Safety Reports
OTC NSAID: Naproxen

Introductory Statement

The source of these reports are primarily from the FDA's Adverse
Event Reporting System (AERS) and/or the published medical
literature. AERS is a spontaneous, voluntary surveillance system.
Reports are voluntarily reported by health care professionals and
consumers to either the FDA directly or to the manufacturer. The
manufacturer is required to submit these reports to the Agency for
products with an NDA.

Gl bleeding Related to Naproxen

All Case Reports Submitted on Gl Bleeding reported in association
with OTC Naproxen (89) reported for January 1998 - December
2001.
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April 10, 1998
Food and Drug Administration
Central Document Room
Park Building, Room 214
12420 Parklawn Drive
Rockville, MD 20857
Re: 15-Day “Alert Report”
Reference NDA 20-183: Dianeal® Peritoneal Dialysis Solution in Ultrabag™
To Whom It May Concern:

Pursuant to 21 CFR 314.80, Baxter Healthcare Corporation, Renal Division, is
submitting the attached Adverse Reaction Report (FDA Form 3500A).

This will constitute a final report concerning this event, unless additional
significant information becomes available. If you have any questions, | may be
reached by telephone at (847) 948-3796.

Sincerely,

Noemi Romero-Kondos, RN, BSN
Manager, Product Surveillance
Renal Division

Enclosure

APR 14 1998
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7 Other relevant history, i ing pre
face. pregnancy, smoiing and al

q medicai conditions (e.g.. atlergies,
use, hep al dysh 1, elc.)

Mailto: MEDWATCH
5600 Fishers Lane
Rockville, MD 20852-9757

or FAX to:
1-800-FDA-0173

FIVA

FOA Form 1500 (6793)

AHFS Druc InFormaTION® 94

*1 yes [(Jno Dgoesnl
"2DY°3 D"‘" D“Sfy"'

products ang therapy dates (exciude ireatment of eveny)

9. NOC » (for product problems only)

10. C R oy

D. Suspect medlcaldewce
1. Brand ngme

2. Type of device

) date

5. Expirsth
del 8

serial ¥

7. i implanted, give date
\TovCapeys)

ot ¥ 8. if explantad, give date

other #
9. Davice available for evaluation?

Ovs O

(Do not send to FDA)

D fetlumed to marufaciurer on _—
imexdayryn

10. Concomitant medical products and therapy dates (axciude reatment of event)

7:
Fhoise ~

2. Hesith prot 8l? 4. Also reported to
manulacturer
Lyes oo ,Mﬂrmae e El’ wser tacity
S. i you do NOT went yéur iunnmy disclosed to ]
the manutacturer, place an * X - in ihis box. D castridutor




5312 MOTRIN Tablets 13055201

[T

WHH!I!IMWIII!

1

7031 SENT DATE 05/15/1998

ILLANCE e by user-facil

i SATOR

dNalvigu the FDA 10/19/23

of 1

i

mmmmwmu ki

FDA Use Oniy]

3. Date of 4. Date of
event UNKNOWN thie report 05/14/1998
DRV

event or probiem

CONSUHER REPORTED, VIA MERCK RESEARCH LABORATORIES,
EVELOPING AN ESOPHAGUS PROBLEM FROM TAKING MOTRIN AND
APROSYN. IT WAS REPORTED THAT SHE SUBSEQUENTLY
DEVELOPED A BLEEDING ULCER, AND WAS HOSPITALIZED.
TREATMENT AND OUTCOME INFORMATION WERE NOT PROVIDED.

n[l)xE:Bliory data, including dates’

0 DATA PROVI

7] 'R
NAPROSYN g S A
3 <t . |
: ev _ _ ?1 g;.:. fraquency & lqmn used :’I' Therapy dates {if :‘-25/’«32" hﬂuntion)
1. x]Adv-ru event and/or Pmduct pcobhm (e.9.. defects/malfunctions) \\ UNKKOWN
2. Qutcomes attributed to adverse evant § L'
(check all that apply) [Jeisabitiey FZUNKNOWN ' %
Ddenh UNKNOWN
L] I
ot [Jeoreenst anomaty [ Dlagnoss Tor tve Trdation] T Event abuted afiar ias
of
D' e threatening required intervention to prevent P”" ﬂlloppod or doss ”:Iue.l‘.:ﬂl(
o8 no (]
mhocpmlizatlon - initial or prolonged permanent impairment/damage 2 DY D D
r:
PAIN

lZDv--DmDn/. UNK

gi Lot # (if known)
UNKNOWN

7. Exp. date {if k
f 1] *p. date (it known) 8, Event reappeared after
. UNKNOWN reintroduction

"2
UNKNOWN

HDyolDr\oDnll UNK

”
UNKNOWN

UNKNOWN

AR

CALCIUM

C # - for product problems only {H known 'ID”'DMD"’. UNK

ucts an rapy a8 {sxciude trastment of event]

devlcu)

RODNEY F. CARLSON, M.D., DIRECTOR | (ohack il that apply)
CORP. PHARMACOVIGILANCE-KALAMAZOO foreian
PHARMACIA & UPJOHN COMPANY il

7000 PORTAGE ROAD
KALANAZOO, MICHIGAN 49001 [___] study

2. Phone number

(616) 833-8777
3. Report source

D literature

moidayryd
0571271998

4. Date recsived by mfr

5.
(AINDA # 17463 m consumer

IND # D health

8. If IND, protocol #

p
PLA # —— D user facllity

7. Type of report

{check all that apply)
DS-dnv D‘ls-d.y

DIO—dnpr-riodlc

mlnldnl Dfouow-up; 8. Adverss svent term(s)

pre-1938 DYel m company

OTC Dvn D distributor

BLEEDING ULCER; ESOPHAGUS PROBLEM

7. Other relevant leory, mnmng pmﬁlﬂng medical condidons t0.9., sllergies,

race, pregnancy, smoking and sicohol use, hepatic/renal dysfunction, stc.)
OSTEOPOROSIS; UNSPECIFIED PAIN; SPURS ON HER SPINE;

Submission of a report does not constitute an
F D A admission that medical personnel, user facility,

distributor, manufacturer or product caused or
Facsimile Form 3600A contributed to the event.

9. Mfr. report number
5312717463

FROM MOTRIN AND NAPROSYN

1. Nllll., uddm- & phonc *

PATIENT REPORY

MAY 261398

2. Health prof

al?

3. 0 th 4. Initial reporter also

Dyel [)gno

sent report to FDA

DyeanoEuﬂk




RECEIVED AT DRUG SRFETY SURVEILL

AT ,m Mmm Nlﬂ For VOLUNTARY reports ™~y

y health professions of adv
[THE FDA MEDICAL PRODUCTS REPORTING PROGRAM CDER

al Sateity Rep

au
events and product proble \@’ mn II IM n"mlll”m
P PO A +3091301-0-00+

| I
A. Patient information C. Suspect medication(s)
. ji . 2 .' . N . 1. Name {give labeled strength & mfrAabeler, if known)

m_ N CLQ"»(.\L»«; B
2 Psap T
B Adverse event or product problem 2. Dose, frequency & route used 3. Therapy dates (if unknown, give duration}
and/or [ Product problem (e.g., defects/malfunctions) from/to (or best eSl le)
2. Outcomes attributed 10 adverse event M _G r\‘g.\ # K 0 \“ ¥
(Check all that apply) [ disability w2 _ O \ 2 _Yo \ 1§ \'1 %
8 4. Diagnosis for use (indication) 5. Event abated aft i{

S» death datg\_-m 3 congenital anomaly - ordo:nr;x:::d after use stoppec
O iife-threatening {7 required intervention to prevert #1 A vW‘J \"\ > #1 [yes [Xno [Jdoesn'l apply
[ hospitalization - initial or prolonged permanent impairment/damage ‘\P d : e

7 other: ” \\EM \DKIIR #2 [Jyes [ no [Jdoesn't apply
6. Lot #(if known) 7: Exp. date (if known) 8. Evenl reappeared after
3. Dateof * \ J4. Date cf ‘ #1 #1 reintroduction
event A \_A)j% this report o \‘:[? . #1 Dlyes [Jno [ doesnt apply
]72/10 massive G! bleed (naprosyn ASA) 80 year old male nursing home patient #2 #2 e
transferred here 1/15 with hypotension, hematemesis and admitted through the ER. l 9. NDC # - for product prcblems only (if known) #1 D yes [Ino [Jdoesn't apply
Past medical history includes COPD, arthritis, hearf disease. His nursing home

medications included theophyiline, aspirin, clonidine, furosemide, Cardizem, naprosyn,
ampicilfin, There was no history of Gl bleed. He had bright red blood per NG tube
and was hypotensive. IV fluids were started. Hematocrit reported at 1955 as 30.2 and
at0030 24.5. Chemistries revealed azotemia. Emergent EGD 1/15; repeat 1116,
arterial embolization with contrast media done 1/16. Hematocrit continued to
decrease, acidosis worsened. Exploratory lap for bleeding gastric ulcer 1/16 found D. Suspect medical device
750-1000cc clot in stomach, arteriaf oozing. Pathology repert: Benign gastric ulcer, orand
chronic superficial gastritis, active, no evidence of malignancy, negative for

!J 10. Concomitant medical.products and therapy dates (exciude traatment of event)
\\'N_c;?\.‘_.\\\. ~— ot 0 Las LS
Cood 1L — AN e s \\~-/

!Helioobacber pylori. Posloperative hematocrit 24%, orders for vitamin K, DDAVP, 2. Type of device

platelets. He now had lateral gaze but was hemodynamically stable. Neuro found

bilateral infarcts on CT scan - left MCA infarct. 1/18: he was awake, on ventilator, 3. Manufacturer name & address 4. Operalor of device
nods in response, but does not follow commands. There was no focal weakness. [Jheaith professionat

EEG showed severe encephalopathy. Creatinine continuing to rise (3.4) but urine ' [ lay useripatient
output was adequate. He continued to receive platelets, vitamin K.  INR was 1.4. [Jother:
Ventilator weaning began 1/20 with T-piece. 1/22 trach to be placed; hematocrit 32;
blood products continued. 1/24: Urine output decreasing (VO +3000mf). DVT
|noted right upper extremity. Dialysis began 1/25. 1/26 at 21:15: dehiscence of S. Expiration date

abdominal incision with evisceration. Emergent reexploration for debridement fascia, :;o dol 8

lreclosure, 18D. Drainage of subphrenic abscess and wound dosure. DVT better; GI .
bleeding has stopped (some incision bleeding): now anuric; hematocrit 25.7, CT shows catalog # 7. ifimpianted, give date
multiple infarcts; poor prognosis for functional recovery; continued dialysis; continued ‘

hematology support. 1/30 patient is now “no Harvey Team®. 2/12 He continued to serial # 3 ¥ expianted, ge do e

have bleeding from nose, tracheal aspirate, NGT, vas cath site and continued to
require hematology support 2/13 more G! bleeding with coffee ground material from lot#t
NGT. 2/16: persistent factor VI1 deficiency in spite of ample vitamin K

supplementation consistent with hepatoce!lular defect -- now septic, stil! on dialysis, other#
ventilator, new upper Gl bleed. Expired 2/19 of respiratory failure. Conclusion: 9. Device available for evaluation? (Do not send to FDA)
probable 4 [ [ yes O ne (O returned to manufaciurer on

|
| i 10. Concomitant medical products and iherapy dates (exciude treatment of event)
|

RESD.
E. Initial reporter
oirt 05 1008 7 Name. address & phone ¥ Cam—
=Hosp. Dept. Pharmacy
- Avenue
MEDWATCH CTU CEM——
2. Health professional? }3. Occupation 4, Also reported to §-

O manufacturer
FD A Xyes no Pharmacist [3 user facikty
[ distributor

QPA l;rmémsion of a report does not constitute an admission that medical personnel, or the product caused or contributed to the event.
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MEDWATCH

THE KOA MEDICAL PRUDUCTr BEPIIRTING PROGRAM

A. Patient information
1. Patient identifier [ 2. Age mt llllla

events al d producr problems

“Oincomes MITEWwd o Adverse event
{check all that apply)

] deatn

[[] tte-threatening

3 disaviny
D canganital anamaty

[ raquicedt intervantion to prevent
permanan! knpairmentdamage

I neviny-yr)

qu3

)

lor, if known)

C. Suspect medication(s
1. Mama (give | sirength &

"qums;;n

"2

. Dose, frequency & oine uned

1] 7

3, Therapy daten [l unknown, give dutalion)
forn\o fer b SSUMMIE )

PAN PO

[ F4

4. Disgnosis for use {Indicanion}

" A, #",

24" Q buztd nd Lad pu futtan ;|
y Sheol; uwley o t‘jas/ﬁlf, a'u!wh:p
|

'
i

Wnospllalizmlon — \inl or prolonged [ ] ather: w2
3. Date of . Beis ol / 6. Low ¥ (i known) 7. Enp. déle (il knawn)
" avant m 2 g9 " "
wet  3fC (98 mecon  7/28 /9 E
5. Dascribe event or prodlem [ 1] 2

5 Event abeted sfier usa
SOpPe0 Or 5088 TRAUCEG

e O it
2 Oyes O Dty

B. NDC @ (lor produc problems only)

0. Eveni rodppoares shar
reltroduction

" Clyes (Do B8R

22 [dyes (e D%ﬂ

KeL iomef po a0

8. Concomilant medical products and therapy dales (excliude treaiment of event)

D Suspect medical device
1. Brand hame

2. Type of device

3. Manulacturer npme & sddruds

4. Bperator of Device
[ nestin protessional
D oy uesrpadern
D other;

5. Expliation asma

6. Relovam wsts/laborstory dula, including daies

H%b 21 030) el iz-ib

Heb 10| (*ho)

Nat 29.2 (glll))

-7 L

7. Other rek hlswory Ioting T conaitions (0.0, sherpes.
race, pregnancy, nmol(lnn and -lt:ehol usa, hepatc/renal dyshundtion, aic.)

Ouotmie 68 (%)
R!Mijuuﬁbk necnad

E Reporter (o

(] 'S—‘\%__—d ardaytyrt
~ \
dal § %:“\rb Q U
oo ;\,:Tf C‘T 7. M implanmo, Give den
x4 R
narinl %‘A‘? D“N ~
lor # ° 1:2,::“ e dm
othet #
P' Devics svall for svulustion? (Do not send © FDA)
M ym Om [ rotvmed to manut o
10. & '- dicsl pr and thempy dites (sxtiude treatmant of event)

cioonfidennality section on back)

(LY J
voF T aNIA 1.7
RN IR /AN gl
~ s e S X - . ...:__::_’__’.:‘-_..«

e
Mal to: MEDWATCH o FAX w©:
Fishers Lane 1-800-FDA-017¢
neolwllb. 20852-§787

FDA Fotm 350D (§/33] Submission of a report Joss not consihiute en

4. Alno reperted to
D manulactuer
" D user facility

5. lyoudntoo'r-nlnmlcnmﬁy
the menuTacisrer, placa an “ X * In (Als Box.

[ omimeaor

ANFS Davc DyoxmaTion® 83

Jasion thel medical parsonnel or the product caused or conwidiuted 1o the svent.
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a - se Bowrael 2 | | Y AP £OSyS
Date e 02
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. 1} S Sanotectarer e 4. Operinor of
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Individual

MEDW - il

THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

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

of event: Sa\
a6- s

or
In confidence

Date
of birth:
B. Adverse event or product problem
1. [E.Admocvem and/or E] Product probiem (e.g., defects/malfunctions)

Form Approved: OMB sN:‘%MMzﬂ Expires:12/31/04

: MB statement on reverse
. . FDA Use Only _
-  [Triage unic

T 1350

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

# o prasyn

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

Ul |Gk ol g

2. Outcomes attributed to adverse event
[] disabiiity

(check all that apply)
D congenital anomaly

D death
E] required intervention 1o prevent

) . imo/dayryr)
D life-threatening permanent impairment/damage

[E.hospitalizalion ~ initial or prolonged D other:

3. Date of / A 4. Date of
event this report / /
(movdayyr) @ 8 g 1mo/d=vag lolf q?

5. Describe event or problem

Clolg T shdomnal p2tn, By

Stool + Yot & bloed

TAG :
oo opper 6t Blud

6. Rel testa/laboratory data, including dates
s -
=
rl Z :u ;:" .

0CT 2 1 1998
MEDWATCH CTU

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

He depresson Hgb 4.5
Chrue back goin  WHC 11,200

—ETOH
— smoKe

Mail to: MEDWATCH
l— 5600 Fishers Lane

Rockville, MD 20852-9787
FDA Form 3500 (6/93 ,355q

or FAX to:
1-800-FDA-0178

#2 #2

4. Diagnosis for use (indication) 5. Event abated after use
#1 lt] ( : stopped or dose reduced
C’ vonic b@C»K p i) #1 es D“O doef,n‘t
w0 apoly
doesn't
6. Lot # (if known) 7. Exp. adate (Thnowny | *2 LJves [ro [1g i
" N /A # /J/A 8. Event reappeared after
reintroduction
#2 *2 #1 D D Ddoan't
yes no
9. NDC # (for product problems only) 2Ry
- - #2 [ Jyes []no Dgge A

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

2ol t SBd | Vicodin

Robe ki

D. Suspect medical device

1. Brand name

2. Type of device

3. Manufacturer name & address 4. Operator of device
{:] heaith professional

D lay user/patient

E] other:

5. Expiration date
6. (mo/dayfyr)
model #

7. if implanted, give date
catalog # yiyr)
serial #

8. if explanted, give date
lot# ( p’ yr) 9
other #
9. Device available for evaiuation? (Do not send to FDA)

D yes D no D returned to manufacturer on

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

s *

E. Reporter (see confidentiality section on back)
1. Namé, address

. Also reported to
[:] manufacturer
D user facility
[J  distributor

5. If you do NOT want your identity disclosed to
the manufacturer, place an “ X ” in this box.

ubmission of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.
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“ADR Report for FDA: 4Q97 . 2Q98

Ny o< pita! - QN gion, CEE—— Road, G

Med Rec #: @ Age: 075 Sex: F Rxn Date: 5/30/98

ADR: GIBLEED Medication: NAPROXEN
Probability: 3 2=Possible 3= Probable 4 = Definite Route: PO
Comments:

Diagnosis: GI BLEED

Pat. Outcome: 1 1 = Resolved/No Sequelae 2 = Cont. Treatment 3 = Perm. Disability 4 = tncr. L.O.S. 5= Death

MEDWATC!: CTU . B g

vee7



16.678

MEDWatch Approved by FDA on 10/20/93

- Y- /
THE FO T PRI AIPORINE, Dot | Triage wnit sequence { %?4 J ‘72
/ E g
T ,
* osas-x- o-o * . v _-~________f__--=.??f_--° :=""“""' ===z "-=::::::::::::::::::::::::
A. Patient Information C. Suspect Medication(s)
- B
L_Batlent Indentifier|2. Dop: QNS |3 coyls. Weight 1. Name
w ME: 79 yrs MALE | 89.4 kg #1 : NAPROXEN
B. Adverse Event or Product Problea
1. [X]Adverse Event [ JProduct problem 2. Dose,frequency & route used | 3. Therapy dates
f1: 1 :
2. Outcomes attributed to adverse event -
{ ] death: [ ] disability
[X] life-threatening [ ] congenital anomaly - ---
Y] Rospitalization {X] required intervention to 4. Diagnosis for use{indication)|5. Bvent abated after use
initial or prolonged prevent impairment/damage stopped or dose reduced?
——— [ ] other l: 1 [N/3)
3. Date of event 4. Date of this report
10/26/98 11/02/98
----------- 6. Lot £ (if known) |7. Exp. datels. Event reappeared after
5. Describe event or problex reintroduction
GI BLEED 1 fi; f1: [ ]
9. (Not applicable to adverse drug event reports)
6. Relevant test/laboratory data, including dates 10. Concomitant medica) products/therany Aztacfovatud broobrant

D. Suspect Medical Devices
7. Other relevant History, including preexisting wedical

conditions

Note: Please use the actual HedWatch form if the event
involves a suspected device as well as a suspect drug

E. Reporter

address & phone ¢-QENENEIND®

1. Name,

Hail to: Medwatch or FiX to:
5600 Fishers Lane 1-800-FDA~0178
Rockville, MD 20852-9787

2. Health professional?
[YES)

3. Occupation 4. Reported +» nee
PHYSICIAN (0]

5. If you don’t want your identity disclosed to the Manufacture
place an "X" in the box.[ ]
FDA Fore 3500

Submission of a report does not constitute an admission that medicai bersonnel or the nvpduct canecd ar sonbribe

CrH Fo270 %

tod ta tha anant



DRUG SAFETY SURVEILLANCE

TR A

=t 1w FARAINAM

. Pape
[_A. Patient information

4. Weight

" 1. Patient identifier

B. Adverse event or product problem

1. ] Acverse avent  anavior
20

[ Product prosiem (e.g., defectamattunctions)

tiributed 1o adh N
{check afl that spply) [T disabny
[ death . D ' Wy
To u._y yr I:] required intervention to prevent
D Iite threatening permanent impairment/damage

:)honphnllntion—hiialor @ othes: MEDICALLY SIGNIPICANT
1
prolongad

3. Date of | |
oven|

4. Date of
this report

My 1 l1998

“mo day yr

™o day v
5. Describe event or problem

AN 84-YEAR-OLD FEMALE CONSUMER EXPERIENCED
BLEEDING GASTRIC ULCER AND STOMACH EROSIONS

DURING THE USE OF NAPROSYN (NAPROXEN) FOR AN
UNKNOWN INDICATION.

1988: NAPROSYN WAS STARTED, DOSAGE AND ROUTE
UNKNOWN .

DATE UNKNOWN: THE CONSUMER EXPERIENCED BLEEDING
GASTRIC ULCER AND STOMACH EROSIONS.

1994: NAPROSYN WAS STOPPED.

AT THE TIME OF REPORT 18 SEP 97,
OF THE CONSUMER WAS UNKNOWN.

THE CONDITION

atory data, i g dates

7. Other relevant history

Submission of & report does not conatitute an
admission that medical personnel, user fackty,
distributor, manufacturer or product caused or
coniributed 10 the event.

‘E’ INDICATES ESTIMATED DATE

3500A Facaimile ‘P’ INDICATES PARTIAL DATE

* use by user-facilities,

NDATORY r
1

Approved by the FDA on- Samt 17 1005

NDATORY rome™**" tndividual Safety Report ‘“‘
*3165230-8-00-01=*
C. Suspect medication(s) {

1. Name & Strength (give mfriiabeler, i known) |
#1 NAPROSYN (NAPROXEN) i

”

2. Dose, frequency & route
UNKNOWN

3. Therapy dates (if unk. pive duration)
trom/to or best estimate

#1 15-JUN-1988 E/15-JUN-1994 E
#2

L2}

#2

4. Diagnosis for use (indication) 5. Event abated after use

UNKNOWN stopped or dose reduced "
" M ves (] m [X] apey
w2 2 [yes [no 0 wym,,.'
8. Lot # (f known) 7. Exp. date B. Event rsappeared after 1
”n " rintroduction :

2 42

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

10. C

o e [ o () o0
”DWDMDm’

p and therapy dates (sxclude ireatment of event)

G. All manufacturers

1. Contact Office-name/address (& miring site for 2. Phone Number (973) 562-3523
devices)
3. Report source
Global Development (check all that apply)
Hoffmann-La Roche, Inc. ; foreign
340 Kingsland Street L | sy
Nutley, NJ 07110-1199 Kterature
i consumer
4. Date received by s. professional
manutacturer SZP |18 | 1997 [ (AINDA# 17-581 o] hoatih ) !
™o dTy y’— IND ,‘ || user facilty '
6. 1f IND, protocol # PLAS L Company fepraseniative
P pre-1938 —y—“— ij distributor
oTC OTHER
product yos X | other:
7. Type of report 8. Adverse event term(s)
{check aX that apply) SLREDING C ULCER

GASTRI!
EROSIONS IN STOMACH

D5-dlv D"“"Y
[] 10-cey ] poriodic
X] rwa Df‘w

8. Mfr. report number
86933

UNITED STATES OP AMRRICA ”
2. Health professionai? 3, Occupation 4, Initia! reporter also
sent report to FDA
D yos [E no D yeos D no @ unk.

MAY 0 4 1998



g = g

|__A. Patient information

=

tha FNA An. Care 47 cana

I

il

C. Suspect medication(s)

1, tidentifier | 2. Age at time of svent: 3. Sex <. Weight
o 62 YEARS Benwe | _ -
Deis
of birth: [Jmae ol

B. Adverse event or product problem
1. (X] acvenseovent angor [ Prosuct problem (e.g. defecte/maitunctions)
2. Ouicomes atiributed 10 adverse event

(check alf that apoly) ] oiabiity
Cldeath . [ congenitat anomaty
; dn_y ? required intervention 1o prevent

[ ] e threataning 0J permanent impairment/damage

[X] Pospiaization-itial or (] omer
prolonged
3. Date of (1997 = 4.Daeof  MAY 1 1398
ovent mo day yr thisrepot  "mo day yr

5. Describe svent or problem

A 62-YEAR-OLD FEMALE PATIENT WAS HOSPITALISED
DUE TO PEPTIC ULCER DISEASE, PANCYTOPENIA AND
CONGESTIVE HEART FAILURE DURING THE USE OF ORAL
NAPROSYN (NAPROXEN) AND LOZOL (INDAPAMIDE) FOR
UNSPECIFIED INDICATIONS AND REZULIN (
TROGLITAZONE) FOR TYPE I DIABETES.

THE PATIENT HAS A HISTORY OF SJOGREN'S SYNDROME
FOR 15 YEARS, ANAEMIA, LEUKOPENIA OF UNKNOWN
ORIGIN AND HYPOTHYROIDISM FOR 30 YEARS.

1994/5: START OF LOZOL AND
UNKNOWN .

1997: START OF REZULIN, ROUTE AND DOSAGE
UNKNOWN .

THE PATIENT EXPERIENCED A THREE WEEK HISTORY

NAPROSYN, DOSAGE

Continued
6. Relevant lests/laboratory dats, including dates
ESO PHAGOGASTRODUODENOSCOPY
1997 E

Continued

7. Other relevant history

VERBATIM MEDICAL HISTORY TERM(S) :
SJOGREN'S SYNDROME

FIBROMYALGIA

DEPRESSION

ANAEMIA

Continued
Submission of a report doss not constitute an
L that

FOA

3S00A Facaimie

'R’ INDICATES ESTIMATED DATE
"P’ INDICATES PARTIAL DATE

1. Name & Strength (give mirflabeler, If known)
#1 NAPROSYN (NAPROXEN)

|

#2 REZULIN (TROGLITAZONE)

2. Dose, trequency & route
. ORAL
1

3. Therapy dales (it unk. give duration)
fromAo or best estimate

#1 15-JUN-1994 E /

#2 UNKNOWN

#2 15-JUN-1997 E / CONTINUING

4. Diagnosis for use (indication) 5. Event abated after use
UNKNOWN siopped or dose recuced doesn't
“ N & [ [ oy
DIABETES MELLITUS TYPE 1 !
] 2 doesn't
O O [ &
6. Lot # (if known) 7. Bxp. date 8. Event reappeared after
n 1 reintroduction
doesn’t
- e 0 e O o (5] S0
9. NDC ¢ - for product problems only doesn’
F7 ] n't
10. C products and therapy daies (exciude treatment of osvent)
ARTIFICIAL / CONTINUING
(ARTIFICIAL TEARS)
ANZAPRINE / CONTINUING
{CYCLOBENIAPRINE HYDROCHLORIDE) -
BUCERIN CREAM / CONTINUING

(UNSCENTED MOISTURIZING PORMULA)

G. All manufacturers

Continued

1. Contact Office-nama/ackiress (& miring site for 2. Phone Number (973) 562-3523
devices)
3. Report source
Global Development (check ail that apply)
Hoffmann-La Roche, Inc. (] toreion
340 Kingsland Street || study
Nutley, NJ 07110-1199 Merature
4. Date raceived by s, X]
manuiscturer OCT |31 1997 | (INDA# 17-561 | L] heakh professional
mo dey i IND# T user facility
6. IND, protocol # PLA® | L] company representative
pre-1938 yos disiributor
orc B j other:
product yos
7. Type of report 8. Adverse event lenm(s)
{check all that apply) PEPTIC ULCER DISBASE
[ 5-dey (] 15- day ;mnl.s'r;w).l'nmm PAILURE
[[] 10y X ] pedode I WEa oA
E] initiat D » { iﬂ:z:z::- comanifestation)

2. Heatth prolessional?

(Ko [

3. Occupation
M.D.

4. Initial reporter also
ont report to FDA

Dyu Dno @“““

MAY 0 4 1998

|
(P



RECEIVED nt DRUG sargT Y SURVE ILLANCE

LT T (e Wiy

B. § - Describe Event or Problem - Conunueu *31

OF RETAINING FLUIDS AND DIFFICULTY BREATHING, WITH PAROXYSMAL NOCTURNAL DYSPNOEA AND
ORTHOPNOEA. SHE WAS HOSPITALISED WITH FOCUS ON FLUID OVERLOAD. SHE ALSO EXPERIENCED HIGH

CONTRACTION AND LEFT AXIS DEVIATION. IRON STUDIES SHOWED IRON DEFICIENCY. ELECTROPHORESIS
AND IMMUNOFIXATION TESTS RULED OUT MALIGNANCY. PAROXYSMAL NOCTURNAL HAEMOGLOBINURIA
WAS ALSO RULED OUT.

NAPROSYN AND LOZOL WERE STOPPED. REZULIN WAS CONTINUED.

22 JUL 97: THE PATIENT WAS TREATED WITH IV LASIX (FUROSEMIDE) AND THE PATIENT DIURESED 45
LITRES. THE OEDEMA OF HER LOWER LEGS DECREASED SLIGHTLY.

23 JUL 97: BONE MARROW BIOPSY SHOWED VARIABLY CELLULAR BONE MARROW WITH MEGALOBLASTOID
ERYTHROPOIESIS, DECREASED NUMBER OF MEGAKARYOCYTES, DECREASED IRON STORES AND WAS
NEGATIVE FOR FUNGUS AND ACID-FAST BACILLL.

DATE UNK: THE DYSPNOEA AND ORTHOPNOEA RESOLVED. ALL OTHER SYMPTOMS IMPROVED AFTER
TREATMENT WITH 2 UNITS OF PACKED RED BLOOD CELLS AND THE PATIENT WAS DISCHARGED.

B. 6 - Relevant Tests & Laboratory Data - Continued B

LAB TEXT:
MULTIPLE BLEEDING ULCERS. NEGATIVE FOR HELICOBACTER PYLORI.

COAGULATION_TEST DATE: 1997 E
LAB TEXT:
NORMAL

OTHER_CHEM_RESULTS DATE: 1997 E
LAB TEXT:
BIOCHEMISTRY NORMAL

ECG DATE: 1997 E

LAB TEXT:

NORMAL LEFT VENTRICULAR SIZE AND FUNCTION WITH POSTERIOR HYPOKINESIA, NORMAL SINUS RHYTHM
WITH PAROXYMAL SUPRAVENTRICULAR CONTRACTION AND LEFT AXIS DEVIATION.

URINALYSIS , DATE: 1997 E

LAB TEXT:

NEGATIVE

BONE MARROW BIOPSY DATE: 23-JUL-1997
LAB TEXT:

VARIABLY CELLULAR BONE MARROW WITH MEGALOBLASTOID ERYTHROPOIESIS, DECREASED NUMBER OF
MEGAKARYOCYTES, DECREASED IRON STORES, NEGATIVE FOR FUNGUS AND ACID-FAST BACILLI.

ELECTROPHORESIS ' DATE: 1997 E
LAB TEXT:
RULED OUT MALIGNANCY. ,

IMMUNOFIXATION_ELECT DATE: 1997 E
LAB TEXT:
RULED OUT MALIGNANCY.

8.7 - Other Relevant History - Continued ’ Gt

LEUKOPENIA MAY 0 4 1998
ADENOMA



CONTINUATION SHEET FOR FDA-3500A FORM
ROCHE Mfr. report number: 89457

LIVER BIOPSY
HYPOTHYROIDISM
TYPE | DIABETES

C. 1thru. C.8 - Suspect Medication(s) continued:

LOZOL (INDAPAMIDE)

EVENT ABATED AFTER USE STOPPED OR DOSE REDUCED: YES
EVENT REAPPEARED AFTER REINTRODUCTION: DOESN'T APPLY
Therapy Dates: 15-JUN-1994 E /

DOSE/FRQNCY/ROUTE:  UNKNOWN INDICATION: UNKNOWN

FOSAMAX / CONTINUING
(ALENDRONATE SODIUM)

HUMALOG / CONTINUING
(INSULIN LISPRO)

NPH INSULIN / CONTINUING
(INSULIN (SUSPENSION), ISOPHANE)
PEPCID / CONTINUING
(FAMOTIDINE)

PROZAC / CONTINUING
(FLUOXETINE)

SYNTHROID / CONTINUING
(LEVOTHYROXINE SODIUM)

TYLENOL / CONTINUING
(ACETAMINOPHEN)

VITAMIN C / CONTINUING
(ASCORBIC ACID)

RECEIVED AT DRUG SAFETY SURVEILLANCE

LT

Individual Safetm Report

C. 10 - Concomitant Medication and Therapy Dates - Continued
FERROUS SULFATE / CONTINUING , H "WMWMM
(FERROUS SULFATE) #3165240~0-00-03%

MAY 0 4 1398

Page: 3 of 3

20



82/11/1999 184:19

Individual Safet

LT

*

THE FDA %UDICAL PRODUCTS REPORTING PROGRAM

1. Patlent identitier | 2, Age a! time 3. Sex 4, Weaight

of event:
or m-lemala ~— —lbs
or

Date
ot birth; D male

In contidence ——- kgs

- AQgVve 2 O Do )

1, D Adverse avent  andjor Product problem {e.g., deleclelmqlluncﬁon:)

N
VOLUNTARY reporting A
alth professionals of advers : ::: “'::"’
:nts and product pro'qe‘ms sequmon i
Page L of L -

PHARMCY PAGE B1/82

Form Apprgugg; OM® No, 0p10-0291 Expires:12/31/94
Ses OVE siztement on revarse

31403

C. Suspect medication(s)
1. Namae {give |abeleq strangth & mit/labelar, if known)

" B fY N =

*Z‘XD LT 4 N\
2. Dose, lrequen‘y & route u@

"G n\d\b\il 2@ "

3. Therspy dates {if unknown, give duration]
fromvie ror pey| sttimale)

2. Outcomes atiributed 1o adverse pvant ,
D dinabillty

(chack &l that apply}
D congenilal anomaly

[ deamn
D required inlervention to preven)

: i (m,'frl
') lite-threatening peamanent impairmenydamage

'ghcepilalizaﬂun ~ initial or profonged D other:

3. Date of 4. Date of
aven| this repant C\
tmorapyn - — tmwv'vnpq & "’\\ 'L\

5. Dagcribe even! or problem

Ram W2 Fecal\ ocemw

- = O A
g@&w\ZQ W =101\
UOT X \Ome, WK\ -
=7 x 21\9“\ v“ 1=
PROEC <\ 5\\«\3
G toasu\y — &KX

Sleed I° \D“@-‘c Ny

W5H Y ‘3

PLEASE YYPE OR USE BLACK INK

[ 4 #2
4. Diagnosis for use (indication) 3. Event abated ater use
o topRed or dose red d

» Dyes Dno Dgga&ﬂ'i
#2

230t
6. Lot # (if known) 7. Exp. date (1 mowny ] #2 Lves (Jro (W
" LA 8. Event resppeared after
reintroduction

w2 ”?

#1 [Jyes [Jne Dggsg;”
#2 [lyes [Jno [Jdggart

10. Concamitani medical products snd therapy gates (exciude treatment of event)

9. NDC # (for product problems only)

1. Brang name

2. Type of device

3, Manufacturer name & address 4. Operator of device
[ hestth professionai

D lay user/patisnt

D other:

———

O O\K\’ac}'\c\rqe& \\"\l”

; TAWZA3 3 nay
W=t
W\

ISR £

face, pregnancy, smoking and aleohol use, hepauc/rom! dyshunction, etc.)

- B vb.t) .
MEDWATCH

THE FDA MEDICAL PRODUCTS REPORTING PROGRA M

HEF-2

S. Explration date
a. IMaAduy/ye|

mode| # -
calalog #
soriai# “‘EBWAIGH_CIU__

lot #

7. ® implanteq, give date

iy

8. I explanted, give date

L at)

her #

9. Device availpble for evalustion? {Do not send to FDA)

D yes D no D returned to manufacturar on
{moldayeye]

7. Other relevant history, Including pressisting madical conditions (a.g.. ailergias,

Mail to: MEDWATCH
5800 Fishers Lane
Rockville, MD 208s2-97a7

or FAX 10:
1-800-FDA-0178

FOA

FDA Form 3sag (sm)-'

CTTw 99ye3

10. Concomitant med|cal products and therapy cates (exclude treatment of evenl)

D manulecturer

user facility
(] distributor

<
acs\| 5

S. ¥ you do NOT wang your ideniity disclosad to
the manufactusar, place sn = x in this boa. D

Submf)ﬂon °‘._. iipen doss not constitute an admlcsion that medical personnel or the product caused or contributed 10 the event,




‘v‘m"-lWﬂl darery ne ort MEDWATCH Approved by the FOA on 11/10/93

Mfrreport #
'DUCTS REPORTING PROGRAM 4 8-98184-001%
UF/Distreport »

Page 1 of _2 EDA Uss Qriy |

170l

1. Pa.ﬁm identifier] 2. Age .ntﬂm. o 3. Sex

21 4. W"H'“ 1. Name (give labeled strength & mfr/tabeler, it known)
of event: 1 poracr
or E] female 11:' ibs
Date D male
Uaknown
n confidence of birth: kgs 2
N S oy RS MOTRIN (IBUPROFEN)
T s RO MO M WAL S ds g 2 SR
@ Adverse event and/or D Product problem (s.g., defects/mattunctions)

2. Qutcomes atiributed to adverse event (check all that apply) :1 Dose, trequency & route used :1 Therapy dates {if unknown, give duration)
death — disabifity 1 capsule daily ORAL 11 / 00 / $7 to Unknown
Wte-threataning {mo/dayiyr) congenital anomaly *2 ' *
haspitalization - initial or pr ged required intervention to ‘rro\vlm Unknown Unknown

permanent impairment/damage
recoversd [ other: 4. Diag for use (indi ) s, Evont lbaud after use
#1 ppurSED RIB ¢ dose
#1 yos|yIno doesn't
> v 11/ 00 / 97 “Biesort 07 /03 / s 2 e [zl Cligsy
(mo/day/yr) (mo/day/yr) 2 Dyn@no Ddo-rn't
§. Describe svent or problem apply
:.1 Lot # (it known) ;1 Exp. date (If known) 8. Event reappeared after
Information has been received from a 21-yeax-old female reintroduction
consumer who had taken Duract for “a few weeks® in 11/97 for #2 #2 #1 [Jres[Jno [x)dosprt
apply
. O t rovided.

4 bruised rib cncomitent therapy was mot P 9. NOC # - for product problems only {if known) #2 DynDno doesn't

Medical history included Vicod (hyd: d bitartrate and apply

acetaminophan), Motrin (ibuprofen) and Naprosyn (naproxen) 10, Concomitant medical products and therapy dates {exclude treatment of event}

use prior to Duract therapy (dates unknown) and carrier of
Alpha 1 Antitrypsin deficiency. The patient dsvelcped a
TROINTESTIMAL BLRED a couple of weeks following Duract
4rapy. She was hospitalized for 6 days and discharged on

2. Phone number
(610) 902-37¢0

Prevacid (lansoprazcle) which she took for approximately 3 WYETH-AYERST LABORATORIES
he. She experienced a d gastrointestinal bleed in 170 RADNOR CHESTER ROAD A i N
3/9% (details not provided). Additiomal information has ST. DAVIDS, PA. 19087 [ forsign
L
been requeated. study
EARKL F. BERNADY, PH.D. literature
consumer
[T] heatth
= — - professional
Comaaaysoryed by * [tanoas  20-s3s (] user tacitty
08 / 30 / 98 E]eompuly
IND # fepresentative
6. If IND, protacol# PLA# distributor
8. Rel t tests/laboratory data, inciudi g dates other:
pre-1938 D yss
Type of repo.
¥ons provided TiaREaty thatspoly)
oTC D yas
product
S-day 15-day 8. Adverse event term{s)
10-day periodic GASTROINTESTINAL EXMORRHAGE
initial foliow-up #
9. Mfe. report numbaer
®. Other relevant history, includin reexisting medical conditions (e.g., aller ins, - Bee v
race, pugnancy.:molgm and llc'ogol use, hgpaﬁelronll dysfun, :n? etc.) ¢ s ,uh 601w
Vicodan, Motrin and Waprosyn use prior to Duract thexapy;

carrier of Alpha 1 Antitrypsin deficiency.

1. Nam-, lddnu & phone #

| —— SEP 15 1{03

DATE SENT TO FDA

09 / 14 / 38 2. Health pro 17 T30 tion 4. lnlﬁ‘al rop&r‘ur also
Submhm_r'—mn—ﬂr sen "E] o F
FDA Form 3500A (facsimile) Medical personnel, uger Ti?m fsttl’bmr manufacturer or [Cyes  [x)no /A no munk

product caused or contribute the




nYNIAERS

ilidavivuuas dar QLY K@

MEDWATCH

Approved by the FDA on 11/10/93

Mtr report #
WYETH-/ ‘TS REPORTING PROGRAM 8-90104-001N
170 RAD? . UF/Distreport #
~ DAVIl
Page 2 of 2 FDA Use Only |
1. N.mo(gln Ilbohd strength & mfr/labelor, if known)
MAPROSYN (MAPROXEN)
LY
”
2. Dose, trequency & route used 3. Therapy dates (if unknown, give duration)
s Unknown # Unknown
a4 4
4. Diagnosis for use {indication) S. Emt abatog after use
2 oaknown ose r
{7

" s D@ Cligpy

24 [TJyes[ Jno Ddoorn't
:.3!.0'0 (it known) zsiro. date (if known) 8. Event reappeared after

; reintroduction
bad * »3 Dyanu lz]doofn't
9. NDC # - for product problems only (if known) (2} Dyano doun't
apply
10. Concomitant medical products and th orapy dates (exclude treatment of event)
» . £
_ SEP 15 1979
Submission of a report does not constitute an admi di I, user facility,

FODA Form 3500A (tacsimile)

distributor, manufacturer or preduct caused or contnbutnd io the cvonf.
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AR e

inaiv
%3241 @

Page 1 of 1

A. Patient Information

1. Patient Indentifier|2. DOB:—

3. Sex|4. Weight
| AGE: 71 0.

RS EI RN SSRTIEE¥T=ISSSSoossss=s=s

yrs |[MALE |

B. Adverse Event or Product Problem

1. [X]Adverse Event [ 1Product problem
2. Outcomes attributed to adverse event
{ ] death: [ ] disability
[ ! life-threatening { ] congenital anomaly
(X] Hospitalization [X] required interventicn to
initial or prolonged prevent impairment/damage
------- { ] other
3. Date of event [4. Date of this report
03/12/99 | osDSS
5. Describe event or problem
I BLEED
° APR 191999
6. Relevant test/laboratory data. including dates

PLEASE SEE ATTACHED

. Other relevant History, including preexisting medical
conditions
PT CN CHRONIC COUMADIN THERAPY. PT GIVEN RX FOR NAPROXEN
FOR ARTHRITIS PAIN AND WAS TOLD BY PCP TO TAKE 250MG QD TO
BID HOWEVER PT TOOK NAPROXEN S500MG BID AND PRESENTED TO
CLINIC WITH COMPLAINTS OF WEAKNESS AND RECTAL BLEEDING.
LABS 3/12/99 INR 3.6 H/H 8/25. PT WAS ADMITTED TO LOCAL

or FAX to:
1-800-FDA-0178

to: MedWatch
5600 Fishers Lane
Rockville, MD 20852-9787

Mail

FDA Form 3500

| #1: | #1

|4. Diagnosis for use(indication) |5. Event abated after use

| i stopped or dose reduced?

| #i: | #1: (N/A)

o mm e e e oL
! !

f o m o e e e
|6. Lot # (if known) |7. Exp. date|8. Event reappeared after

] | | reintroduction

| #1 | #1: I #1: ()

R SRR TSR R s Pomme
J I |

I ................................................................
|9. (Not applicable to adverse drug event reports)

j ................................................................
|10. Concomitant medical products/therapy dates {exclude treatment)

| DIGOXIN 0.25MG TAB
| SIMVASTATIN SMG TAB
| TERAZOSIN 2MG CAP

| PLEASE SEE ATTACHED

| Note: Please use the actual MedWatch form if the event
j involves a suspected device as well as a suspect drug
\===..“;,:,======,“=...=..===========...========“=,==========,

|E. Reportar

. Name, address & phone #:
[ ¥VAMC AMARILLO 6010 AMARILLO BLVD WEST
{AMARILLO, TEXAS 79106

/2. Health professional? |3. Occupation |4. Reported te Mfr.
! (YES] | PHARMACIST ]

. If you don’'t want your identity disclosed to the Manufacturer,
f place an "X" in the box. [X]




Ty

HHRRRLINY 101295

{PECT MEDICATION: NAPROXEN DATE OP EVENT: 3/12/99

xvxcuam

Section B. Part 6. Relevant Test/Laboratory Data Continued:

TEST: oINR-L RESULTS: 3.6 COLLECTION DATE: 3/12/99912:28

TEST: oPROTIME-L RESULTS: 22.8 COLLECTION DATE: 3/12/99912:28

TBST: WBC-L RESULTS: 9.6 K/cumm H:10.8/L:4.8 COLLECTION DATE: 3/12/9%@12:28
TEST: RBC-L RESULTS: L 2.76 M/cumm H:6.1/L:4.2 COLLECTION DATE: 3/12/99@12:28
TEST: HGB-L RESULTS: L 8.7 G/dL H:lS/L:l? COLLECTION DATE: 3/12/99@12:28
TEST: OHCYT-L RESULTS: L 25.3 ¥% H§52/L:i% COLLECTION DATE: 3/12/99@12:28
TBST: o;CV’L RESULTS: 91.6 fL H:99/L:80 COLLECTION DATE: 3/12/99@12:28

TBST: oMCH-L RESULTS: 31.5 pg H:33/L:27 COLLECTION DATE: 3/12/9%9@12:28

TEST: oMCHC-L RESULTS: 34.3 g/dL H:36/L:31 COLLECTION DATE: 3/12/99®12:28
TEST: oRDW-L RESULTS: 13 &% H:14.5/L:11.5 COLLECTION DATE: 3/12/99@12:28
TEST: oPLT-L RESULTS: 161 K/cumm H:400/L:140 COLLECTION DATE: 3/12/99@12:28
TEST: oMPV-L RESULTS: 9.6 fL H:10.4/L:7.4 COLLECTION DATE: 3/12/99@12:28
TBST: oEDIFF RESULTS: ELECTRONIC DIFFERENTIAL COLLECTION DATE: 3/12/99@12:28
TEST: oNEUT ¥-L RESULTS: H 81.3 % H:73/L:37 COLLECTION DATE: 3/12/99®12:28
TEST: oLYMPH %-L RESULTS: L 11.7 ¥ H:40/L:20 COLLECTION DATE: 3/12/99@12:28
TEST: oMONO %-L RESULTS: 5.6 % H:12/L:0 COLLECTION DATE: 3/12/99@12:28

TEST: OEO %-L RESULTS: 0.4 ¥ H:10/L:0 COLLECTION DATE: 3/12/99@12:28

TEST: oBASO ¥-L RESULTS: 1.0 % H:3/L:0 COLLEBCTION DATE: 3/12/99@12:28

TEST: oNEUT #-L RESULTS: H 7.9 K/cumm H:6.5/L:1.4 COLLECTION DATE: 3/12/99@12:28
TEST: oLYMPH #-L RESULTS: 1.1 K/cumm H:3.6/L:1 COLLECTION DATE: 3/12/99@12:28
TEST: oMONO #-L RESULTS: 0.5 K/cumm H:.7/L:0 COLLECTION DATE: 3/12/99@12:28
TEST: oEO #-L RESULTS: 0.0 K/cumm H:.3/L:.l COLLECTION DATE: 3/12/99@12:28
TBST: oBASO #-L RESULTS: 0.1 ¥ H:3/L:0 COLLECTION DATE: 3/12/99@12:28

TEST: oLUBBOCK LAB RESULTS: "LUBBOCK LABORATORY" COLLECTION DATE: 3/12/99@12:28

Section C. Part 10. Concomitant Drugs Continued

METHOCARBAMOL 500MG TAB .
NAPROXEN 250MG TAB DSS
TOCOPHEROL 400U CAP

ASPIRIN 81MG CHEWABLE TAB '
THERAPEUTIC FORM VITAMIN W/MINERALS TAB APR 19 1999

WARFARIN SODIUM SMG TAB
CARBIDOPA 25MG/LEVODOPA 100MG TAB VSTEM
FLUOKETINE (PROZAC) 20MG CAP MEJENTR?OH“NGS
ACETAMINOPHEN 300MG/CODEINE 30MG TAB T

DIPRENHYDRAMINE 50MG CAP

CLONAZEPAM 1MG TAB

CAPSAICIN 0.025% CR, [PER GM)

Ctu 1o 128$



ps/e6/1999 10:12 NN GEEMyRUG INFO PAGE @8

anlV

Wi S==SEepEe s

CDER [aysa

A. Patient mio:mation C. Suspect medication(s)
1. Putiont identifier |2, Age at time 1. Neme (Product Name)

! time ' (Labeisd Strangth) (Mit ubeler)
o:_""""—' . 78 Years {ermal ¥ Naprosyn

/
s0Ketoprofen / /

2. Dasa/Frequency/Moute used 3. Thevapy dales {if unknown, give dumbn)
- |_] Praduct problem (e.9., defectsmaifuncions) n / / ¥13/12/1999 -
S R tarnbinad 10 SIVerss vent "1 iy ” / / #23/12/1999 |-
1 seath o congenital anomaly 4. Disgnoals for usa ( with ) 5. Evant sbated after use
i meveyyyy) ‘ D nqulnd intarvantion to pravent ¢1arthritis swpped or doss reduced
[} ite-ttwearening peitnanent impairmeny/damage — 1 PAyes [no [TJoosent
hospitalization — Inkisd o prolonged C] other: pz2rthritis a2y
m : N 6. Lot # (I known) 7. Exp. dale (if known) | *2 Cyes (o Odesert
371271998 . . | tisrepont 05/04/1999 " " 8. Event rsappaared afier
)'5‘% umhlun(upmamlo!wom-qmdlcww) 2 #”
" LA "
Upper GI Bleed 5. NOC # (for product problema only) Sm g n ARy
- - 2 yog no %Iﬂ
Patient was coughing up blood. O

10. Concomiant mecicel Products and herapy daies (up 1o a t01al of 1000 characters) |

DSS

MAY 07 1999

D. Suspect medical device

2. Type of device

. ' WENT REPOHTING SYSTEM 3. Manufacturer nams & addreas 4, 5”::; o:m d:::om‘
: D iay usanpatient

[ other:
S. _Expirstion date
6 {mewhddiyyyy)
€ Relovant ratory data, Including dates (a fofal of 1000 characiers alowed) - 7. it implantad, give dare
I'.IA ¥ g L!ggg_
B. If Sed, give date
f sxpianied, g
MEDWATCH CTU
9. Davica availsdie for avaluation? (Do not send device to FDA)
D yss D no D setumed to mamnslacturer on

10. Concomlusnt madica! products and therapy dames (Up 10 a lotal of 1000 characters)
Patient was also taking aspirin.

7. Oiher ralevant history, lududlng preexisting medical undmm
(up 10 a lotal of 500 characters aliowed)

Adm;tted for by-pass. (fem-pop)

e P

MEDWA, — _ ,
THE FDA MEDICAL PRODUCTS REPORT; ™. ©- - Hoapital acknowledyemen
L HF-2 i i

p onal? 3. Ocecupation 4. Also repornd to
— w — [ yes [ ro (] manutacturer
e om0 Fishecs Lans S0aFoAGts B Trouds vt wantyour iy iesored e L sty
v Rookville, MD 208529787 the manufactursr, plece sn “X” In this box. [ ] [ diswibuter
FOA Porm 3508 (WWW) Submiasion of & report does not

consthuls an admission that medicel personnel or the product caused or contributed to the event.
CTL [62YSa. - -



ividual Safet

miinjiy

A. Patient information
1. Patientidentifier | 2. Age at time of event:
70 YEARS

[

rage

or

Date
of birth:

’ user-facilities, APPROVED BY FDA ON 03/06/98
{ manufacturers for pr—
JRY reporting. 98564
UF/Dist. report 8
of 2 FDA Use only

1. Name (give labeled strength & mir/labeler, if known)
#1 NAPROSYN (NAPROXEN)

2. Dose, frequency & route 3. Therapy dates ( if unk. gve duration) o

[X] other. MEDICALLY

#1ORAL ! tromvio or bast sstimate)
1. [X] Agverse event andor [C] product problem (e.g.. ) T #115-JUN-1930 E/ 15-0CT-1997 £
2 O ™ event *2NA " ezna
{chack all that appiy) /] D disaniy | 2. Diagnosis for use (indication) [ 5. Event abated afier use
. e (molaayry) L rc:nqt?:::?r'-taenr\?::\?Zn 10 prevent #1 OSTEOARTHRITIS slopped or dose reduced
j lile threatening /damage #1 @ yes E ne apply
:} hospitatization inital or prolonge ¥2NA

OF PEPTIC ULCER SYMPTOMS DURING THE USE OF
NAPROSYN (NAPROXEN) FOR OSTEQARTHRITIS.

THE PATIENT HAD A HISTORY OF OCCASIONAL FLARE UP
OF GASTRIC ULCERS (SINCE 1983) WITH SYMPTOMS OF
NAUSEA AND SEVERE PAIN, AND HAD EXPERIENCED
DEPRESSION. HE HAD NO KNOWN ALLERGIES AND HAD
QUIT BOTH ALCOHOL CONSUMPTION (1978) AND SMOKING
(1996).
* 1990: ORAL NAPROSYN WAS STARTED FOR
i OSTEOARTHRITIS IN THE FINGERS, KNEES AND LOWER

! BACK.
i 1996: THE PATIENT EXPERIENCED INCREASED
FREQUENCY OF GASTRIC ULCER FLARE UP. THIS WAS
RELIEVED WITH TAGAMET (CIMETIDINE).
JUL 97: THE PATIENT'S SYMPTOMS WORSENED AND WERE
DESCRIBED AS A GENERAL DISCOMFORT WITH FEELINGS
OF MALAISE BUT NO PAIN. THESE SYMPTOMS WERE
DIFFERENT TO THE PATIENT'S PREVIOUSLY REPORTED
ULCER PROBLEMS. NO STOOL BLOOD WAS NOTED.
SYMPTOMS DID NOT IMPROVE DESPITE TREATMENT WITH
TAGAMET.

CONTINUED

6. Relevant testalaboratory data, including dates
UNK

[RECEIVED
MAY 11 1399

BY:»

7. Other relavant history, i conditions (e.g., aliergies,
race, pregnancy, smoking and ak:ohoi use. heoaodrenal dystunction, etc.)
Medical History Terms
GASTRIC ULCER
DEPRESSION

: #2[ | yes ' no [_X doesn't
SIGNIFICANT i 6. Lot # (it known) 7. Exp. date (it known) Loves aoply
3. Date of 4. Date of #1 UNK I M UNK 8. Evenl reappeared after
avent ! /19s6E thisreport  MAY / 10 / 1999 : |
, 2 #02N :
(moldaytyr) {moidaytyr) . #2NA | A . D yes D no i__J apply
5. Describe event or problem 9.NDC#  for product problems only (it known) ]
A 70-YEAR-OLD MALE PATIENT DEVELOPED WORSENING *1NA #2 NA

10. Concomitant madical products and therapy dales (exclude treatment of svent)
CYTOTEC  15-JUN-1990 E / CONTINUING
(MISOPROSTOL)

PROZAC  15-JUN-1996 E / CONTINUING

CONTINUED

G. All manufacturers

1. Contact Office-name/address 2. Phona Number

(973) 562-3523
GLOBAL DEVELOPMENT

i 427 | yes no [X] doesn't
| [ [X] oo |

3. Report source
{chack all that apply)

HOFFMANN-LA ROCHE INC.

340 KINGSLAND STREET {[] torsign
NUTLEY, NJ 07110-1199 [ swoy
D Merature
D consumer
D health professionat
4. Date received by manutacturer 5. (AINDAY 17.581 :] wser-facilty
APR /28 / 1998 INO # ] company rep
6. 11 IND, protocol # PLAY "
NA pre-1938 [:I yes D other:
oTC
7. Type of report product D yes
{check all that apply}
N 8. Adverse event term{s)
[Js-oay [ 15 cay WORSENING OF PEPTIC
[ 10-aay [X] periodic ULCER SYMPTOMS +++
-GASTRITIS HEMORRHAGIC
- tollow-
X it [ tolowap IS
——— | -DISCOMFORT
9. MFR. report number
98664
+++ adverse event that generated submission
- comanitestation

E. Initial reporter
1. Name, acicress & phone #

" . JANET JARAMILLA
Medical History Text SEARLE
THE PATIENT EXPERIENCED OCCASIONAL FLARE UP OF 4901 SEARLE PARKWAY
GASTRIC ULCERS SINCE 1983 WITH SYMPTOMS OF SKOKIEILLINOIS 50077
‘ UNITED STATES OF AMERICA
CONTINUED CONTINUED
Submission of a report does not constitute an 2. Health professionai? 3. Occupation T4 tnitisd reporter siso
admission that medical personnel, user facility, PHARMACIST sent repost to FOA
distributor, manufacturer or product caused or yes D no D yes D no @ unk.
3500A Facsimile contributed to the svent, .

E-indicates estimated date, P-Indicates partial date




CONTINUATION SHEET FOR FDA-3500A FORM
Mfr report # 98664

B.5. Describe event or problem - continued

OCT 97: THE PATIENT WAS DIAGNOSED WITH

HAEMORRHAGIC GASTRITIS AND DUODENITIS. NAPROSYN WAS DISCONTINUED AND THE PATIENT

WAS STARTED ON TREATMENT WITH BIAXIN (CLARITHROMYCIN) FOR 2 WEEKS, PRILOSEC

{AOMEPRAZOLE), DAYPRO (OXAPROZIN) AND INCREASED DOSAGE CYTOTEC (MISOPROSTOL) 200
CG, BID.

29 APR 98: THE PATIENT REPORTED THAT HIS ULCER HAD IMPROVED, BUT STILL OCCASIONALLY

FLARED UP ON DRINKING COFFEE, MILK, ORANGE JUICE OR TEA. HE HAS TRIED TO AVOID

THESE LIQUIDS.

THE COMPANY CONSIDERED THE EVENT AS MEDICALLY SIGNIFICANT.

NO ADDITIONAL INFORMATION WAS PROVIDED.

B.7. Other relevant history - continued

NASUEA AND SEVERE PAIN.
HE QUIT SMOKING IN 1996 AND QUIT ALCOHOL CONSUMPTION IN 1978.
THE PATIENT HAD NO KNOWN ALLERGIES.

€.10. Concomitant medical products and Therapy Dates - continued
{FLUOXETINE HYDROCHLORIDE)

TAGAMET  15-JUN-1996 E / CONTINUING
(CIMETIDINE)

E.1. Initial reporter (Name, address & phone #) - continued

PHONE: 847-982-7055
[L lndividual Satret

it

-02¢

RECEIVED
MAY 11 1999

BY:

Page

2

of



For use by user-facilities, APPROVED BY FDA ON 03/06/98
manufacturers

ial Safe s for
\TORY reporting. M repon s 102839
UF/Dist. report #
6—~00- |

|_of 2 FOA Use onty

*

A. Patient information C. Suspect medication(s)

2. Age at time of event: . . I | 1. Name (give labelad strength & mir/labeler, if known)
61 YEARS . ! #1 NAPROSYN (NAPROXEN)

#2 MOTRIN (IBUPROFEN)

X , froqu . dal f . give durali
B. Adverse event or product problem 2.5"2—,‘;AL ey & rovie av;hnmNuh-:-(-:)“k e curteon)
X Adverseevent andvor [[] Product problem (.o, defectsimattunctions) ¥1UNK
{z Outcomes atiriated 10 adverss event - #2UNK #2 UNK
(chock all that apply) [ disability — —
/ ) 4. Diag for use (v ) 5. Evant abated alter use
D death D congenital anomaly stopped or dose reduced
. ' (mordaynyr) required intervention to prevent #1 PAIN doesnt | K
D life threatening D ) “Dyes Dno . ;
p p I apply
‘ @ hospitalization inital or prolonge D okher: #2 UNKNOWN " D I:] - doesnt
yes no
- ez | [6. Lot # {# known] ' Exp. date (f known) apply
3. Date of 4. Date of " 1o 8 Evant nlpp.and aiter
event DEC / 20/ 1997 this repot  MAY / 10 / 1999 UNK UNK reintr somant
#2 #2 n
. {motdayyry (mo/daytyr) UNK UNK " D ves D no ‘_J 2oy
§. Describe event or problem 9.NDC # for product problems only (if known) <
A FEMALE CONSUMER OF UNKNOWN AGE WAS #1NA #2 NA a2[ Jyes [ o [X] M"""
HOSPITALISED DUE TO HAEMORRHAGIC OESOPHAGEAL _
ULCER DURING/FOLLOWING THE USE OF NAPROSYN 10. G proch and therapy dates (exclude treatment of event)
(NAPROXEN) FOR AN UNSPECIFIED INDICATION. PREMARIN  UNK
(ESTROGENS, CONJUGATED)
THE CONSUMER HAD A MEDICAL HISTORY OF
OSTEOPOROSIS, PAIN AND SPINE SPURS. CALCIUM  UNK
UNKNOWN DATE: NAPROSYN AND MOTRIN (IBUPROFEN)
WAS STARTED {DOSAGES, ROUTES AND FREQUENCIES NOT CONTINUED
SPECIFIED). THE PATIENT WAS HOSPITALISED WITH A G. All manufacturers
BLEEDING ULCER. 1. Contact Office-nama/address 2. Phone Number
NO ADDITIONAL INFORMATION WAS PROVIDED.
(973) 562-3523
FURTHER INFORMATION RECEIVED ON 20 JUL 98 GLOBAL DEVELOPMENT P —
INDICATED THAT: HOFFMANN-LA ROCHE INC. ootk afl e sopl)
THE CONSUMER IS 61 YEARS OLD WITH A HISTORY OF 340 KINGSLAND STREET , ;
BARRETT'S METAPLASIA WHICH CAN LEAD TO CANCER, ] toreign
HIGH BLOOD PRESSURE AND ELEVATED CHOLESTEROL NUTLEY, NJ 07110-1199 (] stwoy
LEVELS. D literalure
DATE UNKNOWN: NAPROSYN WAS STARTED FOR PAIN '
CAUSED BY OSTEOPOROSIS. [X] consumer
20 DEC 97: THE PATIENT WAS HOSPITALISED FOR [ heakh protessionat
BLEEDING ULCER IN HER OESOPHAGUS. SHE WAS GIVEN 4. Date received by manufacturer | 5.1z \npax 17.581 [ usertacity
JUL /20/ 1998 IND # 10 y representive :
CONTINUED PLAS o
— 6. 1 IND, protocol # [] distrib
6. Relovant tests/laboratory data, including dates NA e-1938 D ves [X’ other:
HEMOGLOBIN orc 0] yes OTHER
20-DEC-1997 7. Type of report product
Low. (check all that apply)
: 8. Adverse svent lerm(s)
Os-cay [ 15-coy HEMORRHAGIC ESOPHAGEAL
[J10-day [X] periodie ULCER +++
ot [ ] tolowsp -DECREASED HEMOGLOBIN
t
!
i 9. MFR. report number
i7. Other re history, includi isti dical condltions (e.g., allergies, 102839
race, pregnancy, smoking and alecml use, hspauur-nal dystunction, eic.) +++ adverse event that generated submission

| Madical History Terms

OSTEOPOROSIS RECEIVED

- comanifestation

E. Initial reporter

BARRETT'S SYNDROME ”

HIGH BLOOD PRESSURE MAY 11 1999 - —

ELEVATED CHOLESTEROL VEN

Madical History Text BY: UNITED STATES OF AMERICA

T CONTINUED
Submission of a report does not constituts an 2. Heatth prot ? 3.0 4. Initial reporter also
admission that medical personnel, user facility, UNK sentreport 1o FOA
distributor, manufacturer or product caused or i L_|_ yes [X] no D yes D no @ unk.
. Facaimile contributed to the event.

15



CONTINUATION SHEET FOR FDA-3500A FORM
Mfr report # 102839

B.5. Describe event or problem - continued

A BLOOD TRANSFUSION BECAUSE HER HAEMOGLCBIN
LEVEL WAS LOW, CAUSED BY THE BLEEDING.

25 DEC 97: THE PATIENT WAS DISCHARGED FROM HOSPITAL. THE ULCERS HEALED AND THE
BLEEDING RESOLVED.

-

B.7. Other relevant history - continued
THE CONSUMER HAD A MEDICAL HISTORY OF SPURS ON
HER SPINE.

C.10. Concomitant medical products and Therapy Dates - continued
(CALCIUM NOS)

ATENOLOL UNK
(ATENOLOL)

PRAVACHOL UNK
(PRAVASTATIN SODIUM)

PRINZIDE UNK
(HYDROCHLOROTHIAZIDE/LISINOPRIL)

ELAVIL  UNK
(AMITRIPTYLINE HYDROCHLORIDE)

ndividual Safety Repo

Wit

RECEIVED
MAY 11 1969

BY:

Page

of

16



vidual Safet

Re
| Il IJ!ﬂlllmum Iu WH’" |||| II III‘ APPROVED BY FDA ON 03/06/98
s and manufacturers for rra—y 17
MANDATORY reporting. 111722
MEDWATCH T
THE PDA MEDICAL PRODUCTS REFORTING PROGRAM Poge 1 of 2 FOA Use only

A. Patient information
2. Age at time of event:
40 YEARS

or
Date

use by user-facilities,

1. E(] Adverse event and’or D Product p {e.9.. def Wunctions)
2.0 to event )
(check ak that apply) :] disability
D death ! 7 D congenital anomaly
{moidaylyr raquired intervention o prevent

D Idg threatening permanent impairment/damage

hospitalization inital or prolonge D other:

3. Daw of 4. Date of
svent ! /1996E thisreport  MAY /10 / 1999
(mordaytyr) (moidaylyr)

5. Dascribe svent or problem

A 40 YEAR OLD MALE PATIENT WAS HOSPITALISED WITH
A DUODENAL ULCER DURING THE USE OF NAPROSYN
(NAPROXEN) FOR BACK PAIN.

THE PATIENT HAD A HISTORY OF ULCERS IN 1972 AND
HAD SURGERY ON ONE MEASURING 3 CM. HE HAD
RECEIVED MOTRIN (IBUPROFEN) THERAPY IN 1993, AND
1995.

1896 (APPROX.): THE PATIENT COMMENCED NAPROSYN
THERAPY (DOSE, ROUTE AND REGIMEN UNSPECIFIED).
4 DAYS LATER: HE EXPERIENCED A DUODENAL ULCER
AND WAS ADMITTED TO HOSPITAL. THE PATIENT
TESTED POSITIVE FOR H. PYLORL. HE RECEIVED
ULCER SURGERY.

6 DAYS LATER: THE PATIENT WAS DISCHARGED FROM
HOSPITAL.

AT THE TIME OF THE REPORT, 6 JAN 99, THE PATIENT
WAS IN GOOD HEALTH.

i THE REPORTER WAS THE PATIENT'S PHYSICIAN'S
LAWYER.

6. Relevant tests/laboratory dais, including datas
CULTURE_RESULTS
1996 £
H. PYLORI POSITIVE.

C. Suspect medication(s)

1. Name (give labeled strangth & mfrlabeler, it known}
#1 NAPROSYN (NAPROXEN)

»2 NA
2. Dose, frequency & route 3. Therapy dates { it unk. give duration)
#1 ORAL fromo (or bast setimate)
#1 15.JUN-1996 E / 15-JUN-1996 E
#2NA #2 NA
4. Diagnosis for use {indication) S. Evant abated after use
do!
#1 BACK PAIN "‘ET“ "D" r“lgrddoesn'l
# yes no
”2NA :”" ,
w2 yos no [x] doesnt
6. Lot # (i known) 7. Exp. date (it known) Lyes (e [X] apply
#1 UNK #1 UNK 8. Evmt reappeared after
#2 #2 NA doesn’l
NA e[ Jves [jro [X] apply
9. NDC # for product problems onty {if known)
#1 NA #2 NA 2 Jyes [Jro [X] 200

10. Concomitant medical products and therapy dates (exclude treatment of event)
FLEXERIL CONTINUING
(CYCLOBENZAPRINE HYDROCHLORIDE)

1. Contact Oftice-name/address

2. Phone Number

(973) 562-3523
GLOBAL DEVELOPMENT P v
HOFFMANN-LA ROCHE INC. oot ot s
340 KINGSLAND STREET toreign
NUTLEY, NJ 07110-1199 [ say

D Merature
D consumer

D health professional

7. Other history, i o dical conditions (e.g., akergies,
race, pragnancy, smoking and alcahol uss, hopandrenal dystunction, efc.)
Medical History Terms
ULCER
ULCER SURGERY

Medical History Text
1972: THE PATIENT HAD A HISTORY OF ULCERS.
1993 AND 1995: THE PATIENT RECEIVED MOTRIN

4. Date received by manufacturer | 5. 5\ 60y 17-581 D user-tacility
JAN / 6 /1999 IND # {] company rep
6. 1 IND, protacol # PLAS e
NA pre-1938 [ | yes [X] otrer.
oTC LAWYER
7. Type of report product [:l yes
({check all that apply)
8. Adverse svent term(s)
s-cay [ 1s-omy DUODENAL ULCER +++
[J0-day [X] periodic
inkial fotiow-up
O
9. MFR. report number
111722
+++ adverse event that generaled submission

E. Initial reporter
1. Name, address & phone #

UNITED STATES OF AMERICA
CONTINUED CONTINUED
Submission of a report does not constitute an 2. Heslth protessional? 3. Qccupation 4. Inltial reporter also
admission that medical personnel, user facility, UNK sent report to FDA
distributor, manufacturer or product caused or ] ves X] mo Elves [J w0 [X] ek
3500A Facaimile contributed to the event.

E-Indicates estimated date, P-Indicates partial date

23



CONTINUATION SHEET FOR FDA-3500A FORM
Mfr report# 111722

B.7. Other relevant history - continued
THERAPY.

E.1. Initial reporter (Name, address & phone #) - continued
PHONE

vidual Saf'eti Raﬁlor

LU

MAY 11 1999
BY: ‘

RECEIVED)]|

Page
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of
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ort by
lnaivicual Safety Rep . :\r\ 2 Approved by FDA on 10/20/93
2.7 ;Q -----------------------------------------------------
-! UW | Triage unit sequence #
0-01=* CDER
Page 1 of & e .
mecze= === = =|a= —

A, Patient Information

1. patient Indentifder|2M0o: B 3. sex|+. Weight
| AGE: 51 yrs |MALE | 58.7 kg

B. Adverse Eve'mt or Product Problem
1. [X]Adverse Event [ 1Product problem
2. Outcomes attributed to adverse event
{f ] death: [ ] disability
{X] life-threatening [ 1 congenital anomaly
[X] Hospitalization [X] required intervention to
initial or prolonged prevent impairment/damage
--------- [ ] other
3. Date of event |4. Date of this report
03/11/99 ] 05/04/99
S. Describe event or problem

GI BLEED

6. Relevant test/laboratory data. including dates
PLEASE SEE ATTACHED

7. Other relevant History, including preexisting medical
conditions

zes==a=x =m== =
Mail to: MedWatch or FAX to:
S600 Fishers Lane 1-800-FDA~0178

Rockville, MD 20852-9787

FDA Porm 31500

| C. Suspect Medication(s)

#1

| #1: |

|4. piagnosis for use(indication)|5. Event abated after use
| | stopped or dose reduced?

| #1: |  #1: [N/R)
oo R,
! f

| ................................................................
|6. Lot # (if known) |7. Exp. date|8. Event reappeared after

| | ] reintroduction

| #1: | #1: | #1: [ ]

[-mmmmm o |-meme e [om o
| I I

l ................................................................
|9. (Not applicable to adverse drug event reports)

| Note: Please use the actual MedWatch form if the event
| involves a suspected device as well as a suepect drug
| ===

{E. Reporter

|1. Name, addrees & phone #: PHARMACY SERVICE
{1201 N W 16TH STREET
|MIAMI, FLORIDA 33125 324-4455

|2. Health professional? |[3. Occupation |4. Reported to Mfr.
] [YES] | PHARMACIST | [NO]

. If you don’t want your identity disclosed to the Manufacturer,
| place an "X* in the box. [X]

=o===

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

M
MEDWATCH CTU

REC'D.
AY 1 41989




ATTACHMENT PAGE C';ﬂ.FED pa-y, QOC 9, [0281‘-[

PATIENT ID:- SUSPECT MEDICATION: NAPROSYN DATE OF EVENT: 3/11/99

Section B. Part 6. Relevant Test/Laboratory Data Continued:

TEST: HGB RESULTS: L* 4.4 g/dL H:17.2/L:12.8 COLLECTION DATE: 3/10/93@17:03
TEST: HCT RESULTS: L* 14.8 % H:48.2/L:40.2 COLLECTION DATE: 3/10/99®17:03
TEST: HGB RESULTS: 13.3 g/dL H:17.2/L:12.8 COLLECTION DATE: 9/15/98@10:24
TEST: HCT RESULTS: L 39.1 & H:48.2/L:40.2 COLLECTION DATE: 5/15/98®10:24

Individual Safet

T

162877



15 FR

MAayY 28"’ SS

] HMIW Tt

The FDA Medlcal Products Reporting Program

G s YSTEM ELECTRONIC 3500 FORM ADAPTATION, Version 1,01, Scptember 199

CLINICQL PHRRM

‘or VOLUNTARY rcporting by heulth
professionals of adverse cvents und
product pmblems(/ o

|,A Patient Information

P.B1-8]

o)

Puge | of | \

C. Suspect Medic
1. Name (give labeled strength _mfr/llbeler if known)

@": - | —

L2
#2

B [ Faiont Identifer 2 Agc at time of event: 3. Sex |2, Weight
. or .
I Ibs
-_ 1700, | Due orbimh: _lolkgs ’
(In mnﬁd:me) ‘ - —_

B. Adverse Eveut or Product Problem
M Adverse Event and/or | | Product Problem
,_ - i
2. Outcomes attributed 1o adversc cvent - .
.. Disabili
[C Death isability

- Pl ital anomal;
| | Lite-threatening ongeniia’ dnomay

™1 Hospitalizatien - initial
71 Hospitslization - prolonged

__:J

'S, Describe cvent or problem

prevent penmanent
impairment/damage

3. Dule of event

. 4. Date of this repont
| (mo/day/yr)

(mo/daytyr)

O Required intervention to

ry pharmacist reparted that a patient began receiving an unspecified
regimen of naproxsn on an unspacified date for ah unspacified
indication. On an unspecified date tha patient presented to the
lemargency care center with GASTROINTESTIONAL BLEEDING ,
‘GASTROINTESTIONAL ULCERATION, HEMATEMESIS,
‘HEMATOCHEZIA, and ANEMIA. The patient was ADMITTED TOD
THE HOSPITAL, where naproxen was discontinuad. Additional
treatment included vitamin K (intravencus and oral), platelels. fresh
'frozen plasma. packed red biood cells, and an sndoscopy. The
resachion was reported to have resolved.

REC'D
| i 21999

| MEDWATCH CTU

7

6. Relevant leslsllnbornmry dam, including datcs

Serum Creatining: | 0.6
| None noted
i .
! |
| e . R |
* 7. Other relevant h:s(ory including preexisting medical conditions |
Allergies: [NKDA - h f" Hfr
peptic ulcer disease T N K .
N .
]
T~ Mailto: MEDWATCH TAX o, .
F DA 2000 Fishers Lan .Lf:.ﬂ J.soo.ym-om"""
Rockville MD 20853

Subwmission of a report does not constitute an admission that medical persounc! or the product caused or cantributed to the event
.

3, Therupy Dates ( fmfn/ln]

W ;
P ]

3. Do, frequency, rowtc ysed

#l[_'
#2 1

4. Diagnosis for use (indicatinn) 5. Event abatcd after use
#1 * o o 1 stopped or dose reduccd I
#2 | ” a1 ives '

- 4 ..

6. Lol # (if known) 7. Exp. dute 8. Evcnt reappearcd afler
#1 | R Y reintroduction
¥2 #2 - 41 iUnknown {

9. NDC # (for product problems only) #2 o

! -

10. Concomitant medical products

iD. "Suspect Medical Device |

These fields not uscd for electronic 3500 reporling at

Internal ADR Event Coding

Reaction 1: [gastrointestional bleeding ,
Reaction 2: Janemia i
; Reaction 3: [gastrointestianal uiceration i
Reaction 4: [hematemesis S

Reaction 5: |_harnatodsazia

E. Reporter (see cnnﬁdennallty scctmn oo back)

1. Name, address and phonc #
R Program Coordinator / Drug Informatian Service
parunent of Pharmacy and Drug Information

2. Health Professional 3. Occupation
;o Yes O No Pharmacist

5. If you do NOT want your identity
disclosed to the manufacturcr. placc an
X" in this box. i

4. Also reported to
LJ manufacturer
E user facility

! distributor

CTo] D38

[N—
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REPOr . .
Approved by FDA on 09/25/95
* m m-Sﬂm- * Por use by wser-facties,” E
y user-facilities, a3 7
n distributors and manufacturers for P' fﬁSAl 999002540
M I ‘ / MANDATORY reporting Uriist eeport§
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page = of 3_ FDA Use Only
A. Patient information
1. Name (give labeled strength & abeler, 1 wn)
ofevent: 19 yy #» TYLENOL WITH ,
y CODEINE (unspecified) (ACETAMINOPHEN -
. Date #2 CARISOPRODOL (CARISOPRODOL)
*1n confidence of birth: ?2?/22?/2? (Cont.)
B. \dverse event or product problem 2. Dose, frequency & route used 3. Therapy dates (if unknown, give duration)
" #1 oral from/to {ar best estimate)
1. Adverse event and/or D Product problem  (e.g., defects/malfunctions) M 22 / 29292 / 22
2. Outcomes attributed to adverse event o #2 oral
(check all that apply) (] disability — e o ??/???<:z —
. j 3 e (1 ation, . Event abated a:
deaath 22/222/27 D congenital anomaly # éﬂ? & ?bg % stopped ur:!ose ::dl:::ed

{moidaylyr)

. . D required intervention to prevent
D life-threatening : : )

hospitalization - initial or prolonged D other:
3. Date of 4. Date of
event ?2?2/222/?2%? thisreport  07/19/99
(moldayiyr) (mo/dayiyr)

5. Describe event or problem

Report gublished in 1998 Annual Report of
Poison Control Centers Toxic Exposure
Surveillance System (case 658) of a )
39-year-old (sex unspecified) who committed
suicide by ingesting acetaminophen with
codeine, cariSoproddl, and naproxen (doses,
date unspecified). Blood concentration
acetaminophen 6 mcg/mL. Chronicity was acute
for carisoprodol.

Additional information received 08-Jul-99: A
39-year-old female (weight 59 kg) was found
on the floor unconscious by her boyfriend
after a poly drug overdose. It was unknown
how long the patient had been unconscious
following the ingestion of an unknown amount
of carisoprodol, "acetaminophen with codeine
and naproxen. The patient presented to a
rural hospital in coma, where she had been
given orogastric lavage and activated
charcoal. She presented to a referral
hospital with a heart rate of 141, blood
Eressure 117/96, resplrator{ rate of 14,
emperature 36.5 C, and mental status which
was described as agitated but confuged. Her
02 saturation was 36% on 4 liters_of oxggen.
Initial laboratory evaluation :|.nc11(xgedt )e
ont .

6. Relevant atory data, including dates
Blood concentration acetaminophen 6 mcg/mL

Additional informaiton received 08-Jul-99:
heart rate 141, blood pressure 117/96,
respiratory rate 14, temperature 36.5 C, 02
saturation was 96% on 4 liters of oxggen,
sodium 129, potassium 6.4, chloride .
bicarbonate 20, BUN 43, creatinine 4.3,
blood phosphorus level 12.1 mg/dL (normal
2.5 to 4.8), calcium 5.6 mg/dL (normal 8.5

_{(Cont.)

SELF-INFLICTED POISONING M [Jyes (Jno [F]dossnt

7 SUICIDE AND apply

SELF-INFLICTED POISONING #2 lyes (] o L] dosmt

6. Lot # (if known) 7. Exp. date (if known) apply
#1

#1 8. Event reappeared after
reintroduction

# X1 d '
1 Dyes Dno ag;ls;n
#2 [ yes [Juo O gg;f;\'l

10, Concomitant medigal products  and therapy dates {exclude treatment of event)
No Concomitant Products Reporte

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

# #2

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

gSX JOHNSON PHARM. RES. INST.p08-704-4504
DIV. OF ORTHO PHARMACEUTICAL 3. Report source
CORP. (check all that apply)
920 U.S. Route 202 O foreign
P.O. Box 300
Raritan NJ 08869 [ swdy
usa literat
( Informing Unit ) @) tierature
[ consumer
(] bhealth
4, ‘l')nn:dc vrlc;(;)elved by manufacturer ?A)NDA 48 50_ 055 memlflTl-ll
07/08/99 [ user facility
IND# [ company
6. 1€ IND, protocol # PLA # represenilative
peisss [ yes O distibutor
7. Type of report otC D other:
(check al! that apply) product D yes

D 5-day 15-day 7

. Adverse event term(s)

7. Other relevant history, Including preexisting medical condltions (c.g., allergies, race,
pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.)

No Pat Profiles Rptd
3 999

Unknown

RECRIVE
JuL 22 199.%\“_

BY' oes not constitute an
dmission that medical per I, user facility,
distributor, manufacturer or product caused or

contributed to the event.

3500A Facsimile

[ 1oday [ periodic 1; SUICIDE ATTEMPT
- 1 2 ?ﬁg%ﬁgg‘g]ﬂ RESPONSE
O3 mitimt follow-up # _~_ 3; COMA.
9. Mfr. report number 4) HYPOTENSION
99 9 3ip 5) ACIDQSIS
pkrususs::wesm &) CYANOSIS
*

Y

I. Name, address & phone ¥ | %
Dr. Toby Litovitz
American Agsociation of Poison Control

Centers
3201 New Mexico Ave, Suite 310

Washington, DC 20016
USA

Phone #:202-362-7493
2. Heslth professional? 3. Occupation

R ys [J mo Physician

4. Initial reporter also
sent report to FDA

DyesDnounk
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THE PRA MEDICAL PRODUCTS REPORTING PROGRAM

AL Patient information

2. Age at time
of event:

or

Date
of birth:

HARM.

For use EEuser-faclfqnes
-ibutors and manufacturers for
VIAND.

ST. USA

reporting
%_. of .3_

. Name (give labeied strength & mfr/lab
# NAPROXEN (NAPROXEN)

Approved by FDA ou 0912895

113

PRTUSA1999002540

UP/Dist repocs #

FDA Use Oaly

]

(Cont.)

B. Adverse event or product problem 2. Dose, frequency & route used 3.Therapy dates (if unknown, give duration)
. #3 oral from/te (or best estimsate)
1. D Adverse event and/or D Product problem  (e.g., defects/malfunctions) " 27 / 222/2?
2. Outcomes sttributed to adverse eveat L L
(check all that apply) D disability i ndiaton) M
: . e ation S. Event abated after use
[ destr - O m‘f““’.l momal'y #3 ém f 9] % stopped or dose rerdnced
[ tfethreatening (] required intervention o prevent SELF-INFLICTED POISONING
permanent impairment/damage - # [Jres Ore anply
hospitalization - initial or prolonged other:
D D P T koo 3 P o Dyes D no Ddoem‘l
3 Date of 4 Date of #SL"“’ (if known) - Exp. date (if known) apply
event this report 8. Event reappeared after
(madaylyr) (maidaylyr) Introduct

S. Describe event or problem

]

L)

doesn't

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

3 Dyes Dno oesn
#4 [yes O Dgﬂl’t

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

6. Relevant tests/laboratory data, mcluding dates

[ 10day [J periodic

O mise O rotlow-upr

L. Coatact office - name/address (& miring site for devices) 2. Phone sumber
3. Report source
(check all that apply)
D foreign
[ study
O riterature
D consumer
[ health
4. (llJ.adle received by manufacturer &)NDA# professional
D user facility
IND # 0
6. I IND, protocol # PLA# represeritative
pre-1938 [ e O sistibutor
7. Type of report D other:
(check all that apply) ;);gm 0O res
5. 15-da
D ~day D ¥ 8. Adverse event term(s)

and alcohol use, h

. Other relevant hlllory, Tocluding prcexmlng medical coniﬂ%m (e-§., allergies, race,
etc.)

nal dysfi

PICE 3 4]

9. Mifr. report number

1

Suhmiulon ofa nport does not consdtute an

that med) 1, user facility,

distributor, manufacturer or product caused or

3500A Facsimile

contributed to the event.

Name, address & phone #

| RF:CWVEBl
JUL 2 2 1999

3. O t

2. Health pr lonal?
BY:
D yes “ETTIO

4. Initial rier sho
sent rcpr?r? to FDA

0 yes 00 o [Jum




iMA1ViaUal darely Keport

Nliiiiioditimn

S v

P.0. Box 300
Raritan NJ 08869
UsSA

Continuation Sheet for FDA-3500A Form  Paged  of3 Mfr. report # : PRIUSA1999002540
Date of this report : 07/19/99
B. Adverse event or product problem

B.5 Describe event or problem (Cont...)

following electrolytes: sodium 129, potassium 6.4, chloride 90, and bicarbonate 20. BUN was
43 and creatinine was 4.3. The patient had a blood phoaghorus level of 12.1 mg/dL (normal
2.5 to 4.8) and calcium of 5.6 mg/dL (normal 8.5 to 10.5). SGOT was 1576 IU/L and SGPT was
416 IU/L. Salicylate level was 2.5 mg/dL and acetaminophen was 6 meg/mL. White count was
24,000 with 62% poly, 28% bands, and 4% metamgelocytes. A blood m¥o lobin level was 39,200 (
normal 0-76), creatine phosphokinase was 71,420 IU/L (normal 24-1 0?._Clin1cally the patient
became progressively hygoten51ve and was treated with intravenous fluids. She developed a
metabolic acidosis and became pro?rgssively'cyanotic. The patient was thought to be fluid
overloaded in the context of renal insuffitiency, and underwent hemodialysis. Following
hemodialygis, the patient's respiratory status improved and her mental status was observed
to be awake, groggy and communicative. Later on that day she was described as alert,
oriented, and apgrogriate, but not putting out any substantsive amount of urine. She
confirmed that she had taken an overdose of the above medications. On day 3 of
hosgitalizatlon, the patient had just returned from dialysis when she developed ventricular
tachycardia followed by cardiac arrest. She was resuscitated, but never regained a normal
mental status; An aspiration occurred during the resuscitative effort. At the time of
endotracheal intubation, the patient was noted to have coffee ground material in the mouth.
Following the resuscitative effort, the patient developed anoxic brain injury and adult
respiratory distress syndrome, The patient was given aggressive and supgortive care but did
not improve. On day 9 the famllg requested the patient™be made a "do not resuscitated". The
patient had a cardlac arrest and was not resuscitated.

B.6 Relevant tests/laboratory data, including dates (Cont...)
to 10.5), SGOT 1576 IU/L, SGPT 416 IU/L, salicylate level 2.5 m%/dL, white count 24,000 with

62% poly, 28% bands and 4% metamyelocytes, blood myoglobin level 39,200 ( normal 0-76),
creatine phosphokinase 71,420 IUyL (normal 22-170)

C. Suspect medication (Cont...)

Seq No. t 1

C.1 Suspect medication : TYLENOL WITH CODEINE (unspecified) (ACETAMINOPHEN/CODEINE)

C.4 Diagnosis for use(indication) :1) SUICIDE AND SELF-INFLICTED POISONING BY OTHER
SPECIFIED DRUGS AND MEDICINAL SUBSTANCES

Seq No. 12

C.1 Suspect medication : CARISOPRODOL (CARISOPRODOL)

C.4 Diagnosis for use(indication) :1) SUICIDE AND SELF-INFLICTED POISONING BY OTHER
SPECIFIED DRUGS AND MEDICINAL SUBSTANCES

Seq No. :3

C.1 Suspect medication : NAPROXEN (NAPROXEN)

C.4 Diagnosis for use(indication) :1) SUICIDE AND SELF-INFLICTED POISONING BY OTHER

SPECIFIED DRUGS AND MEDICINAL SUBSTANCES

G. All manufacturers

8. Adverse event term(s)

7} RENAL FAILURE ACUTE S

8) TACHYCARDIA VENTRICULAR

th AR AT

11) DYSPNOEA m 293 999

Source of report (Literature):

Seq No. : 1

Author : Toby Litovitz

Year : 99 , ..

Article title : 1998 Annual Report of the American Association of
Poigon Control Centers Toxic Exposure Surveillance
System

RECEIVED
JUL 2 21999

BY:




fxy e ort = Y'OLUNTARY reporting For Approvac: OMB N, 0910-02%T Epie: 113
1th professionals of adverse F:::_';:"’
its and product problems sequence # | DR ‘o‘c ol

cel_

C. Suspect medication(s)

1. Name (Product Name) (Labeled Strength) (Mfr/Labeler)
41 Naprosyn UNK
” Celebrex / 200 /
. DoselF 3. The dates (if unknown, gi
B. Adverse event or product problem ? UNK requency/oute sed "é’,!m os {fen é’?«‘ﬁﬁiﬂfﬁl‘?ﬁ)’
1. /] Adverseevent andior | | Product problem (e.g., defects/malfunctions) # / / #Unk -
2. Outcomes attributed to adverse event 200 qd
{check all that apply) [ disabiity © / o © -
™ death {_] congenital anomaly 4. Diagnosis for use (separats indications with commas) 5. Event abated after use
= T tomiddyy) [ required intervention to prevent #105teoarthritis stopped or dose reduced
L life-threatening permanent impairment/damage #1{ jyes | /ldoesn't
v hospitalization — intial or prolonged | ] other: pel g yoOSteoarthritis [yes o ‘z'ap%n
- - - 92 [ lyes _ no [/|dossnt
S X # (if . . a)
T Y R 6“Lot (if known) 7#1Exp date (if known) pry
(wom )07/07/99 ?\lsnport 8/18/99 8. E;o:tor;:grumdafm
rein| on
5. Describe event or problem (up to a total of 6400 characters allowed) #2 #2 - -
N M lyes o Mdogfn't
Present to ER with recent nausea, 9. NDCQ(fofproductprobmn}somy) _ -ap y
vomiting, and hematemesis, weak and dizzy - - #2 [ lyes [T no ¥ dosgnt
Has had black tarry stools over 4 weeks. 10. Concomitant medical products and therapy dates {up to a total of 1000 characters)
No acute abdominal pain. Admitted for .
work-up of GI bleed Blood transufion Fosamax 10 mg QD, Ultram 50 mg tid,
. P : sutio unknown dates.
given.
D. Suspect medical device
1. Brand name
2. Type of device
3. Manufacturer name & address 4, Opomor of device
C | health professional
f ! lay user/patient
other
5. Expiration date
6. HI:U'U. (mmvadyyyy)
Hmodol#
6. Relevant tests/laboratory data, including dates (a total of 1000 characters aflowed) - 7. Iflmplunhd ive date
ersn b @
BP 116/50 at admission catalog# 80 0 1 1999
Hgb 3.9, platelets 400,000, HCT 13.3; serial #
endogcopy: pyloric channel ulcer, cameron
lesions, hiatal hernia. lot # MEDWATCH CTU 8. ""p':?? % give date
other #
9. Device available for evaluation? (Do not send device to FDA)
D yes D no D retumned to manufacturer on

{mi

10. Concomitant medical products and therapy dates (up 1o a total of 1000 characters)

7. Gther relevant history, including preexisting medical conditions
(up to a total of 500 characters allowed)

Osteoarthritis, osteoporosis, history of

peptic ulcer disease SS

E. Reporter (see confidentiality section on back)
Name phone #

E-mall (for o/ ic acknowledig ]
SEP - 11999
T l&b&;\ 2. Health professionai? 3. Occupation 7. Also reported 1o
D yes [:: no ] Pharmacist E| manufacturer
Mailto: mﬁ:;c: Lane ”:_A;;?;D A-0178 5. If you do not want your Identity disclosed to __ |_J user facility
Rockville, MD 20852-9787 the manufacturer, place an “X” In this box. | (] distributor

FDA Form 3500 (WWW) Submission of a report does not constitute an admission that medical personnel or the product caused or contributed to the avent.
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I Triage uit sequence o
» .
R . ‘ \

I C. Suspect Medication(s)

et —~RESDTDI

1. Patient Indentifier12. 006: S 12. Sexi¢. Weignt
I ACE: &% yrs IMALE 1110.2 kg

e T

o
SR T

- - -l
L

AR CCoTERmRssE= oSz

B. Adverse Event or Froduct Problen

| #2 : PREDNISONE 20MS Thg

-

L. [XIndverse Event [ JProduct problen

R B - -

12. Dose: frequency & route used | 3. Therapy dates
| 81  J I

Z. Dutcones attributed to adverse event
[ 1 death: £ ) disability
[ 1 Yife-threateni hy { 1 congenital anoxaly
[X] Hospitalization X1 required intervention to
initial or prolonged prevent ixpairment/daxage
------- C 1 other

l - -~ ~r————
I 2 12

|_- .
14. Diagnosis For uselindication) IS, Fuent abated after use

! I stogped or dose redyced?

— e

—————

14, Date of this report
08/02/99

3. Date of event
06/26/99 !

-

¢, Descrite event or probles
CASTROINTESTINAL BLEED , SYNCDPE

I 81 1 1 [W/R}

| | - - -

1 #2: L #2: i/p)

|..... ——— - .

b6, Lot 8 Cif known) 17 Exp. datel8. Euvent reappeared after

| I I reintroduction

o I 8 I #41: [

! “)eamn ! e ——
o I 82 I $2: 11

T~ e

i - -
19. (Mot applicable ko adverse RE@JDt reports)

——

t. kelevant test/laboratory data. incl uding dates
FLERSE SEE ATTACHED

110. Concoxitant medical prmvt?raﬁy dates{excTude treatment:

I
: MED
| "ATCH ey

'!-

ASRREIZT ==

7. Other relevant Histary, including preaxisting medical
conditions
86 V/0 NALE W/ H/D COPD, CHF, CRI, DSTEDARTHRI TIS. TINEA

PEDIS, MEARING IRPAIRNENT IS ADAITTED O DALLAS VA KEDICAL
CHEST PAIN. PT HaS HENE POSITIVE

CENTER WITH SYNCOPE, SIS,

~==1D. Suspect Medical Devices
l-_ -
| Mote: Flease use the actual Nedatch fors if the event
{ Tnvolves a suspected device as uell as » suspeet drug

P
L~

e A A

IE. Keporter

STOOL. PT HAD DIARRHER X3 DAVS PTA. PT RECENTLY
FLERSE SEE ATTACHED
Kail to: MedWateh or FaX to:

5600 Fishers Lane 1-800-Fpa-0178

Rockville, KD 20852-9787

FD& Fora 3500

Subwission of a report does not constitute

RECEIVED

WATCH

MED
et 1083¢/ -

FDA MEDICAL PRODUCTS REPORTING PROGRAM

HF-2

(1. Nane, adiress & phone + NN,
—_—
I

12. Health professional? i3, Occupation 14, Reported to Afr
| (YES) IFHARNACIST |  [uD)

,__
IS. If you don‘t vant your identi ty disclosed to the Nanufacturer.,
I place an “X™ in the box . [X]

"t———

———

o= [

an adxission that medical personnel or the product caused or

! cD§§ to the euent.‘

705 1999
ADVERg,
CEENT REPORIG sy,
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| . 16870
SUSFECT NEDICATION: NAPRUSYN DATE OF EVENT: 6/26/99

6. Relevant Test/Laboratory Data Continved:
M ecsW TS: H 146 wwol/L U:145/L:133 COLLECTION DATE: €/28/99006: 37
RFlitTor RESLTS: N 110.0 snol/L H:108/L:96 COLLECTION DATE: $/28/99004:37
QS aea NITROGEN REGULTS: N 60 mg/dL H:20/L:6 CALLECTION DATE: 6/28/99004:%2
fEST: CREATININE RESULTE: 1.2 mg/dL W:1.2/L:.5 CRLECTION DATE: 6/28/99804:37
" TkeT: BBC RESULYS: L 3.52 K/cu ws H:5.8/L:4.3 COLLECTION DATE: 6/28/99804:37
TEST: HGB RESILTS: L 13.0 g/ M:17.3/1:13 COLLECTION DATE: 6/28/99004:%7
s TEST: HCT RESWLTS: L 33.0 7 W:52/1:39 COLLECTION DATE: 6/28/99€04:37
TEST: WEUT Z RESULTS: H 89.6 7 H:80/L:37 CDLLECTION DATE: 6/28/99804:37
TEST: UREA NITROCEN RESILTS: H 75 mg/dL H:20/L:6 COLLECTION DATE: 6/27/99819:38
TEST: CREATIRINE BESULTS: H 1.6 mg/dL W:1.2/L:.5 COLLECTION DATE: 6/27/99819:38
TEST: OSAL/CA RESULTS: W 307 mosn/kg N:295/L: 265 COLLECTION DATE: 6/27/99819:38
TEST: NBC RESULTS: N 17.2 K/cu mm H:11/L:4 COLLECTION PATE: 6/27/99€13:38
TEST: RBC RESULTS: L 3.05 A/cu mn K:S.8/1:4.3 COLLECTION DATE: 6/27/99619:38
TEST: HCB REGLTS: L 9.6 g/ H:17.3/L:13 COLLECTION DATE: 6/27/9919:38
TEST: NCT RESULTS: L 28.8 7 M:52/1:38 COLLECTION DATE: 6/27/99819:38
JEST: HGR RESULTS: L 9.4 g/@ W:12.3/L:13 COLLECVINN DATE: 6/27/99%09:18
TEST: HCT RESULTS: L 20.2 7 H:52/L:30 COLLECTION DATE: 6/27/99809:18
TEST: PLATELETS RESULTS: 202.0 X/cu wn H:400/1.:140° COLLECTION DATE: 6727/9900%:18
TEST: TROPONIN-T RESULTS: <0.5 ng/nL COLLECTION DATE: 6/27/93809:18
TEST: CPK RESULTS: 59 U/L M:195/L:24 COLLECTEON DATE: 6/27/99607:18
TEST: UREA NITROGEN RESULTS: H 116 ng/dL H:20/L:6 COLLECTION DATE: 6/27/99604:21
TEST: CREATININE: RESULTS: H 2.3 ng/dL M:1.2/L:.5 CULLECTION DATE: 6/27/9904:31
TEST: CALCIUN RESILTS: L 7.7 mg/dL N:10.2/1.:3.4 COLLECTION DATE: 6/27/99806:31
TEST: PIM4 RESULTS: W §.7 ng/dl H:4.5/L:2.4 COLLECTION DATE: 6/27/99804:31
TEST: DSAI/CA RESULTS: H 314 nasa/kg H: 295/L: 265 COLLECTIDN ORTE: 6/27/9980¢:31
TEST: DMk RESULTS: 0.98- COLLECTION DATE: 6/27/99904:31
TEST: PYT RESULTS: L 18.8 Sec. :35.6/L:24 COLLECTION DATE: €/27/99904:31
TEST: HCB RESULTS: L 9.8 g/ W:17.3/L:13 COLLECTION DATE: 6/27/99804 :31
TEST: HCT RESULYS: L 29.0 7 H:52AL:38 COLLECTION DATE: 6/27/99804-31
TEST: PLATELETS RESWLTS: 217.0 K/cu m H:400/L:140 COLLECTION DATE: 6/26/99623:29
TEST: PLATELET-ESTN RESULTS: Adeq. CELLECTION DATE: 6/26/99823:29 :
TEST: UREA NITRDGEN RESULTS: H 123 mg/dL H:20/L:6 COLLECTION DRTE: 6/26/9%31:42
TEST: CREATIMIME RESULTS: W 2.6 ng/dL W:1.2/L:.5 COLLECTION DATE: 6/24/9%21:42
 TEST: DSAI/CR KESLTS: H 307 wosa/kg W:295/:265 COLLECTION DATE- 6/26/99821:42
TEST: THEDPHVLLINE RESWLTS: 14.4 ug/ul H:20/L:10 COLLECTION DATE: 6/26/99¢17.21
TEST: HGB RESULTS: L 7.8 g/di H:17.3/1:13 COLLECTION DATE: 6/26/99817:21
TEST: HCT REBULTS: L 23.9 7 H:52/L:38 COLLECTION: ORTE: 6/26/99817:21
TEST: PLATELETS RESULTS: 271.0 X/cu an H:4D0/L:14) COLLECTION DATE: 6/26/99017: 24
TEST: TRICLWCERIDE RESULTS: 166 mg/dl N:200/1.:0 COLLECTINN DATE: £/20199810:21
TEST: CHOLESTERIL. RESULTS: 111 ag/el W:200/L:0 CILLECTION DATE: £/26/ 99810 31
JEST: T PROV RESWLTS: L 5.1 C/d. H:8.4/L:5.9 COLLECTION DATE: 6/26/99810:31
JEST: ALBUNIN RESKTS: L 3.0 G/dL H:5.2/L:3.2 CORLECTION DATE: 6/26/99810:31
TEST: POA RESWLTS: H 6.1 wg/dl H:4.5/:2.4 COLLECTION DATE: ¢/26/9%€10:31
TEST: DSAO/CA RESILTS: H 301 wosn/ky H:295/L: 245 COLLECTION DATE: 6/26/9910:31  , .
TEST: PROTHRMBIN TINE RESULTS: 11.6 Sec. H:12,1/L:10.7 COLLECTION DRTE: 6/26/9910:31
TEST: PR RESULTS: 0.95 COLLECTION DATE: &/26/%%10:31 N DSS
TEST: PIT RESULTY: L 17.5 See. H:35.6/L:2¢ COLLECTION DATE: 6/26/9010:31

TEST: IBC FESLTS: H 26.7 X/cu s H:11/0:4 COLLECTION BATE: 6/26/99¢10:31 SEP g

TEST: RBC RESUL T ™ H:5.8/L:4.3 COLLECTION DATE: 6/26/99€10:31 2 1999
TEST: KCB RESULTS:(L 7.8 g/dl|M:17.3/L:12 COLLECTIDN DATE: 6/26/99€10:31 : ADVEQSEEV .

TEST: T RESULTS:|L 23.3 7° §:52/L:38 COLLECTION DATE: 6/26799010:31 E’WHEPOHHNGS
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

A. Patient information

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

or
Date
of birth:

B. Adverse event or product problem
1. /] Adverseevent  andior [ Product problem (e.g., defects/maitunctions)

63 Years

e A RE

# IBPRO

C. Suspect medication(s)
1. Name (Pmduct Name) / {Labeled Strength) / (Mfr/Labeler)

4o VAPROXEN / /

2. Dose/Frequency/Route used 3. Therapy dates (if unknown, give duration)
From To (or best estimate)
" / / # -

. t
2. Qutcomes attributed to adverse even D disability

{check all that apply)
D congenital anomaly

[] death
{1 required intervention to prevent

{mm/ddyyyy)
[] ste-thveatening permanent impairment/damage

A

4. Diagnosis for use (separate indications with commas) 5. Event nbated after use
" stopped or doss reduced

# Clyes (o Dligagy?

GASTROINTESTINAL BLEEDING D/T
IBUPROFEN/NAPROXEN.Patient was taking
Ibuprofen/Naproxen x 6 months; developed
melena + Hematemesis; treated at OH x 4
days; endoscopy showed Duocdenal Ulcer;
Discharged from OH with RX for Prilosec
but he couldnt afford it. Developed tarry
stools + dark brown emesis and came to
this hospital. At this hospital, his GI
bleeding cleared with 14L gastric lavage.
Given IV Fluids and 2 units PRECs.
Discharged 5 days after admission.

hospitalization - initia! or prolonged [:| other: w2
- B. Lot # (f known) 7 Ex - #2 [Jyes [Jno [Jgosent
. . Exp. date (if known) apply
3. Date of 4. Date of # an
evomt 06/18/1999 thisreport 09/08/1999 8. Event reappeared after
{memAddyyyy} (mmvddhyyy) reintroduction
5. Describe event or problem {up to a total of 6400 characters allowed) #2 #2

TR T Py Ty e e e ————
6. Relevant tests/laboratory data, including dates (a total of 1000 characters allowed)

7. Other relevant history, including preexisting medical conditions
(up 10 a total of 500 characters allowed)

DSS

sEP 091999

# Olyes (Jro [Jdge8n
#2 (yes (Jno [Jggepnt

10. Concomitant medical products and therapy dates {up to a total of 1000 characters)

9. NDC # (for product problems only)

D. Suspect medical device
1. Brand namse

2. Type of device

3. Manufacturer name & address 4. Operator of device

[ heatth protessional
[ 1ay usewpatient

D other:
5. ration date

s- REC'D. e
model #
catalog # erm N 0O nn 7. W impiantsd, give date

- W IqTTT
serial #
ot # a 'EB! a [ ! ICl ' CII l 8. l:mexpllnhd, glve dats
other #
9. Device available for evaluation? (Do not send device to FDA)

Dyes D no D retumed to manufacturer on

{m

10. Concomitant medical products and therapy dates (up to a total of 1000 characters)

E. Reporter (see confidentiality section on back)
Nsme

Mail to: MEDWATCH

5600 Fishers Lane R
Rockville, MD 20852-9787

T 10919 MED

FDA

FDA Form 3500 (WWW)

HF-2

. HealUTPUNssioNal? 3. Occupation 4. Also reported to
yes D no | Phammacist D manufacturer
5. If you do not want your identity disclosed to 1 user tecilty
the manufacturer, place an “X” in this box. D distributor

W@H«mﬂ personnel or the product caused or contribuled to the event.
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‘of VOLUNTARY reporting by health Triuge Unit Sequence # - i
m w m m || ﬂ“ professionals of adverse evenis S : lv qu d’!
- 0-0 product proble) [

The FDA Medical Products Reporting Program Page 1 of

i . :
A. Patient Information ] |C. Suspect Medication(s) !
‘1. Paticnt [dentifer  [2. Age at time of event: R.Sex 4. Weight | {1.Name (giva Iabeisd strength mfr/iabsler, if known) _f
e FY| | eproren sedm ey )
: o ¢ T aolkgs | #2 jaspirin/ucetaminophen/caffeine (Goody's) [
(In confidence) : d _— i Gy .
B. Adverse Event or Product Problem 2. Dose, frequency, route used 3. Therapy Dates (from/to)
o - unk D #l 2weeks i T |
1. W AdverscEvent  andler [ Produat Problem | s }m_ — l - __i ’:z 7 wasks J/ o
2 ol"jm:;'“"b"md to adverse cvent Z Disabiliry .Y Dmgn_om_s for use (mdtcauon) __ TS "Event sbatcd afteruse |
() Lifo-th [_: Congenital anomaly # !_ o l stoppod °f_d_°5¢ reducod
reatening (. Requircd intesvention to # ; I 1 [Yes |
H Hospitalization - inilial prevent permanent e ces ) w2 | et
Fiospitalizaion - prolonged mpulmentidamage | Lol (fkmown) 7. Exp.daie "B Event eappeansiafir
‘ Date o this R T T veintroduction :
" naiiey _wsg (moldoay/yr) LAl #2 e o #1 Gnknown 7 |
| [9-NDC# (for product problems only) | 2 I o
s, Dnscnbeevcntorpmblem ‘ ' :_ , o et = e
pharmacist reportad that a patlent began taking unspecified regimens | e, Concomlmnt medical products R
iof buprobn nag::n Goody‘; powder‘sgs a'l;'d! Exmln appm;ntnet:'y a netammcphgn RS .
two weeks ago ea pain. On 5-Apr. patient prese! o the e -
;| lemergency care canter with GASTROINTESTIONAL ULCERATION, iacataminophenicodeine 'D.
GASTROINTESTIONAL BLEEDING, and HEMATEMESIS. The | L e
patient was ADMITTED TO THE HOSPTIAL, where the suspected
rugs were discontinued. Trostmont was inkiated with femofidine 20 ; T QEP 1 ﬁm =
mg intravenously every 12 hours. The maction was reported to have ; e e —
resolved, Gy o L
D. Suspect McdchMMTCH cCtU
' These ficlds not used for electronic 3500 reporting at
‘I —— s e e & 3+ PR - e i——
Internal ADR Event Coding !
! Reaction 1: [hematemesis
—_ - i Reaction 2:
6. Relevant tmﬂlsbommy data, including dates Reaction 3:
Sermn Creatinine: o ) Reaction a:
None noted ! Reaction 5:
l I E. Reporter (see conﬁdentlallty scctmn on back)l
! | ] [1- Name, address and phonc # T B
I . ! ADR Program CooMg Information Service [
., 7. Other relevant hxswry. mcludlng pteexuung m:dlcnl condiuons i
Allergics: [NKDA o .
INone noted ’ ) —|
l | 2 Health Professional T 3. Oceupation [ Also mponod 1o 1
| M Yes "3 No * harma&st (" manufacturer E
- A . e S lfyouioNOT wantyouridentify "} BB user facility
Mall o: MEDWATCH or FAX 1; 4
FD A 5600 Fishers Lane 1-£00.FDA178 ,‘,'}':f'“: t:; the nunl:facuuer place an ; -  distributor !
Rockville MD 20852 s box. i N .
Subrmission of & report does not constitutc an admission that medical personnc] or the product causcd or contribuled o the event D S \.)
RECEIVED

C T QYo l!lEDW‘\TCH wx TorEPFRANRI, L.
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Individual Safe ty Report
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Approved by FDA on 12/02/93
MIr report # 9932334

v indicates UF/Dist repont #

item continued

FDA Use Only

1. Name (give labeled strength & mfr/labeter, if krown)
# 1 ZOLOFT TABLETS

#2 NAPROSYN

- % -01% 1ge
A Patie -
.Patient Identifierj2.Age at time 3. Sex . Weig
of event: 46 YRS 180.0)bs
[§] Female or
in confidence Date of Birth: - {] Male kgs
b, AC e eve Or prod O

1.[@ Adverse event anc/or [] Product problem (e.g. defects/malfunctions)

2. Dose, frequency & route used [3.Therapy dates!it unknown. give duration)
# 1 UNKNOWN from/to (or best estimates)
#1 11/-/98 - UNKNOWN

REPORT WAS SUBMITTED ON 25AUG99. THE INITIAL REPORT WAS
SUBMITTED ON 23JULSS.

THIS 46-YEAR-OLD FEMALE CONSUMER WAS STARTED ON ZOLOFT
(SERTRALINE) AND NAPROSYN (NAPROXEN) FOR HEAD INJURY
PAIN IN NOV98. RIGHT AFTER STARTING ZOLOFT SHE
EXPERIENCED LOOSE STOOL WHICH SUBSIDED WITH CONTINUED
USE OF ZOLOFT. IN DEC98 SHE BEGAN TO EXPERIENCE STOMACH
PAIN. SHE STARTED TAKING NAPROSYN LESS FREQUENTLY BUT
CONTINUED ZOLOFT. AFTER SEVERAL WEEKS SHE DISCONTINUED
NAPROSYN AND STOPPED ZOLOFT DUE TO THE STOMACH PAIN.

SH® ALSO REPORTS HER STOOLS ARE YELLOW AND THAT SHE WAS
IN BED EVERYDAY. ON 31DEC98 SHE HAD A COMPUTERIZED
AXIAL TOMOGRAPHY OF HER ABDOMEN AND LUNGS. AT SOME
UNKNOWN POINT AFTER STARTING ZOLOFT SHE HAD A SKIN
REACTION WHICH CONSISTED OF HER EARS AND FACE TURNING
RED AFTER SHE ATE. ON 31DEC98 BLOOD TESTS REVEALED
ELEVATED "GALLBLADDER ENZYMES" POSSIBLY DUE TO A BLOCKED
BILE DUCT. IN JAN99 HER STOMACE FELT WORSE AND SHE WENT
TO THE EMERGENCY ROOM. IN JANSS HER LIVER ENZYMES

WERE FELEVATED AND ENDOSCOPY SHOWED SHE HAD A PEPTIC
ULCER WITH NO BACTERIAL INVOLVEMENT. SHE WAS STARTED

UNKNOWN
3. Outcomes attributed o adverse event #2 #2 11/-/98 - UNKNOWN
(Check all that apply) [ disability 4. Diagnosis for use (indications) 5. Event abated after use
[ death O congenital anomaly # 4 HEADINJURY PAIN stopped or dose reduced
fe-threat lr"‘.‘°’°°y’y" required intervention to prevent doesnt
[ life-threatening permanent impairmentdamage # 2 HEAD INJURY PAIN P“ Ryes [Jno [1 apoly
[J nhospitalization - initial or protonged g other B. Lot # (1 known) 7-Exp. date (7 known) L' aoesln
3. Date of 4, Date of #1 UNKNOWN #1 UNKNOWN 2@ vesJ nc [J PR
event 11/-/98 this report ~ 09/10/99 [3. Event reap| ared after
{motdaylyr) (mo/dayfyr) #2 UNKNOWN # 2 UNKNOWN reintroductio
5. Describe event or problem doesn't
THIS IS A SECOND FOLLOW-UP REPORT BASED ON INFORMATNGN |°- NDC.* - for product problems only (if known) 1# 1 [g yes [J no [J apply
RECEIVED BY PFIZER ON 26AUG99. THE FIRST FOLLOW-UP NAS doesn't

2] ves Jro [ OV

10.Concomitant medical products and therapy dales {exclude treatment of event)
ESTROGEN REPLACEMENT THERAPY UNKNOWN - PRESENT

G. All manufacturers
ontact office - name/address (& mfring site for devices}| 2. Phone number

6. Relevant tests/laboratory data, including dates

31pEC98: COMPUTERIZED AXIAL TOMOGRAGPHY OF THE ABDOMEN AND LUNGS; BLOOD
WORK REVEALED ZLEVATED "GALLBLADDER ENZYMES®.

JAN99: ELEVATED LIVER ENZYMES

JANSS: ENDOSCOPY, PEPTIC ULCER WITH NO BACTERIAL INVOLVEMENT.

FEB99: TWO ENDOSCOPIES-SHOW ULCER

APR99: ENDOSCOPY-ULCER STARTED TO HEAL.

01JAN99- ABDOMINAL COMPUTERIZED TOMOGRAPHY SHOWED A NORMAL LIVER
19APR99 - NORMAL LIVER FUNCTION TESTS -

+

PFIZER REGULATORY SAFETY 2125733129
PFIZER PHARMACEUTICALS
235 EAST 42 STREET 3. Report source
n.ESY‘AVORK' N.Y. 10017 (check all that apply)
1 foreign
(] stucy
[ 'terature
consumer
4. Date received by manufacturer |5 @
{mo/dayhyr) (A) ® heaith professionar
08/26/39 NDA # DA #18-829 O user facility
IND #
&, IfIND, protocol ¥ PLA company
. , protoco | O representative
N/A pre-1838 [ yes [ distributor
) QTC : ther:
7. Type of report ooduct  L1Yes [ other

(check all that apply}

8. Adverse event term(s)

7. Other relevant history,including preexisting medical conditions
(e.q.. 2’lergies, race, pragnancy, smoking & aicohol uss, hepatic/renal dysfunction,etc.)

COTHER
~GALLBLADDER REMOVED
OTHER

-uss or AseIaIN D S S

~Ntoo 4 1999

0 s-day 15-cay PEPTIC ULCER
0 iniial & follow-up# 2 [ ey —
3. Wifr. report number AswommAL, $TOOLE

GALL BLADDER/BILIARY TRACT DISORDER
9932334

E. Initial reporter

Submission of a report !
that medical personnel

i
Fascimile Form 3500A cturer or product caused or contributed to the event.

1
]
2. Health professional?  |3. UCCUPSﬂOThV 4. Initial re
es no I sent report to FDA
Oy x RETAIL SALES Clves Qo IR unk




~7—-00~-02%
Ptizer Regulatory Safety, Pfizer Pharmaceuticals - Mir. report # 9932334

iR s s

B5. EVENT DESCRIPTION ~ Continued

$ ON PRILOSEC (OMEPRAZOLE) TO TREAT THE ULCER. IN FEB93 SHE HAD TWO ENDOSCOPIES WHICH SHOWED SHE STILL HAD THE
ULCER. 1IN APRS9 AN ENDOSCOPY SHOWED THAT THE ULCER STARTED TO HEAL. IN ’99 SHE TOOK "MILK THISTLE FOR THE
ULCER.” ON 12JUL99 SHE RESTARTED ZOLOPT, °THE BLUE TABLET® AND SUBSEQUENTLY ON 13JUL99 SHE EXPERIENCED LOOSE
STOOLS. ZOLOFT EELPS THE HEAD INJURY PAIN. ON 16JULY9 SHE HAD BACK PAIN WHICER IS A MANIFESTATION OF RER ULCER
PAIN AND BEGAN "FEELING BAD."

ADDITIONAL INFORMATION RECEIVED FROM THE GASTROENTEROLOGIST STATES THAT THE PATIENT ALSO EXPERIENCED DIARRHEA
AND HEPATITIS. IT IS NOT CLEAR THAT HER SYMPTOMS ARE ATTRIBUTABLE TO SERTRALINE AND/OR NAPROSYN (NAPROXEN). ON
01JAN99, COMPUTERIZED TOMOGRAPHY SHOWED A NORMAL LIVER. ON 19APR99 HER LIVER FUNCTION TESTS WERE NORMAL. ON
14MAY99, A MAGNETIC RESONANCE IMAGE WAS NORMAL. ADDITIONAL INFCRMATION FROM A PHYSICIAN STATES THAT HE
PRESCRIBED ZOLOFT (SERTRALINE) FOR HER SINCE ABOUT THREE MONTHS PRIOR TO 0J9AUGS9, WHEN HE LAST SAW HER. SHE
REPORTED "GASTRIC UPSET". SHE DID NOT MENTION YELLOW STOOL, SUSPECTED OBSTRUCTED BILE DUCT, ERYTHEMATOUS SKIN
RASH, ELEVATED LIVER ENZYMES, PEPTIC ULCER. ACCORDING TO HIS RECORDS, THE ONLY OTHER MEDICATION SHE WAS TAKING
WAS ESTROGEN REPLACEMENT THERAPY, WHICH WAS BEING MANAGED BY ANOTHER PHYSICIAN.

B6. RELEVANT TESTS/LAB. DATA - Continued

14MAY99- NORMAL MAGNETIC RESONANCE IMAGE

£1. NAME AND ADDRESS OF REPORTER - Continued

FAMILY PRACTICE, INC.

re1. QD

DSS

SEP 141999 . .

ADVERSE EVENT REPORTING SYSTEM S—————




Individual Safety Re|
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-@0-01»
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Adverse Drug Events Data Collection 4 (,\q |
Patient Demog ics '
Patlents Name: ' .
Patients SSN: Location:___ | age: Sex: Maxq,)_iremaleg f
Cause I i
—— Suspected Drug(s): | ‘ i@! \th_] ) f Dose/Route/Frequency: [ . P
Indicalion: D 0 i Date of Reactlon: M Time: | b ‘
ADE Description /
Occiired before admission to hospital? JYes Ino- fc ~(CDY- CLfra cfren
Oescribe event or problem: Name of Pnsenh-r notified: |

I Ot. v & admy
ipt L 2°

Name of Parson completing report:

Was report forwarded 10 FDA7?;

intervertion Approach
1R Sllrold ) Antihistamine ] Ephinephrine [ Antidote ?@rug DCad Other:’

!
Outcome of Reaction: ,}\ N 6‘0 1 [ al. [% — F200 u-UU'_d_/ :i

Fex T
S,

( :
3 |

® 3
. Was lhls an Adverse Drug Event? Mecharusm
. & 2 Doubtfut — Allergic
, —_ Possible T Idiasyncratic
Probablé " Irvitant
> £ " Phamacslogic

Other relevant histary, including . ~ i .
preexisting medical conditions: "L} TI\' Bracvicl nearC pCH—l\ y

Relavant lests or lab data
including dates: ]

1" ham \mmu
100 19th St

B'ham, AL 35233 o Rex =8

Wil

MEDWATCH CTU .
poe
RECE 789
IVED ccp

MEDWATCH e

THB FOA MBDICAL PRODUCTS REPORTING PROGRAM

CT (O D . HE-2
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CDER

CCYER

Adverse Drug Events Data Collection Form

Patients S5N: | Age: Sex: Male I Female '__—_

Z) Suspacted Drug(s): |§QE syen I ﬂe_ oQrin Doss/Route/Frequency;
Indication: | Date of Reaction: 1 4} | 714 Q Time::
ADE Description
Oceured befors admission lo hospital? XYeEs {_NO
Describe ¢vent or problam: Name of Prescriber notified:

H“M“Eméas %QS\'"*F* J'.Lcdemhs and W\&\\cn% —loats +¢c.gr

Nmoﬂ'moncmhmg
Was repor forwarded to FDA? ‘
1

intervention Apprcach
T Stetoid [ i Antihistamine __ Ephinephrine __ Antidote __ DrugDCed Other:
QOuicome of Reaclion: l, \'\QQ‘\'\&\‘\H d ' E{ Covere, A '
- <1 . Vo

Was this an Adverse Drug Evem? Mechanisms:

—__ Doubrtul —_ Allergic

< Possible T (diosyncratic

~ Probable " ritant

3 Pharmacologic

Other relevant histary, including .
preexisting medical conditiens: D"’T ,|-\|Cchcl ebuse s Pul Moruy Tubere ..-(o 15

Relevant tests or lab data : P
including dares: f

B ha.m Vﬂl"(.(/
700 20144\ St

SEP 241699
MEDWATCH CTUL

RECEIVED DSS

M Eu! W;ATCH SEP 27 1999

CTu noz?q "F-2 ADVERSE EVENT REPORTING SYSTEM

“en
r— AV

e



SENT RY: 10- 5-99 ; 2:47PM DRUG INFO - 18003320178:# 1/ 7
Individual Safety Report 'CD
\Il[llllﬂ”lﬂlllllIIHMI"IUIIIIIW! 1] et e
| th professionals of adverap FOA s Onty
_ *3364970-5-00-01+ ts and product prob; " [/Qgﬁ

THE YDA MEDICAL PRODUCTS RRPORTING PROQGRAM

7. Patient identifier | 2. Age at time

C. Suspecimedication(s)

9. Dats of 4. Deate of
this report

By 6-25-79 | tener 1o e 4
5, Describe svent of problam (up 15 & fotal of 8300 charaoters allowsd)

~ Gastrointestinal Bleed: Melena. Pt takes
Aspirin 325mg QD & Naproxen 1 BID on + off for
A, admitled blo c/o epigastric Pain & melena x 5
days. EGD showed multiple clear basel ulcers tin
body & antrum of stomach +#inglu duodenal
ulcer: BX showed H. pylori. NSAID's DCd, begun
on H. pylori regimen._ .

Tw phovsd +—(D:s‘wuvtb
< QA‘TIS ,T AWMt -

8. Aslevant festsfabaratory date, Including datas (a totat of 1060 chareclars afiowed)

0CT 7 1593

7. Other rslevant history, Including preexisting medical conditions
{up 1o & fctal of SDO characiers allowsd)

3. Sex 4. Welght 1. Name {Product Name) ({Labeled Swrength) (MirLabeier)
of svent:
XA | e 60 | — s | | 41 AJApROX M
Date . or
i confidence of birth: L] mais kgs | P2 IRIN / /
= 2. Dose/Flaquency/flouts used 3. Tharapy Oatse (If UNKNowT, give GUralon]
B. A O O From To {or best sslimma)
1. [[] Adversesvent andior Product problem (s.g., defectymaXunctions) " / / # -
2. Oucomes arisibuted 10 adverse event . _
(check ail that agply) 0 datimy ” / / ta _
D doath [ congeniat anomaly 4. Diagnosis for usa (uaparete Incice¥ons with comman) 5. Event abated afler use
) [ required Intervertion to prevent 1 stoppad or dase red
3 ire-threatening permanent impakrmont/damage # [ Jyes [ o DW"
lzrhnaplullzadon ~Initial or prolanged [ other: #2

8. Lot # (1 known) 7. Exp. date (i known) #2 DVGS D no Dgasﬂ’ﬁ

LA * 8. Evenl reappoarsd atter
relntroduciion
2 "2
#1 [yes ] no Dggw‘

. NDC # (for product proble ms only)

¥2 [ Jyes [Jno Elggggn"

10. Concomitant medical products and thammpy dates (Up 1o a fotal of 1000 characters)

D. Suspect medical device
1. Brand name

2. Type of device

3. Manufacturer namae & adidress 4, Operator of davice
D health protessional
r:_l lay uset/patiant

D othor:

P ]

RS 5. Explestion dale

B, T, {menideyyyrh

lal #
catalog # £ ﬁ‘@f 099 7. W inplanted, give date
werial :
ote MEDWATCH CTU 6. If sxplamsa, grve cate
other #
9. Device avalluble for avaluatien? (Do not send device 1o FDA)

O ves Om (1 ratumed to manutacwrer an

{mavaiiye)
10. Conoomitant medical products and therapy dates (up o a folal of 100D charactera)

E. Reporter (sce contidentiality sectian on back)

E-mall {for edectronic acknowiecamen)

| ~— R
oA <Rz,
FDA Form 3500 (WWw) Submiasion ) g’? cé‘i

e

H0 945{7 OCT 6’99 7:02

4, Alzo reporied to
(L] manutacturer
(O user tadiiry
[ dsbibuter

. Decupation
Pharmacist
Irll you do not want your kdenilyy disciossd to

the manutactursr, place an “X* In this box.

tute & admisxion that madical personnel ar the product caused or contributed Lo the svent,



T - 37,

MEDWatch L,U:R Approved by FDA on 10/20/93
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM | Triage unit sequence # “‘0?0 ]
) 3 | {
e L T
N e s ANE A ssmssamssrsssszssssssessoasss [scksfreszoccazzanss ===
A. Patient Information ' | C. Suspect Medication(s)
------------------------------------------------------------------ |-------------------------—--------------------------------------
1. Patient Indentifier|2. DOB: — |3. sex|4. Weight |1. Name
- | AGE: a9 yrs |MALE | 84.8 kg | #1 : NAPROXEN SODIUM (ALEVE)
=== ==x= e
B. Adverse Event or Product Problem |
.................................................................. l----------------_----__..-___-_--------_---_--------___--__--__--
1. [X]Adverse Event [ JProduct problem |2. Dose frequency & route used | 3. Therapy dates
------------------------------------------------------------------ |  #1:PRNORAL | #1 : -04/27/99
2. Outcomes attributed to adverse event [ =mm o e L fmmm e e e e .
[ ] death: [ ] disability ) |
[ 1 life-threatening { 1 congenital anomaly o e e
{X] Hospitalization [ } required intervention to |4. Diagnosis for use(indication) |5, Event abated after uge
initial or prolongeda Prevent impairment/damage | | etopped or dose reduced?
------- [ ] other \ | #1:pdp/GOUT | #1: [N/A)
.................................................................. ,-_-_------_----_—------_--_----_]--..-..---------------_-----__-_-
3. Date of event |4. pate of this report | |
04/27/99 | o08/09/99 = o e e e
------------------------------------------------------------------ 6. Lot # (if known) |7. Exp. date|8. Event reappeared after
5. Describe event or problem | { ] reintroduction
ABDOMINAL PAIN , GI BLEED | #1: | #1: #1: [ ]

Y

I
[-mmmmm e femmmmmmnas Jm oL
|

Is. (Not applicable to adverse drug event reports)
""‘"""“""“"'"""""“""""‘““"'"'"".‘, """"" o o e L
6. Relevant test/laboratory data. including dates |10. Concomitant medical products/therapy dates(exclude treatment)
REC’D- | LANSOPRAZOLE CAP,SA 04/27/99-04/30/99

PHYTONADIONE INJ 04/27/99-04/29/99
0CT 08 199

|
|
I
[

------------------------------------ mem-m------ln‘ Suspect Medical Devices
7. Other relevant History, including preexistjing medical o o e e
conditions | Note: Please use the actual MedWatch form if the event
NOTE DATED: 04/28/99 11:01 MEDICINE ATTENDING ADMITTED: | involves a suspected device as well as a suspect drug
04/27/99 14:14 7-S MED 49 yo bm, retired hospital worker, | =ac ==
with a long history of djd and gout presents with abd pain  |E. Reporter
and dark red stool x 4 days. He has eschewed allopurinol [ oo o e
PLEASE SEE ATTACHED |1. Name, address & phone #: NN
S = ===z 1915 n. crano iy
|ST. LOUIS, MISSOURI 63106 L
Mail to: MedWatch or FAX to: !--------—---------—--—-----——-—------—----—---—--—---; -----------
5600 Fishers Lane 1-800-FDA-0178 l2. .Health professiongl? |3. occupation |4. Reported to Mfr.
Rockville, MD 20852-9787 | 1 1 | PROGRAM ANALYS| [NO}

[ == e o e TR U ¥-
|5. If you don't want your 1deq1:ity disclosed to the Manufacturer,
|  place an "X* in the box.[ ]

£ rm 3500 |=== s==a= ==

Submigsion of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.

tfu ego 0CT 81599
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ATTACHMENT PAGE
PATTRNT 1D:

SUSPECT MEDICATION: NAPROXEN DATE OF EVENT: 4/27/9%

S « B. Part 7. Other Relevant History Continued
and other gout prophyllaxis and prefers to take nsaids prn, often in high doses, with occ aspirations of 1 knee. He had
taken a greét deal of naproxen prior to this episode. He noted dull midgastric and ruq pain during this time.

pe as noted. Today his abd is benign without local tenderness, nl bs. He was s8lightly orthostatic despite fluid

resuscitation. - #

Agree with dx of probable ugib, ppt by nsaid abuse. He is pregently stable and does not appear to need transfusion. He
will be evaluated by gi and probably scoped. He needs to take prophyllactic antigout meds and may be a candidate for COX-2
inhibitor.

+Signed by: (NS

Staff Physician 04/28/99 11:07
THIS ADVERSE DRUG EVENT HAS BEEN DOCUMENTED THE PATIENT'S INPATIENT AND OUTPATIENT MEDICATION PROFILES.
ADDENDUM: This case was discussed at the June meeting of the P&T QA Committee. Members said that he was apparently taking
more than the recommended dose (500 mg BID} of naproxen for DJD. Naproxen was discontinued and he was advised not to take

any NSAIDs, including OTC NSAIDs in the future. His pain was to be treated with acetaminophen instead. They believed case
was handled appropriately.
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2 oheck an thal appiy) erse vt [ dmabity

« [/ [/ . -

4. Dlagnosis Jor use (separale inds wi ) |5, Eventabated atter 1.
Odean L congental ancmaly g o " stopped or dows ret
[ . [ required inervention to prevent n

[ wunreataning permanent impairmenvdamage 211 Jyes Qe [
[B-hospilaization ~ inklal orprodanged [ Jother ” __——_—_D‘
R . {a. Lot # {1 known) 7. Bxp. date (¥ known) | 12 Clyes O O
" avant I 0 _.L.fq . this report g } —O D n " 8. Event reappeared »
5. Describa svent or problam (Up to a wial of 645 chatactars allowed] 2 w2 " D”’ D D'
i no '
Fﬂ. NDC # {for pracuct probiems only) —_————
- - w2 Jyes One DO

ptm e e —_— 1. € Fant

feal pr ts and tesapy dates (up te 2 tow! of 1000 char
Gastrointaatinal Bieeding: Melena. Patient with h/o gastrils came to . :
hoephial b/o melanotic stools x 3 days with dizziness, 4 days PTA
begun on naproxen for knee sprain. Unable to scope dt pafients
savers anxiety. Hbg/HCT=10/30. F/U in Gl dinic. AP from Gl dlinic

‘F(U: UGIB most lkely dt NSAID induced uicer, Later EGD wnl. !
BCh 3 day PAMYT D. Suspect medical device

1. Brand name

2. Type ol device

3, Manulpcturer name & address 4, Operator of devi
[ newth protes
D lay userpativ

[ other:

5. Expiration date
8. s . {memia¥yyyr)

5. Reievant Wasta/iaboratary data, including dates (& otal of 1000 characiars alowed) MAR 07 2000

DsS

fA8R - 8 2000

e e
7. II lmpllniud. glv

-----

fa. n axplunted, giv

9. Davica avallable for sveluaton? {Do not ssnd device b FDA)
0 yes O [ metumed 1o mamisciurer on

Iy
10. Concomimnt madical products and therspy dates (up to a total of 1000 cha

7. Other relavant history, including preaxinting msd(cal condltions
{up 1 n total of B0D characterz allowed)

E Reporter (see confidentiality section on back)

prone ! c——

W - ' b.. " ‘ 4. Alsc reportad v
P S S 3 manutacwre
MEINLE MED P .
I:D et E:[u O orDA017s |5 ol do nol wamt your identty discloved to 3 user tackhy
r Rackville, MD 20852.9787 the manutachirer, plu_:e an “X" In this bos Z D distribuior
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LW‘I
or VOLUNTARY reporting o A O hon M omamie o
t health professionals of adverse mbharosn
events and product problems —

ﬂl! DA NEDICAL PRODUCTS REPORTING PROCRAM .

. aticnt information
1, Patlant identfler 2. Age st lime 57
\I

ol avents

D.!-
of birth:

— kps

B. Adverse cvent or product problem

1837

CDER CUEL

1, Name (Produmt Nems) {Labeled Sirangth) (MIrLabaler)

/

3, Therapy dares (] unknown, give durai

From To (or bast eatima
1. Advarsesvent mndlor [} Produet problem (s.5,, defects/malfuncBions) / LU -
. Nributad to adverse event N
et 0wty [ la
[ daan D congenhal anomaly 4. Dlagnosis for use (sepamie indioulians with commas) 5, Pvent abatad after us
- D reguired inlervantion to pravent " stoppod or dose rad|.
O te-mratisning - parmanant impalimentidamags 1 [Jyes O o D%z
@MMbn - Inival or prolonged D other, ___ "2 D D D ;
N T 4. Date of - Lot # (i known) 7. Exp. date (X known) | 'z %2 L0 &
" ovam - Ll.(f-oD this ;oport § — ?“"O (0] @ " e m-:or;::“p::nd an
S. Describe svent or prodlem (up 1o x lotal of 6400 charactars allowsd) #2 w2 i
. M [yes [ ro

[g. NDC # {tor pteduci problems only)

- w2 Jyes (o l:'ﬁi

Gutmlnhs!lnll Bleed: Melsna. Patisnt came to Emer Room c/o
generalized weaknass x 3 weeks, Gots SOB w/ minimal exertion but no
CP. Denlas biood or black stools. No hematemasis ar other blaeding.

“ N medical HX exoept appendectomy when young. Took Naproxen +
Aspirin 2 weeks ago for headache now rosolved. BP=124/60, =118,
R=S2 settied to 20. Hbg=3.3, HCT=11.7, Palc. Rectal: dark, gulac
positiva. DX: G! Bleed ikely d/t NSAIDs. Treat 2u PRBC, Prevacid

POx 1. Admited for .~ Ned S Days f Adway T~

a——— ——— —_— . a e

8. Ralevant téstaflabaratory duta, inthiding daies (s total of 1000 characters siowad)
DSS

AR - 8 2000

7. Other ralevent history, including preexisting medical conditions
(up 1o a total of 500 charactars aliowod)

T RTOTOLIY A

. 2R ¥
_\\f~
: *f-i_i VoM e

-

—
..... o

10, Concomilant medica! producu end therapy datas (up 1o & rcuu ot 1000 charac

D. Suspect medical device
1. Brand nama .

2. Type of devive

-

3. Manufacturer name & address 4. Operator of devic
D heaith professi
D lay user/patien
D other:

DR/ 8. Expiration dste
- TTILLOLTVIED) bmtdryrr)

model ¥ )

catatog # MAR 0 7 2001 7. il implantad, give

H ME 4. It explanted, give

lot ¢ [, v

o $

9, Devios avaliable for avaluation? (Do not send device lo FOA)

D yes D no D retumed 16 manutaoturer on

10. Concomilant medieal products and thorapy dates (up o a total of 1000 chara:

E. Reporter (sen conhdenlmhw scelion on back)

phane AR
E-mall (for e/actronk: scknowked;

orFaX to:
1-800-FDA-017B

l ) Q *"“'mw;a‘cn
3800 Fixhers La
Rockvilh. ™MD 20!52-97!7

"‘_L-

Q‘l‘u " {

3. Occupatian 4, Also reportad to
[ manutacturer
5. 11 you da net want your Identity dlsclosed to 03 vwer taciity
’ the manutacturer, pisce an "X" In this box. D dizkriounor
RELA RS I .- A R A KA KRN X g s roim-
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atient information

ovent  andics |___| mdm problem (w.g., deiscta/malfunclians)

r VOLUNTARY reparting

0 Dwalth profuecionale of ndvems

events and product problems

ORUG INFO =~ e SR TOR T

rorm Appresss; OMB Na. ;1:—“.1 Enmy :3
CDER FOA Ui Orly
g’ 120015

Jer-

C. Suspect medication(s)
1. Nams (Product Name) {Labelcd Swength)
i Nbflo X
- 7 /
2. Dose/FrequencyMRouta used 3. Therapy dates (1 Unknown, give Guralion]
Fram To {or best patimana)
" / / n -

(Mhi/Labslar)

2. mﬂ- witributed 1o adverss event D disabliy

(chack all that epply)
|:| congenhal anomaly

desih
g ﬂ:-!hmh'minn( n r'qulr-d ln'mniontopymm
D a!har

&howhﬂzu&m - initial or prolanged
4. Dute of

3, Dlho'

[!—-S'-Yf this tapon .—({._oo

W*!ﬁm eyl
be svent or prehiam {up to a total of 6400 characters aliowsd)

Gastrointeatinal Bleed: Melens. Paticnt referrad from rhaumatology
clinic for Anamia (Hbg=8.T). Has long /O NSAID uss (Naproxan).
H/O PUD B yrs age, Heme stool positive. Given 4 u PRBC's. HCT
38.1. Final DX: Chranic Gl Bleed prob dAt duodenitis d/t chroniic
NSAID uss. On 9th HD, transferred to Orthopedics where had spine
fusion.

g U M ——————— i —

8. Relsvant testa/inbaratory dawm, including datas (a tola) of 1000 characiers akowed)

#2 / / #”2 -

4. Diagnosis for use (scpamts indications with comimas) 5. Eveni abated afier use
" slopped or dose reduce

" [yes v Dlitp

#2
r. Lot # (if mown) 7. Exp. dene (If known) | *2 Oyes (me Ol °§"
" # 8. Event reappeared nﬂor
reintroduction
w2 #2

# yes [Jmo Ggggfy"
oY P P e

10. Concomhant madical products and \herapy dales {up 1o a lotal of 1000 characters:

9. NDC # (lor product problams only)

- -

D. Suspect medical device
1. Brand name

2. Type of davice

4. Operstor of devios
D heatth profezsional
D lay uscr/pailent

othar

5. Explration date
(mrmickvyyyy)

= »)
modsl

7. 1t implanted, glve daic
crmicme DD § 52000 i)
serial # ———
ot # \Na ‘ i ;H ( ; l t ) B I(rnplmud.gw- dau
ather #
0. Device mvaillable for svaluation? (Do nat send davice 1o FDA)

D yes D no LJ raturned fo manulacturer on

7. Olher relevant history, including presxisting medical conditiona
(up to u Intal of 500 characters allowed)

s
10, Conpomliant medlcol products and fherapy dates (up to a total of 1000 characters;

orFAX to:
. 1-800-FDA-0172

T T b LT [ PONRpEOupIy R S T

E. Reporter (see confidentiality section on back)

E-rnall {/for sectroc ackiowiodyemer,

L 1

4. Also reponed to
IJ manufacusreer

D user facility
() diswbutor

5. If you do not want your Identty disclosed to
the manufacturer, place an “X* In this box. [/
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#3499630-3-00~-01% by facilit
use by user-facilities,
distributors and manufacturers for APFROVED BY FDA ON 036198
MANDATORY reporting. N report # 203479
MEDWATCH =T
THE FOA MEDICAL PRODUCTS REPORTING PROGRAM Page 1 of 2 F24 Use onty

Patient information

| "7 Uose, fraquency Biotts "

1. Patient identifier | 2. Age at time of event: 13, Sex 4. Weight
’Or UNK UNK 1bs
' T 0 X femate T
NO INFO . Date - or
" of birth: male kgs '
In confidence ——
Adverse event or product pr em
1. Y Adverse event andfor T Product p {e.g. def ions)
— i
'3 Outcomes attributed 1o adverse svent T - -
{check all that apply) disability

T death /o 7% congenial anomaly
il ) mosdaytyr) =7 required intervention 1o prevent
. Ite inreatening .__ Ppermanent impairmentdamage
X hospitalization wital or prolcnge T othe

3 Dateof Toateot T
event unk /o ts report MAY / 10 / 2000
imoitaytyr) (morsayiyn

5. Describe event or probiem

A FEMALE PATIENT (AGE UNKNOWN) WAS HOSPITALISED
DUE TO RECTAL BLEEDING DURING THE USE OF
NAPROSYN
(NAPROXEN) FOR AN UNKNOWN INDICATION.
THE PATIENT HAD A CERVICAL SPINE INJURY (DATE
UNKNOWN) BUT NO OTHER MEDICAL HISTORY WAS

. REPORTED. IT WAS UNKNOWN WHETHER OR NOT THE

" PATIENT WAS TAKING ANY CONCOMITANT MEDICATION.

i UNKNOWN DATE: NAPROSYN THERAPY COMMENZED ORALLY
(DOSAGE AND REGIMEN UNKNOWN]).
UNKNOWN DATES: THE PATIENT EXPERIENCED RECTAL

: BLEEDING AND WAS HOSPITALISED (NO INFORMAT!ON

- WAS PROVIDED REGARDING THE COLOUR OF THE

* PATIENT'S STOOLS OR ABOUT THE PATIENTS
CONDITION UPON ADMISSION TO HOSPITAL). THE
PATIENT RECEIVED § UNITS OF BLOOD. THE NAPROSYN
THERAPY WAS DISCONTINUED.
25 MAR 99: AT THE TIME OF THE REPORT, THE
REPORTING PHYSICIAN INDICATED THAT THE RECTAL
BLEEDING WAS ATTRIBUTABLE TC THE NAPROSYN
THERAPY. NO TESTS HAD BEEN PERFORMED TO RULE OJT
THE POSSIBILITY OF CANCER, ALCOHOL ABUSE OR

" IRRITABLE BOWEL SYNDROME. THE PATIENT WAS STILL

6. Relevant tests/laboratory data, |ndwm§a;_
" UNK

7. Othov L . hlstnly. n
race. pregnancy, smokmgandalcohol use, 1epahdrenal dysfmmm elc)

. Medical History Terms

 SPINAL INJURY

Medical History Text
IT WAS UNKNOWN WHETHER OR NOT THE PATIENT WAS
TAKING ANY CONCOMITANT MEDICATION.,

CONTINUED |
—_—

'S, MFR.report number

1. Name (give |abeied sirengtn & mirabeler, known) !
#1 NAPROSYN (NAPROXEN})

wNA

T 3 Therapy dates | if ok gve duraticn) T

#1 ORAL . homito (or best esteae) X
s #1 UNK !

; —— e e ‘
! #2NA #2 NA
'4 Diagnosis for use (indication) T T S Evemabaied afteruse T
i stopped or dose reduced
i #1 UNKNOWN = s X‘no __ doesnt |
I - B Y apply
. #2NA - =
| ~ yes —x docsn(
6. Lot # @ known) [ 7. Exp. date (if known) : . apply
| A1TUNK - # UNK 'é_Evaeappo_mu affer :
: 2 1 '_ . doesnt
| R2NA _ *2 Na e "107(,;,,.,
9. NDC# ™ for product problems only (it known) Ti-— ol e
D 81 NA#2NA Qwvys ,,."3 rxapply
10, Concomitant medical products and therapy dates (exdiude ireatment of event

UNK

i1, com_ct ogncmmaams 2. Phone Number
1 (8 miring site for devices) (973562
GLOBAL DEVELOPMENT F Remosom .
. Ry sousce
HOFFMANN-LA ROCHE INC. et e
! 340 KINGSLAND STREET :forsgn
NUTLEY, NJ 07110-1199 st
udy
i " Herature ,
' 77 consumer {
- . X heatt professionat
[A :)au nc)alud by manutacturer 3'(A)NDA8 _1_.’;581» o == user-tasitty
MAR [ 25 / 1989 No# . company representive
6 If IND, protacol # T Pws " i
NA pre-1938 : yes T other
. B ore — . -
. 7. Type of report product _ —————
. (check arl that apply) e . _
X —_ 8. Adverse event term(s)
5 oy 18 day RECTAL BLEEDING +++
| X peose
; ™ fotiow-up
: —r

MAY 1 1 2000

- +++ adverse event that gererated submission

203479

|
© 1. Name, address & phone #

OR.

Submissnon of a report does no( constrtule an

ion that P , user facnhty.
distributor, facturer or prod d or
contributed to the event.

3500A Facsimile

ATE.
- * 5 CONTINUED
"2. Health professional? 3 Cccupation 4. iitit raporteralse T T
' DOCTOR OF sent report to FDA
X oyes T no " MEDICINE i yes T moe X ouk
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CONTINUATION SHEET FOR FDA-3500A FORM
ROCHE Mfr report # 203479

ol -

e

il

B.5. Describe event or problem - continued

IN HOSPITAL AND THE RECTAL BLEEDING WAS
PERSISTING.

NO FURTHER INFORMATION WAS PROVIDED.

E.1. Initial reporter (Name, address & phone #) - continued

PHONE: QI

Page

MAY 11 2000

2
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For use by user-facilities,

asstributors and manufacturers for
M E \ >< } MANDATORY reporting.
Page 1 of 2
THE FDA MEDICAL PRODUCTS REFORTING PROGEAM o

i 2. Age attime of event:

; 1. Name {give labeled strength & miritateier, Jf known)

APPROVED BY FDA ON 03/06/98

Mbnpoﬂﬂ

UF/MDist. repont &

79 YEARS 1789 s *1 NAPROSYN (NAPROXEN)
o - X female =
Date or —e s i Ll
of birth: male 816 kgs #2 NA
In confidence —
I —— . B
. Adverse event ar product problem , ‘x?.géh'[.qmy frovte * mrb«ag:‘:;:n;:)nk e durten)
1. X. Adverse event andicr ~ Product t probler (e, delectsmafunclions) ' #1 35JUN-1987 E/ 15-JUN- 1997 E
T e . E— - —— e mNA LT T
2. Outcomes attributed to adverse event - L #2 NA
(check alf ihat apply) v Ccisability e . S,
. / / . 4. Diagnosis for use (ndicaiicn) S Event abated after use
death . corgenital anomaly stopped or dose reduced
- tmoxtayryr) 27, required irtervention to prevent #1 ARTHRITIS . . . doesnt
__ life threatening . pefmanen: impaimmenydamage LA T Y X yes ™ anply
X hesgitalizaton inital or prolonge " other: - P —
- i S -2 yes no _x
e o s | 5. Lot # {# kncwn) 7 Exp. date ( know) o e Ay
Iateor T T T4 Dategt T T TN #1 UNK FB Event reappearsd afer
event ! I1s7e mlsnpon may /10 / 2000 ‘, K . NUNK e ;
' modayhy i H — doesn't
lw_:wi)_____,_. - ..__.L i I A : .32 A _iwl yes Tro X apply
<. Describe event or problem ~9.NDC#  for product problems only (if known) LI S
A 79 YEAR OLD FEMALE PATIENT WAS HOSPITALISED #1NA#2 NA #__yes o X apply
FOR A HAEMORRHAGIC ULCER DURING THE USE OF

NAPROSYN (NAPROXEN) FOR ARTHRITIS/BACK PAIN

RELIEF.

10. Concomitant medical products and therapy dales (exciude ireatment of eveni

. ANTIHYPERTENSIVE NOS  CONTINUING

" (ANTIHYPERTENSIVE NOS)
THE PATIENT =AS A MEDICAL HISTORY OF HIGH BLOOD

' PRESSURE. SHE DOES NOT SMOKE OR DRINK ALCOHOL,
AND HAS NO KNOWN ALLERGIES. SHE REPORTS HAVING
NO SREVIOUS HISTORY OF PEPTIC ULCERATION.

- 1987 (EST): NAPROSYN THERAPY WAS STARTED, PO ;
(UNKNOWN DOSE/REGIMEN). THE PATIENT REPORTS i
TAKING NAPROSYN ON A DAILY BASIS WITHOUT

1. Contact Office-name/address
EXPERIENCING ANY ADVERSE REACTIONS. {& mirirg site for devices)
1997 (EST): THE PATIENT WAS HOSPITALISED FOR TWO
WEEKS DUE TO A BLEEDING ULCER, SHE EXPERIENCED GLOBAL DEVELOPME

BLEEDING FROM THE RECTUM AND EPISODES OF

VOMITING BLOOD, FOR WHICH SHE RECEIVED TWO UNITS

OF BLOOD.

DATES UNKNOWN: NAPROSYN THERAPY WAS STOPPED, AND
THE PATIENT RECOVERED FROM THIS EVENT.

THE REPORTER WAS THE PATIENT.

" Dale roceived by manufacturer ~
{mosdayéyr)

JAN [ 21 / 2000

—=ee o iee ool BN IND, protocolf )
NA

i

é, R-Ie:n_l;t lzsts?la Sonlori; data, indsjdmg date;—_
UNK

7. Type of report
(check alt that apply)

NT

HOFFMANN-LA ROCHE INC.
340 KINGSLAND STREET
NUTLEY, NJ 07110-1199

S Goniske 1757

IND #
PLA 2
pre-1938 ~  yes
orCc —
product yes

W

2. Phone Number
(973) 562-3523

3. Report source -
(check all that apply)
777 forsign

T study
= Ttesature

? consumer
_ = heatth professionat

. user-facility

company representve

distrbutor

" other:

T s.day  15-day

T 10-gay ‘X pericdic

Tlinitat T "0"0""4’

"9 MFR.report rumber
: 226735

7. Other relevant history, xisting medical condi

race, pregnancy, smokmgandacchol use, hapahdmna:dys'uncnon etc)
Medical History Terms
HYPERTENSION

Medical History Text

ame, address & phone #
THE PATIENT DOES NOT SMOKE OR DRINK ALCCHOL, AND

8. Adverse evenl term(s)

HAEMORRHAGIC ULCER +++

-RECTAL BLOOD LOSS
-HAEMATEMESIS

+++ adverse event that generated submission

- comanitestation

HAS NO KNOWN ALLERGIES SIREET M AY
ATES 1 1 Zm
CONTINUED :
T Submzssvon ofa repon does not constituu;n T 2 Heatth prafessional? 3. Occupation ‘_Tm’an;;;;.ff';.;a - o
ion that o P I, user facility, : N/A sent report to FDA
distrib or product or T yes Xi no " yes 7T a0 X umk
conlributed to the event. - —

3500A Facsimile

E-Indicates estimated date, P-Indicates partial date

16
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CONTINUATION SHEET FOR FDA-3500A FORM
ROCHE Mfrreport # 226735

E.1. Initial reporter (Name, address & phone #) - continued

prove G

Page 2

MAY 1 1 2000

of
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"OLUNTARY reporting B A 13 e Bh8 Simemem oh reaoes
th professionals of adverse :D“,"ZC”" ,
naga une
361-3-00-01% : * e JR3) 79

.3 ats and product problems CDEF e
inEe FUA MEDICAL PRODUCTS REPORTING PROGRAM Page | of | COE&
1. Patient identitier ' 2. Age at time 3. Sex '4. Weight Name( ive labeled strergth & mirlabeter, if known)
OH-O(:?,‘. of event: lB/ : 2
2 ‘ female ibs oreconh 23 Mg je p\d oL
Date I o

In conlidence of birth:

] male kg #2 ﬂ&£T0 <en 100 mq ") b'd &L‘_ !af(?bo

2. Dose, frekjuency & route used~ ' 3. Therapy s ii erown give dutation)
tromelo of Test 25T G

1. Adverse event  and/or [:‘ Product problem {e.g., defec’s/malfunctions} i# #1
2. Outcomes altributed 1o adverse event o o
{check all that apply) [J cisaitity #2 M
D eath D cangenital anomaly .4. Diagnosis for use (indication) 5. Event abated after use
— . y topped or dose reduced
_ | \mordayiyn) D required interventicn to prevent R4 A PAT Y ) s
B{fe-threa!enmg permanenl impairment/damage : “CL\ hmef S dumse #1 [Jyes Jno aps'sn'!
'z hospitalization — initial or profonged D otner: ' #2 y
- S gesn't
[ - - #2DyesDno i}‘d o
- 6. Lot # {if known) 7. Exp. date {if known) apoly
3. Date of .4, Date of aafco - - --
event 5/3 ° o " this report 5/ / P a 8. Event reappeared after
(morday.yr? {maiday/yr) reiniroduction
‘~+ibe event or problem . N #2 #2
aed ey A Sz, D ang. Qv 5/‘/0(" , #1 lyes [Jno pglsvﬂl
K ) o " ‘\'QQ/ ' ;9. NDC # (for product prcblems only)
(;v‘ mclied Séu\o\\cc. MM . < R ) - - 32 _ves [ no aggﬁ,’”
qu? Al B / 3 JoYe) ¢ Stuert 2lodoinan =% 2t 10. Concomitant medical products and therapy dates (exciude reatment of event)

The dochers \\—\\‘z-\s\\ Sus(a&uw_é, owmu—-\
Caatncoy - Hv\.ae.u&( é* suré? o S/!O{OO

Mot wes ro e;,\é»%w

vt aklav o pofirsted eons ulc_wW\\Q' I

r ¢ |1. Brand name

rl'*cv\x'\'lS TLQ/ V‘UUIW‘:& \SWL bd o S

e gt ‘ m;&cﬁié i2. Type of device
Ll 2 CUPLIY : -

Tee cobicck wend s re bl it ey l ]3. Manufacturer name & address 4. Dperator of device
: D health professional

i e 5/13/0 and 1s deing well Sle : | Bl [ tay usevpatient
; s exﬁ-cu'«,é Ao (g i ‘{o\/ ’ oo ~ [C other:
: 2\' le2sy “wo bv‘%ﬁft S ‘ MA\( 3 ﬂ z{mn

i 5. Expiration date
‘ 6. (mordayfyr}
‘model #
6. Relevant tests/laboratory data, including dates i 7 I l_n;planied give dale
. |catalog # ’ idayyr)
¢ iserial # o
ElVE D 8. It explanted give daze
« lot# tmodayyr)
Y Zﬂm other # . . . L
MA 2 6 ! 9. Device available for evaluation? {D0o not send o FDA)
D yes D no D retumed to manufaclureron ______

CT U N morday«yvl .
MEDW AT CH ; 10 Concomitant medical products and therapy dates (exclude ‘treatment ot event)
i

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

OC‘-‘LS‘&ME:\. S*Q u\,\b_r;f-)\ siv %d*‘ V\D'\_ :
FT'CS&\,\*\- ok \ob Lol OV \ rwcv\*Q_\ \)\S\*\' 1 1.__Name & address
Low emerex orted o oageline
\)1&\'\‘ VN 3"&&*00 \

. 2. Health professional? 3.” Occupation 4. Also reported to
 e—— T T . manufacturer
T Mail to: MEDWATCH or FAX to: - yes [0 no /\‘)!’r‘f 6l Cl‘m) % user facility

5600 Fishers Lane 1-800-FDA-0178 B e e svnlor i g
: 5. you do NOT want your identity disclosed to
r Rockville, MD 20852-9787 the manulacturer, place an “ X " in this box. D distribute?

FEa FOf /2 ;u}:m.z of a report does not constitute an admission that medacaI personnel or the product caused or conmbuted to the event.
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mmmazsmmzsscsesssmasmssensssssaclhsssascesesassesananmennamnn.n-

A. Patient Information

CDER

Approved by FDA on 10/20/93

| €. Suspect Medication(s)

1. Patient Indentifier|{2. DORA: — |3, sex|4. Weight }1. Name
' | AGE: 66 yrs |MALE | 98.0 kg | #1 : NAPROXEN
R RS A N WS R R AR E RS %R EEEEE | oo o o e e o e e e e e e e e oas
B. Adverse Event or Product Problem | #2 : ASPIRIN 81MG EC TAB \/H,qm",o €
.................................................................. f et e e e e el
1. [(X)Adverse Event [ 1Product preblem |2. Dose, frequency & route used | 3. Therapy dates
------------------------------------------------------------------ | #1: | #1
2. Outcomes attributed to adverse event Jommmm e R TR E L
{ ] death: { | disability | #2: | #2
{ ) life-threatening [ ] congenital anomaly Rt T et E TR,
[ ] Hospitalization [X] required intervention to |4. Diagnosis for use(indication)|5. Event abated after use
initial or prolonged prevent impairment/damage | | stopped or dose reduced?

{ ] other | #1: | #1: [N/A)
.................................................................. T it T upup A pUIpRpUpRpUpUE [P pu g g
3. Date of event {4. Date of this report | #2: | #2: [N/A) .

04/19/00 | 04/19/00 fmm e e e e
------------------------------------------------------------------ |6. Lot # (if known) !7. Exp. date|B. Event reappeared after
S. Describe event or problem | | reintroduction
GI BLEED RECE,VED | #1: | #1: ()
................................. | mmm e
JUN 00- 70“..,; #2 | 42 | #2: ()
IR
MEDWATC CT (Mot applicable to adverse drug event reports)
................................................................ | A e e e e e eieeaces
6. Relevant test/laboratory data. including dates |10. Concomitant medical products/therapy dates{exclude treatment)

7. Other relevant History, including preexisting medical

conditions

| DSS
]

! JUN - 7 2000

|mmmmssmamsmasassnasssssssacamscsassssssszsmsssstess=ssExEEEEREE

|D. Suspect Medical Devices

| Note: Please use the actual MedWatch form if the event
| involves a suspected device as well as a suspect drug

|sesmm=xassssssassxzsxmssssssssssssssssssrcascasssaxsasaxsmsssass

|E. Reporter

|1. Name, address & phone #: Qi END

Mail to: Medwatch
5600 Fishers Lane
MD 20852-9787

or FAX to:
1-800-FDA-0178

Rockville,

FDA Form 3500

|2. Health professional? |3. Occupation |4. Reported to Mfr.
| gES) |@HYSICIAN ¥ ol

j5. 1f you don't want your ide&ti%{ disclosed to the Manufacturer,
Y

| aﬁlace an "X" in the boxgl ] ;
8 [ 4 -y

T g

Submigsion of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.

CTUIR3LSE



ren 4 LSy gl SarklTReOTL - - w health professionals of adverse :°‘”"°“"' .
LT N =
~NER e 125218
*3530385~-X-00-01% Page __ of ___ CDEL
= - C- Suspectmedication(s) -
1 Patientidentitier | 2. Age at ime 3. Sex 4 Weight 1. Name (give labeled strength & mirabeler. if kngwn)

of event:

‘ 7% 3 (Jterate Ibs = N GPrOSYA .
a or 7
in confidence on t'::rth L] mare xgs w2 l"\OTrl N I ASP 1R I\)

r 2. Dose. frequency & route used 3. Therapy dates iif unknown, give aura
- ‘Yo z — = > Slrgeigeie JIOLIE frOm10 (0s Dest estmaer
1 J Adverseevent anaor _? Product problem (e.g., defecisymaifunctions} #1 #
2. Outcomes attributed to adverse event
{checx all that apgiy; (] arsabnty #2 #2
D death . D congenital anomaly 4. Diagnosis for yse (indication) 5. Event abated after us
— ™o v [: fequired intervention to prevent #1 p A ( |Js stopped or dose rea
[ Wfe-threatening permanent imparment, damage #1 "Jyes [Jno Dgé
[: hospitahizatiorn - iz or prcicngea D other: #2
do
R TRy 6. Lat # f known) 7. Exp. date of known) | "2 Cives (o (I}
event this report al #1 8. Event reappeared aft
]
mo0av vr mo'gavve - . reintroduction
5. Describe event or problem " ®2
i MSTrin) #1 Clyes (Jro (D38
S QJ\'; YT\Q_d,\th(a o I\)ap 9. NDC 4 (for product problems only)
2\) - - 2 Ces o L33
~

or fan:,
&%K 10. Concomitant medical products ano therapy dales (excluoe treatment of event)
) CQV)"HV\UQ.Q}L m\q,\,q

Yor i monn -

QSC N’@"\\’Q@ Sand.os et n\
Vi K and, 5*0. o+ J
P S\ QC’\Q 2. Type of device

3. Manufacturer name & address 4. Operator of device
D heaith professionz
D lay useripatient

D other:

D:;:S 5. Expiration date
-] unordayeyr)

; O& Suspect'medicalidevicagesserve -

1. Brand name

model #
6. Relevant tests/laboratcry oata. “o.uding dates catalog # JU!. 7.1 impl?rlned. give date
/ serial # _°
R E C E !\l E D ot # - 8. l‘fm:?ted. give date
JuL 17 2000 other ¥
9. Device available for evaluation? (Do not sena 1o FDA)

M E D VVAT C h CT U (] ves 0 no {J retumedto manutacturer on

MO 08wyl

10. Concomitant medical products and therapy dates (exclude reaiment ¢f event)

7 Other relevant histcry. inciug: ng preexisting meaicat conditions re. g.. ailergies, Y
race. pregrancy. iMc- <1 LT 1 orti use. repancirenal dystunction. etc.;

El-Teporten'(seeconfxdemiaIltwsecﬁomon:back)l‘ LT AR

1. Name, address & phone #

f T‘ ) I QP l E 2. Heaith protessionai? | 3. Occupation 4. Aiso reported to
' — ™ man faciu-er
I'_'D I\ Maid to: wrDWarey of FAX ta: —ves o = L: | ‘
: 5600 Fishers Lane 1-800-FDA-0178 3 —~— __  Jserfaciiy
3 5. ifyou do NOT want your :denmy disctosedto _ =
.r- /=_ Rockville. MD 20852-9787 [ the manufacturer. place an * X * in this box. —  rstazuoe

S

Z.omiszien of A repen oo not fonstitute zn samissicn that meoical personnel or the product caused or contrisuzed to the svent
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B Ehan® r.:‘ 5
TP ¢ JEd. TSR
*3530458~-
. cz Suspectmedication(s)r - - .= -
1 t identifier | 2 Age attime 3. Sex 4 Weignt 1. Name (give labeleg strength & mir/labeter. if known)
of event:
[Jremate s " Nagproyea!
ar { v\.\'
Date | 2
confidence of birth: mate kgs
2. Dose, frequency & route usec 3. Therapy cates ut Unknown. give curation
BE. Adve PEQVE DEEDIOO Bronile 'rom 10 101 Dest esumaie;
1. Adverse event  anaor [ Product probtem (e g., defecisimaifunctions) ‘ 6M / da\/ k! ‘ mm*{,\
2. Ouldpmes attributed 10 adverse event v v 7 w2 L
(check ail that appiv) D disability
D congenital anomaly 4. Dlagnosis for use (ngicaticn) S. Evenmt abated after use
(Joean —_— stopped or dose reduce
o x [J reaurred intervention 1o prevent #1 arxH-. v l‘f} !
We-threatening - permanent imparmentdamage C m #1 [Cyes [Jno goes:
hosptalization ~ :nmai or orolorged ather: #2
w2 [yes [Jno [Jggesr
6. Lot # (it knovin) 7. Exp. date ul knowm ppiv
3. Date of 4. Date of 1
aevent | 6 ® this report #1 8. Event reappeared after
0.3y v mogav-yes reintreduction
5. Describe event or problem #2 ’ L7}
’ *t Cyes (oo Ciggesr
p-t 9. NDC # (tor proguct problems only)
- - doe
Odm \‘HCd %O UGI b/m[ %2 Dyes Eno aDD

b y‘qh NSAD (e iy 2
MORN'S « Sk Prevacd »

10. Concemitant medical products ang therapy cates (excluce treaiment of event)

. X% Suspecttnredicatdevices -

1. Brand name

ST SR o

2. Type of device

3. Manutacturer name & address 4. Operator of device

G heaith professionat
D lay user/patient

D other:

S. Expiration date

DSS
JUL 18 2000

6. Relevant tests/laboratory gata. ‘CluQing gates

RECEIVED

JUL 17 2000

MEDWATCH CTU

6. (M oayryry
model #
7. Itimplanteq, give date
catalog # imo:ay:yr|
serial #
8. if explanied. give date
lot # {movday.ye;
other #

9. Device available for evatuation?
[T ves ] no
rMo:daviyri

10. Concomitant medical products and therapy gates {exclude treatment of event)

{Do nol send to FDA)
E] retumed to manufacturer on

Other retevant hislory mcruumg preexisting medical conditions te. g.. alergies.
Face. pregnancy. imn- o Lon

- «Se. nepacrenal dysfunction. erc.;

._C-m.:_u,m

B pOl’tetr(seesconﬁdenﬁalitwsectibmomback)t ol
1. Name, address & phone #

Al s

2. Health professional? { 3. Occupation 4. Aiso reported to

MEDAV L e
5600 Fishers Lane

’\ Mail to:  ign SRANS
Lz[_ Rockville. MD 20852-9787

or FAX to:
1-800-FDA-0178

M/

i s3er facuiry

s | " no

—

If you da NOT want your |denmy disclosed 10( t

manufacturer

the manufacturer. place an * X" in this box.

L

l.omssic™ of 7 repors SCes rot consutute =N samIssion that meaical personne! or the product causea or centris dieg to the cvent.
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for VOLUNTARY reporting
by health professicnals of adverse
events and product problems

cf

CDER

Form Approved:
FDA Use Only

OMB No. 0910-029%1

(2943

Triage unit
sequence #

1

BN ». paTIENT INForMaTION

~
o,

M . sUsPECT MEDICATION(s) I

a_Lz,c( dis tzul eSopha?zcd
was treated win

cep rere
Alear whica

ep.n,zplnr{m

6. Relevant tests/laboratory data, including dates

DSs

JUL24m

1. Patient identifier|2. Age at event;3. Sex 4. Weight 1. Name (give labeled strength & mfr/labeler, if known:
76 ibs
b or [ ] ferale or #1 Naproxen and ASA
DOB: [X] male kgs #
Ml B. ADVERSE EVENT OR PRODUCT PROBLEM I ( (2. Dcose, frequency & route 3.Therapy dates(if unk, give dur)
1. [X] Adverse Event and/or { ] Product problem #1 #1
# #
2. Qutcomes attrib. to event [ ] disability
[ ) death [ ] congen anocmaly 4. Diagnosis for use (indicatior) S. Event abated after
{mo/day/yy) [ ] required intervention o use stopped or dose
[ ] life-threatering prevent perm impair/damage #1 reduced
[X] rospitalization - [ ] other: #
initial or prolornged #1 [X)yes [ Ilno [ IN/A
6. Lot # {if known) |7. Exp. Date # [ lyes [ Inc [ IN/A
3. Date of event 07/10/199%9 !4. Date of this Rept 11/19/1999
#1 33 8. Event reappeared
5. Describe event or prcblem # L3 afrer raintroduction
GI bleed V(,\‘('{’U\ vewn, 1"' GP b‘od - 9. NDC # for prod problems cnly ;
— #1 '#1 [ lyes [ lno !XIN/A
3S . # ]
H/4 dsereasecd fo U1 /355 F e i P
10. Concomitant medical products and therapy dates

M D. suspecT MeDICAL EvICE NG

1. Brand name

2. Type of device

3. Manufacturer name & address 4. Operator of Dev.
{ )] Hlth Profes.
[ ] lay user/pat.
RECEIVED |
5. Expiration Date
6. Model#
catalog# th 2 1 Zﬂﬂﬂ 7. 1f implanted,
give date
w=in - IEDWATCH CTU
ri ¥ ]
LI 4 -y W
lot# 8. If removed.
give date
other#
9. Device available for evaluation? (Do not send tc FDA}

[ . yes {] rno [ } returned to mfr on

10. Concomitant medical products and therapy dates

7. Other relevant history, including preexist. med. conditions

BN = IvITIAL REPORTER [

1. Name, address & phone #

va Memer

3200 Vine Street
Cincinnati, OH 45220

. "

#
2. Health profess.? [3. Occupation 4. Also reported to
{X] yes [ ) no Pharmacist

MED INFO ASSOC Mail MedWatch
Facsimile to:

or FAX to:
1-800-FDA-C178

600 _Fj Lane
Rog; ” 20852-9787
bmissjonf o 1(re20r o c titute an admission that medical personnel or the product caused or contributed to the evenc.

{ ] manufacturer
{ ] user fac:lity
{ ) distributor

5. If you do NOT want your identity dis-
closed to the M{r, place an 'X' in box 9{
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‘patientinforma
2. Age atiime

of event: 8'0
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Adverse evert QO D Pioduct Sroblern i2 3. ci'e s maliuncas) . p—t/-— ik
Cuvicomes atitibuied 10 adverse event exms .2 .2
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Seie of & Datec . - © " —
Tvent allslw this repon 9’/[(‘,/00 5 Eveatreappearedatie
<czee st R A : reintroduc:ion
~cscribe eveni ct protiem ®Z 2 o v .
* I___'_-'CI e 1 3ES
S, NDC ® .022 2100UC DIITIRMS ORYY) — — &I
iyes L ins (6

Pf‘ P»r_aw..ilu/ M%’ Wﬂc{'a ”/0 - - vz iyes

tx Ao Tev foo Contrannad blndg| NS

1. 8rang name

UW W@mﬁ-— éﬂ MIW 4 Tyse cf Cevice
éz 22 i ,\ug_ Tx /Un;f PEBCS . 3 Llasateciurer name & acdress 2. Cperitor of Cevice
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IuaPr'lQ‘Sfy\ A "O W~ 8 liy ws€ipaiers
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RECEVED | ™"

(irmplanied. gne ¢

Zetevint tesisNadoratory data, ncluthng ci'es

54 det Yo - —EDWATCROTY e

as

Zels

1

1ol = . -z Tee 2
Q/IAS/DD &7‘ & 93' othet 2
c. Cevice avzilzble for evaluation? {D2 not tend o rO&)
L b oves l’_‘j n> [_—_:l relurme Y0 NSO 0N e —
> iee .

10 Concomilznt medical producls §n2ine oy Ci'es resllole cpeime1 0l everl

o_:"" televant history, including pree xisling medical concuions (e 9. Zlrg €S,
i€ 21e3nancy. smoking ¢nd ZIEShCl ute, MECLC EnE) CyslLnIiod. €1C )

HTU, dm, 04 ,leefﬁ'c;,&v:u:c , Br4
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p N

10 North Greene Street AUG 1 8 2000

3altimore, Maryland 21201
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Severity: [Aecdee Probabi licv:W% Z Perunprolessional?| 3. Occupation
iL_D Mait1o: MEDVATCH or Fax fo: s [ o € 22 " O T
| NNl eer ity
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Eat RN ofat " l ADR Probability Scalehll

(Naranjo, CA et al. CPT 1981;30:239-45)

4

]

L.

@ um m mmmwmmmw rcle the pertinent score
M ﬂm [LM -

‘u;v;uu.l DT W

To assess the adverse drug reaction, please answer the following quesﬁionaire

YES

. DO NoT
NO  KNOW scogrr

-0-0
—_— e e—
Are there previous conclusive reports on this
reaction?

+1

2.

Did the adverse event appear after the suspected
drug vas administered? .

+2

Did the adverse reaction improve when the drug was
discontinced or 2 specific antagonist was

pecific
adafniscered?

+1

Did the adverse reaction appear vhen cthe drug was
readministered? :

+2

Are there any alternative causes (ocher than the drug)
that could on their own have caused the reaction?

Did the reaction reappear vhen a placebo was given?

Was the drug detected in the blood (or other fluids)
in concencrations known to be toxic?

+1

Was the reaction more severe vhen the dose was
increased, or less severe vhen the dose was decreased?

+1

9.

Did the'patignt have a ‘similar reaction to the same or
similar drugs in anv previous exposure?

+1

l0.

Was the adverse reaction confirmed by objective
evidence? :

+1

:=====================================:A ——

\DR

0
0
0
0
0
0
0

{
0
0
0

'TOTAL SCCRE | 1

CLASSIFICATION OF ADVERSE DRUG REACTION

[

P?lease ci-cie approoriate probabilicy category

l. Zefinite 2 9
2. 2robable 3-Byu...

J. Sossible 1!-4

D CODE:

-

B ARRAM IEY o X
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Report = 'se by user-facilities,
s and manufacturers for
DATORY reporting.
~91%
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THE FDA MEDICAL PRODUCTS ORTING PROGRAM Page —_
et ——eeeeee e e

APPROVED BY FDA ON 03/06/98
Mtr report & 235107
UF/Dist. raport ¢ !
i

FDA Uss only

A. Patient information
2. Age st time of event:

- o 23 YS

Date
of birth:

In conhigence

B. Adverse event or product problem
11, [X] Adverseevent and/or [T Product problem (e.g.. def

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

#1 NAPROXEN SODIUM (NAPROXEN SODIUM)

#2 ACCUTANE CAPSULES (ISOTRETINOIN)

2. Dose, frequency & route 3. Therapy dates ( if unk. give duration)
#1 UNK fromvto {or best aslinaie)
*#1 UNK

'2. Outcomes attribuled 1o adverse event

+240MGDAILY  ORAL #2 15-NOV-1981 E/ 15-0CT-1983 E

5. Event abated after use
stopped or dose reducsd

“ LY_]yos [:]no D ::;:ﬂ

4. DV is for use (indi
#1 UNKNOWN

(check alt that 3pply) [7] cisabiiy
— death !l D congenital anomaly
= (mo/daylyr) required intervention 1o p
. ife threatenng B] p ; N
: hospitalization wnital or proionge D other:
3. Date of 14. Date of
ovent DEC/ /1981E | thisreport SEP / 22 / 2000
(mordayryr) | tmostayiyn

'5. Describe event or problem
A 23 YEARS OLD MALE PATIENT EXPERIENCED
AGGRAVATED CROHN'S DISEASE REQUIRING
" INTERVENTION DURING THE USE OF ACCUTANE
i (ISOTRETINOIN) FOR SEVERE CYSTIC ACNE.

THE PATIENT'S FATHER ALSO HAD CYSTIC ACNE AND
WAS TREATED WITH X-RAYS. THE PATIENT WAS TAKING
CONCOMITANT MEDICATION OF VIBRAMYCIN
(DOXYCYCLINE) PO (DOSE AND REGIMEN UNSPECIFIED)
AND PO PREDNISONE 15MG/DAY.

#2 CYSTIC ACNE

,zy“ i:’no D doesn’t

6. Lot # {if known) 7. Exp. date (it known) apply
#1 UNK #1 UNK 8. Event reappeared after
#2UNK "2 UNK doesn |
n” E yes D ho agoly |
9.NDC# for product problems only (if known) . dosant |
#1NA #2 NA i 2[X]yes [ Jno oy
10. C. ical products and therapy dates (exclude Ireatment of event) ‘
VIBRAMYCIN UNK/ 15-DEC-1981 E i
(DOXYCYCLINE) l

PREDNISONE UNK
(PREDNISONE)

G. All manufacturers

NOV 1981 (EXACT DATE UNKNOWN): THE PATIENT Py ' 2. Phone Numbes
COMMENCED A 16-18 WEEK COURSE OF ACCUTANE " Office 2
THERAPY WHICH VARIED FROM 40-80MG/DAY. (973) 5623523
© NOV 1981 (EXACT DATE UNKNOWN): THE PATIENT GLOBAL DEVELOPMENT S
i EXPERIENCED A FLARE-UP OF CROHN'S DISEASE WITH HOFFMANN-LA ROCHE INC. 3. "‘”’: source '
| CONSISTENT ABDOMINAL PAIN, WEIGHT LOSS AND 340 KINGSLAND STREET (check all that appty)
i DIARRHOEA. (] foreion
i FEB 1982 (EXACT DATE UNKNOWN): ACCUTANE THERAPY NUTLEY, NJ 07110-1199 (] sty ,
STOPPED. [] sorature |
MAY 1982 (EXACT DATE UNKNOWN): THE EVENT i
RESOLVED. (X] consumer i
MAY 1983 (EXACT DATE UNKNOWN): THE PATIENT [ ] hoakn protessional |
RECOMMENCED ACCUTANE THERAPY (DOSE AND REGIMEN 4 Dats racelved by manutacturer 5. (\NDA® 18164 | [] useetucitiny 1
IND # i '
. T BONTINUED SEP / 12 / 2000 g : [] company representive ;
— - ——— At - 6. MIND, p ' — Y S !
6. y data. ir g dates - NA : !
/ pre-1938 | | yes L o :
. HEMATOCRIT S otc ' g
| 1989-1991: FALLING HAEMOGLOBIN (VALUES 7. Type of repont product L 728
' UNSPECIFIED). rann (chack afl that apply} i
Coba 8. Adverss event tsrmy(s) :
HEMATOCRIT (s any  [X] 15-cay CROHN'S DISEASE AGGRAVATED +++
© 1989-1991: FALLING HEMATOCRIT (VALUES [ J10-day [_] periodic -ABDOMINAL PAIN
! UNSPECIFIED). IX] o follow-up -WEIGHT LOSS
- i) (] * -DIARRHOEA
. -GASTROINTESTINAL BLEEDING
9. MFR. report number -HAEMATOCRIT LOW :
7. Other relevant history, inciuding presxisting medical conditions (a.g.. atlergies, 235107 -HAEMOGLOBIN LOW :
| race, pregnancy, smoking and alcohol use, hepatic/renal dystunction, stc.) +++ adverse event that generated submission
! Medical History Terms - comanifestation
. CROHN'S DISEASE SEP-1979 E al reporte
: 1. Name, sddress & phone #
i 1
f SEP 25 20W SEP 2 6 2000 |
D STATES OF AMERICA
. CONTINUED |
Submission of a report does not constitute an 2. Health professionai? 3. Occupation .\ 4. Initial reporter aigo
N/A =R

distributor, manutacturer or product caused or
contributed to the event.

AN

3500A Facsimile

sdmission that medical personnel, user facliity,

Dyos DHOAEU\K ’

O v & o

E-Indicates estimated date or dose, P-Indicates partial date



Individual Safety Report
ﬂnmwm w mmm“‘m ort# 235107 Page 2 of
418-5~00-02»

*

B.5. Describe event or problem - continued

UNSPECIFIED) FOR 16-18 WEEKS.
JUN 1983 (EXACT DATE UNKNOWN): THE PATIENT EXPERIENCED A FURTHER FLARE-UP OF
_CROHN'S DISEASE, AGAIN WITH CONSISTENT ABDOMINAL PAIN, WEIGHT LOSS AND DIARRHOEA,

“TOCT 1983 (EXACT DATE UNKNOWN): ACCUTANE THERAPY STOPPED.

DATE UNKNOWN: THE PATIERT UNDERWENT UNSPECIFIED SURGERY FOR CROHN'S DISEASE.

EARLY 1950'S (EXACT DATE UNKNOWN): THE EVENT RESOLVED.

APR 00 (APPROX.): THE PATIENT STATED THAT HE WAS EXPERIENCING A SEVERE ACNE

BREAKOUT AND WAS THINKING ABOUT ASKING HIS PHYSICIAN FOR A PRESCRIPTION FOR

ACCUTANE AGAIN.

THE REPORTER, WHO WAS THE PATIENT, STATED THAT DURING THE 2 OCCASIONS THAT HE TOOK

ACCUTANE, THE SYMPTOMS OF CROHN'S DISEASE WERE IN REMISSION, BUT WOULD FLARE 1

MONTH AFTER COMMENCING ACCUTANE THERAPY. HE ALSO STATED THAT AFTER THE SECOND

EPISODE, THE SYMPTOMS CONTINUED LONG AFTER DISCONTINUING ACCUTANE.

THE COMPANY ASSESSED THE EVENT OF CROHN'S DISEASE AS MEDICALLY SIGNIFICANT.

FURTHER INFORMATION WAS RECEIVED ON 12 SEP 2000 WHICH INDICATED GASTROINTESTINAL
BLEEDING, LOW HAEMATOCRIT AND LOW HAEMAOGLOBIN AS COMANIFESTATIONS OF CROHN'S
DISEASE. NAPROXEN SODIUM WAS ADDED AS A SECOND SUSPECT DRUG.

THE PATIENT EXPERIENCEDSYMPTOMS OF CROHN'S DISEASE IN THE FALL OF 1979 AND WAS
DIAGNOSED WITH CROHN'S DISEASE IN FEB 1980 USING COLONOSCOPY.

DATE UNKNOWN: NAPROXEN SODIUM (DOSE AND ROUTE AND INDICATION UNSPECIFIED) WAS
STARTED. A COUPLE OF DAYS LATER, HIS SYMPTOMS OF CROHN'S DISEASE FLARED-UP.

DEC 1981 (EST): AFTER A MONTH OF STARTING ACCUTANE, HIS SYMPTOMS OF CROHN'S
DISEASE FLARED-UP.

DATE UNKNOWN: THE PATIENT BLAMED HIS SYMPTOMS OF CROHN'S DISEASE ON NAPROXEN WHICH
WAS STOPPED.

MAR 1982 (EST): THE SYMPTOMS OF CROHN'S DISEASE SUBSIDED.

MAY 1983: ACCUTANE WAS RESTATED AT 40 MG DAILY. TREATMENT WIiTH PREDNISOLONE 15 MG
DAILY WAS CONTINUED.

JUN 1983 (EST): THE SYMPTOMS OF CROHN'S DISEASE RECURRED.

1987 (EST): FOUR YEARS AFTER THE LAST THERAPY WITH ACCUTANE, THE PATIENT WAS
HOSPITALISED. HE RECEIVED TOTAL PARENTERAL NUTRITION AND IV STEROIDS

(UNSPECIFIED).

AUG 1987: THE PATIENT UNDERWENT AN UNSPECIFIED SURGERY .

1989-1991: THE PATIENT RECEIVED MULTIPLE TRANSFUSION DUE TO INTERNAL BLEEDING AND
FALLING HAEMOGLOBIN AND HEAMTOCRIT (VALUES UNSPECIFIED).

JAN 1992: THE PATIENT UNDERWENT ILEOSTOMY.

THE PATIENT STATED THAT ACCUTANE WAS POSSIBLY RESPONSIBLE FOR CROHNS DISEASE
FLARE-UPS BECAUSE THEY HAPPENED BOTH TIMES AFTER STARTING ACCUTANE. HE ALSO STATED
THAT HIS SYMPTOMS RECURRED AND RESOLVED WHICH IS TYPICAL OF CROHNS DISEASE. HIS
LAB WORK WAS NOW NORMAL. THE ACCUTANE THERAPY GREATLY IMPROVED HIS CYSTIC ACNE,
BUT THE CORTICOSTEROIDS CAUSED HIS CYSTIC ACNE TO RECUR.

C.1. thru C.9. Suspect medication(s) - continued

Suspect medication #2

G5.NDA #, IND #, PLA #, OTC
NDA #: 18-662

E.1. Initial reporter (Name, address & phone #) - continued

PHONE: \USNEE DSS
SEP 2 5 2000 ' | SEP 2 6 2000

Bl S Y v L
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S anua ;uu‘a Sarwc VORI Proressionidds or adverse T“ Thage
events and product prob ems AN s sequence » i
Page _|_oft 1 __ v
3 0-80-01x R
1. Patient identifler 2. A'ge at ttime 3. Sex 4. Weight " 1. Name (give labeled strength & mirlabeler, if known)
ot event: 82 E/ | s )
i lbs
coz-106-@ o femaie  ——1bs "1 yofecoqio  26mg po gqd  CR
ate —_ .
. In confidence i ot birth: Ly mate ——— Kgs ! H #2 na meen ACqu PJ Dld OR 7P|a(€bo L .
2 Dose, frequency & route used 7 3. Therapy dates (if unknown, jive duration)’
! fronvto ot best astmate)
1. g Adverse event  and/or D Product problem {(e.g., defects/malfunctions) ! | #1 P #1
2. Outcomes attributed to adverse event ) 42

[ disabiiity
D congenital ancmaly

D required intervention to prevent
permanent impairment/damage

D other: )

(check all that apply)

O deatn
(mordaylyr)
D lite-threatening

hospitalization - initiai or prolonged

3. Date of 4. Date of ] |
imacn_OPPYON_ 8] 21[00 oy 9[15]CO |
5. Describe event or problem :

The SUDECT deveigped dodominal pain, and an evaluamen |
WS innated oy her primary  physician. che was found to
have quaiac poeiive stei) and - abdeminal CT < <nowed |

;dwaenm uicers, while mns gvangnon wag i progres )'
v ghe vigited an ER on Yo cemplaining ¢ shauder Yq.n

; od was weared wth a 3 day cowrse of Viexx 25mg.

. Mademingl poin) worcened O 4 and en haT  clay gudi,)
fmec‘ucan'cn was, diccermaued | and  mecment was ninated
; wih Prilocec, Fiagyl, and C'P"O she was hcc,lehzeﬂ_
' on Ihis fr abdeminal pain . Lakoraory ctudies,
. revagled gitle  wematverit kut W Cf&m’nln&i

: The Credfinne e to about 4 , and then stubm%ed.f

I@EVEV\T shitin Prvgre;&@

6. Relevant tests/laboratory data, including dates

RECEIVED

SEP 2 6 2000

MEDWATCH CTU

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

Ne previous icers a |

mA Mail to:

MEDWATCH
5600 Fishers Lane
Rockville, MD 20852-9787

or FAX to:
1-800-FDA-0178

“DA Form 3500

eTU 129y

3 e e e
;4. Diagnosis for use (indication) 5. Event abated after use

; 1 A\?‘hﬁ"mer'é dl'SeaSb) topped or dose reduced
: #1 Jves [ no ) doef,nl

L#2

b= n doe
6. Lot # (if known) 17 Exp. date (if known) Uves Uno [

1 # "t "8. Event reappeared after
: ' reintroduction

.4 #2

doan'l

#1 [Jyes [Jno A 258%
; #2 [Jyes [ no gggggp'

;10. Concomitant medical products and therapy daes (exciuce treatment of event)

'9. NDC # (for product problems only)

‘1. Brand name
|

;2. Type of device - -
| R

"4 operator of device
D heaith prefessional
D lay user/patient

D other:

3. Manufacturer name & address
|
i
]
]
i

! Exprrat:on date

! . o . 5.
i 6. BSS {moaiday.yr}
model #

SEp 9

7. 1t implanted, give date

Icatalog # 2000 (moidayeyn
jserial # A o
l 8. If explanted, give date
'lot # {moidayiyn

other # e

9. Device available for evaluation? (Do not send to FDA)
D yes D no D returned to manufacturer on

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

! no l.ay:ﬂ)

Name & address

‘uo

oeparfmenr of Netrolcgy, —aqndxng

~?Heal!h pro!esslonal" 3. Occupation

Phone ! eumetmmtnny

4. Alsoreportedto

g yes [J o Phy cicrain [0 manutacturer
:" - - D user faci ity
‘5, it you | do NOT want | your ldenmy disciosed to
| the manutacturer, place an * X " in this box. D distributcr

Submission of a report does not constitute an admnssnon that medu:al personnel or the product caused or contnbuled to the event
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

A. Patle O atio
1. Patient ldentifler | 2. Age at time 3. Sex 4. Weight
of event: 58 Yi .
or ears D 184or Ibs
Date
in confidence of birth: male —— kgs
B. Ad e e or prog proble
1. Adverse event  and/or D Product problem (e.g., defects/malfunctions)

VOLUNTARY reporting

iealth professionals of adverse

Internet Submission >Page 1

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

D death _ ——
(mevddlyyyy
D life-threatening '

hospitakzation - initial or prolonged

[ disability
D congenital anomaly

E] required intervention to prevent
permanent impaiment/damage

L—_I other:

4. Date of

3. Date of
thisreport 10/03/2000
(mnvddiyyyy}

svent 06/30/2000
(manoddyyyy)

5. Dascribe event or problem
58 year old male seen in UCC on 6/30/00.
Patient had been taking both indomethacin
and naproxen, despite directions on newer
indomethacin Rx bottle not to take with
naproxen. The Rx for naproxen had been
discontinued when the indomethacin Rx was
started. Patient referred to GI with UGI
bleed s/p endoscopy by Dr. (i @in ER on
6/30. Patient found to have NSAID
ulcers, low risk , sent home, fu in
GI clinic with Dr. gl in 4 weeks. The
patient was started on lansoprazole and
prescriptions for indomethacin and
naproxen were discontinued. The
reaction was moderate, probably a result
of taking both indomethacin and naproxen
together AMA and preventable because of
patient non-compliance.

6. Relevant testsNlaboratory data, including dates

RECEIVED

0CT ¢ 5 2000

MEDWATCH CTU

7. Other relevant history, including preexisting medica! conditions
{e.g., allergies, race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.)

5600 Fishe
Rockville, M

m Mail to:

FDA Form 3500

CTw 13037

CBER

Form Approved: OMB Na. 0910-0291 Expires: 11/30/00
Ses OMB statement on reverse
FDA Use Only
Tr it
rodugt problems / seqvenca 13 039
pe edicatio
1. Name {Product Name) (Labeled Strength) {MfriLabeler)
NAPROXEN
#1
4p TNDOMETHACIN / /

3. Therapy dates (if unknown, give duration)
To {or best estimate)

2. Dose/Frequency/Route used

# / / Moo -
" / / |~ -

4. Diagnosis for use with 5. Event abated after use
stopped or dose reduced

=

#1

#1 [“]yes [ no Ddoefn‘t
% apply

doesn't
6. Lot # (i known) 7. Exp. date (f known) | 72 [dyes Do Dlgpsy
#1 # 8. Event reappaared after
reintroduction

#2 #2

#1 [Jyes [ ] no doesn't
3. NDC # (for product problams only) [Oyes [no (219385
- - #2 [Jyes [Jro gggfyn't

itant medical products and therapy dates (exclude treatment of avent)

10. C

D. Suspect medical device

1. Brand name

2. Type of device

3. Manufacturer name & address 4. Operator of device
D heaith professional

D lay user/patient

other:
n 5. Expiration date

6. | — 4 (mavddiyyyy)
model # O

g# C T 0 5 Zggg 7. if impl:ntod. give date
seorial #
ot # 8 If oxplar]iytod, give date
other #
9. Device available for evaluation? {Do not send device to FDA)

D yes D no D retumed to manufacturer on _ —
(mmiddiyyyy)

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

E. Reporter (see confidentiality section on back)

1. Name phone #
. o
VAMC SAN DIEGO
3350 LA JOLLA VILLAGE DR . .
SAN DIEGO ¥® - %caiifornia 92161

ED.VA.GOV
4. Aiso reported to

D manufacturer
user facility
O distributor

United States
[z Heatth professional?

yes D no

5. if you do not want your identity disclosed to
the manufacturer, place an “X” in this box.

3. Occupation
Physician

n that medical personnel or the product caused or contributed to the event.



4. Weight {Ib)

B. Adverse event or product problem
1. (K Adverse event

o Wellcome

{Page 1 of 3)

2. Outcomes attributed to adverse event
(check st that apply) [ disabisty
[ deatr [] congenital anomely
-} ening uired intarvention to prevent
D Te-throat D pm:;mnnmt impairment/damage
[ hospitakization - initial or prolong O other:
3. Date of 4. Date of
event: UNK this report:  20Sep2000

5. Describe event or problem .

A 26 year old male reported that he received
lamivudine/zidovudine (Combivir) tablets for
treatment of HIV during the past three
years. He developed vomiting and noticed
blood in the vomit after approximately one
month of receiving concurrent medications,
semisodium valproate and naproxen.
Semisodium valproate and naproxen were
discontinued and the events resolved.

6. Relevant tests/laboratory data, including dates
UNK

wmved by the FDA (HF-2) on 3 Nov 93
Mt A0121575A

UFDist saport ¥

FDA Uss Onby|

C. Suspect medication(s)
. Name (give labeled strength & mfrfabeler, it known) cont'd next page
Combivir Tablet

{Combivir)

Semisodium valproate {formulation unknown])
{Divalproex sodium)

2. Dose / frequency / route used
] UNK_/ UNK /
Oral
» UNK 7 UNK /
known

3. Therapy dates
1 3 Years

2 May00 -~ Jun00

Un.

4. Diagnosis for use (indication)
| Human immunodefic. virus

5. Event abated after use
stopped or dose reduced

#1 03 yes [ po [ goSp0*

#2 UNK
# doein't
6. Lot # (if known) 7. Exp. date (if known} Kl yes ] ':OD 3pp!
El None #1 8. Event reappeared after
it )
> None ” reintroduction

wi O ves O] no ] goggmt
#2 yes O nofX] gggi,"'l

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

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

G. All manufacturers
1. Contact office - name/address

2. Phone number
1-888-825-5249
ext. 37070
Glaxo Wellcome 3. Report source
North American Product Surveillance | O toreign
PO Box 13398 O study
Research Triangle Park [ iterature
NC 27709 & consumer
O heaith X
4. Date received by manufacturer| 5. professional
01Jun2000 (ANDA# 20-857 1 userfaciity
6. If IND, protocol # IND # O ey tive
PLA ¥ [d distributor
7. Type of report pre-1938 D yes D ather:
O sday [3 15-day orC 0 ves
product

10-da iod
0 y [ periodic 8. Adverse event term(s)
[ follow-up # Vomiting

initial .
® — |Hematemesis

7. Other relevant history, including preexisting medical conditions (eg. allergies, race,
pregnancy, smoking and alcohol use, hapatic/renal dysfunction, etc.)
See attachment

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

DA

Form 3500A Facsimile

9. Mfr. report number
AD121575A,

E. Initial Reporter

. Name, address & phone # SEP zsm

Consumer

Usa

2. Health professional?

Oyes ®no

3. Occupation 4. Initial reporter also sent
UNK report to FDA?
Ovyes Qo X unk




B. Adverse event or product problem
1. O Adverse event andror [ Product problem

Wellcome

\rage 2 of 3)

4. Weight (Ib)

2. Outcomes attributed to adverse event

{check it that apply) (0 disabiity
[0 dean [ congenitat anomaly
[0 ¥te-ttwestening [ required intarvention to prevent
permanent impairment/damage
O talization - initial or prolong [ other.
3. Date of 4. Date of
event: this report;

5. Describe event or problem

6. Relevant tests/laboratory data, including dates

Approved by the FDA (HF-2) on 3 Nov 93
™t A0121575a

[UFOm report #

FDA Use Only

C. Suspect medication(s)

1. Name (pive labeled strength & mirflabeter, i known)
Naproxen {formulation unknown)
{Naproxen)

2. Dose / frequency / route used
3 UNK / UNK /

3. Therapy dates
3 May00 - Jun00

4. Diagnosis for use (indication)
3 UNK

5. Event abated after use
stopped or dose reduced

#3 &l yes [ no [] go55m
# [JyesOJno[ ggsgn'l

8. Event reappeared after
reintroduction

6. Lot # (if known) 7. Exp. date (if known)

E: None #3
#4

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

#3 O yes O o ] G531
#4 Oyes I no] gggg""

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

G. All manufacturers
1. Contact office - name/address

2. Phone number
1-888-825-5249
ext. 37070

3. Report source

Glaxo Wellcome

North American Product Surveillance O toreign
PO Box 13398 [0 stdy
Research Triangle Park 0O literature
NC 27709
O consumer
O healith
4. Date received by manufacturer|S. professional
(AINDA # O user tacility
1)
6. If IND, protocol # IND # O presemative
PLA # [ distributor
7. Type of report pre-1938  [J yes O other:
O sday [J15-day oT1C 3 ves
product

(] today [7 periodic 8. Adverse event term(s)

[ nitial [ follow-up #

7. Other relevant history, including preexisting medical conditions (eg. allergies, race,
pregnancy, smoking and alcohol use, hepatic/renal dyslunction, etc.)
See attachment

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

FDA

Form 3500A Facsimi cor

9. Mfr. report number
A0121575A

E. Initial Reporter
i. Name, address & phone #

SEP 25 2009

2. Health professional?  [3. Occupation 4. Initial reporter also sent
report to FDA?
Oyes Ono Oyes Do [J unk




* 204-9-

e v v tw mmi VRGN TAVURAM

INMBNIIIT  wenicome

\rage 3 of 3)

Approved by the FDA on 3Nov93

Wemeett  A0121575A

UF/Dist repont #

FDA Use Only|

Condition
HIV

B7. Other raelevant history (cont’dq)

Started Ended
Unknown Unknown

Con
Yes

tinuing

SEP 25 2000

Form 3500A Facsimiie

Submission of a report does not constitute an
admission that medical personnel, user facllity,
distributor, manufacturer or product caused or
contributed 10 the event.
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ﬂ MI \ m m“ | Rm m“ ”“l salth professionals of adverse R :“ﬂ:’::::‘" H Pad
91 —00-01% ents and product problems Troge uok [ 3 / r ﬂ’a

*
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page ___ of CDEH
A. Patient information C. Suspect medication(s)
1. Patient identifler | 2. Age at lime . . 1. Name (give labeled strength & mfr/labeler, if known)

of event:

" Coumudin

#2 N eDroSunN
2. Dose, fréquency ¥route used 3. Therapy dates {if unknown, give duration)

fromic (o1 best estimale)

Sma Aldernaling w tn
) [] Product problem (e.g., defects/maltunctions) ?‘Eﬁ ﬁ Po QD “ PTH
2. Outcomes attributed to adverse event o
{check all that appiy) [ disability # P K #2 PT‘H

D congenital anomaly 4. Diagnosis far use (indication) 5. Event abated after use
[ death - T ) stopped or dose reduced
]  (moidayyn) [ required intervention to prevent 2l D\! ‘
[ iite-threatening permanent impairment/damage # @ves (o 288 nt
hospitalization — inifial or prolonged ] other: #2 F'C\I < E{l ot
— ————— 5. Lot # (if known) 7. Exp. date (f known) | 2 L—1Y€S [no [lges
. Date o

4. Date of 1 # o
mert, 07 |1 Jageo | e jofog Jppon | |7yl |1 adT 1> e
5. Describe event gr pratjlem 1 ] 73 42 #1 Dlyes [Jro gggfyn't

) . . 9. NDC # (for product problems only)
P+, pres= ed to ER uwhen had - - #2 [lyes [no goeprt

d
blacK sho' oan A < { o we %‘(nfa OJEJ“ 10. Concomitant medical products and therapy dates (exclude treatment of event)
was u.najo\c.‘ AR-) S\—a?:c\‘h a ) \ Reﬂ\ a0, Arbien L|pl+or
had one episode © ematenmesis,

O~ admission ) H{maa\bb"(\ = .b ond

\-\-e,mo;\—bc,r'«'\r = \‘Lg . D. Suspect medical device
Pt +k°“3h+ 4o have uppec &L bleed | [ Brendname
Q° Yo NSALD VS . Cour md\h use 2. Type of device

\ n
. e d M coprosun > \ cled ., 3. Manufacturer name & address 4. Operator of device
Coum ad tN on P 9 [] heaith protessional

P+. .I“-l('\ F(Qr’h ‘?me P‘ a>mo. - [ 1ay userfpatient
P+. ?wus be“fﬂ . T F("“sm‘-n for BDNT, RECEIVED D"‘:‘e“ "
0CT 2 5 2000

5. Expiration date

.. MEDWATCHCTU _| ™

6. Relevant tests/laboratory data, including dates catalog # L 7. irulplgnted. give date
)ajov s HGB=2,8 | HCT = 23 . e

] 1 = ' s
7!2‘{)00 [y HG'BL ’O\.g ) HCT 3‘ - 3 8. |fe;p|gntad,9mda1g

lot # (mordayAyr)

749 jeo i INR =2.83 ,YTt 7,
-;)]aa;.|oo:D~i?-= 118, PT=12.7 DS

9. Device available for evaluation? (Do not send to FDA}

eturned far
[ vyes [ ro [[] returned to manufacturer on i

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

0CT 26 40

7. Other relevant history, including preexisting medical canditions (e.g., allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dystunction, etc.)

Gastric CA (metastahl "’) > E. Reporter (see confidentiality section on back)
“‘\ﬂ)&f‘ d\e(e,s-krc\ e aJ N G‘\O.LLC@T\CL> 1. Name, address & ph
Basal Cell €Ay BNT

4. Also reported to

C—TU / 3 '/ ;5__ M [:l manufacturer

Mail to: MEDWATCH or FAX to: us n
i [ ser facil
m 5600 Fishers Lane 1-800-FDA-0178 5. /i you do NOT want your identity disclosed to u. r. acilty
Rockville, MD 20852-9787 the manufacturer, place an “ X * in this box. (] distributor

FDA Form 3500 (6/93) Submission of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.



*3620123-4 cturers for MANDATORY reporting  [Gerbist report #

INE F —— 1__0f 1 FDA Uss Only

‘IM R i o nw ‘" M COVANCE FOA Facsimile Approval /13/98
m ””W [” by user - facilities distribulors and Wir report # 7757040
-01%

A. Patient information De ad 3 O

1.Patient identifier 2. Age st time 1. Name (give labeled strength & mirflabeler, if known)
of event:
9 o 74 210, | #1  ALEVE. Tablets - Any Type
7757040 Date or #2
In confidence of birth : kg 2.D0s¢, frequency & route used 3.Therapy dates (if unknown,give

it
B. Adverse event or product problem duration) fromito (or best estimate)

r (@.g..defects/makunclions)
1. [@] Adverse eventandior [ ]Product problem #1 1 ORAL 01X/D #1 08/1472000 -  0B/16/2000
2. Outcomes attributed to adverse event #2 #2 -
(check all that apply) [ dsabisty 4. Diagnosis for use (indication) 5. Event abated after use
E death D congenital anomaly stopped or dose reduced
#1  Cough/Cold Symptoms
) (motdayhyr) [} required intervention to prevert m o o #1 ] yes (] no (nva
(] te-trwestening permanent impai = = =
[ hospiaiization-ntial or prolonged (V] other: Medically Significant | |6. Lot# (i known) 7. Exp. cate(if known) #2 B yes @l no a
3. Date of 4. Date of - 8. Evant reappeared after
#  UNK M  UNK
ovent 08/16/2000 this report 1412712000 i 5 reintroduction
{moidayfyr) {moldaylyr) #1 [ yes (] no Mwa
5. Describe event or problem ) 8. NDC #-for product problems only(if known)
Information has been received from a 74-year-old male consumer who had taken (] yos W no Wrve
1 tablet of Aleve daily for cold symptoms from 08/14/00 to 08/16/00. On
08/16/00 the consumer developed a severe bloody nose. He reported that the 10. Concomitant madical products and therapy dates {axciude trestment of event)
nose bleeding contimued for 1 hour and subsided after it was cauterized. Calcium supplement, allopurinol, Pepcid, hydrochiorothiazide, Nadolol, Univasc,
Concomitant therapy included calcium supplement, allopurinol, Pepeid, Fosamax

hydrochlorothiazide, Nadolol, Univasc, and Fosamax. Medical history included
(kidoey stones, hypertension, seasonal allergies, and allergies to penicillin and
amoxicillin, In addition, the consumer experienced melena during past use of
Aleve. (Reference: case # 7599670). No additional information is expected.

G. All manufacturers

1. Contact office - name/address 2.Phons number
(& mfring sits for devicss) (973) 254-5000
. 3.Report Source
Bayer Corporation
365 Columbia § Jicheck all that apply)
P.O. Box 1910 ' [ soreign
Morristown, NJ 07962-1910
0] swoy
S O S 7 ttersture
consumer
4. Date recsived by manufacturer 5. D heaith
{mo/day/yr} f plons
08/22/2000 (AINDA#  20-204 |[] usertaciy
6. Relevant tests/laboratory data, including dates 1
4 8. FIND, protocol # IND # [ compeny
None provided. represenistive
PLA # O oot
7. Type of report ,
{check all that appiy) pre-1938 @ L othe
U s-day 15-day OTC product
(I 10-day 0 periodic 8. Adverse event term(s)

p2 Initial o |emstaxs
7. Other relevant history, including preexisting medical conditions (e.g., allergies, D follow-up # ]
race, pregnancy, smoking and aicohol use, hepatic/renal dysfunction, stc.) 9. Mfr. report number

History of kidney stones, high blood pressure, seasomal allergies, and allergy to 7757040
penicillin and amoxicillin. Also experienced melena during the use of Aleve in
the past (case # 7599670).

E. Initial reporter
1. Name, address & phone #

. & Al
r i l Z 5 Submission of a report does not constitute an 2. Heslth professional? 3. Occupation L
admission that medical personnel, user facility, ,
Foca racsame distributor, manufacturer or product caused or ] yes , i no s+ aUNK

contributed to the event.
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g ] - Consumer Mealthcere o
McNell Consumer Heelthcare UFIDixt reoset ¥
A ¥ ABed Bt w wm o —~———— - Fort w.wm' PA 19034-2299
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM
Page of ____ FOA wse erdy
AP ) O pe e O
1. Patiegt identifier [2. Age at time 3. Sex 4. Weight 1. Name {give labeled strength & mfr/labeler, if known)
of event:
} o T2 yrs (O female |[unk Lbs #1 unspecified Motrin (ibuprofen) Product
i o or #2 unspecified NAPROSYN® product
Dats
In confidence of birth: ( Jmale kgs  fr—pooe- frequency & route used  [3. Therapy dates (i unknown, give duration)
8 A 0 ols 0 from/to (or best estimate)
1. X Adverse svent and/or Praduct problem (e.g., defects/malfunctions) |#1 unknown dose, po n unknown dates or duration
2. O attributed to ad: event #2 unknown dose, po ”2 unknown dates or duration
{check all that apply) ¢ ) disabilty 4. Disgnosie for use (indication) 5. Event abated after Use
() death (mo/deptynt { ) congenitsl snomaly #1 unknown or dose
( ) life-threstening ( ) requirsd intervention to pravent #1 () Yes ( ) No (X) N/
permanent impasirment/damsge
€ )  hospitalization - initisl or prolonged pe! #2 unknoun
(X) other: none 6. Lot # (if known) 7. Exp. date (if known) |#2 ) Yes () No (X) N/
3. Deta of event 4. Date of this report #1_ unknown ” unknown 8. Event reappearsd after
unknown 05/30/00 #2  unknown £2 unknown feintroduction
e T —r e I #10) Yes ¢ ) No (X) N/
5. or 8. NOC # - for product problems only {if known)
Consumer report received via other menufacturer of . - #2 () Yes ( ) No (X) N/
GASTROINTESTINAL DISORDER (gastroesophsgesl reflux di ) 10. C. medical products and therapy dates (exciuds treatment of svens]
and RECTAL HEMORRMAGE (rectsl bleeding) allegedly associated unknown

with unspecified MOTRIN® (ibuprofen) product or sn
unspecified NAPROSYN® product. No further information was
provided.

1. Contsot office - neme/address (& mfring site for devices) [2. Phone number

McNeil Consumer Heelthcare 215-273-7303
Medical Affairs R
7050 Camp Hill Roed {check all that appiy)
Ft. Washington, PA 19034 ( ) foreign

() study

( ) litersture
{x) consumer

health
4, Pm Im' d by manufe 5. ( ) professionsl
05/26/00 (A)NDA #  17-463 ¢ ) user facility
6. 1ND, protocol & IND # company
PLA # { ) representative
8. Talavart testa/iaboratory data, including dates 0re-1938 ( ) Yes ( ) distributor
unknown 7. Type of report or () other
(check all that apply) product () Yes
() Sday ( )15-day
¢ ) 10-day (x)periodic 8. Adverse svent termis)
(X) Initial ¢ )fokow-up # GI DISORDER HEM RECTAL
S. M. report number
7. Other relevant history, Including preexisting medical conditions {e.g., allergies, 13698284
face, pregnancy, smoking and alcohol usse, h le/ | dysfunction, etc.)
unknown 1. Name, address & phone #
Gersha S. Kelly 610-971-5400
s | Wyeth-Ayerst Research
'Y P.0. Box 8299,
Philadetphia, PA 19101
2. Health professional? |3. Occupetion 4. initial reporter aiso
sant report to FDA
Submission of a report does constitute
m admission thet medical personnel, user fecitey, € Yes ()Mo €3 Yes () No (X) Unk
distributor, manufacturer or product caused or
Facsimils Form 3500A contributed to the event. 00 0000[‘3

DEC 1 2000 ’
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this repart
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For use by user-faciiities,

PP
. EVI distributors and manufacturers for APPROVED BY FDA ON 03/08/58
sy auniB, 1 vy epw MANDATORY reporting. Mirreport # 251366
AR o
- - o_ ™ L L of L { FDA Use only
NTC

2. Age at time of event:
51 YEARS

J. Sex

D female
male

4. Weight
205 Ibs

or
93 kgs

for
Date

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

C. Suspect medication(s)
1. Name (give labeled strength & mir/abeler, if known)
#1 NAPROSYN (NAPROXEN)

#2NA

2. Dose, frequency & route
#1 ORAL

' 3. Therapy dates (if unk. give duration)
fromAo (or best sstimale)
#1 15-0CT-1990 E/ 15-OCT-1990 E

#2 NA

4. Diagnosis for use (indication)
#1 SHOULDER PAIN

2.0 10 axh event ! §
(check all that apply) [] disabiiey
D death / / D congaenital anomaly
) 3 . (mo/dayiyn) required intervention to prevent
! D e threatening :;manent impairment/damag
‘ :E hospitalization inital or prolonge D other:
j
I
"3. Date of 4, Date of
. event DEC/ /1990E this report  JAN /02 / 2001
(mosdaytyr) {morday/yr)

S. Describe svent or problem

THIS SPONTANEOUS CASE, REPORTED BY A CONSUMER,
CONCERNS A 51 YEAR OLD MALE PATIENT WHO WAS
HOSPITALISED WITH CORONARY ARTERY DISEASE, A
DUODENAL ULCER AND HAD EROSIVE GASTRITIS
FOLLOWING THE USE OF NAPROSYN (NAPROXEN) FOR
SHOULDER PAIN.

THE PATIENT HAS A MEDICAL HISTORY OF DIABETES
FOR WHICH HE WAS TAKING DIABINESE
(CHLORPROPAMIDE) CONCOMITANTLY. THE PATIENT DOES
NOT DRINK ALCOHOL BUT HAS A HISTORY OF SMOKING
© (STOPPED 1980) AND HAS NO DRUG ALLERGIES.
* OCT 1990: THE PATIENT TOOK APPROX. 4-5 TABLETS
OF PO NAPROSYN FOR 1 WEEK ONLY (DOSING AND
REGIMEN WERE UNSPECIFIED). THE PHYSICIAN
_ INITIALLY DIAGNOSED THE PATIENT'S SHOULDER PAIN
AS ARTHRITIS. THE PATIENT DISCONTINUED NAPROSYN
AFTER 1 WEEK AS HE FELT THAT IT DID NOT HELP HIM
THAT MUCH.
DEC 1990: THE SHOULDER PAIN CONTINUED AND THE
PATIENT WAS DIAGNOSED WITH CORONARY ARTERY
! DISEASE.
’ 8 JAN 1991: THE PATIENT UNDERWENT CORONARY

L CONTINUED

' 6. Reok t
| unk

atory data, including dates

|
|

#2 NA

6. Lot # (if known)

#2 NA
[5. Event abated after use
stopped or doss roduoog
loesn't
s Jves [Jre apply
doesn't
#2| |yes no | X
7. Exp. date (it known) [ves [ X 3pply

#1 UNK #1 UNK 8. Event reappeared after
#2NA #2 NA T doesn’t
: o1 [ ves (o [X] appy
9.NDC #  for product problems only (# known) Josart !
#1N, #2 05 no
A #2 NA [ves [] woy |

10. Cor dical o and therapy dates {exclude treaiment of event) :
DIABINESE UNK !
(CHLORPROPAMIDE)

G. All manufacturers

1. Contact Office-name/address

GLOBAL DEVELQPMERT! 7 P T
HOFFMANN-LA AOGKE INC." ¥ (chock ail that appi)
340 KINGSLAND STRERT- ., 53 forign
NUTLEY, NJ 711051199 R [ stuoy

} !'32 A. O J 2&0‘ D literature

.A‘:}‘
\C,

2. Phone Numnber

T — (973) 562-3523

Cu ‘.-‘7 % @ consumer

(W [:] health prof

4. Date received by man

DEC / 18 / 2000

4’,7%’

T
D user-faciliity
[] company representive

6. 1 IND, protocol #
NA

7. Type of report
(check all that apply)

Ds.day 15-day

D 10 - day D periodic
follow-

initial D :’WUP

PLAK "] distributor
pre-1938 E yes D other:
oTC
s
product D ve -

8. Adverse event term(s)

CORONARY ARTERY DISEASE +++
DUODENAL ULCER

-GASTRO INTESTINAL BLEEDING
-STOMACH PAIN

-SKIN DISCOLOURATION

7. Other refevant history, including preexisting medical conditions (e.g., allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.)
Medical History Terms
DIABETES
! SMOKER

9. MFR. report number
251366

E. Initial reporter
1. Name, address & phone #

GASTRITIS EROSIVE

+++ adverse event that generated submission
- comanifestation

- ?
=
' Medicat History Text E T
i THE PATIENT DOES NOT DRINK ALCOHOL AND HAS NO i 4
DRUG ALLERGIES. UNITED STATES OF AMERICA B}
! JAN 0 4 2001
! CONTINUED
Submission of a report does not constitute an 2. Health professional? 3. Occupation 4. Initial reporter also
admiasion that medical personnel, user facility, sent report to FDA
distributor, manufacturer or preduct caused or D yes no D yes D no unk,
3500A Facsimile contributed to the event. |

E-Indicates estimated date or dose, P-Indicates partial date

JAN 0 3 2001
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h..o- Mfr r.engrlf 251366

ATION SHEET FOR FDA-3500A FORM

B.5. Describe event or problem - continued * ”4” 1" MM”— -

. m Wm’
ARTERY BYPASS GRAFT SURGERY (DOUBLE BYPASS).

18 JAN 1991 (EST.): THE PATIENT WAS RELEASED FROM HOSPITAL IN A GOOD CONDITION.

DATE UNKNOWN: IN THE YEARS FOLLOWING THE HOSPITALISATION FOR BYPASS SURGERY, THE
PATIENT WAS DIAGNOSED WITH EROSIVE GASTRITIS AND HE ALSO HAD SOME BLOOD IN HIS

STOOL.

28 JAN 2000: THE PATIENT DEVELOPED STOMACH PAIN AND TURNED WHITE. HE WAS TAKEN TO
HOSPITAL WHERE HE WAS IMMEDIATELY ADMITTED AND DIAGNOSED WITH A DUCDENAL ULCER. THE
REPORTER, WHO WAS THE PATIENT'S WIFE, STATED THAT THE ULCER COVERED 75% OF THE
DUODENUM AND THAT THE PATIENT LOST 75% OF HIS BLOOD AND REQUIRED A TRANSFUSION OF 7
UNITS OF BLOOD.

4 FEB 2000: THE PATIENT WAS DISCHARGED.

AT THE TIME OF THE REPORT, THE PATIENT'S CARDIAC STATUS WAS STABLE SINCE SURGERY IN
1991. HE WAS CURRENTLY TAKING CARDURA (DOXAZOCIN) AND PRILOSEC (OMEPRAZOLE) AND WAS
ASYMPTOMATIC. THE REPORTER ALSO STATED THAT THE PATIENT WAS INVOLVED IN A WORKER'S
COMPENSATION CASE AGAINST HIS FORMER EMPLOYER. SHE ALSO STATED THAT THE PATIENT WAS
UNDER PROLONGED AND SEVERE STRESS WHILE WORKING WITH HIS COMPANY WHICH THEY FELT
CAUSED HIM TO DEVELOPHEART DISEASE AND A DUODENAL ULCER.

THE COMPANY CONSIDERED THE CORONARY ARTERY DISEASE TO REQUIRE INTERVENTION AND THE
EROSIVE GASTRITIS TO BE MEDICALLY SIGNIFICANT.

NO FURTHER INFORMATION WAS PROVIDED.

(3

E.1. Initial reporter (Name, address & phone #) - continued

proNE D

™
VWD)

JAN 04 20609

JAN 1 3 2001
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