TABLET)

20. DID REACTION ABATE
AFTER STOPPING DRUG?

15. DAILY DOSE(S) 16. ROUTE(S) OF ADMINSTRATION
#1 1 Tablet 1x per 1 Day #1Oral

[Jyes [Jno [X] na

17. INDICATION(S) FOR USE
#1 Menometrorrhagia

21. DID REACTION REAPPEAR
AFTER REINTRODUCTION?

18. THERAPY DATES (FROM/TO) 19. THERAPY DURATION
#1 28-8ep-2001 / 27-Dec-2001 #¥1 91 pay

Oves [Jno [X] na

SR ONEOMITANT DRUG(SFANDHISTOR:

22. CONCOMITANT DRUGS ide those ussd (o treat event) (DA/MO/YR)
CIPRAMIL (CITALOPRAM HYDROBROMIDE) , unknown, 01-May-2001 / UNK

23, OTHER RELEVANT HISTORY (a.g. diagnostics, allergics, pregnancy with last month of periad, sic)
CONCURRENT CONDITIONS:
Depression NEC; Cigarette amoker

_W.ONLY-FOR REPORTS SUBMITTED BYMANUFACTU

242 NAME AND ADORESS OF MANUFACTURER (include Zip Code) OTHER REFERENCE NUMBERS:
WYETH LABS (RA) Regulatory Authority (HP)
201 King of Prussia
Sixth Floor
Radnor, PA 15087-5114

Local Marksting No. 24b. MFR CONTROL NO.

Bl NIA 19-192/ HQ3635207AUG2002
24c. DATE RECEIVED 4d. REPORT SOURCE
By {7 sTupY [ consumer
MANUFACTURER REGULATORY
. }:';i?‘: URE [ AUTHORITY
07-Rug-2002 PROFESSIONAL [X] LICENSE
Date of this repart 25a. REPORT TYPE
14-Aug-2002 [x] INmIAL (] FoLLowur

- SAG-2002-001624

ey ,," f—\
|

AUG I 6 299

r

ANG 1 4 2002

aUG 1 SORSEENTTOFDA
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VERSE EXPERIENCE REPORT |

Page

Manufacturer Control Number: HQ3635207AUG2002

Box # 7 - DESCRIBE EXPERIENCE (S)

infarction. (cerebral infarction) with ocedetia
carotis interna (carotid artery thrombosis).
event. Autopsy results ghowed a fixed big thr
arteriosclerotic wall changes, a clot mass in

(Continuation)

and “incarceration*

ombotic mass in the
the left carotis,

and a thrombotic mass in the right

MR 25 a result of the advexge

right carotis interna, mild
and other vessels of the brain were

normal.
4
Box # 13 - RELEVANT TESTS/LABORATORY DATA {Continuation)
Test Name
Date Result Normal Range:
Blood cholesterol
normal -

AUG 1 5 2002
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DATORY reporti SAG-2002-0076
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Pagelof2 DA Use Oy

A. Patient information C. Suspect medication(s)
1. Patient identifier [2. Age at time . . 1-NIMO(9Mhbdndlmnqm&nﬁrlhbohr.ﬂlmom)

LAY Mincna(LEVONORGESTREL) (continued)

$2

2. Dosa, frequency & route uged 3. Therapy dates (I unknown, give duration)

RS (or Bt ey

B. Adverse event or product problem

1[f] Adverse event  andor [ Product prodlem (e.g.. defectsimattunctions) *1 20 pp. (continued) " 0718/
(X2 "2
2. Outcomes attributed to adverse ovent
4. Dia for Indicatii 5. Event abated
{check all that apply) [ disabitrty onosis for use (i o) stopped or mi."‘&b‘z‘e.d
# 1. Menorrhagia / contracepti doeant
(o __ SN ] eoooots soma T —— T Y8 o
required intervention 1 prevent 6. Lot # (if known 7. Exp. date (¥ known)
D Iih-mfaatenhq Dp«mment lmpalrmsnvdanugo . UP:K ) P ‘EprNl( LES D yea D ad D :: "
D.. phakzation - Infial or projonged DW ; - '1' 8. Event reappeared after
2 raintroduction
3. Date 4, Date of dooan’t
Ow 071182002 ol 02/19/2003 9. NOC # - for product problems only (Fkaown) 9 1. [] yea [T 0o [x] wetr
oty L] 2 ““-w“—
S.Dnabowomorpmblom DY-DM DM
fatal pulmonary cmbolism[Pulmonaxy cmbolism] 10. Concomitant medical products and theragy dates (exciude treatment of event)
— INT
Case Description:

A health professional reported: A female patient had Mirena inserted in
the indication contraception in 1999. She died suddenly. Exact cause
unknown. Pulmenary cmbolism or cardiovascular accident?

l.Ca:’uct office - name/address (& miring site for devices) 2, Phone number
Berlex Laboratories
Suppl. (13 Feb 2003): A 42-year-old female patient, not oversei +1 8882375394

but a heavy smoker, had levonorgesuel (Mirena) inserted on the 24 Jul =
2000, in the indication perimenopausal menorrhagia. 6 West Belt Ew’
Wayne, NJ 07470-6806 UNITED STATES < Ghock al that appiyy~,

She died on the An autopsy was performed and the b e ZaF

recorded cause of death was pulmonary embolism. [ reer -
g |
4. Dats received by S, heakh
manuiaciurer {AINDA# NDA 21.225 pomesionds
02/11/2003 INO # [ umer taciny
8. 1t iND, protocal #
PLA® reprasantafive
6. Relovant testa/laboratory data, ncuding Gates ;
NI 7. Typo of report pre-1938 [ yes 0 st
(check all that apply) orc.. Ores [ other:
0O scev [ 15cay product
8.
D Today D Adversa avent m:m(s)
Pulmonary embolism
O[] tosowsos 1
9. Mfr, report number
7 Gther relevant hstory, including praexisting madical conditons (a.9. alforgien, SAG-2002-007615
FBCa, pregnancy, smoking and aicohol uge, hepatic/renal dystunction, otc)

#1 UNK, Concurrent Condition, Smoker (heavy smoker)
#2 UNK, Concurrent Condition (no overweight)

E. Initial reporter
1. Name & addreas

Name and address withheld. ‘/q
Submission of a report does not constitute an admission that T
medical personnel, user facility, distributor, manufacturer, or 2 Hoaith professional ? | 3. Occupation ) , 4
product caused or contributed to the event. Health Care Professional
[)a yos D no
35004 - Facuirnile

B2 0 o5 .

19-Feb-2003 16.06:28



‘s“f‘_t Red - = = = — = Wnofa report does not BedexLaboratoﬂes
" Individu are

@ ision that medical personnel, user W 13
T stributor, manufacturer or product
\mm “U ma‘ ﬂ ﬂ 1d or contributed 10 the event,
W
~L!

SAG-2002007615
UF/Olul. report §
00-02

Page2of 2

lDAUuCNy
Additional Information . . ’ o

»

C1. Name (cont.)
Suspect Medication #1; Mirena(LEVONORGESTREL) IUS

C2. Dose, frequency & route used (cont.)
Suspect Medication #1: 20 #g, cont, Intra-uterine

FEB 2 0 J0pg DSS

FEB 21 2003

19-Fab-2003 16:06:28
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ADVERSE EXPERIENCE REPORT '

i | 2 i E: . {REACTION INFORMATION i, - s
1, PATIENT 3 COUNTRY \\ 2. DATE OF BIRTH 2. AGE 3.5eX | 46, EXPERIENG] CHECK ALL
WNITALS ,' - UNITS APPROPRIATE TO
- , Oay - | Month | Year Day | Month | vear ADVERSE REACTION
\ United Kingdom 31¥r F 00 JAN | 2003
7. DESCRIBE EXPERIENCE(S) P PATIENT DIED

MYOCARDIAL INFMON’TL’I‘.T:MYOCARDIAL INFARCTION) ; Thrombosis (LLT: Thrombo
Atherosclerosis (LLT:Atherosclerosis)

sisg);

INVOLVED OR

(LLT = Lowest Level Term] PROLONGED
‘ INPATIENT
Information has been received from a regulatory authority (HPp) concerning a HOSPITALIZATION
31-year-old female patient who wasg a cigarette smoker. The patient's concurrent D INVOLVED /
illnesses included atherosclerosis and obesity. Therapy with Microgynon (0.1Smg PERSISTENCE OF
levonorgestrel/0.03mg ethinyl estradiol tablet; equivalent to Nordette) for oral SIGNIFICANT
contraception began on 6-JAN-2003 and ended on 13-JAN- 2003. The dose regimen was 1 DISABILITY OR
tablet daily. It is unknown if the patient was taking concomitant medication. The INCAPACITY
patient experienced a myocardial infarcrion (myocardial infarction) , a5 mm D LIFE THREATENING
thrombosis (thrombosis), and atherosclerosis (atherosclerosis) in GERENS. The
patient was hpspitalized. The following tests were performed with the following
results: blood pressure at 130/71 mm Hg, body mass index of 28. The patient died D NONE OF THE ABOVE

(cont'd)

13. RELEVANT TESTS/LABORATORY DATA
See following page.

(J RecovereD

L - . ' SU,S’P.ECT.DRUG(-S) INFORMATION

14. SUSPECT DRUG(S) (INCLUDE ACTIVE SUBSTANCE(S))

20. DID REACTION ABATE

#1 MICROGYNON (LEVONORGESTREL/ETHINYL ESTRADIOL, TABLET) AFTER STOPPING DRUG?
15. DAILY DOSE(S) 16. ROUTE(S) OF ADMINSTRATION D YES D NO N/A
#1 1 tablet daily #10ral

17. INDICATION(S) FOR USE
¥1 Oral contraception(LLT:Oral contraception)

21. DID REACTION REAPPEAR
AFTER REINTRODUCTION?

18. THERAPY DATES (FROMTO) 19. THERAPY DURATION [J yes [ ~o N/A
#1 06-Jan-2003 / 13-Jan-2003 #1 8 Day
AL e i 'CONCOMITANT BRUG(S) AND HISTORY

22. CONCOMITANT DRUGS AND DATES OF ADMtleYRATiON (Exclude those usad (o Feat event) (DAMO/YR)
Unknown

23. OTHER RELEVANT HISTORY {e.9. diagnosiics, allergics, pregnancy with last month of period, stc.)
CONCURRENT CONDITIONS :
Obesity (LLT:Obesity); Smoker (LLT:Cigarette smoker):; Atherosclerosis (LLT

:Atherosclerosis) DSS

MAR 06 2003

"-IV. ONLY FOR REPORTS SUBMITTED BY MAN UFACTYRER. "

L e

248. NAME AND ADDRESS OF MANUFACTURER {Include Zip Code) OTHER REFERENCE NUMBERS :

WYETH LABS (RA) ' Regulatory Authority (HP)"
201 King of Prussia Affiliate Ref Num -

Sixth Floor
Radnor, PA 19087-5114

aemm N
Local Markating No. - ) 240, MFR CONTROL NO.
#1 NDA 18-668 HQWYE65)625FEBO3
| %4c.DATERECEIVED | 24¢. REPORT SOURCE
ev (] stuoy (] consuMeR
MANUFACTURER REGULATORY
U :;i?:URE AUTHORITY
24-Feb-2003 | [X] ppocessional () LICENSE

Date of this repon 253. REPORT TYPE

04-Mar-2003

[J FotLowur

MAR O 4 2003
DATESENTTO FDA

MARO.sm
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uv:Kbl: EXPERIENCE REPORT l

Manufacturer Control Number; HQWYE651625FEBO3

Box # 7 - DESCRIBE EXPERIENCE(S) {Continuation)

on GMRAENNES. The cause of death was identified as the myocardial infarction.

Box # 13 - RELEVANT TESTS/LABORATORY DATA
Test Name
Date Resgult

(Continuation)

Normal Range

Blood pressure (LLT:Blood pressure)
130/7) mm Hg

Body mass index(LLT:Body mass index)}
28

DSS

MAR 0 8 2003

MAROSZ(m
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NOV 03

2043

(cont'd)

estradiol tablet) therapy and experienced a myocardial infarction.
MEDICAL HISTORY:
The patient's concurrent illpess includes cystitis.

13. RELEVANT TESTS/LABORATORY DATA

1. PATIENT 1a. coumv 2, DATE OF BIRTH 20 AGE7 LT 258 EXPERIENCE ONSET 812  CHECK ALL APPROPRIATE
INITIALS — Gy Yo | Yeor UNITS Day Month | Year TO ADVERSE REACTION
L ﬂapas 43Yr F 30 AUG | 2003

7. DESCRIBE EXPERIENCESy— PATIENT DIED

MYOCARDIAL INFARCTION (LLT:MYOCARDIAL INFARCTION); Sinus arrhythmia (LLT:Sinus

arrhythmia); Electrocardiogram T wave abnormal (LLT:Electrocardiogram T wave INVOLVED OR
abnormal) PROLONGED

[LLT = Lowest Level Term] INPATIENT

HOSPITALIZATION

Follow-up information was received from a gynecolgist regarding patient details, E] INVOLVED ;

product details, medical history, hospital course, lab results, treatment, cause of PERSISTENCE OF

death and the addition of 2 serious adverse events. Information was received from a SIGNIFICANT

healthcare professional regarding a 43-year-old Asian female patient who received DISABILITY OR

Tridiol (0.05mg levonorgestrel/0.03mg ethinyl estradiol/0.075mg INCAPACITY
levonorgestrel/0.04mg ethinyl estradiol/0.125mg levonorgestrel/0.03mg ethinyl D LIFE THREATENING

NONE OF THE ABOVE

RECOVERED

AL

See following page.

#1 TRIDIOL-

14, SUSPECT DRUG(S) (INCLUDE ACTIVE SUBSTANCE(S))

- SISPECT :DRUG(S) INFORMATION

28 (LEVONORGESTREL/ETHINYL ESTRADIOL/INERT, TABLET)

(cont 'd)

15, DAILY DOSE(S)
#1 1 tablet daily

16, ROUTE(S) OF ADMINSTRATION

#10ral

20. OID REACTION ABATE
AFTER STOPPING DRUG?

Oves [Ino [x] NA

17. INDICATION(S) FOR USE
#1 Contraception NOS(LLT:Contraception)

18. THERAPY DATES (FROM/TO)
#1 22-Sep-1999 / 00-Mar-2002

18. THERAPY DURATION

¥1 29 Mth

21, DID REACTION REAPPEAR
AFTER REINTRODUCTION?

OJyes [JnNo N/A

o

DRUGIS) AND RISTORY.

Unknown

22. CONCOMITANT DRUGS AND DATES OF ADMINISTRATION (Exciude those used o wreat avent) (DAMO/YR)

CONCURRENT

CONDITIONS:

PAST CONDITIONS:
Cyscitis NOS (LLT:Cystitis)

23, OTHER RELEVANT HISTORY (e.g. diagnoslics, allergics. pregnancy with last month of period, elc.)

Occupational environmental problem NOS (LLT:Occupational environmental problem NOS)

FOR'RERORTS SUBMITTED BY"MANUFACTURER:

24a. NAME AND ADDRESS OF MANUFACTURER (Include Zip Code)
WYETH LABS (RA)

P.O. Box 7667

Philadelphia, PR 19101-7667

Local Markeling No.

——— 24b. MFR CONTROL NO.

#1 NDX 19-190 HQWYES582109SEP03
24¢. DATE RECEIVED | 24d. REPORT SOURCE
By {7 stuoy (] CONSUMER
MANUFACTURER REGULATORY
0 wrerarure 0 GmiGhiny
24-0cc-2003 | [X] propessionaL ] LICENSE

Date of tnis report

31-0Ocr-2003

253. REPORT TYPE

(] FouLowur

oct 31 2003

OTHER REFERENCE NUMBERS:
Affiliate Ref Num - TRs-

DATE SENTTQFOA

NOV 0 3 2003

DSS
NOV 0 4 2003
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Manutacturer Control Number:  HQWYES82109SEP03

Box-# 7 - DESCRIBE EXPERIENCE(S)
PRODUCT DETAILS:

Indication for Tridiol-28 was contraception.

to Mar-2002 and then was 1 tablet daily

(Continuation)

The dose regimen was 1 tablet daily (oral) from 22-Sep-1999
(oral) from 24-Apr-2002 to 30-Aug-2003. Therapy was permanently

discontinued.
CONCOMITANT THERAPY:

Concomitant medications were not reported.
EVENT DETAILS: ‘
On NEPEN. :the patient had an electrocardiogram which showed sinus arrhythmia (sinus arrhythmia)

and T wave abnormal (electrocardiogram T wave abnormal) . The patient was hospitalized and treatment
included a cardiotonic drug. The patient was encouraged to transfer to another hospital on (EENEENGE—_E_. :
however, she refused. On 02-Sep-2003, the patient's condition worsened with increasing chest pain. An
ambulance brought the patient back to another hospital. The patient experienced a myocardial infarction
(myocardial infarction), and subsequently died on U Of note, the patient's work enviroment
consists of high temperatures and she sweats a lot. The weariness and malaise reportedly continued to

put a high stress load on her heart. The physician's assessment of the relatedness between the events

and Tridiol was possibly related.

TEST RESULTS:

Electrocardiogram (results: normal) was done in SNl . Electrocardiogram (results:

and T wave abnormal) was done on S .

The cause of death was reported as myocardial infarction.

sinus arrhythmia

Box # 13 - RELEVANT TESTS/LABORATORY DATA {Continuation)
Test Name
Date Result Normal Range

Electrocardiogram(LLT:Electrocardiogram)

N $ormal
G, cinus arrhythmia and T wave abnormal

SUSPECT DRUG(S) INFORMATION (Continuation)
14. SUSPECT DRUG(S)

# 1.2 TRIDIOL-28 {LEVONORGESTREL/ETHINYL ESTRADIOL/INERT, TABLET)

1S. DAILY DOSE(S)

# 1.2 1 tablet daily

16. ROUTE OF ADMINISTRATION

# 1.2 Oral

THERAPY DATES
24-Apr-2002 / 30-Aug-2003

18.
# 1.2

15. THERAPY DURATION

¥ 1.2 494 Day

DSS
NOV 0 4 2003

NOV 0 3 2003
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VANDATORY reporting CO-SHR-03-017632
Berlex Laboratorics Ot repen 8
42455‘_2{770”1 . . Page 1 of 2 FDA Use Ordy

A. Patientinformation

1. Patient identifier |2 Age at time
of event

40 Years

Date
orprt

B. Adverse event or praduct problem

jor

in confidence

1.[x] Adverse event  andior [[] Product problem (e.g., defects/maffunctions)

2. Outcomes attributed to adverse event

(check all that apply) D disability
E death — D congenital anomaly
(=) o
[ tte-threatening [[] reauired intervention to pravent

permanent impairment/damage

E hospitalization - initial or prolonged EI other: Medically Significant

3. Date 4. Date of
of event 11/17/2003 this report 12/01/2003
Iy ] (rearopyr) R

8. Describe event or problem

fatal septic shock{Septic shock]

bilateral salpingitis[Salpingitis NOS}
myometritisiMyometritis]

leucopenia with 40% "cayados" (drop){Leukopenia NOS]
dyspnea, increased respiratory difficulties{Dyspnoea NOS]
abdominal pain in right hypochondrium[{Abdominal pain NOS}

Case Description:

A health care professional reported the occurrence of fatal septic shock
in a 40 year-old female who received levonorgestrel-releasing
intrauterine system (Mirena).

The patient's past medical history included no previous deliveries. No
concurrent medical conditions were specified other than the patient
being somewhat overweight (BMI = 27). No co-suspect medications
or concomitant medications were reported.

continued in additional info section. ..

6. Relevant tests/laboratory data, inciuding dates

#1 iver test , changes noted (unspecified)
#2 Coagulation test (continucd)
#3 Leucocytes abnormal (continued)

7. Other relevant history, including preexisting medical candttions (e.g. allergies,
race, pregnancy, smoking and aicoho! use, hepatic/renal dysfunction, atc.)
#1 UNK, Social Circumstance, Nulli gravida
#2 e (o Wil P=st Drug Name, (continued)

AE Procedure, (continued)

#3 to
#4‘ todI® AE Procedure, (continued)

continued in additional info section...

Submission of a repori does not constitute an admission that
medica! personnael, user facility, distribulor, manufacturer, or
product caused or contributed lo the eveni.

A

35004 - Facaimiee

InYa TS

C. Suspect medication(s)
1. Name (give labeled strength & mfrflabeler, if known)
# . Mirena(LEVONORGESTREL) (continued)

#2

2. Dose, frequency & route used 3. Therapy dates (if unknown, give duration)

Fomvin (or bewt etbmats]
#1. 20 (cortinued) #1. 11/13/2003 to 11/18/2003
#2 *2

4. Disgnosis for use (indication) 5. Event abated after use /
. stopped or dose feduced
#1. Menormhagia

42 #. 0w O TS

6. Lot # (If known) 7. Exp. date (if known) 2 DY" Dm Dme;m
. apoly

#1. UNK #1. UNK
8. Event reappeared after
reintroduction
doosn't

* 1 D yes Dm E appty

oy 0081 |
vz 0w O O on
10. Concomitant medical products and therapy dates (exclude treatment of event)
INONE UNK to UNK

#2 #2
9. NDC ¥ - for product problems only (if known)

1%0;'1301 m nama/address (& mfring sita for devices) 2. Phone numbaer
cx atories
Hauet Helajarei, MLD. +1 8882375394
Director, Mcdical Assessment =
harri helajarvi@berlex.com . R
Fax: +1 973 305 5315 (gheCi all that apply)
Global Med. Safety Surveillance, 6 West Belt /| i e coL
Wayne, NJ 074706806 UNITED STATES
yn \, D “_‘d!_ - .
ftecatre
4. Date received by 5 D Posits
manufacturer
mand (ANDA# NDA 21-225 ¥ otessiona
11/19/2003 IND % [ user taciy
8. If IND, protocol # compan
PLA# 0 represeniative
TTyme ofrepot pre-1936 [Jyes [ ssvioutor
{check all that a otc . other.
g oo roduct L] Y8 O
[ scey [ 150my p
D 10<ay D 8. Ac.ivwsemm larr.n(s‘) )
) Septic shock, Salpingitis NOS, Myometritis,
[ wite [ totowsp# Leukopenia NOS, Dyspnoea NOS, Abdomi in
9. Mfr. report number NOS
CO-SHR-03-017632
1. Name & address phona # UNK
UNK
2. Health professional ? 3. Cccupation 4. Initial reporter also

sent report to FDA

Dyns Dno Eunk

[ealth Care Professional

[x] yes O re




b -

Berlex Laboratories
Submission of a report does not constitute
B . &n admission that medical personnel, user U3 DR AT Serieas &%wm
Individual Safety Report Tbutor, manutacturer of product Rl

l mﬂ mmmm mm Mm m“ Ilm m ‘m o | R

] UF#Diet, repart ¢

)

4245542-7-00 , FoAuse Oy

Additional Information
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o
w0
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]
~
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BS. EVENT DESCRIPTION (cont.)

On 13 Nov 2003, Mirena was inserted for menorrhagia.

Approximately 4 days following inscrtion, the patient was hospitalized for abdominal pain in the right hypochrondrium, with dyspnea.
Abdominal CT and ultrasound ruled out biliary disease and any abdominal abscess. Twelve hours following admission, the patient
experienced changes in her liver and coagulation tests (results not specified) and leucopenia with 40% "cayados" (drop) with increased
respiratory difficulty. Repeat CT and abdominal ultrasound were unremarkable. A laparotomy was performed with the following finding:
myometritis and bilateral salpingitis; no uterine or intestinal perforation was noted. Treatment included a hysterectomy, left
salpingo-oophorectomy and right salpingectomy. Approximately six hours following procedure, the patient presented with hemodynamic
impairment, septic shock and died on 18 Nov 2003.

An autopsy was performed with the recorded cause of death noted as septic shock.

Reporter's Comment:
The reporting health care professional considered that the event was possibily related to treatment with Mirena.

B6. LABORATORY DATA

#  Date Test/ Assessment / Notes Results Normal High / Low
. G Coagulation test
) changes noted (unspecified)
3 é Leucocytes
abnormal

feucopenia with 40% of "cayados”

B7. OTHER RELEVANT HISTORY
#  Start/Stop 7&5 Condition Type / Condition Notes

Past Drug Name No similar reaction observed.
T CU 380A
AE Procedure Ruled out biliary disease or abdominal abscess; upon repeat no abnormal findings
Computerised tomogram noted.
AE Procedure Ruled out biliary disease or abdominal abscess; upon repeat no abnormal findings
Ultrasound abdomen noted.
AE Procedure Myometritis and bilateral salpingitis were noted. No uterine or intestinal perforation
Laparotomy was seen.
AE Procedure
Hysterectomy NOS
AE Procedure left
Salpingo-oophorectomy
unilateral
J AL Procedure nght

Salpingectomy

9 UNK Concurrent Condition Body Mass Index = 27 (65 kg, 157 cm)
Overweight

C1. Name (cont.)
Suspect Medication #1: Mirena(LEVONORGESTREL) 1US

C2. Dosc, frequency & route used (cont.)
Suspect Medication #1: 20 ug/day, cont, Intra-uterine

01-Dec-2003 17:32:11 DEF i 2 2nn2
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Bedex Laboratories /Dt regont #
THE FDA L PRODUCTS REPORTING PROGRAM
Pagelof2 FOA Use Only

A. Patient Information

{. Patient identifier | 2. Age at time
of event:

kL] years
Date
e QU

8. Adverse event or product prohlem

of

1& Adverse event and/or D Product problem(e.g., defects/malfunction)

2. Oulcomes atiribined to adverse avent

(check all that apply) D disablity
E death D congenital anomaly
intervention
D Hodhreataning D p':qn‘:lk:t?omtl.mpammljw nme
[X) hosprailzation - inial or prolonged [3 other
3, Dete 4. Date of
of evant 04/02/2004 this report 06/16/2004
] ———— Yyt

5. Describe event or problem
Evert Verbatkm [PREFERRED TERM] (Related symptoms ¥ any sepersted by commas)

glioblastoma (severe headachs, brain edema, death)[Glioblastoma]

Case Description:

A treating physician reported on 11 May 2004 the occurrence of
headache and death in a female who was prescribed levonorgestrel
1UD (Mirena).

Concurrent medical conditions and concomitant medications were
not reported.

The patient had Mirena Inserted for contraception inGuuiilime.

Before Easter she complained about headache but did not want
Mirena to be removed. The patient has been hospitalized, but the
cause of the headache was diagnosed to be “psychological™,
continued in additional info section...

6. Relavant tests/laboratory data. including dates
NI

7. Other relevart history, induding preexisting medical conditlons (e.g. aliergles,
race, pregnancy, smoking and alcohol use, hepaticirenal dysfunction, eig.)
#1 UNK, AE Dx procedure, Computerised tomogram abnormal

(CT, suspected thalamus Infarction and thrombosis basiliaris.)
whah
JUN 9 ¢ 2004

Submission of 8 report does not constitide an admission that
maedical personnel, user facility, distributor, manufacturer, or product
caused of contributed to the event.

FOA

35004 - Fecelnits

16-Jun-2004 07.57

Ralwys intamasonal, Inc.
FOA Facaimile Agprovel: J0-JUN- 1990

C. Suspect medication{s)
1. Name (give labeled sirength & mfr/labeler, ¥ known)

#1. Mirena(LEVONORGESTREL) {continued)

#2.
2. Dose, fraquency & routs used

-3. Therupy dates {f unknown, give duration)

g te vex erwnaet

#1. 20 (continued) #1. 11/-/2003, duration UNK

2. *2. }
4, Diagnosis for use (Indication) 5. Event sbated stter use
#1. Con o noppodo(daeraduoodmm
%2, #1.[] yes [ m0 E
6. Lot (K known) 7. Exp. data (If known) «© P
v U [ *pply
#1, UNK #1. UNK
8. Evenl reappesared after
#2. #2. reintroduction
8. NDCH - for product problems only (K known) 1.7 yes [J 0o [X] oo
#2.(] yes [J no D apply

10. Concomitant medical products and therapy dates (exciude treatment of event)
NI

1. Contact office - name/sddress (& mfring site for devices) 2. Phone number

Bedex Inc. +1 8882375394
Hani Helajarvt, M.D.

Dlractor, Medical Assessment
harri.helajarvi@beriex.com

Fax; +1 973 305 5315

Global Med. Safety Surveillance, 8 West Belt
wayne, NJ 07470-6806 UNITED STATES

4. Dau‘::f m&ohlvsd by 5.
@ {AINDA # NDA 21-225
06/14/2004 ND¥

8. f IND, protocol #

PLA # D
7. Typs of report pro-19538 ] yes
{chack al that apply)
oTe
] s<day [X] 15day product [ ves

8. Adverse event tarm(s)

o .
L] 1oy [ perodc Glioblastoma

[ wuar B tosowup # 1

9. Mir. report rumber
CH-2004-025211

E. Initial reporter
1. Name & address

phone# Withheld  /
Name and address withhald. /

/

2 Health profossional 7 3. Occupation 4, Inital reportar also
physician mant report &2 FOA
Ryes [dno O yea O ro [ unk

JON T 7 200%
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Submission of a report does not constitute

Bertex Laboratories

U.S. DEPARTMENT OF NEALTH AND HUMAN SERWICES
Public Heakth Sarvice - Food and Dnug Adminsretion

Medicatlon and Device t:';a admission m m;h: mo:'!;dml personnel, uzer T—
dity, distributor, manufacturer or product CH-2004-025211
Experience Report caused or contributed o the avent. p—p

(continued)

Page2of2 FOA Use Oriy
B5. EVENT DESCRIPTION {cont.) '

After Easter, the treating physician has seen an obiturary notice in the newspaper and is now contacting the physicians in the hospital to find
out more about the cause of death of this patient.

Further information has been requested.

Suppl. (14 Jun 2004): Patient's demographics added. Patient was 34 years old atient’s welght was 100 kg. Reaction onse
Patient has had severe headache for one week. She vomited once during the night. Afterwards
pronounced brain cedema. CT findings: suspected thalamus infarction and thrombosis basiliaris. Patient died on SR

‘ .
Report from the pathology: brain tumor / glioblastoma.

Reporter's Comment:
Suppl. (14 Jun 2004): Reporter's opinion: No causal relationship with Mirena

C1. Name (cont.)
Suspect Medication #1: Mirena(LEVONORGESTREL) iUS

C2. Dose, frequency & route used (cont.)
Suspect Medication #1: 20 ug/day, cont, intra-uterine

nSs
JUN 9 v 2004

JUN 17 2004

16-Jun-2004 07:57



N

4462728~ 7-00-01

""" THE FDA MEDICAL PRODUCTS REFORTING FROGRAM

8 Adverse cvent or product problem

1.& Adverse evert and/or D Product problem(e.g.. defects/malfunction)

e et WY raporting
-~ A & Berlex Laboratories

Pagelof2

2. Outcomes attributed to adverse event

(check ailthat apoly) O disabiiy

@d«m _9_ (] congenital snomaly

(0] required intervention to
permanent impairment/damage

@ hospitalization - Inial or prolonged [ otrer:

3. Date 4. Date of
of event 06/09/2004 this report 09/24/2004
Pt et —_—
5. Describe avent or problem
Event Verbatim [PREFERRED TERM] (Related symp # any sep d by )

blood clots in the brain (severe headache, vomiting,
lethargy){Cerebral thrombosis]

Hemorrhagic stroke[Haemorrhagic stroke]

Heart failure{Cardiac failure}

Case Description:

A nurse reported the occurrence of a fatal blood clots in the brain
with a severe headache, vomiting, and lethargy in an overweight 24
year-old Caucasian female who received sthinyi
estradiollevonorgestrel (Levien 28). The patient had no significant
past medical history, reportedly had no health problems and took no
concomitant medications. She was a non-smoker and had no
allergies. In MAR 2004, the patient initiated Levien 28 for
contraception, Approximately 3 months later on , the
patient experienced severe headache, vomiting, and lethargy. She
was transported to the emergency room by the family and was
subsequently hospitalized. The

continued in additional info section...

6. Ralevant testslaboratory data, induding dates
NI

7. Cther relevant history, inchuding preaxisting medical conditions (a.g. allergies,
smoking and aicohol uss, hepatic/renal dysfunction, etc.)

race. Pregnancy,
#1 UNK, allergy (None)

#2 UNK, historical condition (continued)

#3 UNK, social circumstance, Non-smoker

#4 UNK, concurrent condition, Qbesity (continued)
continued in additional info section...

Submission of a report does not constitute an admission that
medical personnei, user facllity, distributor, manufacturer, or product
caused or contributed to the event.

FOA

SH00A, - Facwimite

24-50p-2004 08:07

Relys interasional, i
“facilities, FDA Faceimie Aoprovet; J0-JUN-1909
wiacturers for

US-2004-028202

FDA Use Only

1, Name (give labaled strength & mfrabeler, ¥ known)

»

#1. Levien 28(ETHINYLESTRAD (continued)

",

2. Dosae, frequency & routs used 3. Tharapy dates (if unknown, give duration)
ot fur W) oty

#1. 1 tab(s), (continued) #1. 03/-2004 to 06/09/2004

#2. 2.

5. Event abated after use .
stopped or dose reduced

4. Diagnosls for use (indication)
#1. Oral contraception

doesnt
0. #1.[0 ves (O o B o0y
8. Lot¥ (if known) 7. Exp. date (f known) - Joaent
. yes no
#1. UNK #.UNK . il

8. Event reappeared aftor
relntroduction doosnt

M.D yos D no E apply

2.7 ves [ 00 (J St

10. Concomitant medical products and therapy dates (exdude treatment of event)
No Concomitant Medication UNK to UNK

#2. .
9. NDC¥ - for product problems only {if known)

1. Contact office - nama/sddross (& mfring site for devices) 2. Phone number
Berlex Laboratories +1 8882375394
Harri Helajarvi, M.D,

Director, Medical Assossment
harri.helajarvi@beriex.com 3. Report source
Fax: +1 973 305 5315 (check all that apply)
Global Med. Safety Surveiliance, 6 West Belt [ toeign
Wayne, NJ 074706806 UNITED STATES

0O =y

O weratwes

4. Date mealvod by 5. D [,
manufactu (AINDA # NDA 18-782 D2 o

09/15/2004 IND # (3 uwer taciuy

6. { IND, protocol #

PLA# D feprosentative

o pre-1938 [T yes [ crovtor
check all that
( a apply) oTe D yos D other:

O sdey [ 15-day product

. 8. Adverse everd tarmy(s)
10-d, riodlc

a or [ pe Cerebral thrombosis, Hasmormhagic stroke,

[ wust [R] roliow-up # 1 |Cardiac fallure

9. Mfr. report iumber =]

US-2004-028202

1. Name & sddress phone * (IR

mED STATES

SEP 2 9 2004
2. Health professionat 7 3. Occupation 4, Initial repocter also
sant report 1o FDA

nurse

@yas Dm DMDMEW

SFP 9 7 MMk
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Additional Information

B5, EVENT DESCRIPTION (cont.)

patient reportedly died from blood clots in the brain on CHEENEEEN, Treatment was not specified.

Suppi. (15 SEP 2004) On 01 MAY 2004, the patient initiated Levien 28 for contraception (correction from previous report). The 24 year-oid
obese {correction from previous report) patient also experienced a massive stroke identified on a G1 scan on%—' »

determined the patient experienced a hemorragic stroke after the rapid development of the blood clots. There was no known previous
history of deep vein thrombosis, cerebral vascular accident, or coronary artery disease. The patient was treated with unspecified "clot
busting medication® and underwent a surgical procedure 10 insert a shunt to drain fluid. A nurse confirmed the patient's date of death was i}

Suppl. (23 SEP 2004): The nurse stated the morbidly obese patient (BMI = 43.9) did not have any infection and was a "healthy” female.
She also stated the physician did not identify any coagulopathy or coagulation problems. The death certificate reportedly stated the patient
died from a hemorrhagic stroke duse to a blood clot that resuited in heart failure.

No additional information is expected. ~

Case closed.

Reporter's Comment:
The nurse stated the physician suspected a probabile relationshlp between the patient’s death and treatment with Levien 28 because the
patient developed blood clots rapidly which caused a hemorrhagic stroke that ultimately lead to her death and heart failure.

B7. OTHER RELEVANT HISTORY

# Star/Stop Date  Condition Type / Condition Notes
© UNK historical condition Patient had no reported health problems
4 UNK | concurrent condition Supp!. (15 SEP 2004): BMI = 43.9 (108.8 kg, 157.5 cm), morbid obesity
Obestty
5 ‘ AE Dx procedure Suppl. (15 SEP 2004): Showed a massive stroke
UNK Computerised tomogram
abnomal
6 UNK AE Tx procedure Suppl. (15 SEP 2004):
unts
7 ~I-/1999 past drug name Suppl. (15 SEP 2004):
-{-{2004 DEPQ PROVERA

C1. Name (cont.)
Suspect Medication #1: Levien 28(ETHINYLESTRADIOL, LEVONORGESTREL) coated tablet

C2. Dose, frequency & route used (cont.) ~
Suspect Medication #1; 1 tab(s), 1x/day, Oral » D g q
A

SEP 2 9 2004

24-Sep-2004 08:07

SEP 2 7 200k
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Wyeth \ Individual Saf. Report
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' 4%96309-1-00-01

ADVERSE EXPERIENCE REPORI | | 1|

1. N R AT REACTION INFORMATION . R
1. PATIENT 13. COUNTRY 2. DATE OF BIRTH 2a. AGE 3. SEX 4-6. EXPERIENCE ONSET 8-12 CHECK ALL APPROPRIATE
INITIALS Doy oot | Year UNITS Day ontn | Yaar TO ADVERSE REACTION

France 32Yr F 00 oCT 2004 .

7 DESCRIBE EXPERIENCE(S) PATIENT DIED
PULMONARY EMBOLISM {LLT:ACUTE MASSIVE PULMONARY EMBOLISM) ; Cardio-respiratory

arrest(LLT:Cardio—respira:ory arrest) [:] JNVOLVED OR

{LLT = Lowest Level Term} PROLONGED

INPATIENT

Information was received from a healthcare professional viea French regulatory HOSPITALIZATION
authority (AFSSAPS) regarding a 32-year-old female patient who received Adepal [] INVOLVEDA
(0.15mg levonorgestrel/0.03mg ethinyl estradiol/0.2mg levonorgestrel/0.04mg ethinyl PERSISTENT OR
estradiol tablet) therapy and experienced massive pulmonary embolism and SIGNIFICANT
cardio-respiratory arrest. DISABILITY OR
MEDICAL HISTORY: INCAPACITY
‘The patient's concurrent illness includes varicose vein for which she underwent [] LIFE THREATENING
varicose vein operation (in ey - The patient had a pbody mass index of 27, she

did not suffer from dyslipidemia or arterial hypertension, she had no personal or

family history of thrombosis. (] NONE OF THEABOVE

(cont'd)

13. RELEVANT TESTS/ALABORATORY DATA D RECOVERED

see following page.

W e o s . - - SUSPECT DRUG(S) INFORMATION : o S gy

20. DID REACTION ABATE

14. SUSPECT DRUG(S} (INCLUDE ACTIVE SUBSTANCE(S)
#1 ADEPAL (LEVONORGESTREL/ ETHINYL ESTRADIOL, TABLET, 0)

(cont 'd)
= []yes [JNO N/A

18. ROUTE(S) OF ADMINSTRATION

AFTER STOPPING DRUG?

15. DAILY DOSE(S)
#1 1 Tablet 1lx per 1 Day #1 Oral

17. INDICATION(S) FOR USE 21. DID REACTION REAPPEAR

#1 Contraception(LLT: Contraception) AFTER REINTRODUCTION?

16, THERAPY DATES (FROMITO) 19, THERAPY DURATION [Jves [ nNO N/A
#1 Unknown #1 several years

WL e . CONCOMITANT DRUG(S) "ANDHISTORY

22. CONCOMITANT DRUGS AND DATES OF ADMINISTRATION (Exclude those used 1o treat event) (DA/MO/YR)
LOVENOX (HEPARIN- FRACTION, SODIUM SALT), one injection of 0.20 ml, 00-Oct- 2004 / 00-Oct-2004

23. OTHER RELEVANT HISTORY (e.g. diagnostics, sliorgics, pregnancy with 135t month of period. etc.) i A Ej'. 2
CONCURRENT CONDITIONS:
varicose vein (LLT:Varicose veins of lower extremities)

PAST CONDITIONS:
varicose vein operation(LLT:Varicoae vein operation)

V. ONLY.FOR REPORTS SUBMITTED BY MANUFACTURER

74a. NAME AND ADDRESS OF MANUFACTURER (inciude Zip Code) OTHER REFERENCE NUMBERS:

WYETH LABS (RA) Reg Authority Ref Num - TS0500028
P.O. Box 7667

philadelphia, PA 19101-7667

Local Markating No. 24b. MFR CONTROL NO.

41 NDA 19-192 FRWYE444721FEBOS FEB 2 52008
Z4c. DATE RECEIVED 74d. REPORT SOURCE \TE SENT
By [ stupy [0 CONSUMER oN TOFDA

MANUFACTURER REGULATORY

() LITERATURE AUTHORITY D S S
. HEALTH
21-Feb-2005 PROFESS\ONALG LICENSE

?ago,mts,epoq 258, REPORT TYPE FEB 9 8 ZUUS MAR =1 ZO_UT

25-Feb-2005 INITIAL [ FoLLowuP

b
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n -Report

T Wyeth Pharmaceuticals Inc. Individua
PrILADELPHIA. PA 19101

1

\

Wil
11|

| |

i
INTERNATIONAL - 4628502-3-08-01
ADVERSE EXPERIENCE REPORT |

I . ~ .REACTION INFORMATION

1. PATIENT 1a. COUNTRY 2. DATE Of BIRTH 2a. AGE 5. SEX 4-6. EXPERIENCE ONSET 812 CHECK ALL APPROPRIATE

INITIALS R Day o T Year UNITS Day Vot | Year TO AQVERSE REACTION

° sweden 33Yr F

7 DESCRIGE EXPERIENCEEr = PATIENT DIED

PULMONARY EMBOLISM (LLT : PULMONARY EMBOLISM) .

(LLT = Lowest Level Term] ] INVOLVEDOR
PROLONGED

This case was reversioned in order to correct data entry errors. INPATIENT

Information was received from a healthcare professional via a regulatory authority HOSPITALIZATION

regarding a 313-year-old female patient who received Trinordiol (0.05mg D INVOLVEDA /

levonorgestrel/0.03mg ethinyl estradiol/0.075mg levonorgestrel/0.04mg ethinyl PERSISTENT OR

estradiol/0.125mg levonorgestyrel/0.03mg ethinyl estradiol tablet) therapy and SIGNIFICANT

experienced pulmonary embolism. DISABILITY OR

MEDICAL RISTORY: INCAPACITY

Relevant medical history was not provided. D LIFE THREATENING

PRODUCT DETAILS:

indication, dose and dates of Trinordiol therapy were not ptovided.

CONCOMITANT THERAPY: (] NONE OF THE ABOVE

(cont'd)
13. RELEVANT TESTSILABORATORY DATA D RECOVERED
None Provided.

il SUSPECT DRUG(S) INFORMATION

4 SUSPECT DRUG(S) INCLUDE ACTIVE SUBSTANCE(S)) 20. DID REACTION ABATE
+1 TRINORDIOL (LEVONORGESTREL/ETHINYL ESTRADIOL, TABLET) AFTER STOPPING DRUG?
15. DAILY DOSE(S) 16. ROUTE(S) OF ADMINSTRATION E] YES D NO N/A
*1 # 1 Unknown
17, INDICATION(S) FOR USE 21. DID REACTION REAPPEAR
o AFTER REINTRODUCTION?
18, THERAPY DATES (FROMTO) 19 THERAPY DURATION [Jves [ONO N/A
#1 Unknown #1 Unknown

m T ' CONCOMITANT DRUG(S) AND HISTORY CACIVED
72 COMGOMITANT DRUGS AND DATES OF ADMINISTRATION (Exclude those used lo treat event) (DAMONYR) LA SR S
Unknown b

APR @ 4 2005

CDR/CDER

23. OTHER RELEVANT HISTORY (e.g. diagnostics, allergics. pregnancy wilh last month of period. etc.}
UNK

IV. ONLY FOR REPORTS SUBMITTED BY MAN UFACTURER"

243. NAME AND ADDRESS OF MANUFACTURER ({Include Zip Code) OTHER REFERENCE NUMBERS :

WYETH PHARMACEUTICALS INC. Regulatory Authority (HP) - 032127
P.O. Box 7667

philadelphia, PA 19101-7667

APR 0 4 2008

Local Marketing No. . 24b. MFR CONTROL NO.
#1 NDA v1.9-192: SEWYES26423MAROS A’,\R 1l 2009
y4c. DATE RECEIVED 7| 24a. REPORT SOURCE SITS QT TAING DS
By {7 stupyY (] CONSUMER wheme S
MANUFACTURER
[} LITERATURE REGULATORY

AL AUTHORITY APR ¢ 5 2005

21-Mar-2005 PROFESSIONALD LICENSE

Date of this report 25a. REPORT TYPE
01-Apz-2005 INITIAL ] FoLLOWUP
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Ab\ll:r\al: CArENICITVE N WL

1. PATIENT 1. COUNTRY _— 2. DATE OF BIRTH 4.8, EXPERIENCE ONSET 812 CHECKALLAPPROPRIATE
INITIALS ) Day Month | Year UNITS Day Month | Yeor TO ADVERSE REACTION
[ ] @da . 26Yr F

7. DESCRIBE EXPERIENCE(ET' - PATIENT DIED
MESENTERIC OCCLUSION (LLT:MESENTERIC ARTERY THROMBOSIS); Aspiration(LLT:Aspiration)

{LLT = Lowest Level Term] D INVOLVED OR

PROLONGED

Additional information was received from a healthcare professional regarding patient INPATIENT
demographics and autopsy results. HOSPITALIZATION
Information was received from a healthcare professional regarding a 26-year-old D INVOLVED A ;
female patient who received Alesse-28 (0.1lmg levonorgestrel/0.02mg ethinyl PERSISTENT OR
estradiol/inert tablet) therapy and experienced fresh thrombosis of the superior SIGNIFICANT
mesenteric artery and died after using Alesse for approximately 3 months. DISABILITY OR
MEDICAL HISTORY: INCAPACITY

The patient's concurrent illnesses include obesity, smoker and alcohol use. D LIFE THREATENING
PRODUCT DETAILS:

Indication for Alesse-28 was menorrhagia. Duration of therapy was 3 months. Dose

regimen was 1 tablet 1 time per day (oral). [:] NONE OF THE ABOVE

(cont'd)

13. RELEVANT TESTS/LABORATORY DATA (] RECOVERED

None Provided.

14. SUSPECT DRUG(S) {INCLUDE ACTIVE SUBSTANCE(S)) T 20. DID REACTION ABATE

#4 ALESSE-28 (LEVONORGESTREL/ETHINYL ESTRADIOL/INERT, TABLET) AFTER STOPPING DRUG?

15. DALY DOSE(S) 16. ROUTE(S) OF ADMINSTRATION D YES D NO N/A
#1 1 Tablet 1x per 1 Day #1 Oral

17. INDICATION(S) FOR USE 21. DID REACTION REAPPEAR

#1 Menorrhagia(LLT:Menorrhagia) AFTER REINTRODUCTION?

18. THERAPY DATES (FROMTO) 19. THERAPY DURATION [Jyes [INO [X] NA
#1 Unknown #1 3 Mth

22. CONCOMITANT DRUGS AND DATES OF ADMINISTRATION (Excludo lhose used ko treat cvan() (DAMONTR)
NONE (NONE), Unknown

RECEIVED
JUN 0 6 2005
CONCURRENT CONDI'FIONS: CDR / CDER

23. OTHER RELEVANT HISTORY (8.g. diagnostics, allergics, pregnancy with last month of period, etc.)

Obesity (LLT:Obesity); Smoker (LLT:Smoker): Alcchol use(LLT:Alcohol use)

- W:ONLY.FOR-RE

24a. NAME AND ADDRESS OF MANUFACT\JRER (|ncludc Zip Code)

OTHER REFERENCE NUMBERS:
WYETH PHARMACEUTICALS INC. Affiliate Ref Num

P.0. Box 7667

Philadelphia, PA 19101-7667

Local MacketingNo. "~ 245, MFR CONTROL NO. D S S
. #1 NDA(20-683/ HQWYE731113MAYO0S JUN
24c. OATE RECEIVED Eﬁ REPORT SOURCE D D 0 3 2005 JU N Om
BY STUDY CONSUMER A'I'E SE 82
MANUFACTURER REGULATORY NT TO
O ;';i?JURE 0 AutHoRITY FDA
24-May-2005 | [X] proressionaL ] LICENSE
Date of this report 25a. REPORT TYPE J U N
03-Jun-2005 [J INmIAL FOLLOWUP 9 6 2005
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ADVEKSE EXPERIENUCE KEFUK |

Manufacturer Control Number:  HQWYE731113MAYO0S

Box # 7 - DESCRIBE EXPERIENCE(S) {(Continuation)

CONCOMITANT THERAPY:
Patient was not taking concomitant therapy.
EVENT DETAILS:

The autopsy cause of death was reported as "ischemic bowel disease with extensive ischemia of the small
bowel due to fresh thrombosis of the superior mesenteric artery (mesenteric occlusion) associated with

terminal aspiration (aspiration) of foreign material”., No further details were provided.

DSS
JUN -8 2009
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THE FDA MEDICAL PRODUCTS REPORTING PROCRAM

A. Patient Information
1. Patient idertifier § 2. Age at time

' of event: 31 Years
or
Date
of birth: UNK

in confidence

B. Adverse event or product problem

1@ Adverse event and/or D Product problem(e g., defects/matfunction)

2. Outcomes attributed to adverse event
{check all that apply)

B death

Bg life-threstening

[J disabisty

D congenital anomaly

[ required Intervention to prevent
pemmanent impairment/damage

[J hospaaiization - initial or prolonged [ other: Medically Significant

3. Date 4, Date of
of event 12004 this raport 07/28/2005
] Lo ]

5. Describe evenl or problem
Event Verbatim [PREFERRED TERM] (Related symptoms K any seperated by commas)

Blood clot in the leg[Deep vein thrombosis]
Blood clot in heart{Intracardiac thrombus}
Blood dot in lung{Pulmonary embolism]
Cardiac arrest[Cardiac arrest]

Braln damagse(Brain damage)

Case Description:

Information was received regarding a 31 year old female patient that
was prescribed Seasonale (levonorgestrel, ethinylestradiol) Tablets
0.15/0.03 mg for an unknown indication. Therapy with Seasonale
was initiated in the Fail of 2004. It was reported the patient
developed a blood clot in the leg that traveled to her heart causing
cardiac arrest. She was resuscitated, but suffered severe brain
damage. The clot traveled to her lungs. Five weeks later, on
SR she expired. No additional information was available.

continued in additional info section...

8. Relevart testslaboratory data, including dates
NI

7. Other relevant history, including preexisting medical conditions (e.g. allergies,
race, pregnancy, smoking and alcoho! use, hepalicfrenal dysfunction, etc.)
Ni

JUL 2 9 2005

Rolsys Intamatonal, Inc.
FOA Facsimile Approval: 11-JUN-1900

MK ropont ¥ N

005287

1. Name (give Iabeled strength & mfriabeler, # known)

#1. Seasonale(LEVONORGESTRE (continued)

#2.

2. Dose, frequency & route used 3. Therapy dates (if unknown, give duration)

omte (o Godl opwasig

#1. UNK, UNK, Oral #1. —/—-/2004, duration UNK

#2, #2.
4. Dlagnosis for use (Indication) 6. Event abatod after use
#1. UNK ) slopped or dose md\.noodd X
"y #$1.[7 yes [ e [ app‘y“
6. Lot# {if known) 7. Exp. date {If known)}

2 Tm O~ 0 an"
#1. UNK #1. UNK

8. Event reappesred after
#2. #2. reintroduction

h.[]yestDgg&‘G‘
w2 yes (Dm0 [ aopy

9. NOCH# - tor product problems only (ff known)

Submission of a report does nol constitute an admission that
madical personnel, user facility, distributor, manufacturer or product
caused or contributed 0 the event.

FOA

3500A - Fecrvwe

28-Jul-2005 12:35

10. Concomitant medical products and therapy dates (exclude treatment of event)
NI

1, Contact office - name/address (& miring site for devices) 2. Phone number

Barr Laboratories 2019303302
Salvatore Peritore, R.Ph.
400 Chestnut Ridge Road 3. Report source
Woodcliff Lake, NJ 07677-7668 UNITED STATES | (check all that apply)
O rorsion
D sdy
B4 uteratire
D consume’
4. Date received by 5. health
(manufaclurar (AJNDA # 21-544 professional
07/26/2005 IND & ] o teomy
8. If IND, protocol # ‘
PLAY [ Aovsetiase
7. Type of report pre-1938 ] yes 0 sertue
(check all that apply) ore” D s D other:
[] sday B 15-day product

8. Adverse avent lenmy(s)

Deep vein thrombosis, Intracardiac thrombus,
Puimonary embolism, Cardiac arrest, Brain
damage

(3 10-day ] periodic

x initial D follow-up #
9. Mfr. report number
005287

E. Initiat rcpoiter

1. Name & address

phrone WIS

)
Y

r
SN UNITED STATES

4. Inttial reporter also
sert report lo FDA

OvesJ o B uk

2. Heatth professional ?

3. Occupation
Other Health Professional

Blyes [Jro

DSS

ANIC A 9 anne

DSS



“‘M qmm a_cll“i 1 of a report does not constitute U8, DEPARTMENT OF HEALTH AND HUMAN SERVICES

Public Health Service - Food and Drug A

ion that medical parsonnel, user & Toport "
= ewp e -—lributor, menufacturer or product 005287
T e swsews s caused or contributed 1o the event. UF/Oct repart #
(continued)
Page 2 of 2 FOA Use Ordy
Addutional Information
BS. EVENT DESCRIPTION (cont.) .

MedWatch Case Comment:
Submission of this 15-day report does not constitute an admission that the reported event is an unlabeled event.

C1. Name (cont.)
Suspect Medication #1: Seasonale(LEVONORGESTREL, ETHINYLESTRADIOL) Tablet, 0,15/0.03mg ;

G3. Report source literature description
Journal: Virginia Pilot Newspaper 07/26/2005

Author: Mary Ann Bromley
Title: Unnecessary tragedies from the birth control patch

JUL 2 9 2005

DSS
AUG 0 2 2005

28-Jul-2005 12:35
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| ‘ C&,—.L‘b.g eule "Al“?bi "'?l\l'

u. S Depanment of Health and Human Servuces
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1. Patient Identifier

In confidence of Birth:

B. ADVERSE EVENT OR PRODUCT PROBLEM

1. [jAdverse Event  andior ] Product Problem (e.g. defects/malfunctions)
2. Outcomes Attributed to Adverse Event D Disability

(Check all that apply)
[zr [ congenital Anomaly
Death:
'mo/daylyr) .

D Regquired Intervention to Prevent

of Event;
or

D Life-threatening ‘' Permanent impairment/Damage
D Hospitalization - Initiat or prolonged {0 other:
(mo/day/year) 4. Duuoi’f is Report (mo/day/year)

3. Dats of EVOI7

6123105

5. Describe Event or Problem

F'N“"'\’ fn/lm-,\...—’ ’f‘meromLa’Jn\

Y[os

oF de cp ve~ous Homborsis
DSS
_ AUG 11 2005

Venbrele
- EIC\"“" D LraN2n
d‘ ’aW (74
alhr TNK 7‘{“‘/,

"J,,“,:ow
cfreversbe  amaee bora Jrpiry

%

7. Other Relevant History, Including Preexisting Medical Conditlons (e.g.. allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.)

G (<t mo-tem)

F‘Ruf‘br- "4 L—‘—:‘LC‘\ ’\C‘knzrj‘k'

UTHFR C677T km‘*rotyjok/

1 Maii to: MEDWATYCH

5600 Fishers Lane
FIYA

Rockville, MD 20852-9787

FAX to:
1-800-FDA-0178

-Or-

/OLUNTARY reporting
events and product problems

Page ’_ of _’__

2. Dose, Frequency & Route Used

Form Approved: OMB No. 0910-0291, Expires: 03/31/05
See OMB statement on reverse.

255459

GUE

Triage unit
sequence #

L'

C. SUSPECT MEDICATION(S)
1. Name (Give labeled strength & mirAabeler, if known)

13 Lev‘drq - ”

#2 -

3. Therapy Dates (if unknown, give duration)
fromMo (or best estimate)

#n O~te Jo-,",, oral n nr~77 Ve
#2 42
4. Diagnosle for Use (Indication) 5. Event Abated After Use
. { I Stgoped or Dose Reduced?
Blfl'(\ Co~ 0 [Tves Do B’Doesn't
#2 "
Doesnt
6. Lot # (if known) 7 €xp. Date (knowmy ]2 Ll Yes [CNo Aoply
n TeEV 3 “ o 8. Event Reappeared After
l y 3 / 7 Reintroduction?
*2 w2 EEA E] Yes D No B’Eg;‘;ﬁ
9. NDC# (For product problems only)
- - #2 [Jves [INo Dm’

10. Concomitant Medical Products and Therapy Dates (Exclude treatment of event)
Or‘o\( Su//lb«@-‘? 3 pd‘rﬂrg Ca z,mc /“l:k
T'}\”F(C— frc‘ »hT /0,‘\ /v'/ LCC:}‘\-\
Oskr~c.  Colloidal S:lve

i
D. SUSPECT MEDICAL DEVICE

1. Brand Name

2. Type ot Device

3. Manufacturer Name, Clity and State

4. Model # Lot ¥ 5. Operator of Device
[} Haath Protessional
Catalog # Expiration Date (mo/day/yr) [:] Ley UserFatent
Serial # Other # (] ower:

6. It implanted, Give Date (mo/day/yr) 7. It Explanted, Glve Date (mo/day/yr}

8. Is this a Single-use Device that was Reprocessed and Reused on & Patient?

D Yes

9. If Yes to tgm

T e

s 6 Heproces

AUG 1 0 200n

10. rmuMﬁ? N % E{u}ﬁ (Cn d to FOA)
Ye: No Retumed to Manufacturer on:

(mo/daylyr)

11. Concomitant Medical Products and Therapy Dates (Exclude treatment of avent)

E. REPORTER (See confidentialily section on back)
1. Name and Address

AQh
49 h c
4. Also Reponod to:
D Manufacturer
(7 user Facitity
[[] pistributorimporter

2. Health Professional? | 3. Occupation
DNO ﬂtl"(,.’ l:x‘.hmw.p

5. It you do NOT want your identity disclosed
to the manufacturer, place an "X in this box: U

Yes

FORM FDA 3500 (12/03) Submission of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.
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U.S_Dx em of Health and Human Servlces

dual 'Sa?ﬂ.

m MW w utors and manufacturers Mt Rogot #
ATORY reporting GB-2006-005656 |

mﬂm w Jerex Inc. UF Amporier Report ¥
AQVGI’&O cvein ntyvu"-g g aene ‘age 1 of 2 FDA Use Oty

A. PATIENT INFORMATION

1. Patient identifler} 2. Age at Time
of Event:

UNK

or
Date
of Birth;

UNK

- Faxnea by yser-facilities,

Releys inamation’, inc.. FOA Faceimie Approvel: 30-JUN- 1999

C. SUSPECT MEDICATION(S)
1. Name (Give labeled strength & mirAabeler, if known)

R
¥1. Mirena(LEVONORGESTREL) (continued)

#2.

In confidence
B. ADVERSE EVENT OR PRODUCT PROBLEM
D Product Problem (e.g., defects/mattunctions)

I‘E Adverse Event andor

2. Outcomes Altributed to Adverse Event
(Check ak that apply)

B pean

D Life-tiveatening

[ oisabiiity
[[] congenital Anomaly

7 Required Intervention to Prevent
Permanent ImpairmentyDamage

UNK
{mo/daylyr)

[ Hospitalization - inital or profonged [] other:
3. Oate of Event (mo/daylysar) 4. Oate of This Report (moidayfysar)
UNK 03/21/2006

5. Describe Event or Problem
Event Verbatim [PREFERRED TERM] (Related symp d by )

rapid course of septicaemia (ascending genital infection via
post-mortem, Group A streptococcal sepsis with micro-abscess in
several body areas, l.e. lung tissue)[Streptococcal sepsis]

it any sep

Case Description:

A health care professional reported on 14 Mar 2006 the occurrence
of a rapid course of septicaesmia (ascending genital infection
identified via post-mortem, Group A Streptococcal sepsis with
micro-abscess in several body areas, e.g. lung tissue) resulting in
death in a female patient in her 40's who was prescribed
levonorgestrel (Mirena, 1US).

The patient's past medical history, concurrent medical conditions,
and concomitant medications were not reported. It was not reported
if Mirena was used previously and tolerated.

On an unspecified date in 2003 the patient recsived

6. Relevant Tests/Laboratory Data, Inclu f ; v

NI

continued in additional info section "

MAR 2 2 2006

DEH‘/CDR

7. Other Relsvant History, Including Preexlsting Medical COM

Face. pregnancy, smoking and sicohol use, hepatic/renal dysfunction, stc.)

NI
DSS
MAR 2 3 2006

FOA

3500A Facaimde

21-Mar-2006 06:58

Submission of a report does not constitute an admission that
medical personnel, user facility, distributor, manufacturer, or product
caused of contributed to the event.

MAR 2 2 2006

2. Dose, Frequency & Route Used 3. Th.rlp{ Dates (if unknown, give durstion)

or best estimate)

#1. 20 (continued) #1. --/~/2003, duration UNK

#2. 2.
4. Dlagnosis for Use (Indication) 5. Event Abated After Use
#1. UNK Stopped or Dose Reduced?

. Ooesnt
- o] ves ] no (X Apply
8. Lot # ({ known) 7. Exp. Date (if known) .. E] Yes D No D Doesnt
#1. UNK #1. UNK Pey

8. Event Reappeared After
2. K. Relntroduction? 't
9. NDCF (For product problems oniy) #.[ ves [ vo ] 55y

#2.[J ves [] No D Doasnt

10. Concomitant Medical Products and Therapy Dates (Exclude treatment of event)
NI

G. ALL MANUFACTURERS

1, Contact Office - Name/Address {snd Manufacturing Site
for Devices)
Berlex Inc,
Stephen Heaton, M.D.
Director, Medical Assessment
Stephen_Heaton@Berlex.com
Fax: +1 973 487 2914
Global Med. Safety Surveillance. P.O. Box 1000
Montville, NJ 07045-1000 UNITED STATES

2. Phone Number
+1 8882375394

4. Date Received by S,
(AINDA ¥ NDA 21-225

Manufacturer(mo/dsy/yr)
03/14/2006 ND #
6. if IND, Give Protocol #
PLA ¥

Pre-1938 ] ves

D Yes

8. Adverse Event Term(s)
Streptococcal sepsis

7. Typs of Report
{Check all that apply)

D 5-day E 15-day
O 10—dayD Periodic
B initial [ Foliow-up #

9. Manufacturer Report Number
GB-2006-005656

oTC
Product

E. INITIAL REPORTER
1. Name and Address
Name and address withheld.

Phone # Withheld

4. Initisl Reporter Also
Sent Report to FDA

D Yes[:] No @ Unk

2. Health Professional?

E]No

3. Occupation
health care professionat

E Yes

DSS
MAR 2 4NR® 3 2006
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Berlex inc.
" Individusl Sa¥Fsty 1rgport does not constituts

' U-S. OEPARTMENT OF HEALTH AND MUMAN SERVICES
ort .
il o R R* 1at medical personnel, user — DDl Heath Sunwce - Food and Drvg Admveboton
i Wb distributor, manufacturer or )
1 “1 “1 or contributed 1o the event.
| i |
4954000-3-00~02

Page 2 0f2

Additional information
BS5. EVENT DESCRIPTION (cont.)

FOX Use

levonorgestrel (Mirena) via intra-uterine route of administration for an unspecified Indication.

On an unspecified date the patient developed a rapid course of se

post-mortem. The post-mortem established a Group A Streptoco:

pticaemia which was identified as an ascending genital infection via
resuiting in death,

ccal sepsis with micro-abscesses In several body areas (e.g.lung tissue),

The patient died from the Group A Streptococcal sepsis on an unspscified date.

No additional information was provided. Further information requested and will be furnished upon receipt,

Reporter's Comment:
The reporter did not provide an assessment of the relationship of event to treatment of Mirena.

C1. Name (cont.)
Suspect Medication #1: Mirana(LEVONORGESTREL) ius

C2. Dose, frequency & route used {cont.)
Suspect Medication #1: 20 Mg/day, cont, Intra-uterine

21-Mar-2006 06:58 . DSS
MAR 2 2 2006 MAR 9 R 20ne



U.S. Department of Health and Human Services

ndlv‘ - l s.‘.t R. °r" - ise by user-facllities, Ralsys intemations!, inc., FOA Facslmite Approval: 30-JUN- 1900
du stributors and manufacturers Mk Raport 8 R
I \NDATORY reporting 82
| Berlex Inc. i o Report 8
S478-5 - h:?_l._,__,,_ _ Pagelof3 )

A. PATIENT INFORMATION

1. Patlent Identifier] 2. Age at Time
of Event: 42 years
/

______ _ _  FDAUM O]
C. SUSPECT MEDICATION(S)
1. Name (Give labeied strength & mfrAabeler, i known) R

of N (18 Mitena(LEVONORGESTREL) {continued)
Date
of Birth: UNK 2.
in confidence
2. Dose, Frequency & Routs Used 3. Therapy Dates (if unknown, give duration)
B. ADVERSE EVENT OR PRODUCT PROBLEM 1romAS Jor bost eatmate)
LE Adverse Event and/or D Product Problem (a.g., defects/maffunctions) #1. 20 (continued) . #1. ~-/-/2003, duration UNK
2. Outcomes Attributed to Adverse Event #2. .
(Check all that apply) Disabii 4. Diagnosls for Use (Indication) 5. Event Abated After Use
[ oisabiity Stopped or Dose Reduced?
#1. UNK Doesn't
& oeain __GEEER [ Congenttal Anomaly ™y 1. ves [J No (X 2oy
—fmotduyiyy=— 6. Lot # (f known) 7. Exp. Dats (K known)
O3 e tvoatonng 00 Boaueas ioenion o recet el v e Fs e g
([ Hospitatization - initial or prolonged X other: Medically Significant : : 8. Event Reappesred After
- ¥2. 2. Reintreduction?
3. Date of Event (mo/deylyesr) 4. Date of This Report (mo/daylyear) 9. NDCH (For product s only) .. D Yes D No & Doesnt
04/07/2008 probla Apply
—— Doesnt
#2.[] ves [J No
. Describe Event or Problem D D Aooly
Event Verbatim [PREFERRED TERM] (Related sy P # any sep d by ) 10.C § Medical Products and Theragy Dates (Exclude treatment of event)
Group A streptococcal sepsis (unwell lethargic, dizzy, lightheaded, NI

flulike, diarrhea, temp 39, pulse 100, pulmonary edema, abscess on
ovary with coccal bacteria){Streptococcal sapsis]

pelvic inflamatory disease (both ovaries oedematous and inflammed, G. ALL MANUFACTURERS
fallopian tubes appear oedematous and inflammed, uterus

1. Contact Office - Name/Address (and Manufacturing Site 2. Phone Number

inflammed)[Pelvic inflammatory disease] for Devices) +1 8882375394
peritonitis (peritoneal cavity contained purulent fluid, inflammation of Berlex Inc.
peritoneum){Peritonitis) Stephen Heaton, M.0.
left ovary contained benign cystic teratomafDermoid cyst of ovary] D"e‘::"" ”’:"dk‘“ Assessment 3. Report Source
-| right ovary contained haemorrhagic cyst{Haemorrhagic ovarian cyst] Stephen_Healon@Beriex.com T

. Fax: +1973 487 2914
right adrenal gland showed 20mm nodule{Adrenal mass) Global Med. Safety Surveillance, P.O. Box 1000

CDR Montville, NJ 07045-1000 UNITED STATES

@ Foreign  GBR

Case Description:
A health care professional reported on 13%ar 2006 the
continued in additional info section...

G 4. Date Recalvad by 5.
APR 1 0 200 Manufacturer(mo/day/yr) (AINDA # NDA 21-225
03/31/2006 ND #
DE c E‘! lE[2 ‘ 8. i IND, Give Protocol # PLAS
6. Relevant Testa/Laboraiory Data, Including Dates B ¥
#1 GEEEEREER 5ody temperature 39 , Supp!. (SEENENED) 7. Type of Report Pre-1938 [] vYes
#2 GEBEEESNEA e 21t rate 100 , Suppl. (AEEREENED) (Check ail that appiy) ore
#3 GEEEE Bi0od pressure 120/80 , Sgppl. () [ say [J 15-0ay Product (] Yes
8. Adverse Event Term(s)
10d rio
D 0O-day D Periodic Streptoc
[0 e [ Follow-up AN i Rry,
8. Manufacturer Report Number
7. Other Relevant History, Including Preexisting Medlcal Conditions {s.g. allargies, GB-2006-005656
race, pregnancy, smoking and sicohol use, hepatic/renal dysfunction, elc)

#1 UNK concurrent condition, (continued)
#2 —-/-11995 to —/--/1995 procedure, (continued)
#3 --/1-/1995 to UNK historical condition, ({continued)

E. INITIAL REPORTER

1. Name and Address

Phone # Withheld

. . Name and address wilhheld.

#4 UNK, procedure, Caesarean soction (continued) APR 10 06
Submission of & report daes not constitute an admission that 2. Health Professionai? | 3. Occupation 4. Inltial Reparter Also
medical personnel, user facility, distributor, manufacturer, or product . Sent Report to FDA

r caused or contribuled to the event, health care professional

Kves ([Jne (O ves ] No (R umk
J5004 Fecuimie

07-Apr-2006 07:27 D S S
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— J— S Berlex Inc.

Individual Safety Re { \of & report does nat constitute u.:.mmﬁw@&?;wm
! n that medical personnel, user ;W—_____ﬂ__’i s - Food s Brug Adrairlsirnbon
i ’ , | rter, distributor, manufacturer or G8-2006-005656/

847

& 85~ sed or contributed 1o the event. WMWW .
Page 2 of3 FOA Usa Ondy
Additional Information
85. EVENT DESCRIPTION (cont.) .

occurrence of a rapid course of septicaemia (ascending genital infection identified via post-mortem, Group A Streptococcal sepsis with
micro-abscess in several body areas, e.g. lung tissue) resulting in death in a female patient in her 40's who was prescribed levonorgestrel
(Mirena, 1US). ’

The patient's past medical history, concurrent medical conditions, and concomitant medications were not reported. It was not reported if
Mirena was used previously and tolerated.

On an unspecified date in 2003 the patient received levonorgestrel (Mirena) via intra-uterine route of administration for an unspecified
indication.

On an unspecified date the patient developed a rapid course of septicaemia which was identified as an ascending génital infection via
post-mortem. The past-mortem established a Group A Streptococcal sepsis with micro-abscesses in soveral body areas (e.g.lung tissue),
resulting in death,

The 'patient died from the Group A Streptococcal sepsis on an unspecified date.
No additional information was provided. Further information requested and will be furnished upon receipt.
Suppl. (31Mar 2006): Additional information provided by the physician including the post-mortem report.

This 42 year-old female patient's medical history included an ovarian cystectomy while pregnant in 1995 and then had a caesarean delivery.
There was rio other record of any other significant gynecological or obstetric history. There was no other past history of note. The patient's
body mass index (BMi) was 24.57. In April 2005 she was noted to have no problems with her (UD.

On QNSNS this patient felt unwell, lethargic, dizzy, lightheaded, had complained of fiu-like symptoms for the past 7 days and had
diarrhea 4 times In 24 hours before she was seen by a doctor the day before she was found dead. The patient was seen by a physician the
night before she died and was described as being fully alert and oriented with a temperature of 39, pulse of 100, blood pressure 120/80, her
mouth was dry, her chest was clear, her abdomen was soft and non-tender, there was no neck stiffness or photophobia. A diagnosis of
gastroenteritis was made by the physician and the following morning after a sudden deterioration in her health she was found dead at her
home in bed on NS

A post-mortem examination was performed on (EINRUSEEEND . Head and neck examination resulted in normal findings. Chest examination
revealed cut lung surfaces expressing straw colored fluld in keeping with pulmonary edema. The lower trachea and main bronchi contained
some purulent material. Cardiac examination resuits were normal. Abdominal examination revealed the peritoneal cavity contained some
purulent fluid primarily within the pelvis with inflammation of the peritoneum. The uterus contained an intrauterine contraceptive device. Both
ovaries were oedematous and inflamed. The left ovary contained a benign cystic teratoma and the right ovary contained a haemorrhagic
cyst.- Both fallapian tubes also appeared oedematous and inflamed. One of the ovarles contains a small abscess In which a number of
bacteria with a coccal morphology were Identified. Sections from the pelvic organs showed inflammation of the uterus, falloplan tubes, and
ovaries, The right adrenal gland showed a 20mm diameter nodule and the left appeared normal. Swabs'taken from the peritoneum, IUD,
and lung tissue showed Group A haemolytlc streptococcus present.

Post mortem examination showed the patient died as a result of sepsis following Infection with Group A streptococcus., The infaction
appeared to have been primarily centered within the pelvis involving the uterus., faliopian tubes, and ovaries. As noted, the organism was
also isolated from the (UD device.

The post mortem report stated it appeared most likely that the infection of the pelvic organs was 3 direct result of an ascending genital tract

infection and death was directly attributable to Group A straptococcal sepsis which was secondary to pelvic inflammatory disease and
peritonitis.

No additional information was reported. ' APR 1 0 2008

Reporter's Comment:
nooc

07-Apr-2006 07:27 | LW L
ADD 1 1 2nne



Berlex Inc,

"Individu Saf.t Rep: t
Ih of a report does not constitute U.3. DEPARTMENT OF HEALTH AND HUMAN SERVICES
‘I xx mlmm n that medical personnel, user T Ry Hoslh Serves - Pood and Ong
‘ Wi ter, distribulor, manufacturer or GB-2008-005656|
49 ‘7 gt -ed or contributed to the svent, UFAmporter Repont #
Page3of3 FOA Use Ony
The reporter did not provide an assessment of the relationship of event to treatment of Mirena. »
B7. OTHER RELEVANT HISTORY
# Start/Stop Date  Condition Type / Condition Notas
UNK concurrent condition Suppl. (31 Mar 2006): BMI = 24.57 (71 kg, 170 cm)
Body mass index ’
2 --/-/1995 procedure Suppl. (31 Mar 2006) Ovarian cystactomy whilst pregnant
-/-/1995 Ovarian cystectomy
3 -~--11995 historical condition Suppl. (31 Mar 2006)
UNK Pregnancy
4 UNK procedure Suppl. (31 Mar 2006)
Caesarean section
C1. Name (cont.)
Suspect Medication #1: Mirena(LEVONORGESTREL) IUS
C2. Dose, frequency & route used {cont.)
Suspect Medication #1: 20 Hg/day, cont, Intra-uterine
(8. ADVERSE EVENT TERMS (cont.)
cyst, Adrenal mass
APR 1 0 2006

07-Apr-2006 07:27

DSS
APR 1 1 2006
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The FDA Safety Information and
Adverse Event Reporting Program

A. PATIENT INFORMATION

1. Patent Identifier |2. Age st Time of Event, or
girl Oate of Birth:
]

In confidence 20
B. ADVERSE EVENT, PRODUCT PROBLEM OR ERROR

Check all that apply:
1. Z] Adverse Event D Product Problem (e.g., defects/malfunctions)
D Product Use Error D Problem with Different Manufacturer of Same Medicine

pr

JOLUNTARY reportin, ,@?2
adverse events, product proble
oduct use errors
Internet Submission - Page 1

Form Approved: OMB No. 0910-0291, Expires: 10/31/08
See OMB siatement on raverse.

wi A E/34

D. SUSPECT PRODUCT(S)
1. Name, Strength, Manufacturer (Imgoam bel)

seascnale
"

-
al

| —
I—

cauge was birth control pills.

RECEIVED
JUL 2 0 2006
MEDWATCH CTU

€. Relevent Tasts/Laborstory Data, inciuding Dates

(0.0 allergies,

s, elc.)

7. Other Rol Hsnm fudi
1800, pregnancy, ng and nlcohol use, Ilven‘kldney pmu

DSS

‘JUL 21 2006

C. PRODUCT AVAILABILITY

Product Available for Evaluation? (Do not send product to FDA)

C] Yes

Z] No D Returned to Manufacturer on:

(mm/ddyyyy)

2. Outcomes Attributed to Adverse Event
(Chock all that apply) 3. Dates of Use(if unknown, give duration) Irom/lo for |5. Event Abated After Use
] Reduced?
[z Death:  mcemm— D Disabifity or Permanent Damage best esomate) to 6 wks Stopped of Dose
T3y vy 0 12/01/2005 ..  ewmmmmms v [ves [Ino i) Qoo
[ uite-threatening ] congenital Anomaly/Birth Detect
[] Hospitaiization - initial o prolonged ] Other Serlous {knportant Medical Events) 2 - 2 Jves [Ine Dm’
[TJ Reaquired Intervention to Prevent Permanent ImpairmenvDamage (Devices) 4.0 bxtthogontroi“ Use (i ’ 8. Event Aeappeared Atter
#1 Reintroduction?
3. Date of Event (mmvddyyyy) 4. Date of this Report (mm/ddyyyy) Doesnt
07/19/2005 ” 1 ves [Ine mm
5. Describe Event, Probiem or Product Use Error 6 Lot# 7. Expiration Date ') D Yes E] No D 2;;3"1
y
my daughter was on seasonale for about 6 wks [ 2 9. NDC # or Unique 10
when she died of a DVT. The doctors said the ” ¥ ’

E. SUSPECT MEDICAL DEVICE
1. Brand Name

2. Common Device Name
aeagonals

3. Menutacturer Nams, City and Stats

4. Modcl # Lot# 5. Operator of Device
[¥] Heaith Prot
Catalog # Expiration Date (mmvddyyyy) D Ly UserPatient
Sorlal # Othor & [J otner:

6. H implanted, Glive Date (mnvddiyyy) 7. i Explanted, Give Dete (mm/ddiyyyy)

8. ls this a Single-use Davice that was Reprocessed and Reused on a Patient?

Oves no

8. f Yes to Hem No. 8, Enter Name and Address of Reprocessor

F. OTHER (CONCOMITANT) MEDICAL PRODUCTS
Product names and therapy dates (axclude lreatment of event)

My daughter died of a DVT the doctors said was
bacause of the ume of seasonale birth control
pill. She had been on it for 5 to 6 wks.

G. REPORTER (See confidentiality section on back)
1. Name and Address

IE

L)
R
Phone # E-mall
]
2. Hesith Protessional? |3. Occupation 4. Also Reported to:

D Manulacturer
[ user Faciny
[] Distributorimporter

DYos ENO

5. f you do NOT want your identity disclosed
to the manutacturer, place an *X* in this box:

Other Health

]

FORM FDA 3500 (8/05)

Submission of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.
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ADVERSE EXPERIENCE REPORT

13, C

The patient has a past history of normal delivery, splenectomy, infection

infections the last one six months before the death.) and idiopathic

thrombocytopenic purpura. Past therapies included Trinordiol (0.05mg

levonorgestrel/0.03mg ethinyl estradiol/0.075mg levonorgestrel/0.04mg ethinyl
: (cont'd)

{Severe

2. DATE OF BIRTH 4-8. EXPERIENCE ONSET 8-12. CHECK ALL APPROPRIATE
INITIALS Day Month | Year UNITS Day Month | Year TO ADVERSE REACTION
- l. 32yr F 20 | may | 1995
7. DESCRIBE EXPERIENCE(S) PATIENT DIED
PULMONARY EMBOLISM(LLT: PULMONARY EMBOLISM)
[LLT = Lowest Level Term) D INVOLVED OR
PROLONGED
This case was considered medically important. INPATIENT
Information was received from a healthcare professional via a regulatory authority HOSPITALIZATION
regarding a 32-year-old female patient who received Trinordiol (0.05mg D INVOLVED A ;
levonorgestrel/0.03mg ethinyl estradiol/(0.075mg levonorgestrel/0.04mg ethinyl PERSISTENT OR
estradiol/0.125mg levonorgestrel/0.03mg ethinyl estradiol tablet) therapy and SIGNIFICANT
experienced pulmonary embolism. DISABILITY OR
MEDICAL HISTORY: INCAPACITY

LIFE THREATENING

NONE OF THE ABOVE

13. RELEVANT TESTSAABORATORY DATA
None Provided.

RECOVERED

#1 TRINORDIOL (LEVONORGESTREL/ETHINYL ESTRADIOL, TABLET)

20. DID REACTION ABATE
AFTER STOPPING DRUG?

15. DAILY DOSE(S)
¥ 1 unknown

18. ROUTE(S) OF ADMINSTRATION
¥10ral

Oves [Ono [x] wa

17. INDICATION(S) FOR USE
#1 Prophylaxis(LLT:Prevention)

21, DID REACTION REAPPEAR
AFTER REINTRODUCTION?

18. THERAPY DATES (FROM/TO)
#1

19. THERAPY DURATION
#1 Unknown

13-Nov-1995 / UNK

S OF ADMINISTRATION (Exclude those used 16 real svent) (DA/MOYYR)
20LOFT (SERTRALINE HYDROCHLORIDE), Unknown

Oves [Jno N/A

IO VD A
ey "‘ﬁ h.

AUG 1 7 2006

23. OTRER RELEVANT HISTORY (e.q. diagnostics, allergics, pregnancy with last month of perfod, etc.)

PAST CONDITIONS: i
Normal delivery(LLT:Normal birth); Idiopathic thrombocytopenic purpura(LLT:Idiopathic
Infection (LLT: Infection); Splenactomy (LLT: Splenectomy)

CDERGR——

thrombocytopenic purpura);

OTHER REFERENCE NUMBERS :
Regulatory Authority (HP)
Affiliate Ref Num - S06272

WYETH PHARMACEUTICALS INC.
P.0O. Box 7667
Philadelphia,

Local Marketing Na.
¥1 NDA19-192

PA 19101-7667

24b. MFR CONTROL NO.

SEWYE670311AUGD6

24c. DATE RECEIVED | 24d. REPORT SOURGE

By [ stupy [[] consuMER

MANUFACTURER Y

O uremarure [ RECULATOR DSS
HEALTH

10-Aug-2006 PROFESSIONAL L] LICENSE AUG 18 2006
Date of this report 253. REPORT TYPE

16-Aug-2006 INITIAL (] FoLLowur

- 062587

AUG 16 2006

DATE SENTTOFDA

AUG 1 7 2006




T Individual Safety Repol

Ins o ' Page 20of 2
wyern [IUHATRIMIRHRR ‘

50860287~-4-00-02

INTERNATIONAL
ADVERSE EXPERIENCE REPORT

Manufacturer Control Number:  SEWYE678311AUG06 .

Box # 7 - DESCRIBE EXPERIENCE(S) . (Centinuation)

estradiol/0.125mg levonorgestrel/0.03mg ethinyl estradiol tablet),

PRODUCT DETAILS:

Indication for Trinordiol was prophylaxis. Therapy began on 13-Nov-1995. Dose regimen was not provided.
CONCOMITANT THERAPY:

Concomitant therapy included Zoloft (sertraline hydrochloride) .

EVENT DETAILS:

The patient experienced pulmonary embolism (pulmonary embolism) on (UNNNJNNS. The patient experienced
stomach sickness on 17-May-2006. On the morning on UMD he patient experienced abdominal pain,
nausea, vomit, ready to faint and respiratory arrest. All resuscitation in the home failed. The patient
died on SENNENGENG_ .

The cause of death was reported as pulmonary embolism and the autopsy cause of death was pulmonary
empolism. According to the autopsy they found both new and old clots. The right thigh was swollen. They
who made the autopsy thought that the embolism came from the right femoral vein.

DSS
AUG 18 2006

AUG 1 7 2006
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MEDWATCH

The FDA Safety Information and
Adverse Event Reporting Program

A. PATIENT INFORMATION
1. Patient Klentlfier] 2. Age at Time

- of Event; 21 Years
o 1200 s
Date or
oeitr:  SHNNEID

iﬁ_-L_kgs

In corfidence
B. ADVERSE EVENT OR PRODUCT PROBLEM

1.@ Adverse Event and/or E] Product Proble:n (e.g., defects/maifunctions)

For use by user-faciliies,
importers, distributors and manufacturers
for MANDATORY reporting

Page 1 of 4
C. SUSPECT MEDICATION(S)

Raisys intermebondl, Inc., FOA Facaimile Approval 11-JUN 1099

Mir Raport &

007819,J

i

UF/mporks Report §

.. _FOAUS Oty |

1. Name (Give iabeled strength & mtriiabeler, if known) (Regimens Continued)

#1. Plan BLEVONORGESTREL) (continued)

#2. ORTHO TRI-CYCLEN LO() (continued)

2. Outcomes Attributed to Adverse Event
(Check all that apply)

BJ oDeatn

G Li#te-threatening

] oisabiiity

D Congenital Anomaty

o/d:
(mo/dayhyr) 7 Required tntervertion 1o Prevent
Permanent impairment/Damage

2. Dose, Frequency & Roule Used 3. Therapy Dates (if unknown, give duration)
fromAe {or best estimate)

#1. 02/10/2006 to 02/10/2006
#2. 05/31/2005, duration UNK

#1. 2 (continued)
#2. UNK, UNK, Oral

4. Diagnosis for Use (Indication)
#1. Emergency contraception
#2. Oral contraception

5. Event Abated After Use
8topped of Dose Reduced?

#1.0J ves [J Mo (R Rooe™

[[J Hospitalization - indial or proionged 1 otrer:
3. Date ot Event (mo/daylyear) 4. Date of This Report (mo/day/year)
02/28/2006 08/29/2006

6. Lot # (If known) 7. Exp. Date (¥ known) ” D Yos D No D oot
#1. TS43958 #1. UNK AP UNK

8. Event Reappeared After
Relntroduction?

#2. UNK #2. UNK

§. Describe Event or Problem
Event Verbatim [PREFERRED TERM] (Related Symploms # any separated by commas)

Urinary tract infection(Urinary tract infection) ([Dysuria), [Haematuria})
Flu(influenza] ([Pyrexia), [Chills], [Headache])

Heavy, prolonged menstrual bleeding[Menorrhagia]

Pelvic pain[Pelvic pain]

Bloating[Abdominal distension]

Took unprescribed Amphatamine[Drug use for unknown indication]
Cardiac arrhythmia[Arrhythmia)

Spotting{Metrorrhagia)

Case Description:

Information was received regarding a 21-year-old female patient
prescribed Plan B (levonorgestrel tablets, 0.75 mg) for emergency
contraception. It was reported the patient had unprotected sexual
intercourse on unspecified dates in 2006. The patient took Plan B on
02/28/2006 and 03/29/2006 (dosage

continued In additional info section...

#1.[J ves [] v [ 205
20 v 0w 00

9. NDC# (For product problems only)

10. Concomitant Medical Products and Therapy Dates (Exclude treatment of event)
ORAL CONTRACEPTIVE NOS (ORAL CONTRACEPTIVE NOS) UNK to
UNK

continued in additional info section...

G. ALL MANUFACTURERS

6. Relavant Tests/Laboratory Data, Including Dates
#1 QU Comprehensive Drug Panel (continued)
#2 GERNER regnancy test Negative
#3 GEEEER Rapid Flu test Negative

1. Contact Office - Name/Address (and Manufacturing Site 2. Phone Number
for Devices) 2019303302
Barr Laboratories

. 3. Report Source
400 Chestnut Ridge Road (Check all that apply)
Woodcliff Lake, NJ 07677-7668 UNITED STATES D c
oregn
D Study
D Literature
& Consumer

4. Date Received by S. Health

Manufacturer(mo/day/yr) (ANDA 8 21-045 Professional
08/16/2006 IND # D User Facility

G. if IND, Give Protocol # .

PLA K O Roproredtatve

T Troe of Romort Pro-1936 [T] Yes [ osribuor

Check ail that
(Check apply) orc [ vee [ ore
D S-day m 15-day Product

8. Adverse Event Term(s)
Urinary tract infection, Influenza, Menorrhagia,
Pyrexia, Chills, Pelvic pain, Abdominal

[ today [ Periodic
[7] initial B Fotlow-up #2

7. Other Relevant History, Including Preexisting Medical cgnﬁfmwng
race, preagnancy, smoking and alcohol use, hepatic/renai dysfunction, etc.)

#1 UNK Historical Condition, (continued)

#2 G Procedure, (continued)
#3 D o UNK Historical Condition, (continued)
#4 el > UNK Historical Condition, (continued)
continued in additional info section...

Submission of a report does not constitute an admission that
medical persannel. user facility, distributor, manufaciurer or product
caused or contributed to the event.

A

INWA T acsamiy

29-Aug-2006 1208

distension, Headache,

9. Manutacturer Report Number g " . .
continued in additional info section...

007819

E. INITIAL REPORTER
1. Name and Address

b
e ———
SRR UNITED STATES

4. Initial Reporter Also
Sent Report to FDA

= Yes [} No O um

2. Hoalth Professionai?

7 ves

3. Occupation
Consumer

ENO

AUG 3 0 2006 DSS
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; S. DEPARTMENT OF HEALTH AND HUMAN SERVICES
00-X-00-02 n of a report does nol constityte u \
...--.392.5.’:...- ..x.-n.v a1t aununaiOn that medical parsonnel, user NPTwweras Hody Servon - Food ana Ung Adminakason
Experionce Report factlity, Importer, distributor, manufacturer or . . . 007819
product caused or contributed (o the event. UF/Amponter Report &

(continued)

Page 2 of 4 FDA Use Only

Additional Information
BS. EVENT DESCRIPTION (cont.)

not provided). It was reported the patient experienced heavy menstryal bleeding, a swollen, and a painful, inflamed pelvic area, on
04/01/2006. The patient developed fever, chills and headache, on 04/04/2006. On UM the patient expired due to cardiac
arrhythmia,

described as bloating. On 04/03/2008, the patient took a single dose of an unspecified amphetamine (not prescribed for her) for an
unknown indication. She developed fever and chills on 04/04/2008 and started taking Tylenol Cold and Sinus tablets. The campus clinic
prescribed unspecified medications (never filied) and instructed her to rest, as she may be "coming down with the flu." On SO, the
patient expired. Pathology autopsy results indicated cardiac arrhythmia was the cause of death. A Comprehensive Drug Panel report
indicated positive amphetamine, caffeine and pseudoephedrine levels. Additional information has been requested.

07/07/2006-See attached reports.
07/24/2008- Final autopsy report was received. See altached report.

08/04/2006-— records received. Medical history, medication history, correct dates (02/10/2006, 03/27/20086) and Lot
numbers for Plan B were provided.

08/16/2008- Additional information was received. Clinic notes were provided, On 02/06/2008, the patient was examined for sore throat and
congestion, GuaiMax-D was prescribed. On 02/28/2006, symptoms of a UTI started. Sulfamethoxazole & Trimethoprim was prescribed on
03/04/2006. On 03/08/2006, the patient experienced burning on urination and hematuria. She was resistant to the Sulfamethoxazote &
Trimethoprim, therefore Cipro was prescribed on 03/08/2006. Pyridium and Macrobid were prescribed on 03/10/2006. The patiant started
spotting on 03/29/2008, secondary to Ortho Tri-Cylen Lo and antibiotics. On 04/04/2008, the patient went to the dinic with fiu symptoms. A
Rapid Flu test was negative. GuaiMax-D and Delsyn were prescribed for probable flu, but never filled. The patient expired on GRS
No additional information is expected.

MedWatch Case Comment:
Submission of this 15-day report does not constitute an admission that the reported event is an unlabeled event.

86. LABORATORY DATA
#  Date Test/ Assessment / Notes Resuits Normal High / Low

1 Comprehensive Drug Panel Positive

, 1- Amphetamines
* 2- Pseudoephedrine 1059 ng/mL
3- Caffeine

B7 OTHER RELEVANT HISTORY DSS
H StartStop Date  Condition Type / Condition Notes I.AUG 8 1 m

1 UNK Historical Condition
Light smoking and light
alcohol use
Nrr N b e -
2 wmmeeen Procedure 1-Early autolytic changaes, diffuse (explanation-dus to body lying in warm room

for 24 hours)

2- Pulmonary congestion, marked (explanation- could be due to a number of
unspecified reasons)

3- Hepatic congestion and mild chronic inflammation, periportal (sxplanation-
possible early viral hepatitis)

4-Pseudoephedrine 1059 ng/ml (explanation- although high, m@&
non-gignificant) AUG 3 0 2@06

) Autopsy report-Cause of '.Mlﬁ 3 1 m

29-Aug-2006 12:06




U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES

Public Health Sarvice -Fmamggmm 4 abon
[MK Ropart #

slon of a report does not constitute

ission that medical personnel, user
E rience Re ¢ facliity, imporier, distribulor, manufacturer or - 00781
(Ooln tiny edc)e product caused or contributed {0 the event. UF/mpariec Report 8 9
Page3 of4 FOA Usa Cay |
death-cardiac arrythmia,
Manner of Death-Natural .

Historical Condition Received Rx for OrthaTr-Cyclen Lo .

UNK Annual exam- normal
4 =W Historical Condition Received Rx for Sulfamethoxazole &Trimethoprim Y 3
Received Rx for Cipro 500 mg x3 {03/08/06) for continuing symptoms of UT!
W roforred to family MD for continuing symptoms of UT ;
UNK Urinary tract infection
5 GQEEENER, Historical Condition
UNK Chlamydia
6 SR Historical Condition
UNK Herpes
7 SRR Historical Condition Sore throat, congestion Temp 98, BP 98/54
UNK Clinic visit
¢ @ Historical Condition Symptoms of burning on urination/nematuria, started onGERNNINE, Cipro
prescribed.
UNK Clinic visit
o il Historical Condition
UNK LMP

Historical Condition Urinary tract infection, last dose of Cipro L
Pyridium and Macrobid prescribed.
+ Bp 124/78

Clilnic visit

Historical Condition Vaginal spotting, for past week. Just started new pack of Ortho Tri-Cyden
Lo-dysfunctional uterine bleeding sacondary to Ortho Tri-Cyclen Lo and
antibiotics. . .

Clinic visit

Historical Condition Complaining of Flu symptoms. Temp 98.6, BP 96/56.
GuaiMax-D and Delslyn prescribed (never filled as per family).

Clinic visit

C1. Name (cont.) )
Suspect Medication #1: Plan B(LEVONORGESTREL) Tablet, 0.75mg
Suspect Medication #2: ORTHO TRI-CYCLEN LO()

DSS
'AUG 3 1 2006

C2. Dose, frequency & route used (cont.)
Suspect Medication #1: 2 Tablet, single, Oral

C10. CONCOMITANT MEDICAL PRODUCTS

TYLENOL COLD MEDICATION (CHLORPHENAMINE MALEATE, PSEUDOEPHEDRINE HYDROCHLORIDE) 04/01/2006 to

04/05/2006
AMPHETAMINE UNK to UNK

VITAMINS UNK to UNK

~AUG 8 0 2006

29-Aug-2006 12:06
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U.S. UEARTMENT OF HEALTH AND HUMAN SERVICES
fblic Health Sarvios - Food and Dusg Adminisiabars

L me ik Report #
n yort sacaty, importer, distributor, manufacturer or . 007819]
(Eco'nti::e:)e Re product caused or contributed o the event. UHmparker Raport #
Puage 40f 4 FOA Use Only

VALTREX (VALACICLOVIR HYDROCHLORIDE) UNK to UNK

CIPRO 03/08/2006 to UNK
SULFAMETHOXAZOLE W/TRIMETHOPRIM (SULFAMETHOXAZOLE, TRIMETHOPRIM) 03/04/2006 to UNK

G8. ADVERSE EVENT TERMS (cont.)
Drug use for unknown indication, Arrhythmia, Metrorrhagia, Dysuria, Haematuria

Block C - Additional Dosage Regimens

Suspect Product 2. Dose, Frequency & Routé Used 3. Therapy dates 6. Lot# 7. Exp. Date
(if unknown, give duration) (if known) (if known)
#1 Plan B Regimen # 2 2 Tablet, single, Oral 03/27/2006 to 03/27/2006 T54395C UNK

3

DSS
AUG 3 1 2006

AUG 3 0 2005

29-Aug-2006 12:06



Safety Report
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5395100-X-01-01
S.demmmm Lo MWMMWMhWMW
- For VOLUNTARY reporting of ~__ Boo OME smlomemen e
MEDWATCH adveres eveors,product problems 3nd
product use errors
ne FDA Safety information and Page of

dverse Event Report
CPATIENT INFORMATION

ing Program
Lma'ﬂudMu 3 Sex
21 ] stnie

D. SUSPECT PRODUCT(S]
1.mmwmmw
" Lavonorgestrel (Plan B) Gedeon Richter, Ltd. and

o2 Duraned pharmaceuticals, Inc.

confidence
_ ADVERSE EVENT, PRCOLUCT PROBLEM OR ERROR
2. Dota or Amount Frequency Roule
1. [ Adverec Evert [ Product Proviem fe.0., defeckmatunciions) n l°~’5 w.g. l [oue time use B IORl l
meﬁﬂa Drmwnmmamm "2‘0.75 w.g. Hone time use I oralA
LWWNWEVM
(Check sl that apply) s.g:aolu.o(llmbmmmam)hm(a 5. Event Abatad Attar Use
L ) catimale)
7] oeam: [} Dtsabaty or Parnanent Domage Stopped or Doss Reduced? .
——T o1 02/28/2006 a Clyes v O
£ Ute-trraatening ) Congenital Anomaly/Bitn Detet Apoly
[ Hospaizaton - il o prokomge [C] e Sarious Gnporiard Madical Everts) rz 03/39/2008 . e Ove Do OIS
. ; . Y w .
] foquired intervention 1o Prevent P ont I ge [Dsvices) 4 erg:nmcy oo'::“cepcwwe) ey re—y T
T Duse of Event (mmictyyyy) e ete of Bt Repont (mavdatyyyy) n Reinaroduction? Doss
’ 06/26/2006 52 Bmergency Contxraceptive » Oves [ ) DMP'!
&MEMM«WU“W 8. Lotd 7. Explistion Date QZDYn DNO gg;:ﬁ
Following 2nd time pills wexre taken on 3-29-06 patient n "
experienced heavy monstrual bleeding, pelvic area wagd B. NOC # of Unique 10
swollen, painful and inflamed starting 0;/0}/2006;
chilla, fever and headache started oD 04/04/2006 and . .
gventual death Concesn with lack of loog E. SUSPECT MEDICAL DEVICE
rexrm study of suspect product gafety and possible
gerious side effects not adequately described in the
product label or other waterials. 2. Comunon Device Name
patient was healthy prior to taking and dose, and 3. Manutacihurer Rame, Gity and Stste
family and friends that knew her and saw her prior to
her death are convinced that her death is directly
related to her use of the drug.- o oad Y] . -
- [[] Haatin Professional
Gatalog # Explretion Date (mavddyyyy) ’
Duyum-m
Bertal . Othar # DO!h.r
. It imptanted, Give Date ( yyyy) 7. 1t Explantsd, Give Date (mwn/siyyyy)

e.hmuwmthﬂMWuﬂMm-Pﬁuﬂ

Cves Dl

Q.NYu\omNo.l.Emrumumdedw

& Relovant Testa/laborakey Dwtn, including Dutes
gee attached autopsy tepon/blood roxicology ocreen
C

F. OTHER (CONCOWTANT) EDICAL PRODUCTS
Product names wnd therapy dates (eaciude Peatmant of everyl)

ortho Tricyclen Low - Age 16 to event date
Tylenol cold and sicus 04/01/2006 o avent datae

et

7. Othey Ratovent HI N cling F *ww..m
mwmwwmwmm){.g

Light smoking and light alcohol use

G. REPDRTER (See confidentiality sectior; o0 back)

C. PRODUCT AVAILABILITY
Procct Available for Evalustion? (Do not send

Ove [ [ Reumediol on: - -

product fo FOA)

ATTACHMENT
ISR# 5095100~X

NATC. Y RN
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HOSPITAL ‘ j

DEPARTMENT OF PATHOLOGY
I

-

AUTOPSY REPORT
NAME: SEp . AUTOPSY NO: NS . ?
AGE: 21 pATE: @B
SEX: F S TIME: 8:30 am
PROSECTOR: (il CORONER: NS
Assistant: _
| ANATOMIC FINDINGS

1. Early autolytic changes, diffuse

2. Pulmonary congestlon, marked
3. Hepatic congestion and mild chronic inflammation, periportal

]

TOXICOLOGY
pseudoephedrine 1059 ng/m! (Ther 200-800) .
CAUSE OF DEATH

Consistent with cardiac arthythmia

511

M D
. Forensic Pathologist

MANNER OF DEATH
Natural

COMPLETED: .
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CIRCUMSTANTIAL SUMMARY

was a 21 year old white female found dead in her room at a SN Sorority on
the morning of SNEENEEES. According to investigators from thef Police Department and
RS Coroner, she had been complaining of an upper rospiratory infection and had visited
the student health center. She had also apparently taken OTC cold medication, and remarked to 3
friend that she intended to take 2 Jarge quantity of Adderal to help her finish a school project. No
signs of foul play were poted st the scene. Due to the circumstances of the death, the Coroner was

notified and an autopsy authorized.

DOCUMENTS AND EVIDENCE EXAMINED

Telephone and additiona! conversations with “ .
IDENTIFICATION

On G -t 8:30 AM, a complete post mortem examination was performed on the body
of NN ho was identified by a toe tag. Persons present for the autopsy included (NP
I as autopsy assistant, S Coroncr S D-ept. Coroners
and GEPEEEENEES, and GNP olice Dept. Officer (I

CLOTHING AND VALUABLES

The deceased is received wearing a black fleece jacket, black t-shirt, gray sweat pants, and white
socks. Valuables included a white metal with white stone ring on the left middle finger, a small
white metal nose stud in the left side, and a metal and plastic navel stud. A wovea and plastic
bracelet is on the left wrist and a green and blue braided bracelet is on the left ankle.

EXTERNAL EXAMINATION.

The body is that of a well developed, well nourished, white female adult appearing the stated age of
21 years. The body length is 62 inches and the cstimated body weight is 125 pounds. Scalp hair is

bleached blonde with dark roots. Jaundice is not present 10 the skin or sclerae.

The head is normocephalic. The irides are green and the sclerae are white. The pupils are equal in
diameter. There are no contact lenses present and there are 00 conjunctival petechiac. The nose is
nommal. There is blood in the nares and mouth. Teeth are present. There is no denture. Oral hygiene
is good. The ears are pierced.

There is no significant increase in the anteroposterior diameter of the chest. The breasté are
symmetrical without palpable masses. The abdomen is not distended. The external genitalia are
those of a shaved female adult. The anus is not dilated and has no evidence of injury. The
extremities are symmetric and there are no significant deforming injuries. '

The following scars, nevi and tattoos are present: there is 2 pigmented nevus on the right knee.
SIGNS OF DEATH: Rigor mortis is generalized and post mortem lividity is purple and fixed on the

2
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anterior surface of the body.

ARTIFACTS: No artifacts of medical or post mortem care are present.

No artifacts of fmtrefaction are present.

INJURIES

No external or internal injuries are identified.

INTERNAL EXAMINATION

SEROUS CAVITIES: The body cavities are opened with a standard Y- shaped incision. The cranial
cavity is opened with coronal incision of the scalp and removal of the calvarium. An odor bke
arent in the body cavities. The lungs axc well aerated and fill the pleural cavities.
There is no cvidencg of poeumothorax. There is no blood or effusion in either pleural cavity. There
are po pleural adhesions. There is no blood or excess fluid in the pericardial sac. There isno
evidence of peri ditis. There is no evidence of peritonitis. There is no blood in the peritoncal
cavity. There is no as¢ itic fluid. After removal of the organs from the body, inspection of the serous
cavities reveals no evidence of fracture of the ribs, stemum, clavicles, vertebral column oF pelvic

bones. Contusion hemorrhage is not present in the body walls.

NECK ORGANS: The lerynx and trachea are in the midline. No significant hemorrbage is present
in the skin, fat or sterocleidomastoid muscles of the anterior neck. The thyroid gland is
symmetricel and composed of reddish-brown parenchyma.

There is no hemorrhage in the intrinsic muscles of the larynx. There is Do obstruction of the
respiratory tract in the nasopharynx, larynx or trachea. There is scant mucus in the larynx. The

mucosa of the hypopharynx, Jarynx and trachea 18 smooth and glistening without ulceration or
tumor. Cervical lymph nodes are appropriate for age. No fractures or dislocations of the cervical

vertebrae are detected.

HEART: The 240 gram heart s in usual position with respect to the great vessels and chest cavity.
The left ventricle is not significantly hypertrophied and the cardiac chambers are not dilated. On
opening the aorta and pulmenary trunk, there is no evidence of air embolism and there is no evidence
of pulmonary thromboembolism. There is no evidence of pericarditis. The circumflex coronary
artery arises from the left main coronary. The coronary arteries are examined by multiple cross- .
sections. There is no significant atherosclerotic plaque in the major coronary arterics.

Thrombosis of the coronary arteries is not present. The cardiac valve leaflets arg delicate. THe
circumferences of the cardiac valves are within normal limits for age and heartsize. There is no
softening or mottlng of the myocardium due to recent myocardial infarction OF DECTOSIS. There is:n0
myocmdial fibrosis. There is 0o myocardial contusion. There aré no defects in the atrigler”
~epiricular septag. Autolysis is mild to moderate. . '

4 ASCULAR SYSTEM: The zorta and its main branches show mild yellow streak atherosclerosis.
There is no evidence of aneurysm, coarctation, dissection or laceration of the aorta. The renal

arteries are not stenotic.



R

29%100-X~01-0

LUNGS: The combined weight of the

i

lupgs is 1269 grams. The trachea is complete, without

malformation, from the larynx to the canna. There is nO aspirated gastric material and no aspirated
blood in the trachea. The distal bronchi contain scant mucus. The pleural surfaces are smooth and
glistening. No petechiae are visible. The lungs and hilar nodes
there is no bullous crophysema. On cut gection, there 18 DO aspirated blood apparent in alveoli.

i no focal consolidation and Do tumor. There is mild passive.
congestion of the lungs. There is no evidence of pulmonary edema- There is no pulmonary
are not present. There is no putrid gas cavitation.

Pneumonia is not recognized. There is

contusion. Pulmonary thromboemboli

are not significantly anthracotic and

LIVER: The 1410 gram liver has a smooth capsular surface. Ou cut section, the parenchyma is

reddish-brown and has 8 lobular architecture. The liver is mildly passively congested. Metastatic
is patent. The gallbladder is present. There are no gallstones.

tumor is not present. The hepatic duct
Autolysis of the liver is mild.

PANCREAS: The pancreas is appropriate in shape and size with respect to total body fat stores.
On cut surface, it is lobular with interspersed fat without focal calcification, fibrosis, hemorrhage or

fat necrosis. Autolysis is mild.

GAS‘I‘ROINTESTINAL SYSTEM: The esophagus is lined with glistening white mucosa. The
stomach is coarsely rugated. The stomach contains 25 ml of particulate food matter. There is no

odor like alcobol in the stomach. No pills or pill residues are present. There are no erosions or

ulcers in the stomach or duodepum. The small bowe

Jaceration of the splenic capsule. Autolysis is not significant.

| and colon are intact without perforation,

diverticula or palpable tumors. The vermiform appendix is present.

SPLEEN: The 250 gram spleen is composed of red and white trabecular pulp. There is no

ADRENALS: Two adrenals are present with golden brown cortex. and white medulla. No cortical
nodules are present in either adrenal. Autolysis is not significant. ’

URINARY TRACT: The right kidney weighs 130 grams, the
Kidneys, ureters and bladder are present in their usnal positions without dilatation. The kidneys are
apsules strip from the cortices with ease and the cortical

symmetrical in shap¢ and size. Thec

surfaces arc smooth. On cut section, the cortex appears

left kidney 110 grams. The two

of ample thickness and the medulla appears

ample. The kidneys are congested. There are 0o stones ot tumors in the kidneys, pelves, ureters ot
bladder.: Autolysis of the kidneys is not sigpificant. The bladder contains scant yellow urine.

REPRODUCTIVE SYSTEM: The uterus, fallopian tubes and
cize and shape for age. No tumors are present. There is no evi

CENTRAL NERVOUS QYSTEM: There is no hem

rcmovedhy stripping from the calvari

um and base of

ovaries are present. They are of usual
dence of current pregnancy.

orrhage in the scalp or galea.. The dura,
the skull, shows no epidural or subdural

hemorrhage. The cerebral and cerebellar hemispheres of the 1340 gram brain are symmetrical. The

leptomeninges arc transparent and can be stripp

There is no flattening of the gyri and no widening of the sulci.

brain have a usual anatomic distribution and
nerves are symmetrical and intact. There is no eviden

ed with ease. Therc is no subarachnoid hemorrhage.

The major vesscls at the base of the

there is no significant atherosclerosis. The cranial
ce of herniation at any of the portals of the

brain. On senal coronal sectioning of the brain, there 16 nO evidence of contusion, edema,

4

3
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hemorrhage, tumor, atrophy, infection or infarction in the cerebrum, cerebellum and brain stem.
There are no fractures of the convexity or base of the skull. The cranjocervical junction .
demonstrates a usual range of motion. The spinal cord is not examined.

PHOTOGRAPHS: Autopsy photography is taken by the @¥Police Department and the S
County Coroner's Office. .

SPECIMENS FOR FIREARMS EXAMINATION OR TRACE EVIDENCE: None.

SPECIMENS FOR TOXICOLOGY: Blood (centrat) and Urine.
" MICROSCOPIC EXAMINATION

HEART: Heart sections are histologically within pormal limits.
LUNGS: Pulmonary sections show congestion.

LIVER: Hepatic sections demonstrate the presence of mild periportal inflammatory infiltrates,
chronic, without additional pathologic change..

SPLEEN: Splenic sections show depletion of white pulp elements..
ADRENALS: Adrenal sections are histologically within pormal limits.
KIDNEYS: Renal sections are histologically within normal limits.

PANCRREAS: Pancreatic sections show autolysis but are otherwise histologically within normal
limits. e
THYROID: Thyroid sections are histologically within normal limits.

CENTRAL NERV OUS SYSTEM: Representative CNS sections are histologically within normal
limits. :
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LABORATORY CASE NUMBER: gD sub;ecrs Name: UUMEIEEIEE
Client Account: Agency Case ¥ —
Physician: _ Date Of Death e
Report To: # CORONER-IN Test Reason: Not given 1
ATTN AR investigator:
‘ '
Cp—— Date Recelved: —
Fx: 1- S Date R'P“‘“’
Laboratory Specimen No: o Date Collected: S
Gontainer(s) Received: Tasts) Requested:
01: Red Top Botte  Blood. AUTOPSY 70510 Comprehensive Drug Pane! (5508)
Analyte Name Result Cut-off Units Therapeutic Range .. Loc
AMPHET AMINES POSITIVE 50 ngimi ke B
pseudoephediine POSITIVE . 50 agimi
Pseudoephediine, Quant 1059 ng/mi 200-800
BARBITURATES Negative 1 vug/mb
BENZOD(AZEP!NES Nagative 150 ng/mi
CANNABINOIDS Negative 20 ng/mi
COCAJNEIMETABOL!TES Negative 50 ngiml
FENTANYL Negative 1 ng/mi
METHADONE Negative 50 ng/mi
OPIATES Negstive 20  ng/ml
OXYCODONEIMETABOLITE Negative 20 nglmi
PHENCYCUDINE Negative 50 ngiml
PROPOXYPHENE Negative 100 ng/mt
SALICYLATES Negative 10 ug/mi
TRICYCLIC ANTIDEPRESSANTS Negative 20 nglmt
ALCOHOLS Negative 0.02 % {(wiv}
STIMULANTS POSITIVE
Caffeine POSITIVE
NARCOTICS Negative
SEDATIV ES/HYPNOTICS Negative
ANTIDEPRESSANTS Negative
ANALGESICS Negative
ANESTHETICS Negative
CARDIOVASCULAR AGENTS  Negatve
ANTIHISTAMINES Negative
ANT\CONVULSANTS Negative
ANTIPSY CHOTICS Negative
B
Laboratory Case #: anp
Page: 1 of

Print Date/Time:
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Print Date/Time: ”

X—O
28290 Poge 3
Laboratory Specimen No: Date Coliected:  FNNNENED
Contalner(s) Recelved: Yesys) Requested:
01: Red Top Tube  Virteous 70570 Autopsy Panel, Volatiles (550V1)
Analyte Name Result Cut-off Units Therapeutic Range Loc
ALCOHOLS Negative 0.02 % (wN)
Methanol Negative 0.02 % {wh)
Ethano! Negative . 0.02 % (wh)
‘Acetone Negative 0.02 % (wh)
Isopropancl Negative 0.02 % (wiv)
e
- Tha Specimen Ideniified by this Labo(etcxy Spediman Numbes has been handied end analyzed in accordsncoe with s# spplicable requirements.
S
Laboratory Case #: SN
Signatura of Certifying Scientist Page:2 of 2
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Date Condition Lat] Start Medication / Trestment
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Tobacco Use | Amount:
DATE SIGNIFICANT PAST HISTORY, S8URGERIES, ETC. Emergency Treatment Data
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Subjective

Chief Comiphaint ’ Duration____ o—p»/a7

* Current medica ionr%z“_.?‘b_.z_cﬁ_._gés;&-ﬁ‘ s 2 oA
Med allergleé: /\/ K D/# cl: ¢ ‘

General: _ ONe Sx }1Fever KFatigue /ley'algia 0 Dizziness/lightheadedness )g( Headache /@ Appetite
Ears: @o Sx O Pain - R L O Fullness—-R L 0 Hearingloss-R L 0 Popping-R L~
Nose: 0 No Sx %Stuffy g Drainage __)& Runny O Sneezing 0 ltching

Facial Pain: "ty\No Sx (J Maxillary - RL O Frontal—R L 3 Between eyes [ Upper teeth O Worse bending

Throat: }iNo Sx Q) Pain 00 Swollen glands O Post nasal drainage O Itching O Scratchy
Chest: O No Sx /&Cough —@ prod both _ 0 SOB 0 Wheeze 0O Tightness O Pain
/
. / ""7’
PMH: O Asthma O Abn Heart valve O +PPD ydgarettes__ppd x __yrs! O Mono (1 Envir Allergy

0 Recurrent strep O Flushot 0O H/O GERD (0 H/O Ent Surgery

Other Hx: ,M W 2 R /Ld——*" ﬁ/ (Lo

If PMHx 'of Asthma complete section below:

Age of onset date of most recent asthma episode

Resp Sx freq: O Daytime 3 Nighttime, '

Trigger: O Allergy. O Activity  C Resp infection O Other

Home PEF: O No O Yes — most recent Personal best, O Spacer use
Previous Tx: O Steroid - oral inhaled O Bronchodilator — short long O Oral anti-inflam
11 Antl-histamine O Other 0O Hospitalization O Intubated

'

' URI/ASTHMA FORM
\ ; / (v = Present
{1 = Absent
+~PpD = Not asked or not 2pplicable




i

zObjective 06 ¢

vs: s%j_& b RR__PEF___ Pred PEF___ Distress onp mid mod sev 0 OsSat_(RA)

Ear Canal: h—\%m ORed O Swollen O Exudate DWax L —}3{ NL D Red O Swollen O Exudate O Wax

Ear Drum: R -%NL O Red O Effusion O Retraction L- }( NL O Red O Effusion O Retracﬁon

Nasal: ONL ORed O pale O Swollen }ﬁ Qischarge Color _Q&gg! O Sinus tenderness

Throat: (JNL ORed ©Lymphoid hypertrophy O Ulcerations ﬁ(btscharge Coloryeae-—e——-\

Tonsils: 0NL O Absent }(Smau O Moderate 0 Large O Exudate

Neck: y\NL ) Accessory muscle use 3 Decreased ROM

Cerv. Node;s: QN %Enlarged QQL o Tender-R L ﬁ(Ac 0 PC

Chest: % NL 0 Wheezing O Rales 0O Rhonchi O Clears w/cough € Other

Cardiac: KNL- ONE O Irregular rhythm O Irregular rate O Murmur  Other

Qther PE — : — e
JE— R ———

In-office Tx: = None o

Lab/ Testing Mg?

G Strep. rapid/cult__ o Mono___ 2 CBC__ k Rapid Flu_t —__* 0O Other,

Assessment

%URI C!Tonsillitis/Pharyngitis O Sinusitis O Acute bronchitis G Allergic rhinitls O Other ]

{3 ASTHMA

Plan 6’

. O acute exacerbation {mild intermittent O persistent - mild moderate severe; m] OM -LR

> o LydFzd

DC o eratinn

O pt. education given

%Iall if not improving in ( &:i O Appointment

K push Fluids O Call for test results O additional Dictation

v

O Handout 0 Influenza Vaccine

O Asthma educ.

~ /5]
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Subjective
—~ ..

Chief Complaint__7 ¢ ZTbin owf C e/ Wq(aﬁon 727-—04—:—/
Current medication: Ol e T Copprto Lo LMP; _’
Med allergies: ALK DA - a QX : i
General: O No Sx O Fever )&Fatigue FMyalgia O Dizziness/lightheadedness k’ Headache /ﬁl Appetite
Ears: ﬁNo Sx O Pain-R L DO Fullness-R L O Hearing loss - R L D Popping-R L
Nose: O No Sx %Stuffy /& Drainage iq“ Runny O Sneezing 0 Itching
Facial Pain: D%lo Sx [0 Maxillary - RL O Frontal- R L O Between eyes {0 Upper teeth O Worse bending
Throat: Q No Sx Q Pain }.éSwollen glands &’ Post nasal dralnage D Itching O Scratchy
Chest: O No Sx lﬁ,Cough @ prod both ___ 0OSOB G Wheeze U Tightness O Pain
PMH: 0 Asthma O Abn Heart valve 0O +PPD ﬂ Cigarcttes__ppd x __yrs. O Mono O Envir Allergy

O Recurrent strep O Flu shot  © H/O GERD O H/O Ent Surgery
Other Hx:

If PMHx of Asthma complete section below:

Age of onset date of most recent asthma episode

Resp Sx freq: O Daytime O Nighttime

Trigger: O Allergy O Activity [ Resp infection O Other,

Home PEF: O No 0O Yes — most recent Personal best 0 Spacer use
Previous Tx: O Steroid — oral inhaled O Bronchodilator - shortiong O Oral anti-inflam
3 Anti-histamine (J Other, O Hospitalization : O Intubated

= 11-dsAM

@#/ASTHMA FORM

A
GEN.
S [+7 » b Prosent
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Wik

ibjective By o
s: “Zr 3P »__ RR__ pEF__ Pred PEF___ Distress ~(Gopk mild mod sev D OSat__(RA)

ar Canal: R -%NL CJRed D Swollen O Exudate O Wex L- QNL O Red O Swollen O Exudate O Wax
ar Drum: R- §(N—L ORed O Effusion 0 Retraction L —/ku’ NL O Red O Effusion O Retrac}ion

lasal: ONL ORed O Pale O Swollen jbﬁpischarge Color, ,[&»_—:U Sinus tenderness

hroat: O NL %ed O Lymphoid hypertrophy O Ulcerations  J Discharge Color el

onsils: ONL O Absent /&Small O Moderate O Large O Exudate

leck: )X\NL O Accessory muscle use O Decreased ROM

erv. Nodes: [ NL %Enlarged @ O Tender-R L (YAC O PC

hest: §<NL |0 Wheezing O Rales @ Rhonchi ') Ciears wjcough 01 Other
ardiac: %NL O NE O Irregular rhythm O Irregular rate O Murmur Other
2ther PE

n-office Tx: 0O None O

ab/ Testing
1 Strep. rapid/cult___ O Mono___ D CBC 0O Rapid Flu O Other

Assessiment
{ URI O Tonsillitis/Pharyngitis O Sinusitis O Acute bronchitis O Allergic rhinitis 1O Other.

1 ASTHMA - O acute exacerbation Omild intermittent QO persistent ~ mild moderate severe; OOM~LR

'lanﬁww /) "7: _/0 g/) }'(ZG

J Pt. education given /C%’ Handout _ Q&-ﬂﬂ?/ ~ 0 Influenza Vaccine
fCall if not improving in _/ W"é O Appointment

O Asthma educ. Referral

,
1 Push Fluids O Call for test results (3 Additional Dictation . Signatu
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SUBJECTIVE: | saw Ul on 1. and at that time she had had a cough for 4-5 days. |
thought it was viral and symptomatic care was recommended. She was given a script for Tussionex
to use at bedtime. She comes in today stating that the cough is more frequent. She has paroxysms
of coughing, sometimes 20-30 minutes at a time, and sometimes will vomit after coughing.
Occasionally there is some mucus produced, but itis mostly clear. She has noticed fatigue, does not
know if she has had a fever. She still has some nasal congestion, but denies sinus pain. The patient
has no history of asthma, but has used an inhaler before when she has beeniill.
OBJECTIVE: Peak flow 400, predicted 430. She appears in no distress. TMs are normal. Nose real
red with swollen turbinates. Throat clear. Neck no adenopathy. Chest has good expansion and
clear to auscultation. No wheezes, rales or rhonchi heard.
ASSESSMENT: BRONCHITIS.
PLAN:

1. Z-Pak.

2. Advair 100-50, 1 puff b.i.d., #3.

3. She is to let me know if this not improving in 5-6 days.

<. .0 N

Dictated : il

2:13 pm
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The FDA Safety Information and
Advaerse Event Reporting Program

A. PATIENT INFORMATION

U.S. Depar

iy

1. Patiant identifler] 2. Age at Time
N of Event: 26 years
or
Date
of Birth; UNK

for MANDATORY reporting

SZCEIVED ™

tis, Raleye intemationsl, inc., FOA Facainle Aoprovel: 30-JUN-1900
anufacturers Mic Ragon ¢
: CA-2006-035391
UFimporter Report # .
FOA Use Only

C. SUSPECT MEDICATION(S)

1. Name (Glve labeled strength & mirAabeler, # known)

*1. Mirena(LEVONORGESTREL) (continued) ‘

#2.

§ B. ADVERSE EVENT OR PRODUCT PROBLEM

I.g Adverse Event and/or D Product Problem (e.g., defects/matiunctions)

2. Outcomes Attributed to Adverse Event
{Check all that apply)

E Death

D Life-threatening

[ oisabikty

UNK D Congenitsl Anomaly

(moldayfyr)

[ Required intervention to Prevent
Permanent Impairment/Damage

(] Hospitakzation - initiai or prolonged [ other:
3. Date of Event (mo/day/ysar) 4. Date of This Report (mo/daylyear)
UNK 11/20/2006

5. Describe Event or Problem
Event Verbatim [PREFERRED TERM] (Related symptoms # any separated by commas)

ruptured cerebral aneurysm([Ruptured cerebral aneurysm)

Case Description:

This report describes the occurrence of ruptured cerebral aneurysm
in a 26 year-old female patient who was prescribed levonorgestrel
(Mirena, IUS). This report was received on 14 Nov 2006 from a
patient and has not been verified by a physician or other health care
professional.

There was no past medical history reported. There were no
concurrent conditions reported. The patient received no concomitant
medication. It was not reported if Mirena was used previously and
tolerated.

On an unspecified date the patient recsived the first dose of
levonorgestrel (Mirena) at 20 ug/day, cont via intra-uterine route of
administration for contraception.
continued in additional info section...

6. Reisvant Tests/Laboratory Data, Including Dates

NI

7. Other Relevant History, including Preexisting Medical Conditions (a.g. skergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dystunction, etc.)
NI

Submission of a report does not constitute an admission that
medical personnel, user facility, distributor, manulac(umr or product
caused or contributed to the event. .

FILA

JS00A Facsimde

20-Nov-2006 08:45

2. Doss, Frequency & Route Used 3. Therapy Dates (if unknown, give duration)

fromAo {or best estimate)

#1. 20 (continued) #1. UNK
(23 §2.
4. Diagnosis for Usae (Indication) 5. Event Abated After Use

. Stopped or Dase Reduced?
1. Contraception 1.0 ves [J No (R Doesn't
#2. . Apply
6. Lot # (if known) 7. Exp. Date (f known) . Yes ﬁ -No G Doesnt
#1. UNK #1. UNK

8. Event Resppearsd After

#2. #2. R.In(roductlon‘l
9. NDC¥ (For product problems only) " D No E

RZ.D YnD No D ADD‘Y

10. Concomitant Medical Producis and Therapy Dates (Exclude treatment of event)
No Concomitant Medication UNK to UNK

G. ALL MANUFACTURERS

1. Contact Office - Name/Address (and Manufacturing Site 2. Phone Number
tor Devices) +1 8882375394
Berlex Inc.
Claudia Schoenig-Diesing, M.D.
Director, Medical Assassment 3. Report Source
Claudia_Schoenig@Berex.com (Check ail that apply)
Fax: +1 973 487 2914

N
Global Med. Safety Surveillance, P.O. Box 1000 B Fomen CA
Montville, NJ 07045-1000 UNITED STATES O snor
D {Rerature
D o

4. Date Recelived by 5. Heeln

Manufacturee{mo/day/yr) (AINDA # US:NDA 21-225 Professionsl
11/14/2006 IND # [T et Faciity
6. IFIND, Give Protocol #
PLAN D SMM

7. Type of Report Pre-1938 D Yeos 0 oumbur
(Check afl that apply) ore 0 ves {1 other

[ s<ay [ 15-day Product

8. Adverss Event Term(s)
Ruptured cersbral aneurysm

(3 10-day [] Perodic
(X initat [ Follow-up #

9. M er Report Numb
CA-2006-035391

E. INITIAL REPORTER
1. Name and Address

Name and address withheld.

Phone 3 Withheld

DSS
NOV 2 2 2006

4, Inltisl Reporter Also
Sont Report to FOA

3 ves ] No [ unk

2. Health Professlonal? 3. Occupation

company sales
rapresentative

D Yes g No

At O 14 Aanan
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5161338—5-00-02 “:;I medical personnel, usar aw——_"e"“‘"'“__ﬁvl___ Secvica - Food snd Orug Administredon
. tevmagy menpione o distributor, manufacturer or ) CA-2006-035391
(Ecxol:‘; ::::)e Report pmdt,:ct caused or coniributed to the event. UFAmparter Report #

. Page2of2 FDA Use Only
BS5. EVENT DESCRIPTION (cont.)

-~

On an unspecified date the patient developed a ruptured cerebral aneurysm, resulting in death.

The patient died from ruptured cerebral aneurysm. It was not reported if an autopsy was performed. Death occurred on an unspecified date,
after treatment with Mirena was started.

The dosage of Mirena was not changed. Dechallenge for Mirena was not applicable. Rechallenge for Mirena was not appiicable. ‘

Further information will be requested by the sales representative.

C1. Name (cont.)
Suspect Medication #1: Mirena(LEVONORGESTREL) IUS

C2. Dose, frequency & route used (cont.)
Suspect Medication #1: 20 pg/day, cont, Intra-uterine

DSS
NOV 2 2 2006

20-Nov-2006 08:45

NNV 2 1 28R
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The FDA Safety Information and
Adverse Event Reporting Program

A. PATIENT INFORMATION

1. Patient ldentifier] 2. Age at Time
of Event;

31 Years

UNK___ ibs
Date or
otgin:  CHEEENID UNK  igs

Wi T

lui NII\NUA 1LY reporung

Pagelof2

Raeisys tnfemaiionat, Inc., FOA Facsimiie Approvet; 11-JUN-1999
Mir Raport #

012396 |

LFAmporter Report #

FOA Usa Onty

C. SUSPECT MEDICATION(S)
' .

. Name (Give labelad strength & mfr/labeler, if known)

*

#1. Seasonique(LEVONORGESTR (continued)

B. ADVERSE EVENT OR PRODUCT PROBLEM

D Product Problem (s g., defects/malfunctions)

1.@ Adverse Event and/or

2. Outcomes Attributed to Adverse Event
{Check al that appty)

@ Death

D Lifethreatening

[ oisaiity

D Congenital Anomaly
(mo/day/yr)

D Required Intervention to Prevent
Permanent impairmenyDamage

[ other:

4. Date of This Report (mo/day/year}
04/24/2007

B Hospuaiizaton - initial or prolonged

3. Date of Event (mo/daylyear)

$. Describe Event or Problem
Event Verbatim [PREFERRED TERM] (Related symptoms if any separated by commas)

Stroke[Cerebrovascular accident)

Passed out[Loss of consciousness)

Blood clot in neck[Thrombosis}

Multiple blood clots in brain[Cerebral thrombosis]
Pressure in brain{intracranial pressure increased]
Swelling of brain[Brain oedema]

Case Description:

Information was received regarding a 31-year-old female patient
prescribed Seasonique (levonorgestrel, ethinyl estradiol) tablets for
oral contraception. Therapy dates and dosages are unknown. It was
roported the patient passed out and was taken to the hospital on an
unspecified date. At the hospital, it was discovered the patient had a
blood clot in her neck. It was discovered the clot had spread to her
brain causing severe damage. It was reported the patient underwent
surgery to relleve the pressure on her brain by having the

continued in additional info section...

8. Relevant Tests/Laboratory Data, Including Dates
NI

7. Other Relevant History, Including Preexisting Medlcal Conditions (e.g. allergies,
race, pregnancy, smoking and slcohol use, hepatic/renal dysfunction, etc.)

Submission of a report does not constitute an admission that
madical personnel, user fadlity, distributor, manufacturer or product
caused or contributed to the event.

FILA

ISO0A Facaimes

24-Apr-2007 14:02

#2.

2. Daose, Frequency & Route Used J Thorl Dates (if unknown, give duration)
or best estimate)

#1. UNK, UNK, Ora! #1. UNK

#2. 2.

4. Dlagnosis for Use (Indication)
#1. Oral contraception

5. Event Abated After Use
Stopped or Dose Reduced?

#1.[] ves [ no (X 28;;,"'1

.
6. Lot # (Hf known) 7. Exp. Date (if known) BT ver ] Mo [] Ooar |
#2.[] Yos [] No [[] Doesnt
#1. UNK #1. UNK Aoely
8. Event Resppeared After
*2, #2. Reintroduction?

. DYesDNoE
n.[] m[jm{jm'“

8. NDC# (For product problems onty)

10. Concomitant Medical Products and Therapy Dates (Exciude treatment of event)
NI

G. ALL MANUFACTURERS

[[] 10day [J Periodic

[ inttia ] Follow-up #

1. Contact Office - Name/Addrass (and Manutacturing Site 2. Phone Number
for Devices) 2019303446
Barr {aboratories
Anthony Oladipo, PharmD, MPH
VP, Drug Safety and Rigsk Management 3. Report Bource
400 Chestnut Ridge Road (Check all that apply)
Woodcliff Lake, NJ 07677-7668 UNITED STATES [] Forotn
O swey
[ weanre
E c
4, Date Raceived by S,
Manutacturar(mardayyr) (AINDA ¢ 21-840 [ e e
04/11/2007 D [ UserFoc
8. K IND, Give Protocol # c
PLA K D Represontative
7 tvoe of Report Pre-1938 [ Yes O owrtuter
{Check ail that apply) oTe D Yoo [j Other
[ sdsy [ 15-day Produit

9. Manufacturer Report Number
012396

E. INITIAL REPORTER

8. Adverse Event Term(s)

Cerebrovascular accident, Loss of
consciousness, Thrombosis, Cerebral
thrombosis, Intracraniat pressure
continued in additional info section...

E];e: E No

1. Nama and Address phone # UNK
L
UNITED STATES
2. Health Professionai? 3. Occupation 4. Inltial Reporter Alsa
Sent Report to FDA
Consumer

DYesD No EUM

APR 2

5 2007.

DSS

APR 3 7 2007



afety Report

U.S. DEPARTMENT OF HEALTH AND MUMAN SERVICES
Public Heskh Service - Food and Drug

Mk Report #

- 012396
(continued) pProauct caused or contributed to the event. UFAmporter Report #

Page2of2 FOA Use Only

Additional Information
B5. EVENT DESCRIPTION (cont.)

*

right half of her skull removed. It was reported the patient was induced into a coma to stop the blood flow and three unspecified surgeries
were performed. Multiple clots were found on the left side of her brain. The brain swelling continued and the patient was on life support.
She subsequently died on "ERERENEER. It was reported the cause of death was stroke. Additional information was requested.

MedWatch Case Comment:
Submission of this 15-day report does not constitute an admission that the reported event is an unlabeled event.

C1. Name (cont.)
Suspect Medication #1: Seasonique(LEVONORGESTREL, ETHINYLESTRADIOL) Tablet

G8. ADVERSE EVENT TERMS (cont.)
increased, Brain oedema

APR 2 5 2007,

24-Apr-2007 14:02
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1 act problems and Fim_
=== - 3 Triage unit

) R e errors sequance s .

The FDA Safety Information and . N @8?-

Adverse Event Reporting Program Page _1_of 1

D. SUSPECT PRODUCT(S)
1. Nams, Strength, Menufacturss (from product labei)
¢ Seasonale

B. ADVERSE EVENT, PRODUCT PROBLEM OR ERROR

o et " 2. Doses of Amount Frequency
1. m Adverse Evenl D Product Problem (a.g., delects/natunctions) " [ l [ ] L J
7] product Use Error 7] problem with Different Manufacturer of Same Medicl - ' l l ] [ ]
2. Qutcomes Attributed to Adverse Event
(Check al that apply) . . a. &uoﬂUu (I unknown, give duration) fronvto (or | 5. Event Absted After Use
Death: [FTIRDEEEEN D Disabisty o Pormanent Damags aslinate) Stopped or Dove Reduced?
T lyy] #1 11/05-1/1/06 (5-6 wks) o1 [Jves Clne [7]Ocesmt
[ Lite-throatening [ Gongantial Anomaly/Birth Detect Apply
£7] Hospitaization « intial or proonged [ Other Serlous (important Medical Events) ” e [ves [Ino [:]D"“"‘
7] Required Intervention 10 Prevent Permanent impaimenvDamage (Oevices) - 4. Dlagnosia or Reason for Use (indication) o Event Resppoasd Aer
- birth control
3. Date of Event (mmcyyyy) 4. Oate of thia Raport (mavodAyyy) " ntro Reintroduction
07/20/2007 n [Jves I:]No [[] Dousm
73 Apply
5. Describe Event, Problem or Product Use Error 6. Lot# 7. Expiration Date @ OCossn't
Safety Evaluator Follow-up Report for ISR# DY“ DNO D
- " "
5060812-0-00-01. Contact Providing Pollow-up 9. NOC # or Unique 10

w IR » ”
(consumer) . Date contacted: - DICAL D

11/27/2006. PT term from original ISR:Deep vein

thrombosis. Follow-up information: Started Seasonale inm 1. Brand Name

Nov 2005, was on no othar druge. Did not previously

use birth control, had no pregnancies, births or 2. Common Device Neme
complications. Brought to ER & pronounced dead. She

went on a long plane flight on her honeymoon 3. Manutscturer Name, City and State

Previously been on long plan flights (Africa, China)
with no problems. Attachment: follow-up letter.

4, Model # Lot # 6. Operator of Device
Catslog # Expiration Dete (; DH“MF
ats xpiration Dete (mm/ddyyyy) D
Lay User/Patien;
Serlal ¥ Other # O ovee

g. it Implunted, Give Date (mm/ddyyyy) 7. ¥ Explanted, Give Date (mmaAddyyyy}

8. Ia thia a Single-use Device that was Reprocessed and Reused on s Patieni?

Flves e [ lad e md LW/ mi
%, 1 You 10 ltem No. B, Entar Name and Address of Febrpkastac | V b LJ

6. Relevant Testaaborstory Data, Including Dates ’JUL 2 3 2007
MEDWATCH CTU

F. OTHER (CONCOMITANT) MEDICAL PRODUCTS
Product names and therapy dates (axciude lreaimont of avenl)

None
7. Other Relevant His Madical Condklons (a.g., allergh
race, pregnancy, 9 and aloohol uce, Ivedianey probles. eic.) G. REPQRTER (See confidentiality section on back)
No previous pregnancies, births or cowplications. No 1. Hame and Addrose
family history of clotting events. in 'perfect health® R U. S
per reporter. '
Phoce # ‘ E-mall
C. PRODUCT AVAILABILITY 2 Health Protessionsi? {3. Occupation 4. Also Reported 10;
Product Avaliable for Evatuation? (Do not send product 1 FOA) O ves [Jno [ manctacturer
o Marst ) 5 if you do NOT want your identity disciosed ] veor Facitty
D Yos D Mo D towmed 1o Mamacturer o0’ —— (mmeagRy) | =" | 10 the manutacturer; place an*X* In-this-box:- - B - —--E]-uiwbumm~ -

FORM FDA 3500 (10/05) Submission of s raport does not constitute an admission that medical personne! or the product caused or contributed 10 the event.

DSS

i ne 9252007
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service

Food and Drug Administration
Silver Spring, MD 20993
September 11, 2006

]
RE: Case Number— » ;

Dear Ms. D,

| recently received a report you submitted to MedWatch of fatal deap vein thrombosis associated with the
use of Seasonale. Additional clinical information would be useful in evaluating your report; to assist you
in making your response, a copy of the report is included. The ‘privacy of reporting persons and
Institutions as well as patlents is protected from public disclosure. For your convenience, space
has been provided for any information that is available on the following subjects; alternatively, providing a
copy of the hospital discharge summary (if you were hospitalized) or any other relevant medical records
would be appreciated. Or, you may ask your health care provider to complete this letter.

1. What were the exact dates of Se

onale therapy in relation to the adverse event? .
"y i glasted Tl Seasemale tm Nog - 2005~ She
, dal

Was your daughter receiving other drugs concomitantly? If so, please provide the dates of
therapy and the Indication for use for these drugs.

She was o o o-teau chw?o

3. If your daughter previously used hormonal contraceptives, please list the brand names, dates of

therapy and reason for discontinuation. .
Sk usd no 60\001 WD

o oo

4. Please list your daughter's previous gynéctlbgic history, including the number of pregnancies, the
number of births, and any complications during pregnancy. L\.Q : v :
She had 1D

Al -~ s -~
(?/\Rahmc,\%/ M& va CW)O)\COJVU\/&S@Q Mj e g .
How was the deep vein thrombosis diagnosed and treated?

5. 5\& 028 Proyeh bdo Wer T ¢ QADW%\" dead

DSS
i 25 20m




=~ Tndividuel Safsty Repert T T T o | | 2&@5‘&2 ;l

6. Does your daughter have any previous history of clotting events? Is there a family hlstory of

clotling events b o M(j /%lgﬁnb 7 3 dwu ?AJL”/\,

7. Does your daughter have any other medical history that might be relevant to this event? Please
provide your daughter’'s height and weight.

S wng K07 ] 150 f&s\y bﬁwrhw) |

8. Did your daughter have any prolonged travel, physical trauma, bed rest or inactivity prior fo the
event? Please describe her smoking higtory.

%Www> MWW*MQM

Q.Qﬂ/"l 5\3&2/1 QWQKL Clnean) wH’Q& Vio @/ﬁb

| appreciate your assistance and am truly interested in as much of the requested information as you can
provide. You may provide your response via facsimile at 301-796-9721 or mail at the address |
below.

Sincerely yours,

L (s i

VR Pharm D,

Food and Drug Administration
Office of Drug Safely

10903 New Hampshire Ave Bldg
WO22 Rm 3487; Mallstop 3411
Silver Spring, MD 20993-0002

DSS

‘Ua Q@ L M
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Page: 1 ot Z

10S 1 R SR U/ I AW I VUMb

ADVERSE EXPERIENCE REPORT

TPATENT a COUNTRY 2. DATE OF BIRTH ' 2a. AGE 3. SEX 4-8 EXPERIENCE 812 CHECK ALL
AP/
WNITIALS Gy Morh UNITS Oay Month | Year ADVERGE AL s CTION
Braz:l 27 Yr F 00 UNK 1999
7 DESCRIBE EXPERIENCE(S) D PATIENT DIED
INTKA-UTERINE DEATH; Unintended pregnancy; Multiple pregnancy
Information was received on 03-Nov-1999 from a healthcare prcfessional via (1 INVOLVEDOR
Schering AG Germany concerning a 27 yr old female patient. The patient’s PROLONGED
concurrent hxsr.org includes Multiparity. Therapy with MICROGYNON (equivalent to INPATIENT
Nerdette-21) ( | tablet daily) for Contraception NOS began in FEB-1999 and ceased
on 8-0CT-1999. Concomitant therapy i1ncluded NONE. The gacient becama pregnant HOSPITALIZATION
(Unintended preqnancy) with triplets in SEP-1999 and death of one embryo. ’
{Intra-uterine death) was suspected. An Ultrasound antenatal screen confirmed a INVOLVED
qestational age of 4-5 weeks. Schering Ref. #-99/00886-CDS. E] PERSISTENCE OF
SIGNIFICANT
DISABILITY OR
INCAPACITY

D LIFE THREATENING

NONE OF THE ABOVE

13 RELEVANT TESTSAABORATORY DATA D RECOVERED
See following page.

14 SUSPECT DRUG(S) (INCLUDE ACTIVE SUBSTANCE(S)} 20. DID REACTION ABATE
st NORDETTE-2! TABLET (LEVONORGESTREL, ETHINYL ESTRADIOL) AFTER STOPPING DRUG?

75 DALY DOSE(S) 76, ROUTE (5] OF ADMINSTRATION Oves [Ono A
a1 1 Tablet lx per | Day #1 Oral

17 INDICATION(S) FORA USE 21. DID REACTION REAPPEAR

v\ Fontraception NOS AFTER REINTRODUCTION?

18 THERAPY DATES (FROMTO) 19, THERAPY BURATION D YES D NO NA
) C0-Feb-1999 / 08-0ct-1999 a 8 Mth

L
22 CONCOMITANT DRUGS AND DATES OF ADMINIST RATION (E xclude hose used 1o treat event) (DA/MOYYR)
NONE, Unknown

23 OTHER RELE VANT HISTORY (e.g diagnostics, alergics, pregnancy with (asi month of perod, eic.) (cont'’d
SONTURKENT CONDITIONS:
Multiparous

- REGNANCY !
M 1040871939

WYETH LABS (RA) OTHER REFERENCE NUMBERS:
"9C Radnor Chester 83768832 Partner (HP) (via Scherina AG) -
3r. Cawvaids, PA 19087

Local Markgling No 24b. MFR CONTROL NO.
NDA 18-668 HQ4572304N0V1999 ,
24c DATE RECEIVED 24d. REPORT SOURCE ’/ PRGN NP S A
8y D STUDY D CONSUMER B
. NOV121993

MANUFACTURER REGULATORY

[] UTERATURE  [] AUTHORITY

. . HEALTH
J2-Nov-1499 PROFESSIONAL LICENSE

25 REPOAT TYPL

NOV11 1398 INITIAL [} FoLLOWUP
—ORIZSERTTOFEA




wWseth A

3356

0 W N Baw® UEBWSG

ADVERS:

FYNIEEA
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|

Manulacturer Cci.

Box & 13 - 3

Test Name
par :

Ultrasou:r |

00~

Box & 23 - « 1o
Conception i
Delivery .ac:
Confirmat ./

« e

" :RIENCE REPORT

i

.Z5TS/LABORATORY DATA

11711798 10:24

U1

PAGE 3/3

RightFAX
Page

: 2 of

HQ4572304NOV1 999

{Continuation)

Result

1l screen
Gestational age is 4-5 weeks.

JANT HISTORY {Continuation)

: Ultrasound

AN .
AN LN s

NOV 12199

b
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