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
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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
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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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WYETH-AYER!
BOX 8299
PHIl ADELPHIA,

*341

ARG

n

<

f———%4

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)
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