Safety Reports
OTC NSAID: Ibuprophen

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 Ibuprophen

All Case Reports Submitted on Gl Bleeding reported in association
with OTC NSAID — ibuprofen (105) reported for January 1998-
December 2001.
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page .
A. Patient information C. Suspect medication(s

1. Patient identifier . X 4. Weight 1. Namae (give iabsled strength & mir/labeler, if known)

unk lbs #1 Children’s Motrin Ibuprofen Oral Suspen
or 2
kgs

(X)male

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

B. Adverse event or product problem framfto (ar best estimate)
1. X Adverse svent and/or Product problem {e.g., dofects/maMunctione} [#1 100 mg, bid-tid prn, po |#1 7/6/9T7-7/17/97; 12 days
2. Outcomes attributed to adverse svent #2 2
{chack all that apply) ( ) dissbility - 4, Diagnosis for use {indication) 6. Evant abated after use
P stopped or doss reduced
() death mordaviyn ( ) congenital anomaly 1 fever
() #fe-threatening * { ) required intervertion to prevent #1 (X) Yes ( ) No ( ) N/
i /s
(x) hospitalization - initial or prolonged permanent impaiment/damage £2
(x) other: recovered 8. Lot # {if known)] 7. Exp. date (if known) |#2 ( ) Yes ( ) No ( ) N/
3. Date of event 4. Date of this report #1 Unknown #1 Unknown 8. Evant resppeared after
7/17/97 12/18/97 #2 #2 reintroduction
tmo/daviyrt ima/day/yri M C) Yes () No (X) N/A
~5 ry .
5.D event or p 9. NDC # - for product problems only (if known)
Physician’s report of DUODENAL ULCER PERFORATION allegedly - - ¥2 () Yes ( ) No ( ) N/
associated w/use of Children’s Motrin lbuprofen Oral Suspen- 0. G n dical prod and therapy dates (exclude treatment of ovent]
sion in 2 yo. According to MD, pt diagnosed w/ear infection amoxicillin, BENADRYL®
& fever on 7/6/97. Amox prescribed. Pt’s fever treated w/ Sect BS cont: to Motrin use. On 8/11/97, pt seen by surgeon
Motrin prn. On 7/10/97, pt presented w/generalized RASH x1 for follow-up. Surgeon’s note to primary MD: Pt afebrile,

abd soft Without nﬁsses healthy 2 vyo.
G. All manufacturers

D, loose stools (DIARRHEA), & fever. MD diagnosed ”fever
rash¥ & prescribed BENADRYL®., On 7/11/97, pt returned w/wor-

sening rash, & swelling of face, feet, hands, & art;und eyes 1. Contact ofﬂeoi;‘l‘:{mhdduu (& mfring site for devices) [2. Phone number
(EDEMA). Ears red & full of fluid. Amox, Motrin & BENADRYL - McNeil Consumer Products Company 215-233-7820
cont’d. On 7/17/97, pt returned w/persistent fever/ir!ri‘tfab- Medical Affairs 3 Report source
ility (NERVOUSNESS), diarrhea x2 D, & VOMITING x10 on o 7050 camp Hill Road (check all that apply)|
7/14/97;rash resolved. On exam, pt “tender w/walking”, abd Ft. Washington, PA 19034 ¢ ) foreign
distended/tender, & decreased bowel sounds. Pt sent to hosp ( ) study

for abd X-ray, hydrated, & transferred to 2nd hosp for surg/ ( ) literature
radiology consults. On 7/18/97, exploratory surg performed. ¢ ) consumer
Surgeon’s report: duodenal ulcer w/perforation & multiple heatth
secondary abcesses. Pt dc’d on 7/30/97. final Dx: perforated 4. Patmeldnd by manufacturer|5. ¢(x) professional

o) T
duodenal ulcer w/abcesses possibly related (see Sect C10) Y 12/09/97 (A) NDA # 20-516 ¢ ) user facility
6. H IND, protocol # IND #
company
PLA ¢ ( ) reprasentative
6. Relsvant tests/lshoratory data, including dates pre-1838 ( ) Yes ( ) distributor
7/10/97: temp measured in doctor’s office 98 degrees Fahr- 7. Type of report ( ) other
. ’ . (check all that apply} oTC
enheit; 7/11/97: temp measured in doctor’s 9 de product  (X) Yes
: X 5-d 16-d
grees Fahrenheit; 7/13/97-7/15/97: temp measured gf \!nts () &y (X) .u\.! B Rdverse sventtermie)
ranged from 101.2 to 103 degrees Fahrenheit; (see Sect ) ( ) 10-day ( )periodic
i3 (X) Initial ( )follow-up # RASH EDEMA
L
T T T 1
JHARY : i _' ; B W7 report number DIARRHEA VOMITING
: ’,‘f ULCER DUODEN PE NERVOUSNESS
- 0905793A

7. Other relevant history, including preexisting medical conditions {e. Q. vallbl}mes,
race, pregnancy, smoking and alcohol use, hepatic/renal dvstunctbﬂ .)

5 E. Initial reporter
reports previous use of Children’s Motrin Suspension without 1. Name, address & phons #

problems; diagnosed prior to event with ear infection; NKDA

Sec B6 cont’d: 7/17/97: Abdominal X-ray-free air noted

2. Haaith professionsl? |3. O path 4. Initisl reporter also
sant report to FDA
Submission of a report does not constituts an -
Im admission that medical personnel, user facility, (X) Yes ( ) No physician € Yes () No (X) Unk
r distributor, manufacturer or product caused or

Facsimiia Form 3600A contributed to the event.
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A. Patient information
1. Patient identifier | 2. Age at time

- ofevent: T}y
52595130 o Ed
In confidence

Date
of birth:
Adverse event or product problem
X] Adverse event  andior D Product problem {e.g., defects/malfunctions)

of

2. Outcomes attributed to adverse event
(] disabiity

{check ali that apply)
D congenital anornaly

D death

tmaday-yn ) D required intervention to prevent

D life-threatening

permanent impairment/damage

MMWWWWWWWMMWW

1. Name (give labeled strength & mfr/labeler, if known)
fe Aspoun
4
2 f) LL"V(

2. Dose, frequency & route used

#1 5‘_3{1,”7 T (ZD #1
v v

2200, 4-5/ALny |

4. Diagnosis fbr use (indication) £. Event abated after use
#1 . stopped or dose reduced

3. Therapy dates {if unknown, give duration)
Tom iz ior desl estimares

,Bf hospitalization - initial or prolonged || otrer:

3. Date of *

#2

P 1 Pyes (o [lggsg

[OAANN
6. Lof # (if known)

‘ 4. Date of
y X . 7 ; - f G
ovent Y- 20 GTF this report /)~ £ G ]

5. Describe event or problem

- (T ZL&M(

6. Relevant tests/laboratory data, including dates
L,b 5. |

. -
het™ 15

- : doesn't
7. Exp. date (i known) | "¢ Bdyes 1o [ 1gsssy
#1 #1 8. Event reappeared after
reintroduction
#2 #2 .
#1 Dyes qu moefﬂ!
9. NDC # (for product proklems only) ~

82 Dyns Dnomoe nt

10. Concomitant medical products and therapy dates (exclude treatment of 2vent)

Farersner

D. Suspect medical device

Brand name

1

2. Type of device

3. Mg\ufacturer name & address 4. Operator of device
3‘ D heaith professiona!
“ D lay user/patient
D other:
5. Expiration date
6. . tm>daysvr)
model # -
7.0t . gi
catalog # e ) Ilfm:zg;xted give date
serial #
8. If explanted, give date
lot # (movday yr
other #

9. Device available for evaluation?

[ yes Jre

(Do not send to FDA} -

D retumed to manufacturer on _
1mo/gayyn

7. Qther relevant history, including preexisting medical conditions (e.g., allergies,
race. pregnancy, smoking anc alcohol use, hepatic/renai dysfunction, elc.)

puk

10. Concomitant medicai products and therapy dates (exclude treatment o event)

E. Reporter (see confidentiality section on back)

1 address & phone #
% PHARM. D.

MEDWATCH
5600 Fishers Lane
Rockville, MD 20852-9787

of FAX to:
1-800-FDA-0178

FD A Mail to:

FDA Form 3500 (6/93)

2. Health professional? | 3. Occupation 4. Also reported to
D manufacturer

&Yes ] ne PA‘IKMCL{)‘ 0

= user facility
5. it you do NOT want your identity disciosed to

the manufacturer, place an “ X ” in this box. [ dismbutor

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

11 confidence

B‘ Adverse event

A. Patient information

1 Pauent identitier |2. Age at time
* of event:

Date
of birth:

B. Adverse event or product problem
D Product problem (e.g.. defects/malfunctions}

-NI

and/or

3 Sex
L—_] female
lﬂ male

For use by user-fac

stributors and manufa

MANDATORY «

Page

4 Wg;&ht

(check all that apply)

[:] life-threaterung

2 Outcomes attributed to adverse event

08/03/S5
j‘d ath 103/

1moiday vt

[] disabiity
D congenital anomaly

D recutred intervention to preveni

permanent imparment/damage

[j‘hospltaliza'.ncn - ihal or prolonged., E] other.

A3

3, Date of . 4. Date of
event * this report
™ dayyn unknown tmoday go 02/10/98

of

death."

injury on July 14,
began taking Nuprin and/ox Advil.
dose and length of therapy are all unknown. The
patient died orn August 3,
imformation is available.

5 Describe event or problem
According to a report received from the law fixm

an adult male was hospitalized

1995.

with "gastro-irtestinal bleeding secondary to
multiple gastric ulcers which resulted in hepatic
encephalopathy." "ultimately resulting in his
The patient sustained an unspecifeid
1994 and it is belived that he
The frequency,

No other

= Relevant tests/laboratory data. including dates

No information provided.

Medical history unknown.

Allergy history unknown.

Other relevant history, including preexisting medical conditions te g allergies
race pregnancy. smoking angd alcchol use. hepatic “enal dysfunction. elc »

dividual Safety Repo
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C. Suspect medication(s)

Name (give labelea strergth 8 miritabeler. i known)

1 ot 2

#1 Advil (R) (Ibuprofen) Tablets
#2 Nuprin
2. Dose, frequency & route used 3. Therapy dates (if unknown. give duration}
" unknown .1 Vramac o Eest pRUA jon  unx .
unknown Duraticn unk.
#2 82
4. Diagnosis for use (indication; 5 Event abated after use
»#1 injury-Nos stopped or dose reduced
*1 esn
42 injury-NOS Dyes [Jro Ija’pofy
oesn't
6 Lot # (i known) 7 Exp. aate (f known] | *2 Cves [ro [bssi
#1  Unknown #1  -NA 8. Event resppeared after
Unknown 2 “NA reintroduction
#2 #
#1 f fjﬁoesrt
yes no
g. NOC # D E

-~ for product groblems only (it known)
0573 0159

.2 Dyes { |no aSS y"“

1C. Concomitant medical products and therapy dates (exciude treatment of event)
None repcrted.

D. Suspect medical device

t. Brand name

2. Type of device

3. Manutacturer name & address 4. Operator of device
D health professional

E] lay user-pahen!

D other

5 Expiration date

6. 1~ dav v

jmode} # - U

catalog ¥ o 7 I'f rF|z1::apvltrnet:l. give date
seriat #

oty 8. l?;:g?p!ed. give date
other &

9 Device available tor evaluation?
[ ves C o
o aal

10 Concomitant medical products and therapy cates (exclude reaimen: of event,

(Do no! send to FDA)
D returned 10 manatacturer on

E.

Initial reporter
gs & phone #

United States

A

P Form 35004 (693!

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

,}ﬁlqg ;‘ﬂ 1"0)55

contributed to the event.

- S

RN
\\\

Initial reporter also
sent report to FDA

[Jves [no Cunk

2 Health professional? |3

M ro

Occupation 4

L ves “NR




M‘

report does R
ot 1t medical per: Individual Safety Report
Ex) - ~FEB-199g_ 1701 »r, manufactur l I
(continued) sntributed to tt
P . E 18=6=- &
Refer to guidelines for specific instructions € ___of
F. For use by user facility/distributor—devices only
i £heck one 2. UF/Dist report number . Type of reportable event 2 If tollow-up, what type”?
: user taciity D distributor D death D correction
3 User tacility or distributor name/address E, Senous injury D addiional information
D maltunction (see guidehines) D response 10 DA reguest
D other D device evaluation
3. Device evaluated by mfr? 4. Device manufacture date
Dnel rewrned to mir e
T luaton summary attached
+ Confact person 5. Phone Number Dyes D eva - -
Dno (attach page to explain why not) 5. Labeled tor singie use?
or provide code 7 yes [ ne
& Date user facility or distributor | 7. Type of report 8. Date of this report _
became aware of event ) Imo.aay v -
1 mo-gay yel [:] nitial 6 Evaluation codes (refer tc cocing manua)
D foliow-up # [ I f " [ *I X —
method - = =i
9 Approximate 10, Event problem codes (refer to coging manual) [ l ' I
age of device patent ] s ! " [ 7 L —| i ]
- - resul H - - -
code I I J l i L - l— |
device _ - condusions L E_T —l_] j_, -
code i . i1
11 Report sent to FDA? 12. Location where event occurred
lves B [ hosptal [ outpatient 7" hreerr'v(edi.-allzacm-m initiated, 8. Usage of device
= ima 337 Yo [ home diagnostic faciity check typ
no |
— [:[ nurgmq hame [:] ambulatory j recal' D notification D intial use of device
13 Report sent to manutactuner? i surgical facity [7] reuse
— [: outpatient C] repair D inspection
__Jyes treatment facity D unknown
T Timocavyy h epla 1
:] no 1ma.cay'y”) [: other — D replace D patient monitoning S 1l action repored 10 FOA unge
s ] relabeling modification: 21 USC 360i(f). hst correction:removal
4 Manufacturer name/address E [:] adyustment reponing number:
other:

10 j Additional manutacturer narrative  andror 11 D Corrected data

G. All manufacturers
1 Contact office - name/address (& mfnng sie for dewices) 2. Phone number

201-660-5500

3 Report source
{cneck alt that app y:

Whitehall -Robins
Medical Department

[l
S Giralda Parms L foregn
Madison, NJ 07940-0871 1 sty
7 merature
xg]_. consume”
5 neamn
Date received by manufacturer | 5 professicrat
©aae, (AINDA ¢ 18-989 — iser facity
02/03/98 — LSEriachn
IND& __ -NA comgan
¢+ ItIND, protocol # e rese:fanvn
PLA # . o -
— : aisit uio”
pre-1938 ] yes —
Type of repont - . cther
«Zrecx alt that aoply:
oTC @ ves
—sg B 15 product P "
. o-day -day
— o= v 8 Adverse event term(s) :
___ 10-0ay _— penodic » )
o nthal G 'S & HEM GI i )
\ 2 W
pac. — NP ULCER STOMACH £
ENCEPHALOFATHY :
Mtr. report number
98-0150-011
T1e public “eporting ourden tor th llect t informaton has be st d Reporis Ciea: Ofticer PHS i
Pou" Der spanat. IO Ine e 10 16v.awAnG INSITLE RO, by 1D Erenr Gats Soees b rerptre e HoOm 718 B ot aragament and Budge: Please do NOT return this form
aatnering and mantmning the daia needed. and COMPIENNG And reviewing the col echon of mtar- 200 Independence Avenue S W Paperwork Reduchen Projec (0910-0291; to either of these addresses.
manuor  Send your comments ¢2ga-ding this burden eslimate or any ot1e’ aspect of by collec:  Wash agion DC 20201 Washington. DC 20503
ton of Qg tor g this Burden 1o ATTN PRA

DA Form 35004 - back
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A. Patient information
1. Patient identifier | 2. Age at time

JLUNTARY reporting o A N Soa Cuim Citomom on reverss

of event: . Y “ ) Sy ) 4
or - b mE PR | - ‘ :
Date a0 i
In contidence of birth: S Trerasy GaeS T =
2. Dose, frequency & route used 3 rapy dates {if unknown, give duration)
B. Adverse event or product problem . trormto (o best sstimare)
1. [ ] Adverseevent andlor [ ] Product problem (e.g., defects/malfunctions) R T A MR A L
2. Outcomes attributed to adverse event - o
(check all that apply) (] disability #2 2
‘ D congenital anomaly 4. Diagnosis for use (indication) 5. Event abaled after use
D death stopped or dose reduced
)  (mordayyn [[] required intervention 1o prevent # T
D lite-threatening permanent impairment/damage — #1 Dyes Dno DS“F’“
D hospitalization — initial or prolonged I:l other: #2
_— - - #2 [yes [ ro gessnt
6. Lot # {if known) 7. Exp. date (if known)
3. Date of . 4. Date of : L #1 1
event [ oy, this report P fl AR 8. Event reappeared after
(molday’yr) (modday:yn ! reintroduction
5. Describe event or problem #2 #2 .
p #1 Dyes Dno DggSFynt
. 5 e S 9. NDC # (for product problems only)
e A - ‘s B v - - doesn't
T #2 Dyes D"o Dappfy
; - e P 70. Concomitant medical products and therapy dates (exclude treatment of event)
L .;Q ,,'1“,’." A_')l T ,4‘.. T
. B '
' 1, tloede ’ :
N ‘e U - i PR I E A LA
. . . e D. Suspect medical device
.oy re ! t Jet7 <t 14 Brand name
SR - e 2. Type of device
S fows 40T T: 3. Manufacturer name & address 4. Operator of device

D health professional
[:l lay user/patient

5. Expiration date

6. ° (modayiyry
model # '
6. Relevant tests/laboratory data, including dates 7. it impianted, give date
lcatatog # (momﬂ:o 9
’ serial #
o 8. If explanted, give date
. 1ot ¥ phvin e
' other #
9. Device available for evaluation? (Do not send to FDA)
v es no returned 1o manufacturer on
o Oy O O -

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

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

Fae L . . Reporter (see confidentiality section on back)
S
4. Also reported to
Mail to: MEDWATCH or FAX to: 2 ves [Ino A % :::L;La;t:;er
MA i ey ™0™ [ EEmmmm e 0] O
FDA Form 3500 (6/93) Submission of a report does nol constitute an admission that medical personnel or the product caused or contributed to the event.

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

1i49

confidence
B. Adverse event or product problem
1. [ Adverseevent andor  [_] Product problem (e.g., defects/matfunctions)
2. Outcomes attributed to adverse event .
[ disabitty

(check all that apply)
: [:l congenital anomaly

D death
) - (moldayty D required intervention to prevent
[ tte-threatening permanent impairment/damage

4. Weight

5%

6;‘:‘3 kgs

E’ﬁ:{spilalizaﬁon - initial or prolonged [___] other:
3. Date of v, - 4. Date of —7 i /
or, A (EFC [ v 12,0971
5. Describe event or problem .
Pt scr wrakniss 1 P7ESYN w_/):/
. + e b fov:
Corsades  Lrjad L7 1/7‘7‘/ //
/A | PRI S ,_-()f /'? N '1-"/»7 "7"’1‘0'(?’ 124
nyo . No MNSAIL ea AT
o fite. E RO Shpaed E50pPh A~
r~ ‘ N ;
| wices § VATIECS A
LA B - . . .
v . jfre” & Aqodent /75
AV FEACA P :
/ . ~ole
- Yyl Wizl N
”[(! < ﬂ Via 1—/)

6. Relevant tests/laboratory data, including dates

7. Other refevant history, including preexisting medical conditlons (e.g., allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.}

Hepatr s  JCirFAosis
Alconolis o

.

or FAX to: *
1-800-FDA-0178

Mail to: MEDWATCH
T 5600 Fishers Lane
r Rockville, MD 20852-9787

FDA Form 3500 (6/93)
A / /A

I\Il\lil\iilll:!l I llllllllllllll e

K v |

1. eaIE YIvE [UEIEU SUENgIN & mrrapeler, it KNown)

w L bupafecn T
#2
2. Dose, frequency & route used 3. Therapy dates (if unknown. give duration)
. 1mrM‘o.(u best estimale} .
0rc oty v 7 = ~Hir/ie
#2 #2
4. Diagnosis for use (indication) 5. Event abated after use
M7 Lol & Py / 9 stopped or dose reduced
" #1 [L3es [Jno I:]app
} doesn't
6. Lot # (i known) 7. Exp. date (f known) | 2 Cves [Ino L8557
#1 " 8. Event reappeared after
reintroduction
#2 #2 L
#1 [Jyes [no mgggfym
g. NOC # (for product problems only)
- - #2 [Jyes [Jno Dgggfy""

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

D. Suspect medical device
1. Brand name .

2. Type of device

3. Manufacturer name & address 4. Operator of device
] neaith protessional

D lay user/patient

I___] other:

5. Expiration date
6. (mordayryr)
model #
catalog # 7. K |mp'lfnled. give date
serial #

8 He ted, give dat
lot # lm:m ed. g e
other #
9. Device avallable for evaluation? (Do not send to FDA)

D yes D no D retumed to manutacturer on

{mo/daylyr)

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

E. Reoorter (seo rnnf:dnnhahty section on back)

. T ' A ey
77 ,M-//o svd et

7E] TX f—‘?l Q&
207 ekt

[¥ddtonal?

w— 1

2. Health 3.. Occupation 4. Also reported to
> - Dy
E ves D no o D manufacturer
- D user facility
5. i you do NOT want your identity disclosed to /1 X
the manufacturer, place an“ X " inthis box. '] [ dstrivutor

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



RECEIVED

|

AT DRUG SAFETY SLRVEILLANCE

UERNIE o

10- MAR-!998 0038

Page 1 of 1

Individual Safe

I

- Patient Indentifier|2. cos D 3. Sex]4. Veight
| AGE: 63 yrs |MALE | 92.1 ks

B. Adverse Event or Product Problem

2. Outcomes attributed to adverse event
[ ] death: [ ] disability
[X] life-threatening [ ] congenital anomaly
[X] Hospitalization [X] required intervention to
initial or prolonged prevent impairment/damage
------- other
3. Date of event |4. Date of this report
04/709/97 | ©05/13797
5. Describe event or problem
ANEMIA , DIZZINESS , HYPOTENSION , UGI BLEED

)
] ansor!’& o0le.

eG
R (]

6. Relevant test/laboratory data.
PLEASE SEE ATTACHED

RECD-

including dates

MAR 1 0 1998
MEDWATCH CTU

..................................................................

7. Other relevant History, including preexisting medical
conditions

Mail to: MedMatch
5600 Fishers Lane
Rockville, MD 20852-9787

or FAX to:
1-800-FDA-0178

FDA Form 3500

|

| €. Suspect Medication(s)

2. Dose, frequency & route used 3. Therapy dates
| #1:400MG,810,P0 OR #1 : 04/06/97-04/09/97

stopped or dose reduced?
#1: [YES]

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

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

|0. Suspect Medical Devices

|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]

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

1Y q XBOC\



RECEIVED AT DRUG SAF

l ETY SURVEILLANCE
o ) g

10-MAR-1998-0039

Indx,,idu‘
ATTACHMENT PAGE @M ! Safes,
patient 10: (D SUSPECT MEDICA.. *30440 ”MMWWW Repoy.,
---------------------------------------------------------------------------- 9~9-00% MMMW
Section B. Part 6. Relevant Test/Laboratory Data Continued:
TEST: PYLORI RESULTS: <15 EIA UNITS H:15/L: COLLECTION DATE: 4/9/97319:12

TEST: OHGB RESULTS: L 9.5 gm/dL W:18/L:12 COLLECTION DATE: 4/9/97919:12

TEST: HCT RESULTS: L 27.9 X MH:52/L:37 COLLECTION DATE: 4/9/97219:12
.% »

RECp, CD@\Q
MAR 1.0 1998 4_’”662 |
MEDWaToHCTy . e HED gt
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19-MAR-1998-0798

Page

FHE FDA MEDICAL PRODUCTS REPORTING PROGRAM ( 'DE

~A. Patient.information

1. Patient identifier | 2. Age at time
17 '5 47
In confidence

B. Adverse event or product problem
. @ Adverse event

of event: = ¢
or 5'5 &

Date

of birth:

and/or D Product problem

. Weight

los

(eg. defecls./malfuncuons)

2. Outcomes attributed to adverse event
{check all trat apoly)

D death __

D lite-threatening

& hospilalization - initial or prolonged

[} disability

D congenita

(mo idays n\

D other:

D required interveniicn to preven!
permanent mpairment/damage

| anomaly

3. Date of /.. 4. Date of H
event @/Z‘J /9 F this report 3/1‘9/95
tmaidayyn Imo/dityiyr]

5. Describe event or problem

See aladeq
mEQD.

6. Relevant tests/laboratory data, including dates

j&(— P} /"2:)[4(4?

TN -y

REC'D.
MAR 19 |
MEDWATCH

. e

5. Expiraticn date
IR (mo/day-yr;
model # _ S R
7. Kimplanted, give date
catalog # S - (IV\O"UEW‘,": 9
serial __
8. if explanted, give date
ot # R - - {meiday yr)
0 lother #

7. Other relevant history, including preexisting medical conditions {e.g., al'ergies,
race, pregnancy, smok:ng and alcoho! use, hepatic/renal cysfunction, etc.)

\;Q(_ J,)fu(/i (‘(

mA Mail to:

FDA Form 3500 (6/93)

MEDWATCH
5600 Fishers Lane
Rockville, MD 20852-9787

or FAX to:

1-800-FDA-0178
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1. Name (give labeled strength & mir/labefer. if known)

- b

" /Jvupn}(n

#2

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

Frorvio wr Desl estimate;
z -
"z / ) pp Sz | 12 sentty
#2 ths #2

4. Diagnosis for use (indicanon)
" artha hs Perd

#2

5. Event abated after use
stopped or dose reduced
dce

#1 &yes o a;.p
a2 _Jyes [Jno Dag‘sﬁj“

5. Lot # (it kncwn) 7. Exp. date (if krown)

# o LA 8. Evenf reappeared after
reintroduction
.74 #2
" Dyes I:no d°"
9. NDC # (lor procuct problers cnly)
s - 42 Jyes [ Jno apme

10. Concomitant medical products and therapy dales (f‘xclude treatmernt ot event)
J"P’""’ OS5 & ot T
Drabines
A Drekmd

D. Suspect medical device

1. Brand name

2. Type of device

3. Manufacturer name & address i T
»-\ \J J

¥

4. Operator of device
D healh protessiora:
D lay user/pat-ent

D other:

~ i~

. Device available for evaluation?
L] ves [ no
]

'il."oncomitant medical preducts and

(Do not send to FDA)
D returned to manufaciurer on _

o dayyn
therapy dates {exclude treatment of event)

¢

E. Reporter (sts éd

1. Name, address & phone &

G . Phom. D.

edical Center Pharmacy

2. Health professional? | 3. Occupation
m yes [ ] no 7‘—’7'.:”"-'4411’

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

4. Also reported to
D manufacturer

0
0

= user facility
' distritulor

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

ALLERGIES:
SUSPECTED MELXS):
SIGNS & SYMPTOMS:

ACTION TAKEN:

OUTCOME:

i

88yo female; 6/29/97

Patient presented in the ED passing blood in the rectum with history of
a gastric antral uicer (1993), insulin-dependent diabetes, chronic atrial
fibrillation, and recent respiratory tract and urinary tract infections.
none

ibuprofen

In the ED, the patient’s Hgb = 6.3 (12-16 gmv/dl). This was compared
to a Hgb = 10.3 on June 26, 1997. Following insertion and removal of a
nasogastric tube there was no evidence of an active upper GI bleed.
The patient denied abdominal pain although she was admitted
complaining of pain in her ribs. She had been using Motrin®, 2 to 3
pills in the evening, for 1 to 2 months for arthritis pain.

Supportive therapy was limited because this patient is a Jehovah’s
Witaess. Vitamin K, iron, vitamin By, Epogen®, and H, Antagonist
therapy were instituted. During hospitalization the Hgb ranged from 3
10 5.3 and Hct ranged from 13 to 15.7 (37-47%)).

Following eight days of hospitalization the patient was discharged in
satisfactory condition.

REC'D.

MAR 1 7 1998
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ey



RECEIVED AT DRUG SAFETY SURVEILLANCE
0 0 0
|

31-MAR-1998-0905

MEDWATCH

THE FDA MEBICAL PRODUCTS RIPORTING PRISGRAM

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

3393

in confidence
B. Adverse event ar product problem
1. [] Adverseevent andior  [[] Product problem (e.q.. deleccsmattuncrons

For VOLUNTAR
by health professiona
events and product

Page ___of ___ \JC‘K l_

Safety Report

| l!j\iﬂll\\lﬂ l\llll\ll!\\\lll\llﬂ\\ll\lll\l\l\\t\llt

. Suspect medication(s)
1. Namae (give labeted strengin & miaveter. f kngwn)
“ s
/754 -

2. Oosa. trequency & route used

3. Therapy dales (if unknown, give Quration)
irrmne 100 Cest esienase)
a . »

2. Qutcomes attributed 10 adverse event

icheck al that apply) 3 cisatmrry 7] ”
] deam (] congentat anomaty 4. Diagnosis for usa (ingicanon) 5. Event abated after use
! [ raquiced intervention to prevent 3] . stopped or dose reducad
(] ute-nreaterng permanent impaiment/damage .,&“ (o Dapp
(T nospraiizaten - inmial or protonged ] ather: 2 —
3. Oata of @ Date of 6. Lot # (i known) 7. Exp. data Growny | *2 (Jyes (oo (gos
- - ; p i 8 Event d at
Svent ﬂf /ffé this report /3 /7;f vent reappeared atter
S. r- event or pr 2 2 " Dy‘s Dm n'
9. NOC # (lar product prablems only)
; - - 2 [(Jyes (ro []235&;"
/ bw d 10. C pr ana iherapy aates (exclude treatment of event)

D. Suspect medical device

1. Brand name

2. Type of device

3. Manufacturer n-mﬁ g&‘b.
MAR 3 11998
T MEDWATGH-CTY——[5 Sririonaas

4. Operator of device
D heaith professional
7 ray usenpatien:

D other:

. 7. ifimplanted, give date
serial 4
lot 8 a oxp:fnted. give date
other #
9. Device availabie for evaiuation? {Do not send to FDA)

O ves EI no {7 rerumeato manutacturer on
1Yy

10. Cor i med

%py dates (axciude treatment ot event)

E. Reporter (see confidentiality section on hack)
.  Ph. 1) FAsC P

71/7‘4/

Phe e (R

P I-Lex

6. Relevant atory data. :ncluang gates
7. Other relevant history, inctuding preexisting A It {e.g.. G
race, pregnancy. g and use, ! enal dystunchon, sic.)
Mail to: MEDWaTCH or FAX to:

5600 Fishers Lane

1-800-FDA-0178
Rockville, MO 20852-9787

FILA

FOA Form 33500 (3/93)

LT,V

CerTCT M. v . -~

2. Heaith profess: ?713. O 4. Also reported (o

I e

user facili
5. It you do NOT want your icentity disciosed to v

the manufacturer, place an ~ X “inthisbex. | [] disinbutor

Submission ot a report does not constitute an admission that medical personnet or the product caused or contributed o the event.
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A. Patient information

/AL A5

L

JNTAK. «porian

ofessionals of adverse
I product problems

igaual

il

P

m

Ui

hollmum

FOA Use Onty fANES)
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C. Suspect medication(s)
1. Name (give labeled sirength & miriadeler. i known)

“Aav//

2

!n confidence
2. Dose, fre a sad 3. Therapy dates (it unknown. give durat
Adverse event or product problem ose. frequency & route u it Apived U give duration)
1. D Adverse event andior ] Product problem (e.g., defectsimattunctions) " ' "
2. Qutcomes atiributed o adverse avent o 2 "2
(check all that appiy) (] aisabmity
{3 dean (] congenal anomaly 4. Diagnosis for use (indication) 5. Event anm: after use
C Gl D raquired intervention to prevent L4l : Pped or dose «
(] rite-tnreatersng permanent impairment/damage # PQyes [Jno Dapp?ym
[ nospratizanon ~ irwtial or prolonged D other: 2
n
R e 5. Lot # (if known) 7. Exp. date ( known) | "2 Oves Oro Ogesy
“avent ﬂ_;‘ /9’;'7 “this raport [/o) -/9’;"? " ” 8. Event reappeared after
oAy (mostawyr| reintr
S. Describe event or problem "2 »2

1 6T Flecd

6. Relevant lests/laboratory data, including gates

7. Other ¢ t history, i

race, pregnancy, smoking and alcohol use, h

g pr

g medical conditions (... allergies,
epalu:lrenal dysfunction, etc.)

» DY” D“° doe n't
2 DV‘S D"° Ddoegnt

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

9. NOC # (for product problerns only)

D. Suspect medical device
1. Brand name

2. Type of devics

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

D fay user/patient

D other:
S. Expl date
6. (MoHaayyn
del #
. 7. Nimptanted, give date
serial #
. ant! i
1ot # 8 oxp ln ed, give date
other #
9. Device available for evaluation? {Do not send to FDA)
D yes D no D retumed 1o manufacturer on

o]
10. Concomitant medicai products and therapy dates (exchude treatment ot event)

E. Reporter (sce confidentiality section on back)
- Pl 1) FRsC P

mA Mail to:

FOA Form 3500 (8/93)

25Q4

MEDWATCH
5600 Fishers Lane
Rockville, MD 20852-9787

or FAX to:

1-800-FDA-0178

AHFS DRUG INFORMATION® 94

»
e )
[2. Heaith protessionsi?| 3. Occupati 4. Also reported to
. N manufacturar
w O Lphgrmeiss | O
Ors O 4 ¥ T i
5. it you do NOT want Your nmnuty disclosed to
the manufacturer, pisce an * X ~ in this box. O asinbutor

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

il

s VOLUNTARY reporting
 health professionals of adverse
events and product problems

Individual Safety

il i

rem lm TN Mo, ﬂlm' Rxpores: 12031734
300 ONQ sixtement on reverse

FDA Uss Oniy (AnES) P
Trsge et
vequence ¢

Page ___ ot —_—
atie ormatio C. Suspect medication(s)
1. Patient identifier 2. Age at time 3. Sex 4. Weighi 1. Name (give labeled strangth & mirnabeler. il known)
of avent:
p-q y&,; ) E]lamale ~—— Ibs éa/l/// ﬂfﬂ //C’ﬂéb’/
b to or
In confidence of birth L] mase —— kgs
- 2. Dou. frequency & route used 3. Therapy dates (if unknown, give durauon)
- - () 2 2 e = U 27 QQq DIQRIe Mblvmml
1. D Adverssevent  andior D Product problem (e.q.. defects/maifunctions) " "
2. Qutcomes attributed to adverse event
{7 uisabiliry ) 0”2

(check all ihat apply)

{J deam

D Ite-threatering

ImevGayye

D congenital anomaly

[ required intervantion ta prevent
permanent vmpaunnem/danago

LA}

4. Diagnosis for use (indicabon;

5. Emlabmdaﬁor use
pPped or dose red:

[ hosprasizanon - wuiial o prolonged [ other:

3. Date of .Date o
'.':.'w 07 -)995. ’ .‘:'.':'::,',:r’" 03 /9%

5. Describe event or prablem

yper 67 Kleed

nw (ne (CJgee egnt

*2
doesn't
6. Lot # f known) 7. Exp. date (T ] 72 (Jves [lno (Jg0
" i 8. Event reappeared after
reintroduction
2 2 o
*1 Cves o Cgagsr

9. NDC # (tor product problems only)

o2 [ Jyes One DUOB&“"

and therapy dates (exclude lreaiment of event)

10. Cor medical prod

D. Suspect medical device

2. Type of device

3. Manufacturer name & address 4. Operator of devica
D Reaith protessional
D lay user/panent

D other:

-~
@ 5. Expiration date
et & imaaery
N 0] 6 Y dei 4
6. Relevant testsfiaboratory data, incluang dates $Q\\ O’\" ‘ 7. If Impianted. give date
td Pso serial
RaShh 8. It explanted, give date
\Az‘, - lot # o sy
other #
9. Device availsble for svaiuation? {Do not send 1o FDA)
- I
] ves e {7 retumed 1o many acturercn'“__

7. Cther refevant hislory,
race, pregnancy. smoking and alcohol use. hepac/renat dys

including preexisting medical conditions {e.q.. allergres.

function. elc.)

10. Concomitant medical products ang therapy dates (exctude treaiment of event)

2. Health prof ?2]3. Oc ‘ 4. Also reported lo
~ manufacturar
Mail to:  MEDWATCH or FAX to: Uves O |yfprimeers Y S user laciity
r i ) 5600 Fishers Lane 1-800-FDA-0178 5. M you do NOT want ybur ndontﬂy disciosed to
A Rockville, MD 20852-9737 ihe manutacturer. place an - X “intnisbox. [ ]| ] distnbutor

FOA Form 3500 (8/93)

2504 AHFS Druc INFORMATION® 34

Submission of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.
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ante YVOLUNTARY reporting
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i and product prc

—of ___
C. Suspect medication(s)
t. Name (give Iabeled strength & mirflabeler, if known)
A sptien, A 10D

MW“KM l“!ﬂ\n‘

Mg

2° M!f”)\\eu_
yc/A“

/JSAWD?

+14=-18 -

" [1. Patient ientifier 2.:’":".1- 3. Sex 4. Weight
g I ) 0 or svent: X 0 [[] temate ibs Aoty » o
Date ¢
In confidence of birth: (X] maie — kg | %2 /47(43/( 5102
2. Dose, fraquency & ¢ used 3. Therapy dstes (if unknown, give duration)
B. Adverse or prod prob oo (or Dest estimate)
1. Bd-adversesvent andior  [] Product probiem {e.g., defects/malfunctions) Mo w.,\/{&&_ ~ /L.-_q’ “ -7 N/f/? 7
2. Outcomes attributed 10 adverss svent . ’ . -7
(check al thatt apply) (] disabiity " é Yoty A s " u / 9/ 27
7] congenital anomaly 4. Diagnosis for use (indicationy’ 5. Event hbatéd after use
(] deamn - [ reqired 10 prevent - t R stopped or doss reduced
(3 te-threatening permanent impairment/damage # [“lyes [Jno Bﬁfyn't
hosphtalization — initia o prolonged || otner: ” v
—— T 6. Lot # (1 known) 7 Expavm oy | 12 Lyes Olro [lgemm
) ; ) " " 8. Event reappearsed after
e o)l ELL B T4 VA . Evmet apoe
5. Describe event or problem . " -
yes [ Ino |3§g?
7& ¢ [ B 19‘ NDC # (for product protlems only) D O Y
BRS f«_/\adhwr‘- - - w2 Cyes o [Jgaga™

D. Suspect medical device

iigs]. Brand name

- r;" oWy
g/dL_ DR,

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

C ) an
OlxUs

4. Operstor of device

:45 BLO ;.10.6

0/12/97 10:28 BLO - 10.2
0/11/97 11:45 BLO ~11.2

0/10/97 18:00 BLO . 11.5
0/10/97 11:45 BLO ~“11.3 L
0/10/97_05:00 BLO _ 10.6 L_
:10/10/97 02:30 BLO = 9.2
10/09/97 17:27 BLO - -10.7
'10/09/97 15:32 BLO 9.7
&.10/09/97 08:34 BLO  11.1
%%-10/09/97 06:26 BLO - 12.5

race, pregnancy, smoking and alcohol use, hepatic/renat dysfunction, efc.)

7. Other relavant history, including presxisting medical conditions (e g allerglos .

0 Aeasndtncly
HTw
Epord wir
Maitto: MEDWATCH or FAX to:
56800 Fishers Lane 1-800-FDA-0178
Rockville, MD 20852-9787

FOA Form 3500 (6/93)

D health professional
[ tay useripatient
D other:

5. Expiration date
(mordayyn)

e tedallal

L)} ] = Sy Wy

7. I implanted, give date

ALY 5 11903

8. If explanted, give date

"TCH (,TU
5 Dsevice avaliabia for svaiuation? {Do not send to FDA)
O ves O no [ retumed to manufacturer on

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

E. Reporier isee confidentiality section on back)
1. Name, atdress & phone # -
., .,

STVHCS (119) LR 4
7400 Merton Minter Bivd.

San Antonio, Texas 78284

2. Health professional?] 3. Occupation 4. Also reported to

Bye Jno Alarn. D, 8 manufacturer

e user facil
5. If you do NOT want your identity disciosed to o ié
L the manutacturer, piace an X ™ in this box. E‘ {1 dimiributor

Submmission of a report does not constitute an admission that medical personnel or the product caused or contributad to the event.
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page _ _ of ____ 81q1 5

A. Patie ormatio

1. Patlent identifier | 2. Age at time 3. Sex

02 €1l | TS Aana

4. Weight
bs

or
In confidence OD" bieh: Umae | 52,3 kgs
B Adverse eve or progd proble
1. Pd Adversesvent  andior ] product problem (e.g., defects/malfunctions)
2. Outcomes attributed to adverse event i
{check all that appiy) [ disabitity

L__] congenital anomaly

l:l death
. — (moidayy [ required intervention to prevent
[ iife-threatening permanent impairment/damage

E\hospitalization - initial or prolonged D other:

3. Date of 7 Date oi :
po, A IEGY | e 277 7Y

5. Describe avent or problem

5

6. Relevant tests/laboratory data, including dates

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

Tiniin

C. Suspect medication(s)

1. Name (give labeled strength & mfr/labeler, if known)

#2

“Bhoid 2C0ng

2. Dose, frequency & route used

3. Therapy dates (if unknown, give duration)
from/o {or best estimate)

" InA paly 3/9@7/ #

#2 #2
4. Diagnosis for use (indication) 5. Event abated after use
o . - stopped or dose reduced
a P )
. #15re Oro Clsieyy”
. doesn't
6. Lot # (if known) 7. Exp. date (if known) #2 [ Jyes (o Dappf’y
#1 # 8. Event reappeared after
reintroduction
#2 #2
#1 doesn't
[:]yes Dno %ppfy

9. NDC # (for product problems only)

#2 [lyes [Jno Dggg@""

d
,f;JL'Qp~£*

. Brand name

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

D. Suspect medical device
1

2. Type of device

3. Manufacturer name & address

4. Operator of device
|:] health professional
[:| lay user/patient

D other:

5. Expiration date

6. (mo/dayryr)
model #

7. it implanted, give date
catalog # (mofongr) 9
serial #

8. If explanted, give date
lot # I yiyr)
other #

O vyes O no

9. Device available for evaluation?

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

{mao/day/yr)

1. Name, address & phone #

DR.

PHARM.D.. .

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

E. Reporter (sce confidentiality section on back)

or FAX to:
1-800-FDA-0178

MEDWATCH
5600 Fishers Lane
Rockville, MG 20852-9787

llm Mail to:

FDA Form 3500 (6/93)

6297%

2. Health professional?

M_yes [ ne

3. Occupation

Pharnmacist

4. Alsc reported to
D manufacturer
D user facility

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

O

disiribuior

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

P. 'iil dentiter |2 Age at time

3 Sex

ﬁ female

or

of event: 56
In confidence of birth:

[:] male

B. Adverse event or product problem

T

or use by user-
wtors and man

ANDATOR

Page 1

4 Weight 1
-NI

xt

Individual

687

C. Suspect medication(s)

i

108

of _1

Il

11117
L oreeeong

Name {give labeled sirength & mrtr tabeler, if known)

Advil (R)

{Ibuprcfen) Tablets

#2

-NA

2 Dose, frequency & route used

as directed

3 Therapy dates «f urknCcwr. give OLraton,
qn o 107 oes' gAYl 5 )

unknown) .

ulcer, hiatal hernia,

phen 650mg,

is known at this time.

ghe was hospitalized for 5 days {(admission date
The reporter additionally wrote that
she received "6 pints of blood in 2 days."
According to discharge papers dated 6/11/98,
was diagnosed with diffuse gastritis, gastric
anemia (secondary to
bleeding), colonic polyps, and bronchitis.
was discharged on the following medications;
pepcid (famotidine) 20mg, Tylenol [acetamino-
Zithromax (azithromycin) 25Cmg,
Reglan (metoclopramide) 10mg, ferrous sulfate
325mg, Allegra (fexofenadine) 60mg, and Benadryl
(diphenhydramine) 25mg. No additional information
Several attempts to reach
the reporter by telephone were unsuccessful.
Pending additional information. No further
symptoms or sequelae were reported.

she

She

@‘ Adverse event  and/or D Product problem te.g.. defects/malfunctions) " 1
2 Outcomes attributed to adverse event 2 -NA .
(check all that appiy) ] aisabiny 2
T deatn [ congendat anomaly 4 Diagnosis for use (indication) 5 Event abated atter use
™o day vr D required infervention 10 prevent #1 Ppain, inflammation of ankles and kneef stopped or dose reduced
D hfe-threa'emng permanent impairment/damage w1l Dyes Dno DESSF""
-NA
' hospitalization — mihal or prolonged D other. #2 = Y .
1 e 6. Lol # (f known; 7. Exp, date (f known) |2 Y¢S o germ
3 Dateo 4 Date o
event this report #1  Unknown . -NA 8 Event reappeared after
T davv unknown moga v 07/16/98 “NA WA reintroduction

5 #2 2 —

5 Describe event or pvoble_rn ) . Dyes ro I'aq(doer
In association with the use of Advil, the reporter 9 NDC # - lor product problems onty (if known) = Ply
wrote that following use of product for 4 years 0573 0150 _ . Dyes mo cesnt

acoly

1

None repcrted.

Brand name

10. Concomitant medical products and therapy dates (exciuge ireatmen' of event)

D. Suspect medical device

2.

Type of device

3 Manutacturer name & address

Operator of device
D heattr zro'essional
) lay user patent

pamey

| other

—

(resulzs unknown) .

¢ Relevant tests/laboratory data. nchuchng dates
CBC with differential performed in hospital

lot

othergs

seriat #

* s

b

o

Expiration date

‘e 3ay o0

It implanted. give date

-~ % ¢

if expianted, give date

mC Jdv .

9 Device available for evaluatiSn®

[ no.

T ves

(Do rot senc 1c FCA)
[: returned to manufacture’ cn

*a.

Medical history unknown.

Allergic to penicillin.

Other relevant history. including preexisting medica! conditions e 3 ane-3-2s
cace. pregnancy smok:ng arg alcohot use. hepahs renal dystunchian etc

Initial reporter

o din

R

10 Concomitant medical products and therapy dates (exziuge reatmer! ¢* event,

- United States

JUL 2 41938

A

TNRLZ Earm 15004 (6792

Submission of a report does not constitute an
admission that medical personnel, user facility.
distributor. manutacturer or Eroduct caused or ,\,\

conlributed to the event. k3]

Wy

Health professionail?

— e -1
ves ) no

3 Occupation

4

initial reporter aiso
sent report to FDA

Clves

cg 2l(8%
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WHITEHRLL
ROBINS

July 22, 1998

NDA 18-989
Advil ® Tablets, Caplets, Gel Caplets
(Ibuprofen 200 mg)

JULI2 3.1998
g, COR $
Ly ANS W

15-Day Adverse Experience Report

Center for Drug Evaluation and Research
Food and Drug Administration
Attention: Central Document Room
12229 Wilkins Avenue

Rockville, MD 20852

Dear Sir/Madam:

Please refer to NDA 18-989 for Advil ® Tablets, Caplets, Gel Caplets (ibuprofen 200 mg)
sponsored by Whitehall-Robins Healthcare (“Whitehall-Robins™), a division of American
Home Products Corporation.

Pursuant to 21CFR 314.80(c)(1)(i), Whitehall-Robins herewith submits an adverse
experience report meeting the criteria for 15-day reporting (i.e., serious and unlabeled).
Manufacturer Control # 98-0100-077 describes the use of ibuprofen (manufacturer
unknown) in a fifty-six year old female.

If you have any questions regarding this information, please contact the undersigned at
(973) 660-5753 or Ms. Mary Davis at (973) 660-5825.

Sincerely,

WHITEHALL-ROBINS HEALTHCARE

/Wua,vg/ 4 /[L/H)"v

Sharon Hed
Vice President
WorldWide Regulatory Affairs

fA\dataisubmit 1 5dayt1998\adv72298 doc ’ JUL 2 4 1998
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C. Suspect medication(s)

1 Name (give labeled strength & mir/labeler. if known)
(Ibuprofen) Tablets

#1 Advil (R)

¥910-029) Exporas 12731794
QME sialement On reverse

( 98-2180 )

FOA Use Only

#2 Naprosyn (naproxen}

(11 FDA MEDICAL PRODUCTS REPORTING PROGRAM Page
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1 Patient identifier 2. Age at time 3 Sex 4 Weight
y of event: 55 E‘j 170
or female - Ibs
Date -NI it
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__] ceatn
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D Wle-threatening

D disability
D congenital anomaly

D required intervention 10 prevent
permaneni impairment/damage

E] other:

hospitalization — imtial or prolonged

3 Date of 4 Date of
event this report
~2 davyn 6/7/98 ima-day vy 08/10/98

3 Describe event or problem

This is a follow up to a report received of a 56
year-old woman who reportedly developed gastric
ulcers, diffuse gastritis, hiatal hexnia, colonic
polyps, anemia (secondary to ulcer bleeding) and
bronchitis. According to medical records received
on 8/6/98, the woman was admitted on 6/5/98
complaining of weakness, dizziness, shortness of
breath and a clear productive cough. Past records
jndicate that she was admitted on 8/13/96 for
pain of knees, calves and at that time was taking
3-4 Advil tablets daily. At that time she was
released on Naprosyn S00mg BID and Zostrix HP
topical ointment. Medical records dated 6/24/98
indicate that she was admitted for upper GI bleed-
ing and was given 6 units of packed red blood
cells. Surgical pathology report showed chronic
superficial gastritis, gastric ulcer and features
suggestive of hyperplastic polyps of the sigmoid
colon. Special stains for H. Pylori microorganisms
on gastric ulcer biopsy specimen were negative for
H. Pylori. The patient had not seen nausea, vomit -
ing or blood in stools. She was given Prevacid
(lansoprazole) 15mg BID and Metamucil. Records of
7/22/98 indicate that the patient was still

£ Relevant tests/laboratory data. including gates

Gastric ulcer biopsy specimen were negative
for H. Pylori. Otherwise ECG normal.

As of 7/17/98: Hgb 12.5g/dL; Hct 38.9%;
MCV 8S.3fL; MCH 27.4 pg; MCHC 32.1%.

= Other relevant history. including preexisting medical conditions (e § . ah2-qies
race pregnancy SMOwiINg and alcono! use. hepatic renal dystunction etc )

Allergic to penicillin.
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A. Patlent information . .
7. Patiort iGertiier | 2. AQS &t ime 7 Sex 3. Wegnt
ven:
o 69 years —
Date of Unk
in confidence Birth: D Male

B. Adverse event or nggg %roblem
1 everi  and/or [___] roduct m ( e.9., defects/malfunctions)

2. Outcomes ATITIDUNET 10 SOVETES Svent

C. Suspect medication(s)
1. Name (pive labeied strength . T known)

*1 TAB FOSAMAX 5 mg

#2 TAB ibuprofen 200 mg

# 1 osteoporosis

" {check wil that apply) D disability
D death D congenital anomaly
0] wo-peosoning B RSl
hospitalization-initial or prolonged D other:
SOmecee  oor20/98 | 4 Dwadtmerwon 10/08/98

S. Describe event or problem
A S-year, double-blind, randomized, placebo-controlled
extension study to examine the long-term safety and
efficacy of oral alendronate in postmenopausal,
osteoporotic women who previously received alendronate in
conjunction with the fracture intervention trial

Information has been received concerning a 69 year old
female with arthritis who entered a 5-year, double-blind,
randomized, placebo-controlled extension study to examine
the long-term safety and efficacy of oral alendronate in
postmenopausal osteoporotic women who previously received
alendronate in conjunction with the Fracture Intervention
Trial. On 08-MAY-98 the patient was placed on therapy
with alendronate or control, tab. Concomitant therapy
included ibuprofen, tab, 200 mg, daily for the treatment
of arthritis and calcium carbonate/cholecalciferol. On
20-SEP-98 the patient presented with hematemesis and
melena and was hospitalized with a bleeding gastric
ulcer. On 20-SEP-98 therapy with alendronate or control
and ibuprofen was discontinued. She was given 2 units of
blood and started on sucralfate and lansoprazole.

(Continued on Additional Page)

2. Dose, Trequency & route used T Therapy aates (IrOMVIG) ( f URKNOWR, Qe GUraTIon)
*1 5 mg/DAILY/PO LR 05/08/98 - 09/20/98
#2 200 mg/DAILY/PO °?2 10/15/97 - 09/20/98
4. Diagnosis for use (indication) 5.Event abated after Lse stopped or dose
reduced.

NA unk

Unknown

yos no
02 arthritis " D D D
S, Lot # (f known) 7 Eoan ko | 02 ][] 0
" " 8. Event atter '
02 02 yos
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10. Concomitant medical products and therapy dates (excl
calcium carbonate (+) vitamin d

uded traatment of event)
04/16/98-Cont

G. All manufacturers

1. Contact office - name/addrass

Merck Human Health Division
Merck & Co., Inc.

P.O.Box 4

West Point, PA 19486-0004

2. Phone Number
(610)397-2416

3. Report source.
(check all that apoly)

O roceign
X ooy

6 Relevani lestslaboratory data. nclucng dates

D literature
ATTN: Worldwide Product Safety ] consomer
heamn
4. Date receved by manufacturer s 20560 projessional
{ Yyl 09124/98 (AINDA ¢ D ussr facility
-] wo company
8. 11 IND, protocol # PLA ¥ D fepresentatve
0510011 pat338 [] yo [ auwouter
7. Type ot report ore D other :
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7 Oehet restory. 9 ]
(eg.. Pes.race pieg Y Q and aicohol use, hepaticrenal dystunchon. eic.)

CONCURRENT CONDITIONS: arthritis

Submission of a report does not constitute an admission that
FDA  medical personnel, user faciiity, distributor, manufacturer or
product caused or contributed to the event.
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HEMORRHAGIC GASTRIC ULCER
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B. Adverse event or product problem

5. Describe event or probiem
Subsequently, the patient recovered and was discharged from the hospital on 22-SEP-98. The
reporting physician felt that the bleeding gastric ulcer was possibly related to therapy with
alendronate or control and ibuprofen. Additional information has been requested. The record for
this patient was unblinded on 05-OCT-98. The patient was found to be on alendronate, 5 mg daily.

T 141909
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hemorrhagic gastric ulcer
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WAES Number Date(s) Sent To FDA

96044148 04/24/96
05/03/96
06/10/96

97024146 03/13/97
05/13/97
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6. Relevant tests/laboratory data, including dates

AOMISLON i 4.2 Y
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7. Other relevant history, including preexisting medical conditions (e.g.. allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.)

pL’O (o YRARS AT
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¢ TOBACL S

[mam /55

FDA Form 3500 (6/93)

D other:
5. Expiration date
,.. E: (moidaylyr)
model #

ocT | $et09 a
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C. Suspect medication(s)
1. Name (give labeled strength & mfrAabeler, it known)

H ADVIL QMG
#2
2. Dose, fraquency & route used 3 Th':'fﬂpv md!!es (if unknown, give duration)
rom/a {or best estimaie)
n oM p,'_{ . #
#2 #2

5. Eventabated after use
stopped or dose reduced

4. Diagnosis for use (indication)

" ACTHRIES
[ TS #1 [TJyes [ Jno Dappr n't
#2
, doesn't
6. Lot # (if known) 7. Exp. date (f known) | "2 Cyes Cro Clggeiy
#1 #1 8. Event reappeared after
reintroduction
#2 #2 .
“ Ores o Clgggg™

9. NDC # (for product problems only)

#2 [ Jyes [Jno Dapp

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

D. Suspect medical device
1. Brand name

2. Type of device

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

D lay user/patient

If implanted, give date

yiyr)

serial #

it explanted, give date

2t ol

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

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

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

3. Occupation

2. Health professional? 4. Also reported to

g yes D no G manufacturer
" [0  usertacitity
5. If you do NOT want your identity disclosed to e
the manufacturer, place an * X ” in this box. (] [ distributor

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

!



fet

ARG
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3 A. Patient information

(] Product probiem (e.g., defects/malfunctions)

For VOLUNTARY reporting
alth professionals of adverse
ats and product problems

Page _!QDEE (,DC‘?/L

Form Approved: OMS No, D¥10-0291 Expires: 12/31/94
See OME statament on reverss
FDA Use Onily

FET— P3byA

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

" M) 200, fablet wWSeda L ADYY
e Mewe Jub> > Rockmy s Batle_

2. Outcomes attributsd to adverse event

] gisabiity

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

" ey po 3K |~

J L

2 200w- & bs |day |*

§. Event abated after use

~ | ivgrdd—
4. Dlagnosfd for use (indication) ~J

stopped or dose reduced

#1
—‘Eau\ o [Qy/e‘s (e gSS?y""
%2
(TN *2 By/es Dm Dggg'syn:

Strok

W\\H/\

A cone 10 o TR gnS
.mef P )
blecle s . |
SQA-F’""&/) /“jpnlp/,awt € obving f
sptnle o bl >
adrltd . view pk = 4000 - -

uHhene, 5“9""“14’

B S

(check all that apply) )
D death D congenital anomaly
(ma/ceyyr) ired intervention to prevent
O reatening permanent impairment/damage
hospitalization prolonged D other:
3. Date of 4. Date ot )
event thi t ]
e, 5)3L]9Y tiareon |53 3\Gy
5. Describe avent or problem

l2slag clo nawste
preelreco 3
Hure o £2

wo melorgshe

i)

ad.u:carumtb

6. Lot # (if known) 7. Exp. date (if known)
" Ul "yl
2 e 2y

8. Event reappeared after
reintroduction
oesn

41 [jyes [_Jno aPaly

9. NOC # (for product problems only)

a2 Dyes E]no m»gggsyf‘-f

iy

10. Concomitant medical products and therapy dates (exciuce treatment of event}

(ﬁpﬂwupﬁmwda

D. Suspect medical device

1. Brand name

2. Type of device \

4. QOperator of device
D health professional
D lay user/patient

FrR R D other:

3. Manufacturer name & address \

oy ); 5. Expiration date .
6. T (mordawyr)
model #
catalog # MED\A’}\TC"! TU 7. It impianted, give date
serial #
8. If explanted, give date
lot # 5\ ——v4 [ Wye)
other # § // /

=] ook send 1o FDA)
al facturer on
{movcapiyrt

herapy/daies (exctuce treatment of event)

9. Device available for :
D yes D no D retut
-]

10. Concomitant medical prod

trachaged hone on Illf‘)
w] OTC NSAIDs ,
6. Relavant testidflaboratory data, including dates
Pale. Qi+ Hor BUN SOn
% . - Z-L 46
for 28722 aos
e ~3%- 0.3
5f20 o\ B~ :
o0 — 0,000 “4.2-20.8
Gl — Ao

7. Othar relsvant history, including preexisting medical conditions (a.g., allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dystunction, etc.)

- Uré SIn(e 7

Hhe o]

mﬁxc ) A
PQS .'P/MMWQ
“o ( &8) '

aleghdd wael -2 mxed

e 3Pl o

Gl Rad, Ioyd

-
3

r ‘ —_——
P AT D b Y
Mall to: MEDWATCH or FAXto: -
5600 Fighers Lane 1-800-FDAT178
Rockville, MD 20852-5787 .. J

professional? | 3. ceup

yes P haomezed

5. It you do NOT want your identity disclosed to
the manutacturer, piace an * X “ In this box.

2. Heal 4. Aisg reported to
E} anufacturer
E/I;Serfacility
E] distributor

FOA Gmmq S%t}‘veﬁtlon of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.

t



Approved by FDA on 3/22/94

~ npany

a - Nir report #
h USA005544
— ' | F ot repart #
ME

TmaFDAMEDlCALPRo-“.,._. R — FOAUsSO

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

A. Patient information
1. Patient identifier

SB112.0786.0 " Meridia
nce . . 52 ibuprofen
2. Dose, | & route used
8. Adverse event or product pr°b|em ose, fragquency & route us 3. mngz:“ms(nh,mknown give duration)
1 ] n 10 MG OD PO #1 23-SEP-98 to 13-NOV-98
. E Adverse event and/or D Product problem (e.g., defects/maltunctions)
2.¢ ibuted to adverse event 1 TAB PRN FO UNK to NI
{check all that apply) (] disability 2 : 2 _ 2 °
[ dom ] g vy - et i et S e s sovpd
(moidayiyr) . . " weight loss
) . required intervention to prevent "
X ite-threatening permanent impairmentdamage X yes[] no[] g°°5"1
D hospitalization - initial or prolonged D other: "2 pain ” D yesD nolg doesn't
—_— 6. Lot # {if known) 7. Exp. date (if known) apply
3. Deteof 4, Date of
overt 11711798 thisreport 12704798 0 UNK #1 Unknown 2. Event reappeared after
(modaytyr) (mo/deply)
S. Describe svent or problem 2 ONK #2 Unknown 0 [ yes(] no& doesn't
9. NDC # - for product problems only (if known)
Gastrointestinal bleed # NI © NI (] yesl:] noX] goesn't
10.C i dical pr and therapy dates (exclude treatment of event)

USA Clinical Protocol SB112 ("AMMO Study”
site #0785, patient #0004, initialsgfil: A Name: none Dates:
16 week open label trial to evaluate the
weight loss efficacy of lgarid:l.a when used in
accordance with labeling recommendations in
physician practice settings. A 31 year old 2. Phone number
female patient (*BBMI=48.2) with a history Knoll Pharmaceutical Company (973) 426-2600
of peptic ulcer with gastrointestinal bleed 3000 Continental Drive - North 3. Report source
(1996), a three pack year tobacco history as Mount Olive, New Jersey 07828-1234 (check all that apply)
she smokes 1 and 1/2 packs of cigarettes (] oreign
daily and has done so for two years and is B swuay

known to be self-medicating, as needed, with C iterature
D consumer

G. All manufacturers
1. Contact office - name/address (& miring site for devices)

non-steroidal anti-inflammatory, Ibuprofen, =
initiated Meridia 10 mg daily for weight h‘r’;ggsional
4, Date recelved by manufacturer S. p
loss on 23-Sept-1998. Oon 9-Nov-1998 (mordayty) (AJNDA # _30-632 D user facility
(study day 48) she had abdominal pain * 11/17/98 IND # Dcompany
6. Relevant tests/laboratory data, including dates 6. HIND, protocol # PLA # representative
C} distributor
09-Nov-1998 BUN and Creatinine Ratio 2.2 pre-1938 L] yes [ ] other:
{(elevated) 7. Type of report
(check all that apply) o;;gu o [ yes
0 ¢ P UNITED STATES
5-day 15-day 8. Adverse svent term(s)
[ 100ay [ periodic GASTROINTESTINAL HAEMORRHAGE NOS
& Initial D follow-up # ——
7. Other history, including preexisting medical conditions (e.g., allergies, race, pregnancy. 9. Mtr. report number
king and alcohol use, hepatic/renal dystunction, etc.)
USACO5544

History of non-steroidal anti-inflammatory
use for pain on a as needed basis. Histozry
of peptic ulcer (1996) with gastrointestinal
bleed responded to Prilosec (proton pump
inhibitor)

Risk factor(s): Smokes 1 1/2 pack per day *

E. Initial reperter

DFC a7 1998

Submission of a report does not constitute an reporter g
F D A admission that medical personnel, user facility, = gm mh-d[inﬂ? 3. Oocupation ¢ m’mm;‘;:
distributor, manutacturer or product caused or yes no * [ yes T ne DX unk
Domain Facsimile of

cpﬂmbund 8 even "
oo Form SSO0A em comp'gtéﬁ on oor&inuatmn pages. Lo
TR ua 0o ISy
[ i P



Individual Safety

T —

A1, Patient ldentimer ber

MED WATCH §B112.0786.0004 - USA005544

Page2ot2

B.S. Dogcﬂbomlnrprohlun

[continuation:] described as a hard kxnot under the umbilicus and she haa fresh blood in vomitus and in stools. The
only abmormal laboratory value for bloodwork drawn on 09-Nov-1958 was an elevated ratio of BUN to creatinine of 2.2.
On 11-Nov-1998 (study day 50) she was diagnosed with a gastrointestinal bleed. Treatment given, if any, is unknown.
She stopped taking Meridia on 13~-Nov-1998. The gastrointestinal bleed resclved on l4-Nov-1998. She continues to
have abdominal pain. No follow-up lab work is available at the time of this report. The investigator considered
the event to be immediately life threatening and possibly related to Meridia, ibuprofen and/or smoking. However,
the investigator added the gastrointestinal bleed stopped when the patient discontinued the Meridia even though she
continued on Ibuprofen.

+BBMI= baseline body mass index

8.7. Other history, ) ing p isting medical conditions (e.g., allergies, race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.)

{continuation:] for two years
Race: CAUCASIAN

E.1. Name, address & phone #

[continuation:] Phone: A '

£.3. Oceupation
STUDY INVESTIGATOR

- DEC 0 7 1998




T
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A. Patient information

*

(] Proauct problem (e.g.. defectymatfunctions)

= VOLUNTARY reporung
ealth professionals ot adverse
‘ents and Eroduct problems

Page ___ of __

“orm Agorovec Ma\u‘ﬁ)-:ﬁ Laowws U/
See SME sutemenm > wvarse

FOA Use Onty sanswget®

T 4 3%0
CHe

C. Suspect medication(s)
1. Name (grve labeled strength & mirlabeler, |l known)
" T Bplen 180PROFEN
{ U
#

2. Doss, frequency & routs used

3. Therapy dates (if unknown. give duration)
IV (OF Dent ssbmaie}

"

2 Oulcomes aitributed to adverse sven -
{check all that apply) (] cisaniity
{J congenital anomaly

Ddum

hfo-throatcmng

R e

e N l\g g 35.:-','_.;5"

5. Describe svent oF problem

Ot Hedd

_GC Wo/w(?/ 20‘«»«3 @»Q

§. Relevant tests/laboratory deta, including dates

HeT- 25 '—7/7 3?
“,

s,

REC'D.

Az vl

\!f’\"’\

PA N

o2 09 gqja

¢

4

7. Other relevent history, including mmwmm(-g Mn
race. pregnancy, smoking andg alcohol use, hepatic/renal dysfunction,

£ - qllene( [ Waddo, Ww.h@

Mailto: MEDWATCH or FAX to:
Fighers Lane 1-800-FDA-0178
Rockvilie, MD 20882-9787

n Joon,_ P prn

"2 "2

4. Diagnosis for use (indication) 5. Event abated after use
. stopped or dose reduced
#
DM #1 Tyes o ngn‘!
w2

»2 (dyes (o (Jgogsm

8. Event reappeared after

6. Lot # (if known)
(2]

7. Exp. date (if known)
"

" reintroduction
#2
#1 (CJyes []no dggﬂ Tt
{S. NDC # (for product problems only) Clyee Uro O
- - #2 Jyes (Jro Seat

10. Concomitamt medical products and therapy dates (exciude treatment of ovent)

D Suspect medical device
1. Brand name

2. ‘rypodm

4. Operstor of device
[ heatth protessional

3. Menufacturer name & address

Dlnyuw/paﬁom
[ otrer:
5. Expirstion date
6. (moAdeyyn
model #
wiog ¢ 7. nlmp:anm.gmdm
seriel #
ot & 8. If explanted, give date
other #
avaiisbie for evaiustion? (Do not send to FDA)
yos O m [J reumed to manutacturer on

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

U 'S, RPh
1. Name, sddress . Department of Pharmacy
Hospital
Ave
2. Heahth professional? | 3. 4. Also reported to
you D ne ( manufacturer
mnmmmmm user facaty
the manutacturer, place an “ X " inthisbox. [ ] distributor

FOA Form 3500 (83) Submission of a report doss not constitute an admission that medical personnel or the product caused or contributed to the svent.

CTw 9330



“Individual

afe {e yport

'For VOLUNTARY reporting

health professionals of adverse
events and product problems

Page _"TFR_

Sorm Approvea: OMB No J\)!Mﬁ' Exteres: 2/
See CM

FOA Use Oniy saswemge?

N wverse

| sequence ¢

Triage unA qufk

1!}!!! Ll s

in confidence

B. Adverse event or produ‘ct problem
Adverse event  anc/or

E Product problem (e.9.. defects/malfunctions)

Cher_

C. Suspect medication(s)
1. Name (give labeled strength & mfr/labeler. if known)
" SA AS PIRIN

w2 Aovie
2. Dose, frequency & route used

3. Therapy dates (if unknown, give duration)

romro (or beet ssamate)
"Sle po R |

2. Outcomes attributed to adverse event

(check all that apply) ([ disability
D death [:] congenital anomaly
(mo/aayryr) D required intervention 1o prevent

(] tite-threatening permanent impairment/damage

[ nospializationZ Tliarey prolonged Roner SvEn£ '

"2 200nsq 2-1 b dot|*

4. Diagnosis for use (indication)
M SeLf- MED
2 Low TA.L Pawn

5. Event abated sfter use
stopped or dose reduced

43 S(os Cro Cgsggnt

et tfdfsz [ e 217 as

mﬂummorpmbhm

{ CP'SOO'C Lwdimr;"u @ Hoewme
arolley of (.gﬂ P./oo BP ﬁ/70

To—eu“M‘\: IV /D-Ebolbl ?-s. ?rJQSEC_

t6n + e}.p@b\vu\)c
Cavewy
-Cl/u; O vepaet e

Z Ns 547

6. Relevant testa/laboratory data, including dates

Hly  Avam 1224y
gcjb eu\b{NT ‘(\T*'f YJS‘DQ\N&CAl +
PN Yeew s

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

AAA vepae (W5 (D) md> sronm
D(?“L, Weet & 1950

Mg ppioe 5\'&2

[6- Cot # (if known) 7. Exp. aate (i known) | *2 QTZ” [no
" " 8. Eventreappesred after
. reintroduction
#2 .
#1 CJyes [Jno E‘SBR,"‘
9. NDC # (for product problems only)
- - w2 [yes [Jro ‘g’gggfym

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

D. Suspect medical device
1. Brand name

2. Typoofdovieo

3. Manufacturer name & address 4. Operator of device

(7 neatth professionai
[ ray user/pationt

] other:
5
e S. Expiration date
8. (mo/dayrym
model § { [t
| ¢ vied 7. it implanted, give date
cataiog o
serial ¢ SRR |
ot # 8. Nmr'md,glvodm
other #
Is. Device available for evaluation? (Do not send to FDA)
o factu
[ ves CJme [ returned to manutacturer on :
10. Concomitant medical products and therapy dates {exclude treatment of event)
< #
. P
E. Reporter ¥ -
1. Name, address | Ms’ﬁfh(
D ent of Pharmacy *
o ospital
Ave

Mali to: MEDWATCH
5600 Fishers Lane
Rockville, MD 20852-9787

or FAX to:
1-800-FDA-0178

FOA Form 3500 (6/93)

CTuc qcfﬁl/(o

2. Heaith professionsi? | 3. Occupetion

m O | TAPK

5. i you do NOT want

4. Also reported to
D manufacturer
user facility

mldonmydodoudto o
the manutacturer, place an “ X " inthisbox. [ ]| [ distnbutor

SubmmbnohdenotmﬂluumﬂnlulonmmptrmMorﬂnprodudmudorcontﬂbubdtonnevom.



RECEIVED AT DRUG

IWMIIMII ﬂﬂﬂl UIIIMI mmmmmnm

1 ll [

McNEIL CONSUM’ PRODUCTS COMPANY
FORT WASHINGTON, PA 19034

mmmcunmmmcnocm

D

F-ar.m

Page of FOA uss enty
A P 0 P e O
1. Patient identifler [2. Age at time 3. Sex 4. Weight 1. Name (give labeled strength & mfr/lebeler, if known)
of avent:
or S yrs ¢ )female [unk (bs #1 Motrin (ibuprofen) Suspens ion
A
known Oater- or #
In confidence of birth: : ( Imale kgs 2. Dose, frequency & route used |3, Therapy dates (if unknown. give duration]
B A O 0 O from/to {or best satimate)
1. X Adverss event and/or Produ biem (e.g., defects/maifunctions) |#1 unknown dose, po 1 unknown
2.0 attributad to ad svant #2 #2
{check ol that apply) ¢ ) deabilty 4. Diagnosie for use (indicati 6. Event abated after use
. stopped or d reduced
¢ ) death imoldeyiyt ( ) congenitsl anomely 1 unknown ° ordose
() e - ) quired i ntion to pre: #1 (X) Yes ( ) No ( ) N/
(X) hospi - initisl or prolonged v il ”
(X) other: recovered 8. Lot # (if known) 7. Exp. date (if known} |#2 () Yes () No () N/
3. Dats of evemt 4. Date of this repart #1  Unknown L4l Unknown 8. Event resppeared after
NOWN 2 22 reintroduction
(ma/deyiyr) unk {mo/deyryr) 05/14/98 PEEY € No (X) N/
e es o
5. Describe event or problem 9. NDC ¥ for product problems only if Known]
Notification via compeny sales representative of pediatric - - #2 () Yes ( Y WO ( ) N/
gastroenterologist report of gastric irritation allegedly 70. & dionl prod and therapy dates (exciude bestment of vy

associated with the use of ibuprofen in a patient.

Additional informetion received 5/13/98: Ppediatric
gastroenterologist reports a S or 6 year-old patient was
taking unknown doses of Motrine Suspension for 4 or 5 days
and developed HEMATEMESIS and gastric ulceration (STOMACK
ULCER). Patient was admitted to hospital and an endoscopic
examination performed. Patient recovered and was discharged
after an unspecified period of time. No further information
was provided.

8. HMM“.MI‘!
unknown

0. Wifr. ropert numbes

0978530A

1. Name, address & phone #

1. Contaet office - name/addrase (& mtring site for devices) 2. Phene number
McNeil Consumer Products Compeny 215-233-7820
Medical Affairs 3 Report source
7050 Camp Hill Road {check aMl that sppiy)
Ft. Washington, PA 19034 ( ) foreign

() study
) Iitontun_
(.) consumer '

- health
mqmlm bvmmlmnrls. (X} professionai
05/08/98 (AINDA ¢ 19-842 ( ) user facikity

6. ¥ IND, protesel # IND 2
PLA # () f&mm

pre-1038 ( ) Yes ( ) distributor

7. Type of report ore ( ) other

{chack sl that appiy) AL () Yes
() Sdey ( )16-day
8. Adverse termis)
(3 10-dey (x) periodic e samis
(X) initiel ( )tollow-up # ULCER STOMACH HEMATEMES!S

(X) Yes ( ) o |* gastroenterolog

w L )
P.0. SoxQEENND i
. 3
2. Haalth prefeseional? 3. Osoupatian y[4- Initial reperter sivo
s, > sgnt report to FDA

) Yes ¢ ) Wo (X) unk

manufecturer
Facelmile Form 3800A contributed 10 the event.

00

JUL 17 1998

000006

|
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T —

FORT WASHINGTON, PA 19034
of FOA use endy

RECEIVED AT DRUG SAFETY SURVEILLANCE

i

THE FUA MEDICAL PRODUCTS REPORTING FROGRAM

Page

A. Patient information C. Suspect medication(s)
1. Patient |dentfier . . . 1. Name (give labeled strength & mfr/labeler. if known}

#1 Motrin [B Tablets
or 2

Unknown

In confidence

2. Dose, fraquency & route used 3. Therapy dates (if unknown, give duration)
fromita ior bast setimate)

1. X Advarse svent and/or Product problem (e.g., defects/malfunctions) [#1 600 mg, daily, po [ 2] unknown
2.0 ributed to adh avent 2 #2
{check ail that apply} ¢ ) disabikty 4. Dlagnosis for use lindication} [6. Event sbated after use
. . . t d or dose reduced
() death (mordayiyr) ( ) congenitsl anomaly #1 prior to practice per athletic coach oppac or fose reduc
lite-threatening quired intervention to pr #1 (X)) Yes () No ( )} N/
o) N . ) permanent Impsirment/damage
(x) h - initial or pr ged 22
(x) other: recovered 8. Lot # (it known) 7. Exp. date (if known) |#2 ( ) Yes ¢ ) No C ) N/
3. Date of svent 4. Data of thie report #1 Unknown ” Unknown 8. Event reappearsd sfter
1997 05/13/98 2 2 reintroducton
Imo/dayiyrl (mo/day/iyr) M) Yes () No (X) N/
S. Describe event or probism 9. NDC # - for product probleme only (if known]
Notification via company sales representative of pediatric - - #2 () Yes () No { ) N/
gastroenterologist report of gastric irritation allegedly 0. C oy dical prod and Therapy dates fexciude trostment of svent)
associated with the use of ibuprofen Tablets in a teenage unknown

patient. Patient was taking 3 tablets of ibuprofen before
practice every day as advised by his athletic coach.

Additional information received 5/13/98: Pediatric

gastroenterologist reports in 1997, patient was taking 200 : office - ddress (& mfring site for devices) |2. Phone number
mg Motrin® Tablets for an unknown duration. Patient passed NcNeil Consumer Products Company 215-233-7820
out (SYNCOPE), was taken to hospital, and found to be anemic Medical Affairs 3. Report source
(ANEMIA). Patient was admitted to hospital. An endoscopy 7050 Camp Hill Road (check all that apply)|
was performed and a DUODENAL ULCER found. Patient recovered Ft. Washington, PA 19034 (¢ ) foreign
and was discharged after an unspecified period of time. No ( ) study
further information was provided. () litersture
{ ) consumer
4, mwlvrl. d by af 6. (x) 'p‘:::g'uiond
05/08/98 {A)NDA # 19-012 () user facility
6. /¥ IND, protocal # ND #
PLA # () representative
R Aot Y data, nchuding dates pre-1938 ( ) Yes ( ) distributor
unknown 7. Type of reparnt ¢ ) other
{chack alt that apply] poduct  (X) Yes
( ) B-day ( )15-day

. 8. Adverse event termis)
{ ) 10-day {X)periodic

(X) Intisl ( )folow-up # ULCER DUODEN ANEMIA
9. N, report number SYNCOPE
7. Other rel history e dical cenditons (e.g.. alleryies, 60A
race, pregnancy, cmoldng and deohol use, hopnblnml Muncﬂon oto.)
unknown % 11. Nemgy o & #
l“!‘ phone N "
(] L ]
PO Box (I 'y
2. Health profsseienal? |3. Ocoupat 4. Initiel reporter sleo
sant report to FDA
Submission of a report does not conetitute an
m admission that medical personnel, user faclity, (X) Yes ( ) No gastroenterolog () Yes { ) No (X) Unk
distributor, menufacturer or product caused or

Facsimile Form 3600A contributed to the svent.

00 000045
JUL £11338



RECEIVED AT DRUG S
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MEDWATCH

THE FDA MEDECAL PRODUCTS REPORTING PROGRAM

A Patie 0 0

.lVJ.Can

_ i

Notification via company sales representative of physician
report of MELENA & HEMATEMESIS allegedly associated w/the
use of Children‘s Motrin® [buprofen Oral Suspension in a
male patient. According to physician, mother gave patient
Children’s Motrin 100 mg every & hours primerily on empty
stomach for a high fever. Two & one-half days later, patient
taken to the emergency room w/blood in stool, bleeding from

1. Patient [dentifler |2. Age st time 3. Sex 4. Weight 1. Nama (give Iabeled strength & mfir/isbeler, if known}
of event:
or 34 mo ( )Yfemale [unk lbs #1 Children’s Motrin Ibuprofen Oral Suspen
Date ar #2
In confidence of birth: (X)male kgs 2. Dose, trequency & routs used 3. Therapy dates lif unknown. give duration)
B. A ( praple fromita ior best satimate}
1. X Adverse svent snd/or Product problem (e.g., detects/maifunctions) |#1 100 mg, g4h, po " 2.5 days
2. Out ttributed to ad: avent #2 2
{check ail that apply) () dmabiity 4. Diagnosis for use (ind ) 6. Event abated sfter use
stopped or do: duced
( ) desth imeldayfyrl ( ) congenital anomaly M high fever or gose raduce
( ) e-thraatening () quired intervantion to p #1 (X) Yes ( ) No ¢ ) N/
(x) b - initlal or prolonged " (]
(x) other: recovered 8. Lot # {if known) 7. Exp. date {if known! |#2 ( ) Yes ( ) No ( ) N/
3. Date of event 4. Dets of this report #1 Unknown n Unknown 8. Event reappeared after
4/98 05/12/98 #2 #”? teintroduction
Imo/deyiyr) Imaideyiyr! #1 () Yes { ) No (X) N/
5. Daecribe avent or problem 8. NDC # - for product problems only {if known)

#2 () Yes () Wo ( ) M/

ond therapy dates (exciude treatment of event)

mouth, & vomiting. Patient sent to 2nd hospital, seen by 1.¢ office - {address {& 9 site for devices) 2. Phone number
pediatric gastroenterologist,admitted & endoscopy performed. McNeil Consumer Products Company 215-233-7820
Addl info rec’d 5/13/98:Pediatric gastroentsrologist reports Medical Affairs 3. Raport source
patient received a blood transfusion & was trested w/PEPCID® 7050 Camp Hill Rosd (check al that appiy)
1V for two days,then PRILOSEC®. Endoscopy showed ulcerations Ft. Washington, PA 19034 ( ) foreign
in stomach (STOMACH ULCER).Addl info rec’d 6/19/98:D1scharge ( ) study
Form from hospital indicates patient rec’d multiple 100 mg ( ) litersture
doses of Motrin over 4 day period w/minimsl food intake. He- ( ) consumer
metemsis x3 prior to admission. Patient admitted to hospital health
on 4/4/98. 0On 4/5/98, patient hemodynamically stable & 4. m:,;dmwmumumf{ (x) professional
discharged w/principle diagnosis of hemetemesis & GASTRITIS. 05/08/98 (A} NDA # 20-516 ) user facility
6. /W IND, protocol # WD #
PLA # () reprevencative
(R tests/lab y dats, including detes pre-1938 ( ) Yes ( ) distributor
On 4/5/98: Hct=12.8, Hgbe34.3; EGD reportedly showed 7. Type of report () other:
ulcerations in stomach, biopey results not provided {check all that apply) gvlsuct (X) Yes
( ) Sday ( )15-day
() 10-dey (xyporiodic 8. Adverse svent termis}
(X) initisl ( )foNow-up # ULCER STOMACH MELENA
mnm HEMATEMESIS GASTRITIS
7. Other relavent history, ineluding precisting
race, preg Y. king end sicohol use, h
unknown

Faceimile Form 3600A

2. Health peefeseional? [3. O th 4. lnitial reporter alee
sent repont te FDA
(X) Yes ( ) No gastroenterolog { ) Yes ( ) No (X) Unk

00 000063

JUL 17 199
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_ THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page 1 Of 1 FDA Use Only

Patient information C. Susect medication{s

1.Name (give kabeled sirength & mir/labeler. 8 knows)

1. Patient identifie 2 Ageattime 3. Sex 4, Weight
* i ofe::nl: @ N d:m s #1 INTEGRILIN (EPTIFIBATIDE) INJECTION
y
uNx o e INJECTABLE SOLUTION
or = - _ [ mae or N - — [ S e - —
. #2 ADV IL
B. Adverse event or product problem — — -
V| Adverse event and/or i .} Product Problem (c.g. defecis/maltunctions) Dase, frequency & route sed ?W:::{ ::l:mlr::::km“n give duration)
— #1 INTRAVENOUS #1 02/07/1999— ——f )=
2 O to event D Disability ——————— - - - —— e
(check all that apply) 0 #2 ¥2
’ Congenital Anomaly
D Death B L E] N gired mervention to prevent 4.Di for Use (indi 5. Event absted afier use
equ rven
D hfc-'nnmening daylyr) D permancn impairmentdamage #1 CHEST PAIN stopped o dose reduced
- L W] Other: O [T [ D D Edm‘

7] Hospializaion - iitial or MEDICALLY SIGNIFICANT #1 ves

j prolonged #2 BACK PAIN - — apply |
3. Date of event 02/07/1999  +Dmeortarpor  03/12/1999 6. Lot # (if known) PSIP— L Lo ':] D doesn}
(mordayiyr) (molday/yr) 1 P _apply
S. Describe event or problem L . R, E;ﬁ::;‘:ﬂ‘:nl .m’

A report of GI hemorrhage was received. 42 42

A female patient was hospitalized and received front #1 ] “54:] W} doesm
loaded tPA and was started on a heparin drip on 06- 9.NDC # - lor product problems only (it known) e ——e mp!v
Yeb-1999. She continued to have chest pain and was 42 —] yes ] ol
transferred to (P ¥exmorial. On 07-Feb the chest — Qo

pain was continuing and she received Integrilin. She
was also receiving heparin at the time. At some time
during the day she developed melena and was

transfused with 2 units of blood. She was diagnosed
with gastrointestinal bleeding considered to be
related to NSAID consumption as she had been taking

10, Conromitant medical products and therapy dates {exclude treatment of event)
HEPARIN ; RT-PA

copious amounts of Advil for back pain prior to 1. Contact offlce-name / address (& mtring site for devices) 2. Phone Number
‘mission. 650 244-6800
COR THERAPEUTICS, INC. ——
456 EAST GRAND AVENUE lkeponSoum
SOUTH SAN FRANCISCO, CA 94080 {check all that apply)
D foreign
L sudy
D literature
4. Date received by manulacturer 5. @ bealth protessional
(mofday/yr) (A) NDA # 20 718 D user lacility
02/12/1999 IND # T O company
reoresentative
6.1 IND, protocol # [ wistriburor
PLA#
E— D Consumer
938 || yes M other:
1. Type of report e - e
(check alt that apply) orc e
% Reb — Y data, incloding datcs [] 5-day [‘_‘] 15-day product ’ - —
D 10-day @ perindic 8. Adverse Event Tenmxs)
M miiat [ ] follow-uph MELAENA
9. Mfr. report number
INT1930046
s 5 * %
MAR 12 1998
7. Other history, Inchudi b ical i (.8 aliergics. race, ) AN B Pl
pregnancy. smoking and alcoho) use. hcpanclmn:l dysfunction. ei.) =
DIABETES; SMOKING; HAD BEEN TAKING COPIOUS AMOUNTS OF

ADVIL FOR BACK PAIN
E. Initial reporter

1. Name, address, and phone #
M.D. —

QNN HOSPITAL
UNITED STATES
1. Health Professional? 3. Occupation 4. inftia) reporter also
. . . N scnl report to FDA
Submission of a report does not constitute an admission that medical yes r no MEDICAL DOCTOR | lyes |_imo @ unk
personnel. user facility. distributor, manufacturer or product caused or

3500A Facsimile contributed to the event.
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sequence #

CDH\ T

C. Suspect medication(s)

1. Name (give labeled strength & mfr/labeler, if known)
# . £

L AEDA1S 0,14
e Nsticin Rasmi

seevent and/or D Product problem (e.g., defects/matfunctions)

2. 0 utcomes attributed to adverse event
{check ali that apply)

D death

D life-threatering
(77 hspitatization initighor prolonged

O disaviity
D congenital anomaly

D required intarvention to prevent
permanent impairment/damage

D other:

Mo aawyn

Yo )1)/7/48 “mereor 1120048

5. Describe event or problem

Dnfent had black SIS sine dund
1\},\;0}2;’ came o Yhu ER-on 117 )48 - ej

e, pack Steol, Y RET
e do- bound an

WNad EGD peapov
uler or\wg)wlbo{%m duodenuim,

Auodenbis, gashi®is. Patent had

o @ CLD st for Hopylor.
Apared o0 ) ansopraR0R

cgﬁl Priple
GYheapy for Npylon

MAR % 9 1999
ADVERSE EVENT REPORTING SYSTEM

6. Relevant tests/laboratory data. :nciuaing dates
HCT

Wjag w0
"qja8 32>

! ',50}48 27

pocelone NET Y bimodiho prov 47

7. Other ralevant history, including preexisting medica! conditions (e.g., allergies.
-ace. pregnancy, smoking and alconal use. hepatic/renat dysfunction, 8tc.)

Baep Apreo- ‘

w

P

or FAX to:

MEDWATCH
1-800-FDA-0178

5600 Fishers Lane
Rockville, MD 20852-9787

Mail to:

FUA

rm 3500 (6/93)

q9830

2. Dose, frequbncy & route used Umpy dates {if unknown, give duration
(of bast esbmate} -
" (p-Xtadls QUOL (" ~Surtial meatds

2 -3 tablte QWL (= = penald Mot

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

#1 ML%, / p w ns stopped or dose reducec

: #1 (flbes CJno (lgggsr
2_Nognt '

> - #2 s Dno doesr

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

8. Event reappeared after
reintroduction

-  Cher o (85
9. NDC # (for product problems only)
- - #2 _lyes Jno @gﬁ{

10. Concomitant megical products ang therapy dates (exctude reatment ot e¥ent)

None.,

#1 #1

#2 42

D. Suspect medical device :

1. Brand name

2. Type of device

3. Manufacturer name & address 4. Operatar of device

: : heaith professiorz
7~ —_—
P.F' ﬁ. 1 . lay user/patient

—
{_ other:

TR g

5. Expiration date

mo-davivr)

6. ¢ Ay
MELVATCH CTU
modei #

7. 1fi , gi t
catalog # f lmpfa{!ted give cate
serial #

8. If expianted, give date
lot # moaayyr
other #

9. Oevice available for evaluation? Do not sena to FDA)
_ vyes : no : returned to manutacturer on
“MOSAYIvIY

10. Concomitant medical products ang therapy dates (exciuge ireatment of event)

"
-

E‘ "

500 FOuih b oo o
SALT Ladk Sy vhins oig
. H >0 atjon, - 4. Also reported to
2. Hebith papjyyeRng T B REnE I Alsarep
- p .. .manuiacrer
~g oS A" L )/) prast
" n *: user facility
5. R-you do NOT want your identity disclosedto __ | =
the manufacturer. place an * X " in this box. . distnbutor

Submission of a report does not constitute an admission that medicai personnei or the product caused or contributed to the event.
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THE FDA MEDICAL PRODULIS REFUR 1190 & sesmsoerenn . age _GD * CDEK
' i C Suspect medication(s)

A. Patient information
entifier |2. Age attime | . . . Name (glve beled strengtpn& mfr/labeler, if known)
# bepiotea (07_()
7

of event:
or

Date "
o 2. Dose, & rout d 3. Therapy dates (if unk ive duration)
. Dose, frequency & route use: Y if unknown, give duration
B. Adverse event or product problem «W(OZ?S.M,
1. D Adverse event  and/or D Product problem (e.g., defects/malfunctions) # M 3
2. Outcomes attributed to adverse event o
{check all that apply) [] disability #2 #2 -
ital anomal 4. Diagnosis for use {indication) 5. Event abated after use
[ death [ congenita ly ruse [ stopped ar dose reduced
)  (mardayyr) D required intervention to prevent #1 (/{ “L 4
D life-threatening permanent impairment/damage - #&&es D"O ggs yn‘l
E‘Fﬂsphalization ~ initial or prolonged [ other: #2 -
doesn't
/ 6. Lot # (if known) 7. Exp. date (i known) | 2 Clves Clne Cldggsy
’ #1 8. Event reappeared after

" £
3. Date of 4. Date of .
2/ 3/69 ] 3 / 2 /o S #
event 7 1 this report
(mo'dayy) V‘/ / marsayy 25/ 7 reintroduction,
#2 #2
#1 doesn't
[Clyes Dno%pfy

5. Describe event dr prob! y . .
ﬁ) (’\@ (> v {/J l// O — 9. NDC # (for product problems only)
#2 UJyes [Jno [Ig88Rn"

A 1T
cr ) Choof caup/a.hf&c,/;p _ °

el i e |
}«q\SSe/ 3 feblaspoond buf 75 /?%»mp(ﬁ’tﬂ ‘,(, . An. /

Blooct " the fosh!l” P
ﬂﬂ”’ ) e D. Suspect medical devnce

+o 7
— 1. Brand name
L0 =

t medicat products and therapy dates (exclude treatment of event)

/
& Lxm{)
4. Operator of device

BP 00/ 75
3. Manufacturer name dIRSs X
@. / "&é ﬁgs D health professional
E] lay user/patient

S¢ A”Kf/ / '?/}’/ APR 11999 H oer
e AN o

2. Type of device

model #
6. Relevant tests/laboratory data, including dates /’) 7. If impianted, give date
& : Ve eloa’t S
Sﬁs ()1//7(:& serial #
R l:C' D. Lot # - 8 i exp,la’r’ﬂed give date
- other #
MAR J i 1999 9. Device available for evaluation? (Do not send to FDA)
D yes [:I no [:] retumed to manufacturer on
{moday/yr)

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

MED\V/4TCH CTU

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

1.

4. Also reported to
[ manufacturer

Mail to: MEDV;A:CH . or FAX to: [ usertaciity
5600 Fishers Lane 1-800-FDA-0178 5. If you do NOT want your identity disclosed ta
Rockville, MD 20852-9787 the manufacturer, place an “ X " in this box. [ | O distributor

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

FD. om‘éﬁo{ma)
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A. Patient information
1@ Palient icentifier | 2. Age at timel{

2age

=1 —_

of event:
or

Date
of birth:

In confidence

UNTARY reporting
h professionals of adverse
s and product problems

Form Approved: OMB No. 0910-0291 Expires: 1277854
See OMEB statement on reverse

L0427

FDA Use Only

Triage unit
sequence #

C. Suspect medication(s)
1. Name (give,labeled strength & mirlabeler, if kriowr)

" rond 13U

#2

D congenital anomaly e

(] required interventicn to premv%zé*

permanent ‘mpairmentda

D other:

[ dean __
{tmo cay-yr)
[:] ife-threatening

g hospita.azation - iritiat cr srolonged K

i

2. Dose, frequency & route used 3. Therapy dates (l unknown, Give duranon
B. Adverse event or product problem M ham o tor best extmate !
1 D Adverse event  ard/or D Product problem (g.g., defects/malfunctions) ”2 o C‘ ’ #
2. Outcomes atlributed to adverse event v
(check all tra! apply) [[] disabitty #2 #2

S. Event abated after use
stopped ¢r dose recduced
doe;

#1 [Jyes [Jnc Dasplﬁyn‘l

4. Diagosis for use (indicatior)

# C{CK/D"":"

#2

3. Date of
event

guent | lZ/j é/[f/ ‘;l?:s report | 2/3{/700

moiday )

S. Describe event or probiem

Pt b a 7_:{ /Mﬂ‘e)/r;/c [17PF = b}/c”
Sophgtes Accor dagile A 1D X
M?Wdfz; VALR cfo G doys
af&-zz-‘;m/qwﬁm/ A//V%-brom
e fq Wét”[(!ﬁfma){u'd
+clat. /#W deck vimt cud
?’LK/CFI/L(Z;&Q. /‘(‘cc,./t( ‘C-—_I é,&f
(o
iﬁ frlﬂ fDér‘Vm(,LM«é b@élﬂ'a’f/{
Pr(ua,owf/ 1V 5% as/azn ¢ br

PREE whisn adtan el T 47 1C U,

—

[

5

16, Lot # (it known)

#2 [Jyes Oro Dgggfy“"

8. Eventreappeared afler
reintroduction

#1 Dyes Dno Ddoe

7. Exp. date (i! known)
#1

#1

%2

Fe

3. NDC # (for product problems only)

#2 [Jyes [Jno Dggg.sym

10. Concomitant medical products and inerapy dates (exclude trea:ment of event)

D. Suspect medical device

. Brahd name

6. Relevant tests/laboratory dala, including da'es

/4/0(144 j_ /‘éc,é';’ ’2717

2. Type ofd‘Kice

3. Manufacturer hame & address 4. Operator of device
E] realth professiona!
D lay user/patient
D other:

5. Expiration date

6. (morgayryt)

mode! #

SR e
catalog # JUN D - ‘ 7. I'f:rnp'!‘arj-lled. give date
serial #

M 8. If explanted, give date
lot 4 (mu'cgy/yn g
other #

9. Device available for evaluation? (0o not send to M
D yes :I no [:] returned to manufacturer on

(mo-Cay-ye

" Other reievant history. including preexisting medical conditions ie.g., alle-ges.
race pregnancy, smoking and zlcohe! use, hepatic/renal dyslunction, eic.)

jvt‘h’( a{/ff’77

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

Reporter (see confidentiality sect ot v, %ask)

Name, address & phone #
VAmMC
1030 Jetlersom Ave

thUN 10 1999

or FAX to:
1-800-FDA-0178

MERWATCH
5600 Fishers Lane
Rockville, MD 20852-3787

mA Aail to:

FCA Formn 3500 (6:93)

CTuADYLY D

VYL Z v~ r he 5 “r"\/ 3 C’
2. Health professional?

3. upatio E Also reported to
[ o Z;,w. y)

D manufacturer

t

yes .
user facility

5. Il you do NOT want your identity disclosed to

C

distzibutor

the manutacturer, place an * X " in this box.

Submission of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.
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jos: Patient infarmiation 321557

! allenhdcnuher]‘_ Age at me

: of evenl: 75'
<2770 or
Date
inconfidence of birth:

and'or

/B’Advcrse event

x—““

E] Product probiem (e.g.. dereclslmalfunclons)

. Qutcomes attributed to adverse event
{check all thal apply)

D death
T 33y
E] hfe-threatening
g hospilalization - iriial or prcionged

(] disability

E] other:

D congenital anomaly

D required intervention to prevent
permanent impairment/damage

i Dale ot 4. Date of
event ? / C? this report / /
cne.dyy 0 / Ime C3: vﬁ 8 4/ ?P

3. Descnbe event or problem

LL(: o’/—“/‘. /L@c/?:lm X R en 7/”/‘7‘?
LC/;C"Z‘ ..a:fc-u‘{ C/G d‘.(‘t[(‘ru-—-lﬁ{ .'@4.'\ )‘W

_.,-

ooser Lw/f/

Lefr 2° Z"wv‘v/c’»r,a«m/abc/&

y, 4:/?/4‘. L Cor Ly T C,[¢u:e

coid (bxﬂcnw-’"{ faen 2 T

-t ‘.']

2ty vt Bl o Rdes nfe brghtd

." ceci e /(
FMEH
clecarth ’l+£5 /_,.IC%-;\ N | f«,tqé ay[‘u-&

Mf ’W\-T/vz cacm\z,:( /ér«, fﬁ/v
J[wé aﬂfl /AJN/' ,,C!'— éf‘ ﬁ [m /Llctll y/W/L'

w

HTA,
C feltld

L o

3. Relevant tesls/laboratory data, including daias

Other relevant history, including preexisting medical conditions {e g . ailergies.
race, pregnancy. smoking and alcohol use. hepatic renal dyslunclion, etc.)

NELA

MEDYATUH
5600 Fishers Lane
Rockville, MD 20852-9787

I%A ail to:

NA Form 3500 t6i93)

Cret 1A

or FAX to:

1-800-FDA-0178

'OLUNTARY repocting ,
Ith professionals of adverse

s and product pml‘.lcm.\'(

_CDER

Form Aparaved CMY Mo 07410.9291 Srpres tL 1491
Sce ONIB stalement ¢n teverse

FOA Use Onty NP

10430/

Traaqe unit
seguence ¢

1. Name (give labeled strength & mrmabeler if mown)
n T} cLL ﬁu{ﬁ/\
2 ‘a [5(‘ /Q/?t

Dose, frequency & route used

2

1 ;{wma FO/-C,‘ac/c{aU
¥2 /jovnfpo (5) EID;

4. Diagnosis lor use {indicalion)

" acd bl

3. Therapy dates (il unkncn, grve duratien)
fromao o1 besi cshmate)

1998 -7&
5'/,/‘" 7/”-7‘ /‘/;34"4.,?4'

5. Even!abated alter use
stopped or dase reduced

#1 [Jyes [(Jao D"Saf’”

2
a ¢c2sml
6. Lot # (if known) 7. Exp. date if xnown) | 72 Uves Ulne (5535
1 1 3. Event reappcared alter
reintroduction
22 22
H H dozsn’t
Clyes agoy

S. NDC # (for product problems only)

csasnt

2 Dyes :]no SeEiy

10. Concomilant medical products and therapy dates (exclude treaiment of evert)

{ B Suspéctiddicaldenices V2R

1. Brand name

2. Type of device

. Operator o! device
El heaiit proless.onal
E lay user.panen:

D other

3. Manufacturer name & address

. Expiration date
mS 2a. pel

REC’'D.
5. .

model ¥ | J“N e o 1999

catalog #

. llimplanted, give date

{me 2av vh
serial # MEDWAT
lot # 8. Illmeox:fir?!ed. give date
other #

9. Device available for evaluation? (Co not send to FDA)
G yes D no D returned 10 manulaclurer on

10. Concomitant medical products ard therapy dales (exciude treaimn2ni of event)

g Saw e

eparter (See confidantialitis

Name, address & phone #

VAMC,
MEMPHIS, TN 38104
901 523-8990 EXTENSION 7363

1030 JEFFERSON AVF:NN 10 1999

jﬁﬁ teported to

2. Health professional? | 3. Occupatic
manulacturer
yes [:‘ no @W D
D user facilivy
5. It you do NOT want your identity disclosed 0 —
the manufacturer, place an * X ™ in this box. i 1] cisinoutor

Submission of a report does not constitute an admission that medical personnel or the product caused or conltributed 1o the event.
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u!l\
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"Cﬁ‘S’us"' éﬁ’ﬁié’dléalf'd‘ﬁ(s A RO e AR

1. Name (give labeled strengih & mir/labeler, it known)

/_@;r_ tbs 0 A ) e

R AT

A.*Mm'?'* 'ra.ii**

I Pattent identitier | 2. Age al me

of event:
.%74, ool

Cate

of birth:

I contufence kgs 2
1- SAne- g Vgt an Pt g A hat T r’w Liroel0is EVTTY; 2. Dose, lrcquency & route used 3. Therapy dales (i unkrcem, giue daras
5 !Adﬁ "SGGVﬂ Gﬁﬂ ﬁ mi«:.h’ ’(m}‘fﬁﬂ é’g‘ﬁﬁ’; oM. [0 107 D23t Cylimatey Hon)
> ~ -
M Adverse event  and/or [:] Product problem (e.g.. delects/mallunclions) a1 &OO‘VVR: QO TJ D # N W—wk ot /, Md
- =T 3 T
Qutcomes atlributed lo adverse event
{check all that apply) [:] disability "2 42
[_‘] et [:] cangenital anomaly 4. Diagnosis for usc (indicalion) 5. Eventabated after use
deothy e N .
s gy [(] required intervention to prevent 81 stopped or dase reduczd
[:] Wle-threatening permanent impairment/damage T [:]yes [:]no D,{.nglr"\
EZ] hospitalzanon — irthial or prelonged D olhes: "2 - - - —
- i deasn
G. Lot 4 (it known) 7. Exp. date (il known) ¥2 Dyes L_:]no appiy

s Dale of 4. Date ol
event d: /fd': this reporl é/‘//ﬁf 1 k1 3. Eventreappeared alter
Kl imacaviy i reinlroduclion
 Ches oo Oty

Descrive cvcn!orproblem - #2 #2
ra/f:l‘;wf , Levende 1 ,;/17;:)“,«4/\ ,‘-,cu:"w. Al 9. NOC # (for product problems only] O —
- - no [Jg22
M /;?"r,[ 14;\ /- ,?H,—cc,ﬁa Pa:&" 54 T‘L”’g“’-’ 70 Concomilant medical producls and therapy dales (ex:ude:eamem ol uve.j:p:/
ddwof oTe DC\ ?/z‘.,a Pcwn/cl/wa:{y‘ 2
,LM.,?Z“ b,z,b\ Qc[t}, w...a( / /,a(,é a/:».. -
LL’« e GT b(OZd’/Uw celid g ,,n,'ZZ,-T//cL-V’

Qu/nvé [é r‘.\:Cﬁ.

R S e

B Suspectimddcalideulcs

1. Brand name

2. Type ol device

3. Manualacturer name & address 4. Qperator ol deniee
[:] healih profess.onel

D 13y user.panent

D other:

R, El Y 5. Expiration date
5. N bl U. tme 2o,y
model 8
.. Relevanl lestsylaboratory dala, including dates 'JUN 0 4} 'qoq 7. Mimplanled, give date
calalog # N A7 LSRR

e (;’Jc‘fﬁ:lil)

}: feent serial.‘l_MEBwA
17 . TCH CTU 8. !l explanled, give date

fot (ma 23wy

q1
cther i n@‘b
9. Device available for evaluation? (Do 2nd lo FDA)
D yes D no D relumed 10 manulaciyer gg

ll‘u “ ﬁ Sy e

10. Concomitant medical products ang lhcrap’wgs {exclude reaimeni ot evartl

Other retevant hustory, including precxisting medical conditions (e.g.. allergies.
race, pregnancy. smoking and alconol use, hepauc renal dysfunction, elc.)

MFA

B2 Reparten (dea confidantlalitig sectlon on back)\:

1. Name, address & phone ¥

VAMC, 1030 JEFFERSON AVE.

MEMPHIS, TN 38104
901 523-8990 EXTENSION 7363

2. Healtn peofessional? | 3, Occupation 4. Also teported to

ﬂ yes D no \\ll/‘\NV\O D manulacturer

Mad tor sEDWatch or FAX to: (] user tacimy
[—' l } /_ } 5600 F,'Shers Lane e 1-80C-FDA-0170 5. {l you do MOT want your identity disclosed to
Rockville, MD 20852-9707 the manulacturer, place an ~ X * in this box. [ [ eswouor

A Farm 3500 179N Submission o! a report does not constitute an admission that medical personnel or the product caused or contribuled to the cvent.

D2y 1AL NAA
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A. Patient mnformation

2328

- —mran PRULEKAM

B. Adverse event or product problem
1. [XAdverssevert angior  [] Product problem (s.g. dsfects/maiunctions)
2. Outcomes attribuied 1o adverss svent

{check afl that apply) [ osabiity
0O ] congenital anomaty

] ] required imervention o prevent
] tite-mreatening O permanent implinnenwp:r:ago

q»mpnawnﬁon ~ initial or profonged ] other:

3 Date of 4_Date of
svent 10-1-98 this repot  6-16-99
Jmoldayyr) i moisayyn

6. Relevant testa/laboralory dsta, inciuding dales

5. Describe event or problem

Patient was previously admitted to the hospital and found to have
a bleeding duodenal slcer which was cauterized endoscopically.
He was discharged on 9-30-98. Subsequently, he did nat feel well
and took some Advil for low back pain. He came to the Emer-
geacy Department on 10-1-98 with complaint of lightheadedneas
and dizzimess. He was readmitted for repeat cauterization and
discharged on 10-7-98. Advised to avoid NSAIDs.

Page _1_of _]_ CDER )

EE_T04339

C. Suspect medication(s)
1. Name (give labeled sirength & mirnabeler, it known)

" _Advi)
2
2. Dosas, frequency & routs used 3. Therapy dates (il unknown, give duration)
om0 (or bent esiimate)
*1  unspecified " umspecified
w2z "2
4. Diagnoais for use (indication) 5. Evenl absted after use
" an llgnic stopped or dose rudueod"
. I
~ 1 Clves Clro (i
doagn'l
6. Lot # (Il known) 7. Exp. date (it known) | *2 Oves Oro Cgeesr
LA " 6. Event reappeared sfter
2 v reintroduction
¥
#1 yes no doesn't
9. NOC # {for product prablems only) Cyes O 355
#2 [Jyes [(Jno [Jgopnt

[10. Concamitant medlcal products and tharapy dates (exclude ireatment of event)

Prilosec, Norvase, Hytrin

D. Suspect medical device
1. Brand name

2. Type of davice

3. Manufacturer name & sddress 4. Operator of device
[ neatth protessional
D lay user/patient

D other:

5. Expirsiion date

{moidayys|
#

Hgb = 8.6, 7.4 va 10-1-98
Stool is gusisc positive. (10-1-98)

ther #
9. Davice avallable for evalustion?

REC'D.
woe___ JUN161999

. MEDWATCH CTU

(Do not send 1o FDA)
D relumed to manufacturer on

7. It impilanted, give data

8. M explanted, give date

vhyr)

O ves On —

7. Other relavani history, including preaxisting medical conditlons (e.g., allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dystunction, elc.)

Patient is Caucasian with a history of hypertension and peptic
ulcer. He is a cigareite smoker and a recovering alcoholic. He has
an allergy to penicillin.

2" Heann profassional?

10. Concomitant medical products and therapy datas (exclude raatment of event)

E. Reporter (see contidentiality section on back)
Name & address

1.

3. cupation
Pharmacist

4. Alsg reported to
D manulactures

Maiito: MEDWATCH or FAX ta:
5800 Fishers Lane 1-800-FDA-0178
Rockville, MD 208529787

Oges [ ne

It you do NOT want your Identity disclosed to
the manufacturer, piscs an “ X * in this box.

D user facility
3  astrivutor

5.

r
A Farm 2800 1/96) Submission of a report does not con
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that medical personnel or the product caused or contributed to the event.
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. Patient information

sr use by user-facilities,
utors and manufacturers for

\NDATORY reporting
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Form Approved: OMB No. 0910-0291 Expies: 1273194
See OMB statement On reverse

{ 98-2708 )

Wit report &
98-0169-022
UF/Deat repont &

1 1

FDA Use Only

C. Suspect medication(s)
1. Name (gwve labeled strength & mir/labeler. if known)

1 Pummilner 2. Age at Iimg3 3 Sex
of event: ﬁ temale 41 Advil (R) (Ibuprofen) Liqui-Gels
[ mate x2 -NA
In confidence
2. Dose. frequency & route used 3. Therapy dates (if unknown. give guranon)
B. Adverse event or product problem 1 liqui-gel prn o et (0]
1 B Adverse event and/or E] Product problem (e.g.. defects/malfunctions) *1
2 Oulcomes stiributed to adverse event ! ] -NA
icheck all that apply) [[] disabitity w2 2
] deatn [ congenitat anomaly 4. Diagnosis for use (indication) 5 Eveni abated after use
O imosayyn [] recuired intervention to prevent #1 headache stopped or dose reduced
life-threatening ermanent imparment/damage #1 o \
A P mpa 9 -NA myes DT\O DaggFYM
[jj(hospualizahon — nitial or prolonged D other: #2 i ¥
#2 Dyes Dno fjﬂoe n't
Ty 6. Lot # (it known) 7. Exb. date (if known) apply
3 Date of . Date ol
event this report #1 3982231 - #1 05/00 8. Event reappeared after
o dayryt 10/07/98 1morciav i) 10/27/98 NE e /- A — reintroduction
5. Describe event or problem *2 #2 " oesn’
1
A 23-year-old female reported that following the 3 NDC # — for product problems ogly ¢ known) Dyes D"O appfy
occasional use of Advil liqui-gels for 1 month, 0573rJ 0{’69 261 D D ﬁdoe -~
she experienced severe stomach pain and went to 1. #2 | Jyes | jno apply
an ER, after taking 1 liqui-gel on 10/7/98. 10. Concomitant medical products and therapy dates {exclude treaiment of event)
She was hospitalized 10/7/98-10/9/98. She was 3 _ None reported.
told that the pain was due to Advil that ":h@de
a hole in my stomach®. Zantac (ranitidine) was
prescribed. At time of reporting she still felt
goreness. Medical records were requested.
on a follow-up call on 10/21/98 the consumer
stated that the soreness has abated and her condi- D. Suspect medical device
tion has improved. She is continuing to use Zan- 1. Brand name
((‘ tac. No further symptoms or sequelae were Ie-
. ported. 2. Type of device
3 Manutacturer name & address 4, Operator ot device
] neattn protessiona
D lay user:patient
D other-
S Expiration date
[ 1ma gav v
mode! #
S Relevant iests/laboratory data. including dales catalog # 7 ',',,L":zl:"“d give date
No information provided. seriaf #
ot # 8. l'lmecxu;‘):av‘med. give date
other #
g Device availabie for evaluation? (Do not send 10 FDA}
D yes D no D returned to manutacturer on
mo 33 .0
10 Concomitant medical products and therapy dates (exclude treatment o! event;
= Other retevant history, including preexisting medical conditions (e g allergies
race. pregnancy. smoking and alcohol use. hepatic renal dystunction. etc )
No additional medical history information provided
E. Initial reporter .
T ey
~ = DEC
misea <SMEC 0 8 1998
No allergy history reported.
issi ; 2 Heaith professional? |3. Occupation 4 Initial reporter also
Submission of a report does not constitute an ;\\ A sent repon to FDA

admission that medical personnel, user tacility ¥
distributor, manufacturer or product caysed or
contributed to the event. - r L] G z i)

Pr

FOA

FNa form 3500A 16/93)

Jyes [ no

unk

Oves Tro
gu-uuio




1 dua

nm‘

#329
(conunuea)

Refer to guidelines for specifi

1 Check one

vi 1 Safet
34M— 0-02=

i

»n of a report does not constitute
iion that medical personnel, user
tributor, manufacturer or product

caused or contributed to the event.

c instructions

F. For use by user facility/distributor-devices only

2. UF/Dist report number

uger facity [:] distributor

3 User facility or distributor name/address

4

Contact person

5. Phone Number

8. Date of this report

6 Date user facility or distributor | 7. Type of report
became aware of event ) (moraay'yes
\mo-day.y! D initral
(] tollow-up #
9 Approximate 10. Event problem codes (reter to coding manual)
age of device
patient _ | _
code |
device _ -
code
11 Report sent to FDA? 12. Location where event occurred
D yes D hospitat [Joutpanent
:] no (mo:cay-yr D home diagnostic facility
(] nursing home {Jambulatory

13 Report sent to manufacturer?

“lyes
Mno

Imordayyr)

D outpatient
treatment facility

D other:

surgical facility

specity

14 Manufacturer name/address

G. All manufacturers
1 Contact office — name/address (8

whitehall-Robins
Medical Departwment
S Giralda Farms
Madison, NJ

minng stte for devices)

07940-0871

2. Phone number
973-660-5500

Page of

FOA Us
Device manufacturers only
1. Type of reportable event 2. if follow-up, what type?
D death [:] correction
D Senous inury [:] addmionat mformanion
D malfunction (see gudelings) [:] response to FDA reques!
D other: D device evaluahon
3. Device evaluated by mfr? 4. Device manufacture date
Dnol returned to mfr. o
Dyes D evaluation summary attached
Dno (attach page to explain why not) 5. Labeled for single use?
or provide code: Oyes Hno
6. Evaluation codes (refer to coding marwal)

1
rmercs M ]
R
waers | L H ]

J

7 it remedial action initiated,
check type

D recall
[ repar O
[ replace O
[ retabenng [
D other:

notification
inspection
patient monitoring

modification/
adjustment

8. Usage of device

D inital use of device

[ reuse
[] unknown

9. Il action reported 1o FDA unoer
21 USC 360i(1). tist correchon!remo\f"\
reporhing number: !

3. Report source
(check all that apply}

D foreign
D study

@
a
)
g
<
m

10 D Additional manutacturer narrative

and/or [:] Corrected data

ix__—_] consumer
D health
= Date received by manutacturer | 5 protessionat
o ey (AWNDA ¢ 20-402_ 0 tacd
10/11/98 = user fac:ily
IND# ___-NAR
¢ It IND, protocol ¥ — f:':‘::::tauve
PLAE P
G distributor
pre-1938 [ ] ves —
Type of report i | otner
«check afl that apply)
' Ot ELyes
“isday [ ] 15da produc
— Y Y 8 Adverse event term(s)
__ 10-day g penooic
— YLCER PEPTIC
5_2 imtal | «};follgW-upn.#
»ﬁg v ‘ BAIN ABDO
S Mtr. report number
98-0169-022
The public reporting burden for 1 v . icer .
h::u per rasponse. ll:t ln"lt lor - 1 . vearet g n-llm‘::ﬂ:':ruv:z: ::::‘nc:::::r..%::lm::suwm ™m.s :)';:.c‘:ol Management and Budget Please do NOT return this torm
aatheting $nG Mamnianing the data needed. and compieting and reviewir.g he collection of infor- 200 Independence Avenue Paperwors Reduction Project (0910-0291) to either of these addresses.
;\ol:‘l:? vouv m: burdea R .m:'v:‘v:,y olher aspect of 1Ny collec: w;;:m;'l&n. DC 20201 Washinglon. DC 20503

FDA Form 35004 - back



il o s

lmmnnmmniu‘u{mmﬂl

th professionals of adverse ?‘""_:"
ts and product problems avance %’ 7
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM of ‘L CBEQ
A. Patient information C. Suspect medication(s)
4. w.mm 1. Nume (glvq labeled strength & mirabejer, if known)
VPEOFEL
Dmale "2 ﬁ; P/ 4
2. Dose, frequency & routa 3. '{::::&y dm.:m(:l)unkmwn gwedurahon)
" 7 . "
. ;) 3
- {check .“m-mm - D o 4, / s/fD d;:a\ion = 7 5. Event abated -fhr. use
Dloestn DWNMIlnoma‘ly DMV or use (in ) ey e
(moldayyr) D required intervention to prevent
/D'“Wm permanent impairment/damage yes [Jno D%ﬂ
[ rissphatizstion - intia or prolonged (] other:
6. Lot# (i 7. Exp. date ) #2 [Jyes [no [gozgm
amuu 4m«m A
7/2/77 | Eam 2700777 " T
:. Doculbowom«p(oblom 2 / 2 # Jyes o
9. NDC'# (for product groblems only)
#2 CJyes [Ino DW‘
4225: GI BLEED . 70, Conomitent medical produc% y tr;.;r;mof event) '
87 YOF adm to ED with vomiting, fever, and / /74 M
generalized weakness. While in ED, pt found to _ 4 Lbl/})
have Hgb of 6.7 and guaic positive stool. Pt had '
been taking Nuprin at home for stump pain (BKA). ] pe edical de
GI Consult confirmed GI bleed and felt secondary 1. Brand name
to NSAID use. Pt recvd transfusion and admitted 2. Type of device ,
for further treatment 3. Manufacturer name & address 4. Operator of device
[ heatth professional
[ ey userrpatient
D other:
- 5. Expiration date
, models -
6. Relevant tesis/isboratory dats, including dales ; catalog # ';EQ?[I, 7. Wimplanted, give date
serial # .
oy JuLU 1 W [e. Hexpianted, give dawe
other # . .
8. Device avsila (Do not send 10 FDA)
D. yes D no D retumed to manulacturer on

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

7. Other relevant history, Including preexisting medical conditions (6.g., ellergies,
1. Name, address & phone #
7/ -
yrtrwdi 775 -
/ .
Phone:

race, pregnancy, smoking and sicohol use, hepatic/renal dysfunction, eic.)
Dept. of Pharmacy Services,
a’y 2:!5; 0’7 ' 2. Health professional? | 3. Occupstion 4. Also reported to

/m pm/ W/ /7/0/ E. Reporter (sce conf:dentlalaly section on back)”
Hospital
e T

manulacturer
Mall to: MEDWATCH _ or:gxb: - éys ) no |Pharmacist % e
5Ms"°',|""'""gs- 2.978 -800-FDA-01 5. 1 you 6o NOT want your identity diaciosed to fackky
e, MD 7 m!o:nnm,pheon * X * in this box. D O dstributor
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Page

(XYY

3 Sex

- Pat jgentitier |2 Age at time
Jd of event: 61

B or f temale Ibs
Date -NI —_—
of birtt: ' i male

|~ conhdence
B. Adverse event or product problem
1 3‘ Adverse event and/or D Product problem (e.g.. delecis/malfunctons}

For use by user-facilities,
stributors and manufacturers for

MANDATORY reporting

2 Outcomes attributed to adverse event
D disabiity

‘check all that apply)
D congental angmaly

:] dea'h
—_— (mo-aav v D recuired mmtervention 1o prevent
__| te-tnreatening permanent tmparrment/damage

—p
] rospitalization - initat or orolonged [ other

5 Date of 4 Date of
event this report
e 11/03/98 st 12716798

S Describe event or problem
A physician reported that a él-year-old female

experienced nausea around 12:¢0 AM on 03-Nov-98
following a 3 week regimen of 1600 mg (total

caily dose) Advil tablets. Approximately 1! hour
later she presented to a local emergency room
following an episode of vomiting blood. A diagno-
sis of gastritis was made following gastroscopy.
the patient was admitted. She recovered and was
cdisckharged 3 days later. kg
Secordary to the diagnosis of gastritis, and based
on admission laboratory values, the patient was
diagnosed with pancytopenia. The reporter was un-
sure as to whether the hemotologic findings were
present prior to the patient's use 5f Advil. The
reporter thought the pancytopenia may have contri-
buted to the bleeding noted by the patient. No
further symptoms or sequelas were present. Medical
records have been requested.

On 22/08/98 Whitehall-Robins Healthcare received a
lettex from the reporter stating that the patient
requested that no more information to be supplied
to Whitehall-Robins Healthcare. Nc further symp-
toms or sejuelae were repcrted.

c Relevant tests/laboratory data. including dales
11/03/98 (on admission): Hg=12.3 g/dl,Hct=37.5,
wbc count=7,500/mcl, platelets=25,000/mcl
11/04/98: Hg=9.8 g/dl, Hct=26.8B, wbc count=
3,200/mcl, platelets= 21,000/mcl.

JUL 071999

Other relevant history. including preexisting medicat condtions ‘g5 aé3es
Y EY CRYSAR SR S g SyENEy e o
Thyroid condition ({(duration of history not re-

ported)

Reporter felt patient may have had possible his-

tory of pancytopenia.

No allergy history reported.

Form Approved: OMB No_ 091C-0291 Exprres 12731794
See OMB statement on reverse

W
$3-0150-135 ¢ 98-3204 3

UF/Duet report #

1 o C

FDA Use Oniy

C. Suspect medication(s)
1 Name (qive labeled strength & etrlabeler :l known)

#t Advil (R]) (Iruprofen) Tablets
42 -Na
2. Dose, frequency & route used 3 Therapy dates (! unk Gwn give Gurauon)
402 mg gid 1regI0 107 des: QRVBRE (S )
#1 #1
~-NA
#2 82
4. Diagnosis far use ondicaton) 5 Event abated after use
81 arzhritis stopped or dose reduced
=
%1 ! :
" = Cires Cono Tlgagn
H ino | THoesnt
6. Lot # (¢ known) 7 Exp. date (i known) | "2 Olves [ino W
¥1  Unimown #1  -NA € Evenl reappeared after
- -NE | > -NA A reintroduction
* . & )
) 01 [ lyes 3"0 ‘rg ogsmt
9 NDC # - fcraproduc: ?roblems ony (i known) y
057 0150 ~
- - #2 Dyes [:no 'aggy’”

10. Concomitant medical products and therapy dales {excluge ireatment of event;
§ Synthroid‘ {(levothyrcxine) (dose and use dates un-
3

I known),
% Premarin {conjugated sstrogens)
e dates unknown) .

D. Suspect medical device

1. Brand name

{dose and use

2. Type ot device

Operator of device
(] heain orotessiona

D iay yserpanent

D other

3 Manufacturer name & address 4

5 Expiration date

6 ™z 0ay v
model #
taloq 7. Himplanted. give date
3 Ml 3+ T
serial #
8 If expianted. give date
lot # 1mG OBy v* 9
other #

S Device available for evatuation? {Do not send to FDA)
— —
] D no | returred to manufacture- on

yes

Nl E i

1s and 1herapy dates (exciuge reatmen! of even',

10 Cor

E. Initial reporter

=

L ——— United States

tant prod

Submission of a report does not constitute an 2 Heahh professional? 13 Occupation 4 initial reporter aiso
r i > ‘S admission that medical personnel, user facility S‘ g ves :l ne Physician sent report to FDA
distributor. manufacturer or product caused or ‘«\b D yes :] no unk
SN2 Earm 35008 1597 contributed to the event. \
N e~ ... 1 - - - - -
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@887-X-00 *
{continued)

Rete- 10 guidelines for specific iIngjguctions
F. For use by user facility/distributor-devices only

1 Check cne 2 UF/Dis: report number

2

!

Page

: user tacity : distnbutor

of

User tacility or distributor name/address

n of a report does not constitute

ion that medical personnel, user

tacility, distributor, manulacturer or product
caused or contributed to the event.

1. Type of reportable event

D death
D Senous Injury
D maltunction {see guidelines)

D other:

H. Device manufacturers only

U5 DEPARTMENT OF MEALTH AND ~UMAK SERACES
Pubsc Hea Sefnce o Food and Gng Adfrenestranon

F0s

2 It follow-up, what type?

D correction
D agdinoral informator
D response 10 FOA regues?

D dewvice evaluation

My

< Contact person 5. Phone Number

& Date of this report

tMO'ddy. ¥

BN

Date user facility or distributor
became aware of event
1TCOaY v

7 Type of repor:

] mal

D tollow-up & _____

3. Device evaluated by mfr?
Dnoz returned 10 mir
Dyes :J evatuation summary attached

Dno (attach page to explain why not)
or provice code

4 Device manutacture date
mong

5 Labeled tor singile use?

Ovyes [Jno

< Approximate 10 Event problem codes (rele- 1o coding manual:
age of device )
patent - | f- l !
code 1= )
device _ - |
coge )

11 Report sent to FDA? 12. Location where event occurred

: ves D hospita outpabient
"o fmoQdy y: ] home dragnostic facihty
—_ ' ambulatory

D nursing home

D outpatiant
treatment facilty

D other:

13 Report sent to manutacturer? surgical tacility

Jves

| ne MoKyt

S3eC"y

6. Evaluation codes (refer 10 coding manual)

e [V}
sts | S - ‘;

S E B
condlusions ! -

1

+3  Manutacturer name/address

G. All manufacturers

I

7 If remedial aclion initiated.

check type

D recall E notficanon
repair D nspeclon
replace ’j patient monitorng

i
relanelng D modification’
tadjustment

ooono

other

s

*

8. Usage ol device

D mitial use of device

] reuse

] unknown

9 I action reported to FDA unger
21 USC 360i(t1. 15! correchonrer
reporting number

Additional manutacturer narrative

]

angror 1. [_] Comected data

° Contact office ~ name/address (& mfring site for devicas) 2 Phone number
973-660-5500
Whizehall-Robins S e o)
Medical Department —_ Y
5 Giralda Farms i toreign
Madison, NJ 0794C-0871 T stugy
: Iiterature
: zcrsumer
. heaur
Date receivec by manutacturer | 5 protesscnal
~ aav (AWNDa = 18-989 T gse- fac
11/06/98 — useriaciiy
IND= __ -MA T company
- 1 IND, protocol # — f:pv:sae;tawe
PLAE . ’
— . osrouler oo
cre-1938 1 ves — 1
Type of repont L) —_ oiner Lo
icnec« atl 1hat apply) '
oTC E] yes
T sday [ 15day product
© 5.
_ o : 8 Adverse event term(s) JUL 0 7 ]999
__ o-dav xx oenodtic
— — GASTRITIS
& nhar . Wowwps ___ | pANCYTOPENIA
- HEMATEMESIS
= Mtr, report number
28-0150-135
The pUDIIC FROCAIING Durden 10f tIS COue: of has been 1o averaqe ore-  Reports Ciearance Off.cer PHS andto

rour per response INCiuding the trme for g . g easling datd sources
Gathenng and mantainving the dala Neeaed. and cOMDILING BNG revsewir g the collection of 1ntoe
malor  Sena your Gommenis regarding Itws Durde™ eshimate Of BNy otner aspeci o this collec
tion of aton 9 Yor regucing this burder to

FN2 Farm 1RANA _ hart

Huterl W rumpmey Bullding Room 721.8
220 indepencence Aveaue SW
Westirgion DC 2020

ATTN 3RA

Oftice of Manasgement and B t
Wasnngton. DC 20503

uage!
Paperwork Reduct:on Proect (0910-0291)

Piease do NOT return this form
10 either of these addresses.
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Mir report # 9917096
T
lnaiviaual !a?ety t
H‘;
s =1=00-01% |

A. Patient Information
.eg

of event: UNKNOWN
or
Date of Birth:

m Female or

D Male

in confidence

Page_1 of 2 FDA Use Only

242.0lbs

Approved by FDA on 12/02/93

item continued

C. Suspect medication(s)
t]|1. Name (give labeled strength & mirlabeler, if known)
# 1 FELDENE CAPSULES

#2 apviL

B. Adverse event or product problem

1.[ Adverse event and/or {] Product problem (e.g. defects/matfunctions)

2. Dose, frequency & route used 3.Therapy dates(if unknown, give duration)
#1 ORAL fromAo (or best estimates)
#1 UNKNOWN

OT SPECIFIED
2. Outcomes attributed to adverse event #2 notspech #2 UNKNOWN
{Check all that appiy) [ disabilty A Diagnosis for use (indications) 5. Evenl abaied afler use
[ death [] congenital anomaly § 1 INDICATION UNKNOWN stopped or dose reduced
! {ma/daylyr) required intervention to prevent doesn't
[ lfe-threatening pe?'manent impairmentdamage # 2 WDICATION UNKNOWN 1 Ryes [Jno [J apply
. . it ther: - jogsn
. gt:os;;;nahzauon initial or prolonged 4[:.‘!”:; ;1 8. Lot # (if known) 7. Exp. date (if known) LZ Dlj::lgi?owg aoply
A . #1 UNKNOWN #1 UNKNOWN
event UNKNOWN this report 07/28/99 - Event reappeared after
(mo/day/yr) {mo/day/yr) #2  UNKNOWN 42 UNKNOWN reintroduction

. Describe event or problem

BY PFIZER ON 13JUL99. THE INITIAL REPORT WAS SUBMITTED
ON 30APRSS.

THIS FEMALE CONSUMER, WHO IS CURRENTLY 46 YEAR OLD
REPORTS THAT SHE TOOK FELDENE (PIROXICAM) A "LONG TIME
AGO." THE FELDENE CAUSED BURNING OF HER EARS. SHE
DISCONTINUED THE FELDENE AFTER ONE OR TWO DOSES AND THE
BURNING EARS RESOLVED. SHE HAS TAKEN ADVIL (IBUPROFEN)
AND DEVELOPED GASTRIC REFLUX AND A LESION IN HER
ESOPHAGUS, WHICH REQUIRED HOSPITALIZATION. IN MARSS,
SHE DEVELOPED BREAST CANCER, SHE HAD A WIDE EXCISION
WITH "DUCTAL CARCINOMA IN SITU." AS OF 16APR9S, HER
BREAST CANCER IS IN REMISSION.

ON FOLLOW-UP, THIS PHYSICIAN REPORTS THAT THE PATIENT
TAKING FELDENE AND ADVIL AND WAS COMPLAINING OF CHEST
PAIN SYMPTOMS. THE PATIENT WAS ADMITTED TO A HOSPITAL
FOR CARDIAC AND GASTROINTESTINAL EVALUATIONS. THE

GASTRIC REFLUX, WHICH WAS TREATED WITH PREVACID
{LANSOPRAZOLE) .

THIS IS A FOLLOW-UP REPORT BASED ON INFORMATION RECEIVED

RESULT OF CARDIAC EVALUATION WAS NEGATIVE BUT THE RESULT US.A
OF GASTROINTESTINAL EVALUATICN FOURD THE PATIENT TO HAVE [} foreign

9. NDC # - for product problems only (if known)  1#1] yes [] no (@ ?:;33 '

UNKNOWN doesn't
NA "
2(]yes [Jno [] 3FPY
10.Concomitant medical products and therapy dates (exclude treatment of event)
PROVENTIL --/--197 - "PRESENT

.

G. All manufacturers

6. Relevant testsNaboratory data, inciuding dates

- MECEIUE

JUL 301999

|

3y

ontact office - name/address (& miring site for devices)| 2. Phone number
PFIZER REGULATORY SAFETY 212-573-3129
PFIZER PHARMACEUTICALS
235 EAST 42 STREET 3. Report source
NEW YORK, N.Y. 10017 (check all that apply)
a study
L4
[ literature
X consumer
4. Date recelved by manufacturer {5 neaith professional
A professional
{mofdaylyn k&A # NDA 918147 R facili
07/13/99 oy =g user facility
e PLA} ————
©. IT IND, protocol # 0] representative
NA pre-1938 [Jyes | [ distributor
oTC other
7. Type of report product 1 Y68 S
(check all that apply)

8. Adverse event term(s)

0 s-day X 15-day CEEST PAIN
[10-0ay [ periodic GASTROINTESTINAL DISORDER

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

SYMPTONS OF LUPUS ERYTREMATOSUS
MNILD ABTHMA (97)

OTEER:
-POSITIVE ANTI-NUCLEAR ANTIBODY WITE A LOW TITER.

ALLERGIES :

-PENICILLIN CAUSES AMAPNYLAXIS AUG 0 z ‘999

~CIPROFLOXACIN CAUSES BREATHING PROBLENS
~-INTRAVENOUS PYELOGRAM DYES CAUSRS HIVES

VASODILATATION
- GASTROINTESTINAL DISORDER
0 initial X follow-up # 1 BRRAST CARCINOWA
9. MIT. report number
99170968

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

-ADEESIVE, MOLDS, FUNGUS, NONOSODIUM GLUTAMATE + Tel. - m +
FD shu.t:ml:;:onl ofa npor} does ?o'lﬁtoynﬁlnm l{l ldmlul?n 2. Health professional? 3 Tccupation 4. Inm'll npx Fag:
A that medical personnel, user facility, distributor, manufa- O yes ™ no INFO.TECHNOLOGIST WiLASHR, 24Nt reP
Fascimile Form 3500A cturer or product caused or contributed to the svent. Cyes One [ unk




i
#3315282-7-00-02+%

Pfizer Regulatory Safety, Pflzer Pharmaceuticals - Mfr. report # 9917096

B7. OTHER RELEVANT HISTORY - Continued

~ASRARATIME; COSMETICS

-DUST MITES

ADVERSE DRUG EVENTS:

-SULFA DRUGS CAUSES ITCHING

-LISINOPRIL CAUSES A DRY COUGH

-GRISEOFULVIN CAUSES EXTREME VERTIGO

-ALPRAZOLAM CAUSES HYPERACTIVITY AND MADE HER EMOTIONALLY DISTRAUGHT

STRESS

El1. NAME AND ADDRESS OF REPORTER ~ Continued

prR. G x.D.

Tel. - (NN

DSS NEGENVE
ia 02 1999 1l JuL 301989

-

A

C
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A 2000 fupo
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zajth professionals of adverse R ———
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Cugnact medrcatnon(%)
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q%? or : 7Z C].‘amale - ibs L4 j [8UP40FL, Yi
Oste or 7
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;7 Ouicomes atiributed fo adverss evant -
1 (check ali that apply) ] disability I "2 —
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7. Other relevant history, including preexisting medica! conditiona (e g.. allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.}

¢TU 109353

or FAX to:

m Malito: MEDWATCH

5800 Fishers Lane
Rockville, MD 20852-9787
FOA Form 3500 (643)

Submission of a raport does nog ¢
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S-FRECEIVE

# Clyes (o Clgoser

#2 .
B Lot # (1 known) 7 Exp. date (f known) | 2 [dves Cro Cigggey
(3] L2l 8. Event reappeared after
- " reintroduction

) #1 [Cyes [Jno [:]gggfy"

S. NOC # {for product problers only)

#2 [Jyes [Jno [ 148857

10. Concomitent medicai products and therapy dates {exciude treatment of avent)

£ nedncsoms 5”>7-——(

B D. Suspect medical device o

1. Brand name

2. Type of device

4. Operator of device
D heaith professiora’
[ tay useripatient

Dother:

3. Manutacturer name & address

I

5. Expiration date
imosdayyr!

_(? ;;__L.—_E-p—TT B 5 : 7. impianted, give date
catalog # - - yr:
“"Mebw, Iﬁ‘f’%m«w
ot ¢ A 8. i explanted, give date
ot & foin ?tl‘ yn
other #

9. Device available tor svaluation? (Do not send to FDA)
O ves O [ retumed to manutacturer on

U tmo/dey-yr}

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

E. Reporter (sce confidentiality section on back)
1. Name, address & phone &

STVHCS (119)

7400 Merton Minter Bivd.
San Antonio, Texas 78284
2. Hesaith professional? { 3. Occupation

Bl ves [ no FW(D

— . [:l user facility
f you do NOT want your identity disclosad to .
the manufacturer, pliace an “ X ™ In this box. [0 distnbutor

A'Jh‘o(mlcil peraonnsi or the product caused or contributed to the event.
o K

4. Algo reported 10
O menutacturer
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1na1v Ul JarBLy meport = -VOLUNTARY reporting CDER Form Approved: OIS Ses MG siement on revers
aealth professionals of adverse :::::""
vents and product problems sequence » 1 Dq ﬁ{ ?q
J—
#3345654-6-00-01% 169594
1 identifier | 2. Age at time 3.Sex 4. Welght 1. rg{rgmgmucm Name) OMg_abeled Strength) (Mfr/Labeler)
o‘r" svent: 30 W female tbs #
or
1n confidence gmnh: (Jmate 173.4 ws| L2 IBUR_(f‘EN /200MG / ~
2. Dose/Frequency/Route used 3. Therapy dates (if unknown, give duration)
50MG BID From To {or best estimate}
1. Z Adverse event  and/or D Product problem (e.g., defects/malfunctions) # / / #1 -
2. Outcomes atiributed to adverse event 200MG 5-6QD ~
{check all that apply) (] disabity #2 / / #2

[_—_] death

(mavdd'yyyy)
D life-threatening
[ nhospitalization - initial or prolonged

[ congenital anomaly

[] required intervention to prevent
pemmanent impaimentdamage

D other:

3. Date of

(cvont )05/11/1999

4. Date of
:hla report 09/10/1999

blood.

were discontinued.

5/13/995.
her back pain.

5. Describe event or problem (up to a total of 6400 characters allowed)
The patient is a 30 year old female with
history of chronic lower backpain L5-S1
secondary to disc herniation who presents
to ER with complaintof vomit containing
She also has nausea,
while standingand abdominal pain. Patient
has taken diclofenac 50mg bid and
alsoibuprofen (OTC) 5-6 per day.
was admitted and EGD was performed.NSAIDs
EGD revealed only
some mild gastritis at thedoudenal bulb.
Patient stabilized and was discharged

She wasprescribed Darvocet for

dizziness

Patient

6. Relevant tests/laboratory data, including dates (a total of 1000 characters ailowed)

(up to a total of 500 characters allowed)

QT [09489

7. Other relevant history, including preexisting medical conditions

DSS

€72 13 1999

RECEIV/

4. Diagnosis for use (separate indications with commas)
#1 CHRONIC LOWER BACK PAIN

5. Event abated after use
d or dose reduced

(1 o

#1 [lyes [Jno [dogsm
#2 Wyes [Jno []ggssnt

8. Event reappeared after
reintroduction

#1 [Jyes [ no doasn
9. NDC # (for product problems only) D D apply
- - #2 (dyes [ no Dappfm

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

mCHRONIC BACK PAIN

16. Lot # (if known)
#1

7. Exp. date (if known)
#1

#2 #2

1. Brand name

2. Type of device

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

D lay user/patient

D other:
_______R,EGLD._—_ 5. Expiration date
6. : {mmicdryyyy)
model #

catalog #

serial #

. It implanted, give date
(mm/ddyyyy}

ted,
ot # l:mexplan )ed give date
other #
|9. Device available for evaluation? {Do not send device to FDA)
[_—_] yes D no D retumed to manufacturer on

(mm/adiyyyy)

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

1.

Address

5000 W. NATIONAL AVE W
VA meo an ) \wWhdeee WL © S5S3R95

FOA

FOA Form 3500 (WWW)

Mall to: MEDWATCH

5600 Fishers Lane

Rockville, MD 2085

ANAIN UKV J._JI:

or FAX t

2. Health professional? 3. Occupation 3. Also reported 1o

P @ yes D no E] manufacturer

Pharmacist

5. If you do not want your identity disclosed to [ user facility
D distributor

 o—

27; AR " gthe Tntmum' place an “X” In this box. [] i
Submission of a report d (I3 troedionl personnel or the product caused or contributed to the event.

HF-2



@[@

+tOLY Keporu

NNE Ry

1912
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A. Patient information

ofevent: 76 Yrs

or

Date
ot birth:

B. Adverse event or product problem
1. [/] Adverssevent  andior [ ] Product problem (e.g., defectsimattunctions)

U.S. REPORTING

Wit report §
W SEARLE Drug Experience Report 990616-SK909
UF/Oxst repont ¥
WD ArI‘ CH Searle Research and Developmen!
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page _1 of _3_ —

Approved by FDA on September 17, 1993

C. Suspect medication(s)
1. Name (give labeled strength & mit/flabeler, if known)
#1 CELEBREX

#2 ADVIL
2. Dose, frequency & route used

3. Therary dates (if unknown, give duration)
*OMO (o bext estnate)

#1200.000 MG QD PO Mmay 25 1999 - JUN 10 1999

2. Qutcomes mributed to adverse event
{check all that apply)

D death

[ disabiity
[ congenital anomay

#2 UNKNOWN PO
4. Diagnosis for use {indication)

#2 UNKNOWN

5. Event abated after use
stopped or dose reduced

MEDICALLY SIGNIFICANT

On Jun-11-99 a physician reported a 76 year old female
patient started on Celebrex {(celecoxib) 200 mg daily for
arthritis on May-25-99. On Jun-10-99 she experienced
bruising, diarrhea, rectal bleeding and "burgundy-colored
stools*. A blood test on Jun-10-99 revealed a normal
platelet count. Celebrex was discontinued on Jun-10-9%
due to these events. Her past medical history is
significant for polycythemia vera, heart attack, stroke
and colon cancer. Concomitant medications include
aspirin 325 mg four times weekly for prevention of heart
attack and stroke. This is the second of two reports.
The first report is 990616-SK908 (Purpura thrombopenic
thrombotic)

Additional information has been requested.
{(Follow-Up) JUL 29 1999

On Jul-29-99 a 3500 form and medical records were
received. The 3500 form reads: Patient bled from old
colon anastamosis. Status post resection of colon due to
cancer and a history of polycythemia vera. Physician
identified the patient as a 76 year cld male.

(continues...)

6. R n ¥ data, including dates

FO L L O W

Jun-10-995: Blood test, normal platelet count.

7. Other relevant history, including preexisting medical conditions {e.g., allergies,
race, pregnancy, smoking and alcohol use, hepaticirenal dysfunction, etc.)
CONCOMITANT ILLNESSES: MYOCARDIAL INFARCT NOS; CVA:; MAL
NEOPL INTESTINE NOS; POLYCYTHEMIA VERA; OSTEOARTHROSIS
NOS; TOTAL KNEE REPLACEMENT; FX NECK OF FEMUR NOS-CL;
CHONDROCALCINOSIS NOS; PART LG BOWEL EXC NEC;
AORTOCORONARY BYPASS NOS; HEAD/NK ENDARTERECT NEC; UNILAT
IH REPAIR NOS; GASTROINTEST HEMOR NOS; ADE MED/BIOL SUBST

NOS
Heart attack
Stroke

{continues...)
SEARLE Drug Surveillance Submission of a report does not constitute an
Form 3500A admission that medical personnel, user facility,

distributor, manufacturer or product caused or
contributed 1o the event.

o D required i ; " GSTEOARTHROSIS NOS
. . required infervention to prevent X

[ te-mreatening permanent impaimnent/damage 1 ves [Jno [I8385

m hospitalization - initial or prolonged other: PAIN._ IN JOINT _ 2 myes D no D doesnt
Y : T Dateor 6. Lot # (if known) 7. Exp. date (if known)

Date of . Date

1 ONK F3] B. Event reappeared after

‘evenl JUN 10 1999 thisreport  AUG 9 1999 UNK reintroduction

5. Describe event or problem #2 UNK # UNK w1 Oves [Ino 1 3555M

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

o [Jyes TJno mwt

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

AMLODIPINE BESYLATE Unknown - Unknown
COLCHICINE Unknown - Unknown
PROPOXYPHENE NAPSYLATE Unknown - Unknown
ACETAMINOPHEN Unknown - Unknown
ASPIRIN Unknown - Unknown

G. All manufacturers

1. Contact office - name/address 2. Phone number
(847) 581-7874
3. R;mm
Dennis P. Mitey, M.D. (check all that apply)
G.D. Searfe and Co. foreign
9911 Woods Drive 8
Skokie, Hlinois 60077 study
D Tarature
D consumer
[Z] heaith
4. Date received by menuiacturer |5. 20-998 professional
mondayry) (AYNDA# _<_~77° D usar taciity
JUL 29 1999
e IND #
6. i1 {ND, protocol # - D MWW
PLA* [ distributor
7. Type of report pre-1338 DOves [J other:
check all that
( 8l apply) 8 [yes
5d 15-d:
D ay D 2y 8. Adverse event term(s)
D‘O-dav [zpe,im ANASTOMOTIC ULCERATION
Hemorrhagic
Ot [F]tottow-up # 1 ECCHYMOSIS
{Rev No. 1) | DIARRHEA
9. Mfr. report number
990616-SK909
E. initial reporter
1. Name, address & phone #
.

Suite

UNITED STATES

4. Inftial reporter also
sent report to FDA

Clves [no [ unk

60614S5-919066

O A

XFYagda1do
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PRINT DATE: 13-OCT-1999 17:32:48

U.8. REPORTING

Drug Experience Report

Searle Research and Deveiopment

Page _2 of 3

MEDWATCH SEARLE

THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

B. Adverse event or product problem

5. Describe event or problem
Medical records:

HISTORY AND PHYSICAL
ADMISSION DATE: 06/10/9%
DISCHARGE DATE: 06/15/99

(continued)

HISTORY OF PRESENT ILLNESS: The patient is a

76-year-old male presenting with rectal bleeding.

The patient has arthritis and was begun on Celebrex on
05/25/99. This was about two weeks prior to admission.
The patient began noticing easy bruising, and on the
morning of admission noticed the passage of diarrhea and
maroon stool.

PAST MEDICAL HISTORY: The patient has osteoarthritis and
had a left knee operation followed by replacement in
September of 1998. The patient also had a fracture of
the left hip. Previously the patient had a history of
pseudogout of the right knee. 1In 1994 the patient was
diagnosed as having colon carcinoma and had a colon
resection. Also in 1993 the patient had coronary
bypass. In 1994 the patient had a cerebrovascular
accident followed by a left carotid endarterectomy.

CURRENT MEDICATIONS: The patient takes Norvasc one g.d.,
and usually takes aspirin one g.d. but has not been
taking that.

REVIEW OF SYSTEMS: Review of systems was, otherwise,
negative.

PHYSICAL EXAMINATION: GENERAL: The patient is a well
developed, well nourished male in no acute distress.
VITAL SIGNS: Weight: 146 pounds, not different from
previously. Blood pressure was 170/80 with a slow heart
rate and no orthostatic change. HEENT: normal. LUNGS:
clear. CARDIOVASCULAR: Examination negative. ABDOMEN:
No masses, tenderness or organomegaly. RECTAL: Maroon,
colored stool. SKIN: Multiple bruises throughout the
body.

IMPRESSION:
1. Probable bleeding disorder precipitated by Celebrex
with superimposed polycythemia vera.

CONSULTATION REPORT
CONSULT DATE: 06/10/99

HISTORY OF PRESENT ILLNESS: The patient is a 77-year-old
man who noted rectal bleeding this morning. The blood he
describes as being dark. He had been taking Advil for
knee pain. He has a history of previous gastrointestinal
bleeding in June 1994. This was about a month after
colon resection for an adenocarcinoma of the cecum. A
gastroscopy was done then and was normal.

PAST MEDICAL HISTORY: Polycythemia vera.
history of strokes with mild dementia.
ALLERGIES: No known drug allergies.
SOCIAL HISTORY: The patient does not smoke or drink.

He also has a

MEDICATIONS PRIOR TO ADMISSION: Norvasc 5 mg daily,
Celchicine 0.6 mg t.i.d., Celebrex 200 mg g.a.m.,
Darvocet-N 100 q.4-6h. p.r.n. The patient, however, told
me that he had been taking Advil because of pain in the
left knee.

OBJECTIVE FINDINGS: The patient is alert and oriented.
Pulse 72, respirations 24, blood pressure 130/70. HEENT:
{continues...}

therefore,

Approved by FDA on Seplamber 17, 1993

Mir report ¢

990616-SK909
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B. Adverse event or product problem

5. Describe even! or problem

No icterus, no mucosal pallor, tongue is normai.
chest is symmetric and nontender. Heart sounds are
regular with a normal Sl and S2. No S3, S4 or murmur.
The abdomen is soft and scaphoid with normal bowel
sounds. There is no enlargement of liver or spleen.
There is no tenderness. Rectal examination was deferred.

(continued)

The

LABORATORY DATA: white count 32.5, hemoglobin 14.2,
RBC 7.33, MCV 65.5, platelets 728,000. Prothrombin time
is 13.2, INR 1.0, PTT 28.9.

ASSESSMENT: The patient presents with acute
gastrointestinal bleeding. He has either been using
Celebrex or nonsteroidal anti-inflammatory drugs, and the
bleeding is almost certainly a complication of this. He
has a history of colon cancer resection in 1994.

PLAN: Colonoscopy has been scheduled for tomorrow.
OPERATIVE REPORT

PROCEDURE DATE: 06/11/99

PREOPERATIVE DIAGNOSIS: Rectal bleeding.
POSTOPERATIVE DIAGNOSIS: Bleeding from anastomotic
ulcers.

PROCEDURE: COLONOSCOPY TO ANASTOMOSIS WITH INJECTION
OF EPINEPHRINE TO CONTROL HEMORRHAGE.

DESCRIPTION OF PROCEDURE: The Olympus CF-140L video
colonoscope was advanced to the anastomosis. Although
the patient had done his preparation, the colon still had
a lot of blood present. The blood was present through
the entire colon to the anastomosis. Upon washing the
anastomosis I found ulcers that surround the entire
anastomosis. One of these was oozing quite rapidly and,
in fact, there was a little pulsatile flow from the
margin of the ulcer. I attempted to look up through the
anastomosis into the small bowel. I was able to look
about 3 or 4 cm past the anastomosis but could not really
tell whether there was bleeding coming from higher up or
not. There was some backwash of blood into the small
bowel at this point. I then injected the ulcer with the
bleeding from it at the margin e ulcer in three
different locations. I injected a total of 3 cc of
1:10,000 epinephrine. The bleeding stopped after this.

I observed the site for about ten minutes afterward. I

then withdrew the scope slowly, washing as I went. There
were no other sites of bleeding seen in the colon. There
was one small polyp left in the sigmoid colon. I neither

biopsied nor attempted to remove this polyp in view of
the active bleeding.

The rectum was unremarkable. I retroflexed the scope.
There were internal hemorrhoids present in the distal
rectum.

ASSESSMENT: The patient was started on Celebrex for hip
pain. However, he told me that he had been taking Advil
at the same time. My suspicion is that this, indeed, the
case and that his bleeding is a result of the combination
of Advil, apd Celebrex. In fact, the patient had bled in
1994 a month after his colon resection for the same
reason, guamely that he had been taking nonsterocidal
anti-inflammatory ‘drugs. It is not clear to me,

what the contribution of Celebrex is to this.

7. Other relevant history, including preexisting medical conditions (e.g., allergies,
race, pregnancy, Smoking and alcohiol use, hepatic/renal dysfunction, etc.)
Prevention of heart attack, “stroke
Colon cancer
{continues...)

SEARLE Onug Surveilance Submission of a report does not constitute an admission that medical personnel, user facility, distributor, manufacturer

Form 3500A or product caused or contributed to the event.
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page _3 of _3

B. Adverse event or product problem (continued)
7. Other relevant history, including preexisting medical conditions (e.g., allergies.

race, pregnancy, smoking and aicohol use, hepatic/renal dystunction, etc.)
Polycythemia vera

(Follow-Up) JUL 29 1999

Medical records received 7-29-99:

Osteocarthritis

Left knee replacement September 1998

Fracture left hip, open reduction internal fixation
November 1998

Pseudogout right knee

Colon carcinoma, colon resection

Coronary bypass: 1993

Cerebrovascular accident: 1994, left carotid
endarterectomy

Bilateral inguinal herniorrhaphy: 1964

Mild dementia

Polycythemia vera

Does not smoke or drink

Previous bleed in 1994 after colon resection and NSAID
use

SEARLE Orug Surveitance Submission of a report does not constitute an admission that medical personnel, user facility, distributor, manuhcturer
Form 3500A or product caused or contributed to the event.

Approved try FDA on September 17, 1993
MiT report 8
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e
iealth professionals of adverse e
*340 -4 sents and product problems sequence # {3/ 9]
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page of //ﬂg%
A. Patie orma C. Suspect medication(s) ]
1. Patient w-nuﬂ« 2. Age attime 0 3.Sex 4. Weight 1. Name (give labeled strength & mir/iabsler, if known)
of event: 7 p
720¥6 - 254 o female LOil ps | | # M Pod et
Date
In confidence of birth: ‘ [ mate kgs #2 '
2. Dose, frequency & route used 3. Therapy dates (if unknown, give duration)
- Dave e eve O prod Pronie fromAa (or best estimale)
1. Adverse event  andior I:] Product problem (e.g., defects/malfunctions) " #
2. Outcomes attributed to adverse svent o
{check all that apply) (] disabiiity . #2 #2
D congenital anomaly 4. Diagnosis for use (indication) 5. Event abated after use
D death U —— stopped or dose reduced
/  imodaytyr) D required intervention 1o prevent #1
jlb—threalonmg . permanent impairment/damage [Zy/es Dno Dapp
hospitalization - initial or prolanged D other: #2
doesn’t
6. Lot # (it known) 7. Exp. date (f known) | "2 Cyes Ore 93887
3 Date of // < /9 - 4 Date of / / o 4 e " 8. Event reappeared after
t o s raport 3 r e
(.n?n'-‘wn m (wmlvg / 1/ 3 / / reintroduction
5. Describe event or problem ] #2 #2 - Dyes Dno doefnt
é — /,L’/ / 9. NDC # (for product problems only)
_J &< /.'-\j - - 42 Dyes Dno Ddoe
10. Concomitant medical products and therapy dates (exclude treatment of event)
/72/ 1 o) fc, atnﬂ,znlfv
.

D. Suspect medical device

1. Brand name

DSS | e

3. Manufacturer name & address 4. Operator of device

NOV 3 0 'ﬂqq D heaith professional

D lay user/patient

REPOR“NG SYS‘EM D other:

ADVERSE EVENT

S. Expiration date

5. HEC‘]I (mordayiyn)

model #
\aboratory data, including dates A
6. Relevant tests/laboratory g dal catalog # Nov 3 0 1999 " imp'lfr'ned give date
41‘/,”« G ¥Y S

'Hr_f( /; 2«) 7"/ é /4 ’> K&C_ (' 2% > e MEDWATCH CTU 8. It oxplar:ted. give date

fot # (moidaytyr]
wae (ro. 2,) Mct/ /é;} per (21 >, othor #
9. Device available for evaluation? (Do not send to FDA)
D yes [___] no D returned to manufacturer or

(mo/daylyt)

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

7 Other relsvant history, including preexisting medicat conditions (e.g.. ailergies,
race, pregnancy. smoking and alcohol use, hepatic/renal dysfunction, etc.)

2. Health fossi 17{3.
CTesne 113Y q l E;/ro sosion ) : [:] manulacturer
rl.) Mail to: g«ss‘%v;l{\:m or FAX to: " ves []mo L, ] user tacity
ishers Lane 1-800-FDA-01 5. I you do NOT want youf identity disclosed to
r A Rockville, MD 20852-97687 the manutacturer, place an * X " in this box. [z/ O distnbutor

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.
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— yes Dna Dgppy
doesn
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1. Brand nama
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4. Operator of devics
D health profassional
D lay user/patiert
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3. Manufacturer name & address

DSS

DE!C 0 3 1999 5. Expiration dat
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catalog # D - e 7. "lmphmgd glve date
sarlal »
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other #
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1MOIaayry !

10. Concemitant medical progucta and therapy dales (exclude lreaiment o! event)

E. BReporter (see confidentiality section on back)
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Page
A Patie O atio
* Patient identitier |[2. Age at time 3 Sex 4. Weight
of evant: go 200
‘ or - . (] temate —o—r—lbs
D: ::.m‘ E}maie -
in conhdence Of DIrth: —NI kgs

1 TxkAdverseevent andior [ ] Product problem (e.g.. defecis/mallunctions)

For use by user-facilities,
butors and manufacturers for

ANDATORY reporting

e ——
2 Outcomes attributed to adverse event
tcheck all that apply)

] deatn
imo-day yn
__] mte-nreatening

[:] disability
D congenital anomaly

D required intervention 10 prevent
permanent impairment/damage

a hospitalization ~ imitial or prolonged D other:

3 Date of 4. Date of
event 09/99 this report  11/24/99
- Qay g tmo-gav vib

5 Describe event or problem

An 80 year old male consumer reported that he
experienced chills after 6 months of dosing tid
with the doctor-recommended product for arthritic
pain in the wrist. After seeing doctors due to the
symptom, he was hospitalized on 10/15.

A colonoaccpy exam determined the diagnoses of
bleeding ulcer, hiatal hernia and diverticulitis.
He was informed by the doctors that "he was
bleeding from 3 different locations caused by
Advil overdose." He reported that while hospit-
alized he had to have 2 blood transfusions due to
low red blood cell count. At the time of call he
stated that he was discharged 11 days later, the
product was discontinued and is currently being
treated aggressively with medication, the names
of which he did not recall. Medical records have
been requested. No further symptoms or sequelae
reported.

& Relevant tesis/iaboratory data. including dates
Colonoscopy

Other relevant history. including preexisting medical conditions (e.g.. aliergies.
race. pregnancy. smoking and alcohol use. hepaticrrenal dystunction. eic )

Med Cond:Axthritis & Hx of prostate cancer
Surgery: Lymph node surgery 10/99
First time use of product.

BEC 62

1399

Allergy history unknown.

_*t ool 2

C. Suspect medication(s)

Form Approves: OMB Mo 0910-0291 Espites 1231194
See OMB siaiement on reverse

Mir repont &

99-0160-024

UF/Dist report #

( 99-3986 )

FDA Use Only

1 Name (give labeied strength 8 miriabeler. If known)
LA}

Advil (R) (Ibuprofen) Caplets
*2 -NA
2. Dose. frequency & route used 3. Therapy dates (if unknown. give dusation)
2 tabs po tid po Hom:10 (01 Dest eshmate .
#1 #1 6 month(s)
#2 -NA #2
4. Diagnosis for use (indication) 5 Event abated after use
»1 Arthritis stopped or dose reduced
*1 [Cyes @“0 [Tggesmt
2 -NA apeYy
doesnt
6. Lot # i known) 7. Exp. date i known) | "2 Olyes [no bod g8
#1 91Ge68 #1 02/01 8. Event reappeared after
oy A reintroduction
] - #2 T .
2 #3 [Jyes [Jno E]gggfynt
9 NDC # - for producl problems only (if known)
0573 - 0160 - #2 (Jves [Jno foJggesn

10. Concomitant medical products and therapy dates (exclude treatment of event;
Multivitamins
Medications (does not recall)

D. Suspect medical device

1. Brand name

2. Type of device

4. Operator of device
D heaith professional
E] lay user:patient

[ cther

3. Manutacturer name & address

R 5 Expiration date
6. U'W !i tmo oay vi
del #

7. it implanted, give date
catalog # “E ': " :‘ Iggg I amu:’vv'- ec.9
serial #

8. H explanted, give date
lot # (mo dav yr-
other #

9. Device avasilable for evaluation? {Do not send to FDA)
D yes D no L__] returned to manufaciurer on

1Mo gay .t

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

E. Initial reporter
1. Name agdress & phone #

. RN «
w - ’ W

United St

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

oA

product caused or n
FNa Form IS00A 16/93) "\\
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W

2. Hesith professional? |3. Occupation 4 Initial reporter also
D es E no -NA sent report 1o FDA
Y Olyes [no o
P v s s
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Page ___ of __ FDA Use Only

F. For use by user facility/distributor—devices only H. Device manufacturers only
1 Check one 2. UF/Dist report number 1. Type of reportable event 2. if follow-up, what type?
Tol usé tacuty  [] distributor ] dean [ correction
3 User facilily or distributor name/address D $enous Inury D additional information
D maltunction (see guidelines) D response to FDA request
D other: D device evaluation
3. Device evaluated by mir? 4. Device manufacture date
Dno! returned to mir. e
= Contact person 5. Phone Number [yes [ evaluation summary attached = Labeled Tor singh =
Dno (atlach page to expiain why not) ) or single use*
or provide code’ D yes D no
6 Date user facility or distributor | 7. Type of report 8. Date of this report
became aware of event - imo‘aay'yr
imo-aay ¥ D inital 6. Evaluation codes (refer 10 codng manual)

9 Appu;ximqte 10. Event pfoblemE])::Q(:;:: I: coding manual} method ﬁ —l—r J—r J—r J
FE e )| - I ]
e N A o MM

11. Report sent to FDA? 12. Location where event occurred
™ . 7 It remedial action initiated. 8. Usage of device
|
“ves — [ hospita [Jouteatient Check type
I no 0-0ay- D home diagnostic facility o
— D nursing home D ambulatory D recall D notification D initial use of device
13. Report sent to manufacturer? 0l surgical facility (] reuse
outpatient [ repar (] wnspection
:] yes treatment facility D unknown
movtayyr) other. 1

™o morsayy O — [ repiace (] patient montoring ¥ o e 10 FOA uncer

12 Manufacturer name/address (3 retabeing [] m;)dnhcaluon/ f;pgzg;:g:g&e':ﬂ correction/removal
adjustment :

3 other:

10.[] Additional menutacturer narrative  andior  31. [] Carrected data

G. ANl manufacturers

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

973-660-5500

. 3. Report source
whitehall-Robins (check all that apply)

Medical Department

5 Giralda Farms [ toreign
Madison, NJ 07940-0871 1 stugy
] titerature DEC 0 3 ‘\999
@ consumer
[ tealtn
3 Date received by manufacturer | 5. protessional
[ {A)NDA # __18-989__ D )
10/18/99 NO» —_-NA user facility
£ {1 IND. protocoi # —_— D company
PLA # D represeniative
distnbutor
- pre-1938 es
Type of report D Y D other
{check at thal apply) oTC
] ves
" sday k] 15-0ay product
8. Adverse even!lerm(s)
- ™ -
—i10day | ; perodic ULCER STOMACH HEM
COLITIS .
tnhal ! foliow-up # 13 o .
= [: ow-up ¥ ____ HERNIA , v ey
o Mir. report number CHILLS 4
99-0160-024
The public reporting burden . .
RO et vaparan ebooweg The e 108 Sy P s oG dots sourcet E:::‘..“J:I:L‘:.’.“‘.‘:.’.Lm, RoOm 7218 ace of Manageme Please do NOT return this form
gathenng end maintaining the data nesded. and gthe of infor- 200 independence Avenue. S.W Paperwork n.q.,cmm pn atuﬂn 10 either of these addresses.
::‘-:'n Send your comments regantng this P burden nmuu or nny other aspect of this colec: :l#:-?ﬂ:ﬂ oC 20200 Washington, DC 20503
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

A. Patient information

fier | 2. Age at time
of vent: (/
or > L Y ibs
Date

idence of birth:

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

VOLUNTARY reporting

iealth professionals of adverse
vents and product problems

Page ,L of _/

2. Outcomes attributed to adverse event o
(check all that apply) [ disability
D congenital anomaly

D death .
D@nuired intervention to prevent
permanent impairment/damage

molday'yr)
@fe -threatening
ghospnahzanov@ prolonged D other:
ri

e ]y [g 9 ) mm /éﬁ/”? 7

5. Describe event or irdﬂefl

O ,&&w(/ /MW

/\_,C/ (2 \{/u s

(/"Néf\"[”"&t"

J000, ?M
/;cs%

A//L
/é/ (’/»f) C&u
|V knivél

26 EU
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6. Relevant tests/laboratory data, mcludtng dates

) em Ry fonds /e

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

DSS

DEC 1 01998
ADVERSE EVENT REPORTING SYSTEM

T \UDG (>
Mail to: MEDWATCH or FAX to:
5600 Fishers Lane 1-800-FDA-0178
Rockville, MD 20852-9787

FDA Farm 3500 (6/93)

Form Approved: OMB Nc. 0910-0291 Expires:12/31/94
See OMB statemant on reverse
FDA Use Onty
C DEF‘, Triage unit
sequence # l 5q ‘

Chek
C. Suspect medication(s)
1. Namg~(give labelag s\rength & mfr/labeler, it known)
" 1/ Q\l’ (
VAR
#2

2. D%, frequency & routq used

#1_9(

3. Therapy dates (it ur%own give duration)

|romnu7 best estimate) 7/9

#1X

#2
4. Diag ty'ls for use (indication) ' 5. Event abated after use
1 ( — stopped or dose reduced
I i
JU L i .
. 1 Dy o Dl
ac, oesn't
6. Lot # (if known) 7. Exp. date (if known) 2 Dy(" Dno Egppfy
#1 #1 8. Event reappeared after
reintroduction
#2 #2
#1 [Jyes (Jro Ddoefn't
9. NDC # (for product problems only)
- - 22 [yes [Jno Ddoe n't

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

D. Suspect medical device
1. Brand name

2. Type of device

3. Manufacturer name & address 4. Operator of device

O
U
[

nealth professional
ay user/patient
sther:

5. Expiration date

6. ﬁc‘u, (mortayiyr)

model # -
{catalog # ‘}EC. Q 9 1999 £ '{,,,l‘:f.:::,',“ed’ glve date
serial # c

ot # IHEDWATCH ] 8 8. I? ::g::'l)lted. give date
other #

9. Device available for evaluation?

[ ves [ no

(Do not send to FDA)
[:] returned to manufacturer on

{movday/yr)

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

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

, Pharm.D.
{57 /7.4

2. Health professional? | 3.

pation ~ [} 14 Also o
mﬁs [ no E K l{ \/{.«ld { (’ % minufa(‘:t-urer

cer facili
5. Ifyou do NOT want your identity disclosed tb —__ & ! iy

the manufacturer, place an “ X ” in this box. * distributor

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



rOrm ApPrOved UMB Mo 0910-029) Eapites 12317894
OMB s1atemeni on reverse

Yor] TR T-r use by user-facilities, T —
itors and manufacturers for 98-0169-038 ( 98-2q42 )
NDATORY reporting UF/Diat report #

Fage Lo FDA Use Only

C. Suspect medication(s)

1 Name (give labeled streng™ & miriabeler it known)
of event: 52

Ibs #1 Advil (R) (Ibuprofen) Liqui-Gels

or
Date -NI S v
of birth: Kgs -NA
2 Dose. frequency & route used 3 Therapy dates i unknown qive guralion,
8. Adverse event or product problem . rogy 107 05 e g guran
— gy 2 liqui-gels prn e ode (s)
1 XX Adverse sven! andior D Product problem (e g.. defects/maliunctions)
2 Outcomes attributed to adverse event 42 -Na ™
tcheck ah that apply) D diszbility
" geatn [[] conzenital anomaly 4. Diagnosis for use (indwcation) S Event abated atter use
1o cay v D required ntervention 10 prevent #1 cold and fever Stopped or dose reduced
"} ute-tnreateming permanent imparrment/damage 1 Fyes o D ggsﬁn'l
T J hospiatization - mnimal or prolonged [ otner *2 -NA —
T Rgoesnt
6 Lot # (f known) 7 Exp. date (f known) ] "% Clves o (% E
3 Date of 4 Date of a1 P
event this report Unknown -NA 8 Event reappeared after
T Gavw 1071998 o g8 vt 12/10/98 5 _NA , NA reintroduction

E3 3 L} #, )

5 Describe event or problem 1 Dyes :’ no r"‘,“&oePnW
A S2-year-old female reported that she used 2 9 NDC # - for product problems only {it known) ——apoy
Advil liqui-gels to relieve fever. Three days 0573 _ 0169 _ .2 1 H oesn t

yes no ’Tg
later she took another 2 liqui-gels and some- D LJ apply

time later that day noticed blood on the tissue 10 Concomitant medical products and iherapy dates (exciude treatment of eyent;

after having a bowel movement. The following day None reported.
she noticed traces of blood in her stool. She also
experienced some stomach tenderness. The bleeding
abated after 2 days. At the time of reporting,
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') 4{1!‘;:: .

RS RN,

” 42&'!%; ADLI/L-
2. Dose, fraquency & route used 3. Therupy Gates (f unknown give duration]

HOITVAO (O DESY SERMENS)

@b ”
2 Apy 2o @0 ”

4. Diagnosis for use (iIndication)

S. Event sbeted sfter use

" Ci F o— »4/[.4 "Wormm‘

2 (Jyes (Jno TJgogpnt

8. Event reappeered after
reintroduction

#1 [Jyes [Jno Domn

#2 (Jyes (Jro Cggepr

mmm«wmummmolwm)

J&- Cot# (if known)
[ 4]

7. Exp. dote (it known)
"

L]
9. noco(tummm)

mum
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5. M you do NOT want your identity disciosed to
| the manufacturer, place an * X ” In this box. [0 distributor

Submission of a report does not conatitute an admission that medical personnel or the product caused or contributed to the event.
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[ ite-threatening permanent impairment/damage

hospitalization — initial or prolonged D other:
3. Date of 4, Date of
event 04/11/2000 thlsnport 04/11/2000
{mmviddlyyyy)
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5. Explratlon date

6. (mmvddlyyyy
model #
catalog # 7. If implanted, give date
serial #
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permanent impairment/damage

[ hospitalization - initial or prolonged  [_] other:

2. Dose, frequency & route used

3. Therapy dates (if unknown, give duration)
fromno (or best eshwale)

#1

1m70 B’

#2

#2

4. Diagnosis for use (indication)

Vo

3. Date of
men,w{iwan

4. Date of

mawon_y\|00

5. Describe event or problem

AL oot
PR Nl

e

PRy adenited wity

e’ Wl @ o
ﬁw\f \cnowedsp

Ve gy oo

’)\Gz(, Dwamf.n'y AR

.

¥

SR i N

T VD \L uzm\k L Frotneeds
LY

5. Event abated atter use
stopped or dose reduced

“1@”5 e Dggggp't
#2 [\L_-]yes [Jro Dgggfym

#2

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

#2 #2

9. NDC # (for praduct problems only)
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D. Suspect medical device
1. Brand name
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7. Other relevant history, including preexisting medlcal conditions (e.g., allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.)
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1.

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

or FAX to:
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2. Health protessional? | 3. Occupation
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5. iflyou do NOT want your identity disclosed to

the manutacturer, place an “ X " in this box.

4. Also reported to
D manufacturer

D user facility
[J distributor

Submission of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.
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race, pregnancy, smoking and aicohol use, hepatic/renal dysfunction, etc.)

E. Reporter (sce contidentiality section on 'nck)
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Rockville, MD 2008249787

FOA Form 3500 (33}

G, MS, RPh

.

GEEEEREN Hospital
Health professionai? | 3. Oocupetion % Al reporied fo
M yes D no U H D manutacturer
S. N you de NOT went your identity dieciceed to user tacity
the manulacturer, place sn * X ~ in this box. D ostnouor

&abmiuiono!nnpondmmmmmwumm«hmm«mmm.wm

CT21q) 7
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MEDWAICH

» VOLUNTARY reporting
by health professionals of adverse
events and product problems

Internet Submission - Page 1

THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

A. P e O 0

1. Patient identifier | 2. Age at time 3. Sex 4. Weight
of event:
194052 or 17 Years [ femate Ibs
or
A Date
in confidence of birth: . male Gzi kgs

B. Adverse eve or prod pDroble

1. Advarse event  and/or [0 Product problem (e.g., defectsimalfunctions)

2. Outcomes attributed to adverse event

{check all that apply) O disabiity
[ death _ _ [0 congenital anomaly
(mevodfyyyy) required intervention 1o prevent

life-threatening permanent impaiment/damage
hospitalization — initial or prolonged D other:

3. Date of
(ovon!

4. Date of

05/05/2000 lhlsnport 05/11/2000

5. Describe avent or problem

Received naproxen for few days s/p
dental extraction. Naproxen made him
nauseous. Mom instructed patient to
take ibuprofen g6h for pain. 8 days
post-procedure, patient complalned of
bloody stools. Later that evening, mom
heard a crash and found the patient
unresponsive on the floor in a pool of
blood -presumably a stool-. The patient
was transported to the ER, received
fluid bolus for dehydration, and
admitted to the ICU. Upper GI showed
duodenal ulcer. The patient continued
to bleed, despite drug therapy and
transfusions, and is scheduled for

surgery today. S

MAY 1 2 2000

6. Relevant tests/laboratory data, including dates
Hemoglobin on admission = 12.3,
to 7s-9s over next few days,
transfsuions
factors normal

dropped
despite
BMP normal, Coags and

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

maternal hx of vonWillebrands disease

S~ T

~c . g .‘ 7
Mait to: MEDWATCH -~. _

5600 Fishers La
Rockvitle, MD 2

DA

FDA Form 3500

Form Approved: OMB No. 0810-0201 Expires: 8/31/00

Ses OMB statemant on revarse
CDER

£DA Uss Only
Triage unit
saquence #

C. Suspect medication(s)

1. Name (Product Name) {Labeled Strength) (Mfr/Labeler}
# Anaprox

0 Advil / /

2. Dose/Frequency/Route used 3. Therapy dates (if unknown, give duration)

qlzh From To (or best estimate)
# / /°’°' #05/01/2000 - 05/05/2000
2 /¥ [ow #205/03/2000 — 05/08/2000
4. Diagnosis for use (;

p indications with )
#q Post dental extraction pain

5. Event abated after use
stopped or dose reduced

#1 [yes ¥l no Dapp?nl
#2 Dyes no Dappfy"

8. Event reappeared after
reintroduction

# .
3. NDC # (for product problems only) Oves Clvo M55
- - #2 Dyes D no .app

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

# post dental extraction pain

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

#2 #2

3 pe
1. Brand name

2. Typs of device

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

D lay user/patient

D other:

RECEIVED

“MAYT 1 2009

5. Expiration date
(mmiddiyyyy)

del #
7. If implanted, give date
catalog # ~MED—WA»FGH—6:—TU-—- (mnvdpdmw) s
serlal #
ot # 8. I{ "::dplanlod. give date
other #
josner’t
9, Device available for svaluation? (Do not send device to FDA)
D yes D no D returned to manufacturer on e
G577
10. Ci Itant medical products and therapy dates (exclude treatment of event)

E. Reporter (see confidentiality section on back)

Hospigal —Stréet —

United States
2. Health profi 1? 3. Occupati 4, Also reported to
yes (1 no |Phamacist O manutacturer
5. if you do not want your identity disclosed to EI user facility
l the manufacturer, place an “X” in this box. D distributor

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



SIS V &Sl

b VRIS kY IV L7
JLUNTARY reporting Form ABprovRd: OMB L. MG siatemart on reverse
h professionals of adverse ‘:‘A e T""
* . —o - * age unit

9 ; and product problems CDEF {seauence s / 2 ? 45 7
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM imernet Submission - Page 1 )
A. Patie ormatio C. Suspect medication(s)
1. Patient identifier [ 2. Age at time 3.Sex 4. Weight 1. NEame d(P_mcmé:t< Name) {Labeled Strength) (MfriLabeler)
of avent: xcedrin ES
373,372 - 36 Years fomale ws | | #1
or
Date Motrin 200mg
In confidence of birth: [ mate — kgs #2 / /
- 2. DoselFrequency/Route used 3 Therapy dates (if unknown, give duration)
= Adve o avo or prod DIropnle a. s From To {or best estimate)
w8120 fdiv / oral #
1, Adverss event  andlor ] product probiem {e.g.. defects/malfunctions) abs dailly 01/01/1995 - 04/25/2000
2. Outcomes aitributed to adverse event o 3 div ) _ ,
(check all that apply) ] disabiiity #2 cabs daily /Dral 4201/01/1995 - 04/25/2000
congenital anomal 4. Diagnosis for use (separale indicalions with commas) 5. Event abated after use
D death ng y [ i E ft
[ o _T—__(—mﬂd'd;’;y)——_ [ required intervention to preveri 4y Migraines [used for years] stopped or dose reduced
ife-threatening ermanent impairmenl/damage #1 doesn't
) o P P 9 Migraines (used for years] DOyes o app?y
hospitalization — inilial or prolonged Cother: # O [#]dgesnt
6. Lot # (if known) 7 Exp. date (T mown) | 12 Y°S Ono beldses
3. Date of 4. Date of # #1
event 04/25/2000 this report 05/31/2000 8. Event reappeared after
(mavddfyyyy} (mevadiyyyy} , reintroduction
5. Describe svent or problem #2 #

. . . M 7] doesn’l
patient admitted for severe iron 5 RDG ¥ (for product probiems oriy) Oves Oro KISV
def;_LCLency anemia and gastric ulcer - - #2 [yes [ no g"efy""
believed to be caused by NSAID us 10, Concomitant medical products and therapy dates (exclude treatment of event
[ASA-Excedrin ES/Motrin). NSAIDs d/cd, : e 4 atment of event)

and ulcer treated with Omeprazole. Caused
pt admission to hospital x 2days.
pPatient transfused with 4 units of PRBCs.

D. Suspect medical device
1. Brand name

2. Type of device

3. Manufacturer name & address 4. Operator of device
D health professional
D lay user/patient

D other:

RECEIVED | _ .

5. Expiration date

> JUN 0 1 7000 e

model #
6. Relevant testsilaboratory data, including dates atalog ¥ [~ 7. If implanted, give date
Endoscopy showed a 1.2cm prepyloric ulcer catalog ¥ — {mmidalyyy)
with clean base and devcid of visible serial #
vessel, adherent clot and active .
s 8. If explanted, give date
bleeding. .. .4/25 Hgb=4.4, HCT=14.3...4/27 lot ¥ JUN = 2 Zm mvddiryyy e
cn discharge Hgb=9.1 and HCT=27.9 other #
9. Device avallable for evaluation? (Do not send device to FDA)
D yes D no D returned to manufaciureron _________ ——

{mm.ddlyyyy)

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

7. Other relevant histery, including preexisting madical conditions

(e.g., allergias, race, pregnancy, smoking and akoho! use, hepatic/renat dysfunction, etc.)
Migraines for which patient increased her
intake of NSAIDs prior to admissicn..... NKA

E. Reporter (see confidentiality s2ction on back)

~ United States —J
» . . 2. Health professional? 3. Occupation 4. Also reported to
. - - ™S .
T T [4 yes O no [Pharmmacist O manutacturer
Mail to: MEDWATORCG: ;" ﬁ,' opFAXto: S — - O user tacitity
§600 Fishers Lahe_ - > 41808FDA-0178 ~ 15. If you do want your Ident:tx disclosed to ]
Rockville, MD 208)3: 872, : S ) the manufacturer, place an “X” in this box. D D distributor
d BN B
,.FD:, Form 3500 3 gubmlsslon of areport dog‘ng ﬁh}&(’ap §d[7slon that medical personne! or the product caused or contributed to the event.
CTUIR3HST
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MEDWATCH

THE FDA WEDICAL PROOUCTS AZPORTING PROGRA M

A Patient information

B  Adverse eve

' Ad e
2

" (check ak that apgy) b [ cisaniney
] oearm congental snomaty
O '-'-wwmno' pam-m:n mplmmt'\zumon
nuunonprolongn EDotrer: 2 Iy Q

or VOLUNTARY reporting
by heaith professionals of adverse
events and product problems

3. Date of 4. of é /
ovent this report ® ,O
PO Sy lm -
5. m;égmm e

Y
E Pepecd

TVt

C

© (e ot e lEBEE
A AN wid Loy i deu,

7 Other relevent history, including Medical conditions (¢.g.. allerges,
face. pregnancy. smouing and aicohol use, hepatic/renal dysfunction, etc.)

NILDA
htl, Eedbt Mousc

Maiito: MEDWATCH
5600

FOA Form 3500 (&/83)

CTUIa4 732~

T Aseroves M8 wo rany- iigres  3'Aa
308 JU8 suremer
£04A vee Onry e

I vearwm

2 Y 289

CDER

1. Name (give iadeled strongth & miv/labeier, it known)

Y_Zhwrofen

"2
2. Don.hmhmnum 3 ﬁu—'&ymm unknown give duration)
"umwu-o-mn
"9200 ) é 64 ” / £
e —

5. Event abated after use
stopped or dose reduced

” y " DY“ DW&S#"

€. Lot (¢ known) 7. Exp. date (1 nowmy | *2 (Jyes (Jro (Jgggsen
" [ 3]

8. Event reappesred after
” ” wena

” DY“ met
#2 [Jyes [Jro Dggert

mmwwmnmmmwmi

3. Manulsoturer name & address 4. Operator of device
[ hesitt protessionas
(] 1ay userpatent

RECEIVED | Do

T JOR2-F7000——* Expirtion aese

" MEDWATCH CTUr e

cstnleg # Y ’ o

[soriats

s ' 8. M explentes. give dets

9. Do:umanmwuuen? (DO not send to FDA)

T ves One Dmmmm\_ :

s rowYn
10. mmmmlﬁonpywn(ummmmdwm)

: MS, RPh
1. Nams, address | Hospital Pharmacy
Ave

q

2. Heakth professionsi?| 3. 4. Also reported to

. D manutacturer
r%%... u.f,, a— o A user racuny
L the manutacturer, pigce sn “ X  in this box, d O asrouer

Subfm‘ubnounponcoummﬂmmnmmmmmwwmw«wwmtothocvont.



B marvoraviaual ;a,“ﬂ‘mal W‘m"mumm NATCH Approved by the FDA on 08/24/1999

™ . Mir report # HQ7876227JUN2000
WYE JCTS REPORTING PROGRAM =
BOX . 40001 .u /Dist report # ]

PHIL,
Page 1 of 2 FDA Use Only
3 < . DG g2 e N - Ty Y R -
. _Patientintormation 7 1FCiSas dication(s) —
1. Patient identifier 2 ;00 at time 3. Sex 4. Weight 1. Name (give labeied strength & mirtabelor, i known)
UNK or UNK (] temas UNK #1 ADVIL
Dete of or w2
el ate
¥ e male s
in conflence " Birth: ‘, @ @
‘ o= ; oY . p - mf,‘? Gy 2. Dose, traquency & route used 3. Therapy dates ( it unknown, give duration)
s 3 2 abin el e S Ghrw 2t boed ) ST e 8 #1UNK #1 UNK
1.{X] Adverse event [ Product problem (e.g., defects/maifunctions)
2. Outey attrib 10 adh event #2 #2
(check all that apply) [ dasiiey
D death D congenital anomaly 4. Diagnosis for use (indication) 5[. Evaf:’t ab:cl,ed after use
Ry L " stopped or dose reduced
[] me-threstening I L‘.‘#ﬁ;ﬂ'?mmwm mdarmmmmrg *1 UNK #17 Tyes no = dossnt
[ hespitattzation-initiar or prolonged ] : O O apply
other: #2
) rom 2O O
3-(°"'ﬂ ‘“',0 snt UNK , 4 D"('““‘l is report 07/11/2000 6. Lot # (¥ kown) 7. Exp date (i known)
#1 #1 X
5. Describe event or problem Qﬁmféﬁﬁp oared after
{\ physica..an reported th..at a patlerlxt had. drug . 42 ‘2 1 D yes Dm d::g:;’t
interaction, pancytopenia, gastrointestinal bleeding,
and diarrhea while taking the product. He stated that doesn't
the patient was taking 1200 to 1800mg of ibuprofen 9.NDC # - for product probiems only (il known} MDM Dno apply
daily. The reporter did not prescribe the product and

was unsure as to why the patient was using it. He 10. Coneomﬁammedicalproductsandtherany dates (exclude treatment of event)

Stated that the patient had been using the product for
weeks or months. The patient had a history of pProstate
and bowel cancer that was believed to be in remission.

dress

The patient had begun taking Omnicef {cefdinar, dosage WHITEHALL-ROBINS 6109024647
»nd diagnosis unknown). Three days after starting the c/0 WYETH LABS (RA)
- R . s X 240 N Radnor-Chester
3cription, he presented to his Oncologist with St. Davids, PA 19087 3. Asport source.
- arrhea, blood in his stool and low white blood cell i1 bi (check all that apply)
and platelets counts. The reporter indicated that the Jill Robinson D foreign
patient recovered after the discontinuation of both D study
products. No further information is available. History
of Prostate and Bowel Cancer, Concomitant: Omnicef [] teraure
(cefdinar, dosage and duration unknown). Internal [ consumer
Whitehall-Robins #00-0150-098. [E health
4. Date received by manutacturer 5. professional
(mo/dayryr) (AINDA 18-989 D user facility
6. Relevant testsAaboratory data, including dates 04/18/2000 IND # D company
. reprosentative
See following page. PLA #
6. f IND, protocol # D distributor
pro-1938 D yes D othor:
o1C ’
product yes
7. Type of report
8. Adverse event term(s)
5-da 15-d; i
7. Other refwvant histary, including preexdisting medical condiors [Js-cay  [Jrs-cay Diarrhoea Nos
{8.0., alergies, race, pregnancy, smaking and aiconol use, hepatic/renal dysfunction, etc.) [] 10-cay @Dﬁmdic Pancytopenia
. Gastrointestinal haemorrhage
PAST CONDITIONS: mm” D'wow '
Prostate cancer NOS; Carcinoma NOS e — NOS
9. Mir. report number
HQ7876227JUN2000
. 3

FEInAL Eap

~‘l. Name & addrass

JUL 1.3 2000

Submisson ol P - 2. Health professional? 3. Occupation 4. Initial reporter also
bmission of a report does constitute an admission that P sent report to FDA
medical personnel, user faci , distributor, manutacturer or product yes no Physician
FDA Form 3500A tacsimie)  medica or Contribuied 10 1he arons (x] O

Dye& D"O unk

89




m‘,’WYE]"ﬁlv;wal sar :n\IVATCH Approved by the FDA on 09/24/15g9

(=19 REPOoriLy lﬂ i —
T repo; HQ7876227 2000
UF/Dist report #
PHILA * -00-02+ :

WYET
BOX 8
. —ow of 2 FOA Use Oniy
Fu X B.6 - Relevant test/laboratory data, including dates { Continuation )
Test Name
Date Result Normal Range
Platelet count
Low (date and values unknown ) -
White blood cell count
Low =
# 4
. *
4 &
FDA Fonnasoouuc-unu.) Subnissionofarapon doas not constitute an admission that medical

persannel, user facility, distributor,
manufacturer or product caused or contributed to the event.



WYETH MEDWATCH Approved by the FDA on 09/24/1999
"“A"‘""Rﬁrvxuuu Sarwt - Mirreport#  1302132806APR2000
WY M”M“ u W “ ’ ’ JUCTS REPORTING PROGRAM S

4 UF/Dist report #
BO: 5
PHI e of ! FDA Use Only

1. Patient d‘mﬁer

2 10 adverss avent .
D death D congenital anomaly
— (mo/daylyn) required intervention to pravent

permanent impaimment/damage
[[] hospitaiization-initial or prolonged

[J oter
E recovered
3. Date of event UNK 4. Date of this report

L e l pade: 07/11/2000

5. Describe avent or problem

A 4l-year-old female consumer reported that she
experienced stomach pains and blood in her stool while
taking the product a year ago. She took 2-14 tablets
daily for sinus headaches for 1 month. Her symptoms
abated after she stopped taking the product. She was
advised to contact her physician concerning her symptoms
and proper dosage of the product. No other symptoms
were reported. Internal Whitehall-Robins #00-0150-013.

6. Relevant tests/laboratory data, including dates
None Provided.

7. Other relavant history, including preexisting medical conditions

(e.g., allergies. race, pregnancy, smoking and alcohol use, hepatic/renal dystunction, etc.)
UNK
Submission of a report doas not constitute an admission that
FDA Form 3500A (facsimile) cnm gr. eo?n'tmb.:n:ds“ facility, dmrlbumr. manufacturer or product

144

1. Name (give Iabe‘od strang!h & mfr/labelor f knwm)
#1ADVIL

#2

2. Dosa, frequency & route used
#12-14 tablets daily,
Oral

3. Therapy dates { if unknown, Qiva duration)
#1 1 Mth

#2 #2

5. Event abated after use
stopped or dose reduced

‘o @Yﬂ D"° Ddoesnt

4. Diagnosis for use {indication)
#1 Sinus headache

#2
] n doesn't
42 D ye D ° apply
6. Lot # (if known) 7. Exp date {if known)
#19LG639 #1 8. Event reappeared after
reintroduction
'z *2 1 Jves [Jro 3] Sy

2 o %580

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

10. Cong medical prod: and therapy dates (exclude ireatment of event)

1. Contact omce name/address 2 Pho;m number
WHITEHALL~ROBINS 9736605500
Medical Department
5 Giralda Farms
Madison, NJ 07940-0871 3. Raport source.
(check all that apply)
D foreign
[ o
D literature
@ consumer
D health
4. Date received by manulacturar 5. professional
(mo/dayryr) (ANDA 18-989 D user facility
02/01/2000 IND ¥ D company
representative
6. 1f IND, protocol # PLA # D distributor
pre-1938 D yes
D other:
poduct [X] ves
7. Type of report P

8. Adverse event term(s)

Abdominal pain NOS
Gastrointestinal haemorrhage
NOs

D 5-day D 15—-day
[J10-say [X]periadic
[E Initial D follow-up #

9. Mfr. report number
HQ2132806APR2000

4. Initial reporter also
sent report to FDA

Dyes Dno

2. Health protessional?

Dyes Eno

3. Occupation

unk




‘A’WYETH MEDWATCH Approved by the FDA on 09/24/1999
™

WYETH. N ity i, ST € LY NeDoT 'S REPORTING PROGRAM M'"fm' FR786142670n2000

BOX 82¢ ,MMMMMM ﬂ }M 'UF/DISI report #

PHILADE

* fo2

FDA Use QOnly

—3-00-01% —

__Javeormrermarionzess: S , edication(s) .
’-PW"“ 2 Age at time ) - Wei 1, Name (give labsled strengih & miriaberer, ko)
o S5lyr [] semaie 260 e #1ADVIL
Date o o 02
s
i male kgs
noonicerce | 5 IR | [X] .
- {77 3 c AT - 3 T isee e | 2 Dose, frequency & route used 3. Therapy dates (it unknown, give duration)
~ = i s e I | #12-4 tablecs (max 6) *110 years
1.[X]  Adverss event [[] Procuct problem (e.g., defects/maltunctions) day, Oral
2. Outcomes atiributed to adverse even . *2 #2
(mll“h-lm) D dlsabilhy
D death D congenital anomaly 4. Diagnosis for use (indication) ;Emubggd after use
T : . opped or dose reduced
[[] we-threataning 0O ;qmsm'mm&?m‘?é *1 Headache NOS, Pain Nog doasnt
(5] hoopiataston. #1[x]ves e 700
hospitalization-initial or prolonged
D ad D other: %2
doesn't
*2[Jres o apply
3-(°m°'y,;:)"" 09/02/1998 l ‘-DG?":},:‘E‘;,;:)W" 07/11/2000 6. Lot # (¥ known) 7. Exp data (1 known)
#1 #1 . "
 Decrom o e A
A S1 yeax.: old man experlenced.dlzziness and an episode a2 42 “D’” D"" d::;r;‘l
of fainting after years of using the product on an *ag
needed” basis. as a result of dizziness, the reporter doasn’t
fell and fractured his right ankle. On 09-02-98, a year 9. NDC*"°""°°”°""°”°’"’°"’V"“‘"°W") ’ZDm Dno apply
and 2 months prior to this report, he was hospitalized
and blood tests confirmed anemia and subsequent 10. Concornitant medical products and therapy dates (oxcluds!raatrmntofmnt)
diagnosis of bleeding ulcer to be caused by product use. See following page.

Iy

2. Phone number —

Medicaal records were received on 01-04-00. at the

time of report, the consumer reported that he ig s5cill
experiencing ankle pain and seeing his physician. No WHITEHALL—ROBINS 6109024647
further symptoms or sequelae were reported. Lab Values c/o WYETH LABS (RA)
( received), Medical Records (received 01-04-00), égo gaﬁgg?r;ghfsggg 3. Report source,
k .ission date{09-02-98) + Discharge date {09-05-98), i11 bi (check alf that apply)
Treatment 09-02; bleeding ulcer cauterized. Previous Ji Robinson D foreign
use was eneventfu]. Internal WHR # 99-0150-128. D study
D Horature
E consumer
D heaith
4. Date raceived by manufacturer 5. professional
(mo/daylyr) (AINDA  18-989 [ usertaciity
6. Relevant teststaboratory data, inchuding dates 11/03/1999 IND # D Company
. representative
None Provided. PLA #
6. If IND, protocol # D distibutor
pre~1938 D yes
oTC D other:
preduct yes
7. Type of report
8. Adverse event term(s)
5~da 15. 3
7.0lhormlovanthistmy.inchngpnsxislingn'ndcllcondltions D Y D ey G?.str'.’lc ulcer haemm':'rhage
{8.g.. alergies, uu.pnonmy.smddngmdaloohulusa, hepatic/renat dysfunction, etc.) Dro—day @pariodic Dizziness (exc vertigo)
Syncope
UNK [x] initiat [ totow—up »
9. Mir. report number
HQ7861426JUN2000

(

JUL 13 2000

Subrsen o . - 2. Health prafessional? 3. Occupation 4. Initial reporter aiso
n & report does not constitite an admission that sent repart to FDA
medical personnel, user facility, distributor, manufacturer or product yes ne
FDA Form 3500A (tacsimile) Caused or coniributed o e Y08 pro O [x] ] ves [ unk




[ TV P - Sarelyweuor -~ - n health professionals of adverse ' :°‘ Jte Ony
events and product problems . seqvence s
THER
*3530385-X-00-01% Page ___ of
! Patientidenutier | Afge at time . 4 Weight Name (give iabeleg strength & mirrlaberer knowni
ent:
‘_] e (Jtemate =1 Ngeros(_,(;\]
8 Date
in contidence ot birth:§ D maie =2 Mo.rrl '\s ) ASP R '\)
. N 5 —~ P . . T 1 v, . usr
nﬂo&pmdﬂwpmblem — e A 2. Dose frequency & route useq 3 ”::'r:zyl’::?::i;:'unxnovn GIVE aura

1 Lj Adverse event  ang or 3 Product probiem (e.q., defectsrmariuncions) f .
2. Outcomes attributeg 1o agverse event
{checx all that apgry D disabriity #2 “2
[ congenttal anomaly 4. Diagnosis for yse ndication) 5. Eveni abated affer yso
[T dearn . stopped or dose reqyce
—_ RS [ required ntervention to prevent #1 PA [
L Me-threatering permanent impairment damage #1 " Jves [Jne Dgggs
[: hosprtalization - g e pre:cagea other; #2 -
6. Lot # (i known) 7. E ¥2 Dyes Dno Dgoes\
. - BXp. date uf known) oC.
3. Date of 4. Date of 1
event this report #1 8. Event reappeared atter
mo-gav v mo-gavyri - reintroduction

S. Describe event or probiem T %2 #2 )
Y\q r #1 {does
SQ/\'F \’T\Qd\cqtt_a I '\}aprg ‘ '\) 9. NDC # tfor product problems only) -Dyes Cre Eapp"
Bla 2C ¥ P, ﬂsz\)\ - - «2 Cyes [ro [geer
10. Concomitant medical products and therapy gales {excluge treatment of event)

) tOM'V\u&QX Mo,

Yor { mor -

% rcconwed  Sonostaty
P .\ QC,\(k !2. Type of device

3. Manufacturer name & address 4. Operator of device
D heaith professiona:
E’ lay useripatient

D!.SDspect!mediL'a

. Brand name

Edevicesowsarse: L

other:
—_—
m 5. Expiration date
[ 1Mo dayryr)
model #
6. Relevant testsslaboratory data. L.eding gales JUL 7. implanteq, give date
[catalog # —_— tmadayryry
serial # "
:
R E C E l V E D . 8. It explanted. give date
ot # imorsay.y-)
UL L7 200 other #
i 9. Device available for evaluation? (Do ot sena 10 FDA)

N1 E D VV ATC h CT U yes (J no (J retumed to manutacturer on —

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

7 Other relevant history, ncilugng preexrsting meaicat conditions te.g.. ailergies,
face. pregrancy smge ~~ | - - <S7Ti use. repaticrenal dystuncnon. ete ;

B= R’eporl'ec'(seeconﬁﬂenﬁaIitvzsecﬁutmrrback)! CTe A

1. Name, address & phone #

2. Heaith rolessionai? | 3. Occupation 4. Also reported to
ST 15 1S P 7

" 1 manufactu-er
Maito: i isWareyy OF FAX to: — 785 | no
. ~ "
r'i )/\ ;ilt):?(\’l:lﬁ:e;:lsDL?‘SSSZ 0787 1-800-FDA-0178 5 Ityou ao NOT want your identity disclosed to ¥
/O 2\ LMD 2 -a [

Iser taciiy

nstary:or

FIE

Ihe manutacturer. Place an " X~ ip this box.

G S.omissen of & TBCCT Zoes not consntyre 2N 30missicn that meoicat bersonnel or the product Causeq or contrinuzea to the svenr
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Approved by the FDA on 09/24/1999

FDA A Imil Submissi ]
Form 3500A (facsim o) iSsion of a

[N HQ7861426JuN2000
M,ﬂmmmm‘ﬂﬂwﬂmmmm TS REPORTING PROGRAM
-00-02% Sf 2 l FDAUseOnly ’
x C.10 - Concomitant medical broducts and therapy dates {exclude treatment of event) { Continuation )
Thera Name Dos requen & route used Therapy Dates
NONE UNK

JUL 13 2000

f8port does not constitute an admission thal medical personnel, user facitity, distrib(tor,
acturer or product cagaed of contributed to the event,




MEDWATCH

WYETH
’”‘A’ME Rl

M” ,im',’] “'I‘”‘]"m" M’I PRODUCTS REPORTING PROGRAM
~6-00-01% ge | of 2

—

Approvad by the FDA on 08/24/1999

Mfr rapont #

HQ9178431JUL2000

UF/Cist report #

FDA Use Only

*354120 _—
A. rauent intormarton
1. Patiegtidactifiar 2 Age at ti_me 3. Sex 4. "Neight
w o:' event UNK D female UNK ibs
or
Date of
in coniiderce Birtn: mele kes

C. Suspect medication(s)

#1ADVIL

#2

1. Nama (givs labeled strength & merravelay, if krown)

B. Adverse event or product problem

2. Dose, Irequency & route used

1 Adverse event [[] Product prosiem (e.g., defects/malfuncticrs)

#1400 rg 3x per
QOral

disability
congenital anomaly

required intervention to provent
pPermanent impairment/damage

2. Qutcomes attributed 1o adverse event
(check ail that apply) D

D death
oAyl
:l lite-tareatening dayhye) D
(X] other

D hosptalization-initial cr proiongec
medically importanc

j recovered

*®2

. Day,

*2

3. Therapy dates ( if unknown, give duration)
#1 06/23/2000 to 07/03/2000

4. Diagnasis for usa {indicatron)
#1 Pyrexia

#2

4. Date of this repont
{mo/caylyr)

3. Date cf event

(mo/daylyr) 0870172000

07/03/2000 ,

6. Lot # (it <nown)

5. Describe avent or prodlem
Information has been received cn 28-JUL-2000 concerning
a male catient who had taken Advil tablats (430mg, 3
times everyday) beginning on 28-JUN-2000 to 03-JTL-2000
for Pyrexia. The patient had recent heart: bypass
surgery and was discharged to kome on 26-JUN-2000.
began experiencing a fever on 28~-JUN-2000 and Advil
therapy was initiated. Concomitant therapy was not
reported. On 03-JUL-200C, the patient was taken to the
emergency room after fairting (Blood pressure reading
was 90/30 mmHG). He was diagnosed with acute reral
failure (Renal failure acute) and was started on
dialysis 3 times per week. The patient was also
diagniosed, via an endoscopy, with a bleeding duodenum
ulcer (Ulcer NOS) causing a GI Bleed {Gastrointestinal
haemorrhage NGS} which required 4 urits of blood to be
transfused. The patient reported that his physician
related his reral failure and bleedirg ulcer to the use
cof Advil. These events found to be Medically important.

He

7. Exp date (if known)

S. Event aba'sd after use
stopped or dose reduced

o O @ O
#2 [ |yes e doesn't

apply

1 #1 8. Event reappearad after
reintroduction
+2 %2 V1 ves oo [X] %000
doesn't
9. NOC # - tor product groblems only (1 known) *2 D yes D"° mplr;
10. Concomitant medical products and therapy dates {exclude traatment of eveat)
G. All manufacturers . - S

1. Contact office - name/address

WHITEHALL~-ROBINS

C/o WYETH LABS (RA)
240 N Radnor-Cheste
St. Davids, PA 1908

Jill Robznson

r
7

a PR
2. Phone number
6109024647

3. Repon sourcs.
(creck ail that appiy)

[:] toraign
D study

6. Ralevant tesis/ aboratory data, indlucing dates
See followwng page.

] s-cay 15-cay

7. Other relevant history, including praexisting medical conditions

(e.g., allergies, race, Pregnancy, smoking and aicohol use, hepatic/renal dysfunction, atc.)
PAST CONDITIONS:
Coronary artery surgery

REn

[ 10-cay [ periocic
@ iital [ tollow-up #

D litaraturs
[E consumer
(] pean
4. Date received by manufacturer 5. =
(mo/day/yr) {AINDA  13-989 D user facility
07/28/2000 ND ¥ [[] comeany
reprasentative
B. tF IND, protocol # PLAY D distributor
ore-1938 [ yes
D other :
QT1C @ - yes
7. Type of repon

Clcer NOS

NOS

9. Mfr. report number

»

HQ9178431JUL2000

8. Adverse event lem(s)
Renal failure acute

Gastrointestinal haemorrhageg

5

<

"E. Initial reporter

1. Nams & address

Su.!:;vcl:‘suon ofa nlapon do':cc" not w an ac:'nisslon that
orm mile m parsorngl, user facility, nbutor. manutacturer or product
Foa # 35004 (facsi ) Caused or contributed to the gmt.

AUG 0 2 2000

QATF _ENTTRENA

Dyss no

é Mr.
us ‘:):5;55:
e 0 2ugg
2. Health profassional? 3. Oceupation 4. initial reporter also

sent report to FDA

DY" D"OEmk




‘A, W,Y E TH M WATCH Approved by the FDA on 09/24/1999

Mir rapont # HQ9178431JULZ000
ODUCTS REPORTING PROGRAM
B UF/Drst report # j
p
0 2 of 2 FDA Use Only
Box B.6 - Relevant test/laboratory data, including daces ( Continuation }
Tes*t Name
Date Besuylt Normal Rarnqe
Blood pressure
37/02/20C0 99/ 30mmHG -
Endoscopy NOS
30/00/2000 duodenum ulcer . -
1
“@
1]

FOA Form 3500A (facsimile) Submission of a report dces not constitute an admission that medical personnel, user facility, distributor,
nunmamunwormvduncuBOGOfummbuwdtoMnmnn
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NETERE —
LA ADR Probability ScaleL”

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

(

To assess the adverse drug reaction, please answer the following questionaire
uu.uv.;uu-n AT W NI rcle the petti’lent scote
i, ~0-00-g31 . YES No KNow SCORE
—_——
I. Are there Previous conclusive reports on this +1 0 0
==2nclusive

reaction?

2. Did the adverse event appear after the suspected +2 -1 0
drug was administered? .

3. Did the adverse teaction improve wvhen the drug was +1 -1 0
discontinued or & specific antagonist vas
adminiscered?

4. Did the adverse reaction appear when the drug was +2 -1 0
rteadministered? :

5. Are there any alternative éauses (other than the drug) -1 +2 0
that could on their own have caused the reaction?

6. Did the teaction reappear when i Placebo wvas given? -1 +1 0

7. Was the drug detected in the blood (or other fluids) +i 0 0 (
in concentracions knoun: to be toxic?

8. Was che reaction more severe vhen the dose was +1 0 0
increased.}og less severe when the dose was decreaseg?

9. Did the'paciénc have a similar reaction to the same or +1 0 0
similar drugs in anv Previous exposure?

0 0

10. Was the adverse reaction confirmed by objective +1

CLASSIFICATION OF ADVERSE DRUG REACTION

?lease circje approoriate orobabilicy cacegory
l. Zefinite 2 g
1. 2robable ;-8

). Cossible -4

\DR ’D CODE: }

evidence?
% e,
" TOTAL SCCRE H h

ST S
B LRSS L
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Y it d VLI B vulch, '\=HU| L5 ) .
' DLUNTARY reporcing P Asprovst: B . st i
th professionals of adverse CDER :::::“ oo
#3557755-8-00-01% ts and product problems |motpsarmme 4 1217 gt /
THt FDA mEDICAL PRODUCTS REPORTING PROGRAM Pm L of L C«DF~&
M
A, Patie s O C. Suspect medication(s)
1. Patiem Hler | 2. Age st Uma 3. Sex ¢. Welght 1. Nams (give labelsd sirengsh & mirabeler, if known) :
S G F CHemiel —ma | |0 7 _# el AbViL HZ )
Dese O mete > .2 . W )
idence of binth: e —
- - - 2. Doss, fraquency & rouse used 3. Therapy datas (if unknown, sive duralips)
- AQd Or prodg propite LemAo {20 bas! nalmade)
\ A Adverssovent  andtr | | Product probiem (e.g.. defectmailunciions) % "
2. Outeomes atributed to aaver: t
{check all that apply) o ouem EE], dixability 4' e ' el T —
o congenital anomaly . @nosls for use (indication) . Even{ sbaled » use
D daath ____ ——— D required intarvention 1o prevent py _D J_, A s1opped or dose reduced
[ ite-tnrestoning permanent impaimmant/damage 18 y@w no Olggepm
,Q-nvwmn‘ -@ proianged [ ather: #2 _ :
o ' T 8. Lot # (it kown) 7. Exp. ante 07 wowny | *2 e [lro Dlgggent
: : . 1 ]
Bie /7% 2 | freen 7 rad || - " rraucian
3. Deseribe svent or probiem 2 [/ "
ves | |no
L W EIE MDC # (lo prodiict prablems only) Clver Ore gy
o ; S 2 Cves Lo Cliggg
/4

m) 10 Concomitant ucte therapy dalas (exclude traalmen af swen)
e .
» / y W

D. Suspect medical device

L. Brand name

2. YType of device

3. Manufsoturer name & address 4. Opersior of devica
[ heatth protessional
(O tay useripatiens
([ other:

5. Expiration ame
osday/ys

§. Relavant esiéfisboratory aata, including daies

RECEIVED

AUG 2 4 2001

7. Hlimpianied, give date
bwoduylyr)

8. Waxpisnied, give dete

MEDWATCH CTU e P P

————
(Midéylve)

10, Concomitant medical products and iherapy dales (exclude treatmeni of evert)

7. Other reievani Ristory, incluging presxisiing medical conghtions {2 .. dlergins,
face, pregnancy, smoking and alconol use, hepalic/renal dysfuncion, eic.)

0 TO

CT\L { 27 9\ NECRIVE

Mall to: MED‘VATCHJ\LVLH or FAX to: [0 manutaciurer
' TNV TN reeme s a0 e

1he manutacturer, place »n “ X * in tnle box, 11 satriduier




Individual Safety Report

il

*3

THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

McNelD

Consumer Nealthcare
McNeill Consumer Healthcare
Fort Washington, PA 19034-2299

Approved by EDA on 11/15/93
Mt raport #

UF/Dist repont #

PIQB of FDA uss onty
A. Patie O atio ol edicatio
1. Patient identifier [2. Age at time 3. Sex 4. Weight 1. Name (give labeled strength & mfr/labeler, it known)
of event: . 3
or 30 mo ( Yfemale Lbs #1 Children’s Motrin Ibuprofen Oral Suspen
Date or *#2
In contidence of birth: (X)male 13 kgs 2. Dose, frequency & route used |3, Therapy dates (if unknown, give duration]
3 Ad e eve Or prodg propnile trom/to (or best astimats)
1. X Adverse avent andjor Product problem {e.g., defects/malfunctions) |#1 150 mg, po " 2/2/99-2/3/99; approx 7 doses
2. Outcomes attributed to adverse event 2 "2
{chack all that apply) ¢ ) disabiity 4. Diagnosis for use (indication) 5. Event abated after use
. stopped or dose reduced
() death (mokdeylyn ( ) congenitsl anomaly #1 fever
( ) ®e-threatening () mmifodri‘r;tpwerytion %:dg'r:vent #1 ( ) Yes ( ) No (X) N/A
permanent impairmen age
(X)  hosphtalization - initisl o prolonged , P ¢ #2
( ) other 8. Lot # {if known} 7. Exp. date (if known) #2 () Yes ( ) No ( ) N/
3. Date of event 4. Date of this report #1  unknown " unknown 8. Event reappeared after
2/3/99 08717700 #2 #2 reintroduction
(mo/day/yr) {mo/dey/yr}

5. Describe event or problem

Consumer alleges that the use of Children’s Motrine Ibupro-
fen Oral Suspension was associated w/ GASTROINTESTINAL
HEMORRHAGE(G! bleeding) in her son 16 months ago. Consumer
reports giving son Children’s Motrine Oral Suspension for
2.5 days. Child reportedly vomitted black, coffee-like
grains with clots (HEMATEMESIS). On way to ER, consumer
reports child’s eyes rolled back in head, legs & arms went
limp,& head hanging (HYPOTONIA). Pt rec’d blood transfusion
& was hospitalized. Pt was DC’d. An unknown time after,
consumer reports child had endoscopy performed by special-
ist. Results unknown. Subsequent to event, consumer reports
child had a HERNIA, has developed poor eating habits, is
thin, & must drink LACTAID® because he can no longer digest
regular milk. Consumer reports child experiences stomach
Pain(ABDOMINAL PAIN) now. Addl info rec’d 7/17/00: Med Rec
authorization form completed by consumer indicates child
experienced GI bleeding GASTRITIS W/ hemorrhage. Addl info
rec’d 8/15/00: Med records indicate pt (See Sect B6)

9. NDC # - for product probl

ems only (it known)

#1 () Yes ( ) No (X) N/Ag

#2()Yes()No()N/A

(2)ANEMIA, (3)gas
G. All manufactur

Medical Affairs

10. Concomitant medical products and therapy dates (exclude treatment of event)
unspecified TYLENOL® product,

transfusion of PRBC.On 2/5/99, post transfusion, H&H increas-
ed to 9 & 26. Pt DC’d 2/8/99.Princi

McNeil Consumer Hega

AMOXIL® (Sect B7 cont): rec’d

pal dx:(1)upper GI bleed,

tritis w/ hemorrha
ers

2. Phone number
215-273-7303

3. Report source
= o (check all that apply)

6. Relevant tests/iaboratory data, including dates

2/3/99 (23:30):PLT=210,Hgb=6.l.,HCT=18.6;2/5/99 Upper GI
series nl;2/7/99 Hgb=9.5,HCT=27.2,PLT=189 (Sect B85 cont);
presented to the ER w/ hx of vomiting times six, bloody,
also passing dark stools. Pt had been (See Sect B7)

¢ ) S5-day (x)15-day
( ) 10-day( )periodic

Ft. Washington, pA ¢ ) foreign
( ) study
( ) literature
(X) consumer
health

4. Date received by manufacturer 5. ( ) professional

{mosdayiyr) .
08/15/00 (A) NDA # 20-516 € ) user facility
IND #

6. It IND, protocol # company
PLA # { ) representative
pre-1938 ( ) Yes ( ) distributor

7. Type of report
oTC

{check all that apply) product (X) Yes DSS

8. Adverse event term(s)

AUG 2 9 2000

7. Other relavant history, including presxistin
race, pregnancy, smoking and aicohol use, hepatic/renal dysfunction, etc.)

hx of febrile seizure at age 1 and 1/2; NKDA (Sect B& cont)
taking Motrin since 2/2/99 for fever (total approx 7 doses
of 1 and 172 teaspoonsful). In the ER, NG tube was inserted
& saline lavage was given & tested for presence of blood,
which was (+). Stool was heme-occult (+). Pt was started on
CARAFATES, PEPCID®, & Lactated Ringer’s. Pt (See Sect c10)

9 medical conditions {e.g., allergies,

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

FOA

Facsimile Form 3500A

¢ ) Initial  (X)follow-up # 2 HEMORRHAGE GI HEMATEMESIS

T T a——— HYPOTONIA HERNIA
PAIN ABDOMINAL GASTRITIS
13752214 ANEMIA
s gporte
1. Name, address & phone #
MD ¢
R 'ospitat AUG 2 8
X

G ¢ oot .

2. Health professional? [3. O ion 4. Initial reporter also
sant report to FDA
(X) Yes ( ) No physician () Yes ¢ ) No (X) Unk




Individual

DWATCH Approved by the FDA on 09/24/1998

Safety Report
v 1ODUCTS REPORTING PROGRAM
%356 -9-00-01=% . UFDist report #
PHILADELPHIA, PA 19101 A
Page | of 2 FDA Use Onty
[ Jatientiinformation . ... -+« |G- Suspect medication(s)’
o . uentidentifier 2. A'ge at ume 3. Sex 1. Name (give labeled strength & mir/tabeler, if known)
oy fomale 35 s #1 CHILDREN'S ADVIL SUSPENSION

———
Date ot — D .
Py K mae kgs
in contidence Birth:

6;event or produci;probler

1.{X] Adverse event (] Product problem {e.g., defects/malfunctions)
2. Outcomes attributed to advarss event

{check all that apply) E] disability
D death D congenital anomaly

) _ (mofday/fyr) required intervention to prevent

D lte~threatening D permanent impairment/damage
D haspitalization-initial or prefonged D cther:
recoverad '
3. Date of event 03/03/200 4. Date cf this raport

(mo/daylyr) /03/2000 (mo/dayh) 08/23/2000

5. Describe event or problem

A female reporter stated that her 3-year-old girl had
*GI bleeding” while taking the product. She was given 1
teaspoonful of the product for a high fever.

Concomitant meds included Zantac (ranitidine) and
Propulsid {cisapride) for gastroesophageal reflux. At
the time of the call, 3 days later, the girl had no
symptoms of GI bleeding. No further symptoms were
reported. Has used the product in the past without
incident. Internal Whitehall-Robins # 00-0171-011.

¥2
2. Dose, frequency & route used 3. Therapy dates ( 1 unknown, give duration)
#1]1 tsp, Oral #1 1 dose
#2 #2
4. Diagnosis for use (indication) 5. Event abated after use
. st d or do!
*1 Pyrexia oPPed or dase reduced doesn't
L] yes D"O apply
42
no doesn't
12 D yes D apply
6. Lot # (if known) 7. Expdate {if krown)
#199262 # 8. Evant rezppeared atter
reintroduction
v2 '2 1 0ves [Jre ] G050
't
BINDC ¥ ~ for product problems only (T kmown] #2[ Jves [Tno []%pesn

10. Concomitant medical products and tharapy dates (exclude lraatment of event)
See following page.

ufac

6. Relevant tesisNaboratory data, including dales
None Provided.

7. Otver relevant history, including preexisting medical conditions
(8.g., allergies, race, pregnancy, smeking and alcohol use, hepatic/renal dysiunction, ele.)

CONCURRENT CONDITIONS:
Oesophageal reflux

1. Contact office - name/address 2. Phoﬁa number
WHITEHALL-ROBINS 6109024647
c¢/o WYETH LABS (RA)
240 N Radnor-Chester
St. Davids, PA 19087 3. Report source.
. . (check all that apply)
Jill Robinson
[:j foreign
D study
D literature
m consumar
[ hea e
4. Date received by manufacturer 5. F bt
{mo/daylyr) (AINDA 20-589 D user lacility
03/07/2000 IND # D tompany
LA » representalive
6. It IND, protocot # D distributor
pra-1938 [ ] yes
ore E] other :
product yes
7. Type of report

8. Adverse avent term(s)
[J5-cay [)15-cay Gastrointestinal haemorrhage

[ 10-day [X]periocic NOs
initel [ tohow-up #

—

9. Mtr. report number

HQ7339414JUN2000

‘ ‘ AUG 2 8 2000.

.

2. Health orofessional? 3. Cecupation 4. Initial reporter also

Sub(nislsiun of a repont d?es'g:gl gormituts an adr’nission that o
i Tedical parsonnal, user facility, istributer, manulactuer or product
FDA Form 35004 (facsimile) caused or contributed to the event.

98

sent repont to FDA

Dyes nc DYBS D"O unk




Individual

Safety Report
H b - DWATCH Approved by the FDA on 09/24/1999
SRODUCTS REPORTING PROGRAM
*356 3~-9-00-02+

UF/Dist repert #

LIS

PHILADELPHIA, PA 18101

Page 2 of 2 FDA Use Only
( ¢ €.10 - Cencomitant medical products ard therapy dates {exclude treatmeat of event) ( Continuation )
:uerapy. Name Dose, frequency, & route used Therapy Dates
PROPULSID 2.8 mls ti&, Oral UNK
ZANTAC ‘ 2 mls bid, oral UNK
- B
S
o

FDA Form 3500A {facsimile)  Submission of a report does not constitule an admission that mecical persornel, user facility, distnbutor,
manufaciurer or product caused or coniributed to the event.



Individual Saf

T

:DWATCH

Approved by the FDA on 09/24/1959

BUX 8299
PHILADELPHIA, PA 19101

Page 1

Mirreport#  HOB966225JU1.2000
RODUCTS REPORTING PROGRAM
UF/Dist repart #
2 FDA Use Only

‘atient dnformation .

P R B

.Suspect medication(s). ..

4. Waight

1. er 2. Age at time

of event:
or
Date of
Birth:

in confidence

1@] Adverse event

[] Product problem (e.g., detecislmalfuncﬂons)

2. Outcomes attributed 1o adversa event

{check al! that apply) D disability
D death D congenital anomaly
—_—
) _{mo/day/yr) required intervention 1o prevent
I:] fite-threatening D permanent impairment/damage

hospitalization-initial or prolonged D
D tecove 'ed

ather:

3. Date of event
{mo/daytyr)

4. Dale of this report

(mofday/yr) 08/23/72000

12/04/1999 ]

5. Describe event or prchlem
The reporter stated that her daughter experienced
vomiting blood and abdominal pain about 10 hours
following the last dose of the product which was used
concomitantly with a single dose of hydrocodone syrup.
Within 10 minutes after the event, she was brought to a
local ER, where when experienced 2 additional episodes
of vomiting blood. 1In the ER a blood test revealed low
r.b.c. count. She was monitored closely in the ER for
about 1 hour and then admitted. She was given Zantac 3
rl bid and spent about 12 hours in the hospital prior to
discharce. A discharge blood test confirmed low r.b.c.
t {specific data unknown for either of the blood
-s). On the discharge, the child was prescribed
Zantac for the next 2 weeks and bland diet. The
treating physician believed that the event was related
to Advil use and advised no further use. At the time of
report, 27 days after the event, the child still
occasiorally complains of stomach pain. Or. those
occasiorns she is administered Zantac, which relieves the
(cont'd)

6. Relevant tests/laboratory data, including dates
See ZIollowing page.

7. Gther relavant history, including preexisting medical conditions
(e.g., aNergies, race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.)

UNK

Submission of a repost d
medical versonriel, user

FDA Form 3500A (facsimile) caused or contibutad to

0es not conslitute an admission that
facility, distrbutor, marufaciurer or product
the event.

1 Name (give labeled strength & mirdabsler, il known)
# 1 CHILDREN'S ADVIL SUSPENSION

# 2 HYDROCODONE

2. Dese, frequancy & route used
#¥11.5 tsp g8h-12h, cral

#20.5 tsp prn, Oral

3. Therapy dates ( if unknown, give duration)
¥1 4 days

#2 1 dose

4. Diagnosis for use (indication)
#1 pyrexia, Rigors, Pain NOS

#2 Cough

S. Event abated atter use
stopped or dose reduced

#1.\!93 D"o Ddoesnt
az[:]yes Dno (7]

6. Lot # (it known) 7. Exp data (il known)
#1 1

#2 #2

8. Event reappeared after
reintroduction
1[0 ves o [ %500"

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

OZDVGS Dm .doesnl

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

O —r— 2. Phone number
WHITEHALL-ROBINS 6109024647
c/o WYETH LABS (RA)
240 N Radnor-Chester
St. Davids, PA 19087 3. Report saurce.
X . (check all that apply)
Jill Robinson
D foreign
D Study
D literature
consumer
D health
4. Date recewved by manufacturer 5. professional
(mo/day#yr) (RAINDA 20589 D user facility
1273171999 IND » D company
representative
6. W IND, protocol ¥ PLA # [] esrivuter
pro-1938 D yes
ore D other:
product yes
7. Typeof report

D 5-day D 15-day
[[] 10-cay [X]periacic
[x] inite [Jtottow-up #

9. Mir. report number
HQ8966225JUL2000

8. Adverse event tonmy(s)
Gastric haemorrhage
Haematemesis
Abdominal pain NOS

2. Health professional? 3. Occupation

Dyes no

4. Initial resonter also
sent report to FDA

DYeS D"O unk
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Approved by the FDA on 09/24/1995

Mirrepont4  H0B966225JUL2000
RODUCTS REPORTING PROGRAM
UF/Dist rapont &
PHILADELPHIA, PA 19101 -
Page 2 of 2 FDA Use Onty

: B.5 - Descritke event or problem ( Continuation )}
pain.. Medical records have been requested. No Zurther symptors or sequelae were repcrted. Internal
Whitehall-Rebins %#99-0171-064.

Box B.6 - Relevant test/laboratory data, including dates { Continuation }

Test Name

Date Resulr Normal Range
Full blood count

BLOOD TEST REVEALED LOW R.B.C. COUNT. -

.
<

AUG 2 8 2000

FDA Form 3500A (facsimile)

Submission of a ‘eport dces not constilute an admissicn that medical persoanel, user tacility, d.sifbator,
manufacturer or prodact caused or contributed to the svert,
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MJ!“- -JO-Q l‘ Form Approved: OMB No. 0910-0291 Expires: 11/30/00

I/OLUNTARY reporﬁng CDER Ses OMB statement on revarse

by health professionals of adverse ::::;"" .
t problems ssquence 8 / 2 f ? Z Z,
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Internet Submission - Page 1 CD‘E%
A. Patie ormatio C. Suspect medication(s)
1. Patientidentifier | 2. Age at time 3. Sex 4. Weight 1. Name (Product Name) (Labeled Strength) {MfrfLabeler)
- of svent: 71 Years # Ibuprofen 200 mg Unknown
or D female] ——Ibs
or
Date
In confidence of birth: male 1113 gs| L2 / /
- 2. Dose/Frequency/Route used 3. Therapy dates (if unknown, give duration)
B. Adverse eve OF proda Drobic 1000- /24 /0 # From To (or best estimate)
1. 14) Adverseevent andior  [] Product probiem (e.g., defects/malfunctions) #3200 /[ hours ral 08/20/2000 - 08/22/2000
2. Outcomes attributed to adverse svent o _
{check all that appty) (] disabiity #2 / / #2
D congenital anomaly 4. Diagnosis for use ( indications with ) 5. Event abated after use
D death L ) OA topped or dose reduced
. (mmiddlyyyy} D required intervention to prevent #1
D life-threatening permanent impairment/damage #1 Dyes D no %%%?)r‘ﬂ
hospitalization ~ initial or prolonged D other: ____ #2 D D P
6. Lot # (il known) 7. Exp. date (fknown) | 72 LJves L Ino [ Jgosps
3. Date of 4. Date of # #1
event 08/22/2000 this report 09/12/2000 8. Event reappeared after
(mmvddyyyy) {mmvddiyyyy) 2 reintroducti
5. Describe event or problem #2 !
. #1 ] doesn't
Patient presented to PharmD at hotel of 5. NDC # (for produt problems o) Cves Clno p]dgesy
VFW convention c/o dizziness and PRBPR. - - O d doesn't
X #2 |_Jyes no appﬁf
Had been taking 10-12 orc strength 10. Concomitant medical products and therapy dates (exclude treatment of t)
ibuprofen per day for 2 days. Forgot N p Py ude treatment of even
Vioxx at home. Taken to VA ER. Hct one
dec to 26.4. Orthostatic hypotension. @1
bleed suspected. Scope done.
Inconclusive. Has had h/o GI bleed on

NSAIDs in past. Two units of PRBC

given. Patient kept in hospital for 3 ) pe edical de :
days. Discharged to home in (R 1. Brand name nQQ
2. Type of device el e? UL

3. Manufacturer namn&addroGE P 1 6 2000 4. Elm:tt::'hof ::vlc.e l
eaith professiona

RECEIVED| g2

SEP 15 2000 frm——=—

5. Expiration date
(mnvddiyyy)

6.

6. Relevant tests/laboratory data, including dates

7. ifimplanted, give date

Hct 8/22/00 = 26.4 catalog # ___
serial # _— -
ot # _ 8. If explal:l’t,ed. give date
other #
9. Device avallable for evajuation? (Do not send device to FDA)
yes D no D returned to manufactureron

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

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

h/o gi bleeds oa

!+ Name .-

Pharm.D
AMC CS-119 ; 5000 W. National Avenue

Milwaukee Wisconsin 53295
United States d.va.gov
2. Health professional? 3. Occupation 4. Also reported to
‘ ¥+ T yes [ no Pharmacist [ manufacturer
Mail to: ME * to: -
4 4 i 5. If you do not want your identity disclosed to user facility
- DA-0178 gy )
o te Y 0y the manufacturer, place an “X" in this box. D D distributor

Copstitute an admission that maedical personnel or the product caused or contributed to the event.

FDA Form 3500 Subélss 2004y
O d
/) PER VN
7 SNGL T



e e an "-Thb.l.v.l.uual Sarevy n ore MEDWATCH Approved by the FDA on 09/24/1999
™ ‘ Mir report # HQO0B26B11SEP2000
°TS REPORTING PROGRAM
f_i ;vOYXEEI UF/Dist repont #
PHILA. __ * 34~2-00-01+
e of 2 FDA Use Only |

A. Patient information i

ERI

C. Suspect medication(s)

T- Pationt idegther 7. Age & fme 3 Sex . Weight
of event:
of 54vr [x] temae UNK s
or
Date of
0] e

1. Name (give labeled strength & mirfabeler, f known)

#1ADVIL

#2

BEAaVEe

1.[x] &Nersaevenl

2. Ouicomes attribiuted 10 adverse evant
(check all that apply)

[] doun
' {mordaylyr)
D life~threatening "
{X] hospitatization-initial or prolonged

disability

congenital anomaly

required intervention 1o prevent
permmanent impaiment/damage

2. Dose, frequency & route used
*16-9 tablets daily, Oral

#2

3. Therapy dates ( ! unknown, pive duration)
#1 UNK

#2

D other:

D recovered

3. Date of event 7 4. Date of this report

( 04/17/1998 I pladradi; 09/20/2000

4. Diagnosis for usa (indication)
#1 UNK

#2

5. Event abated atier uge
stopped or dose reduced

#1000 e ('S
42 Jyes [ doesn

5. Describe event or problem
Information was received on 03-DEC-1999 from an attorney
regarding a 54 Yr old female consumer. Additional
information received on 14-SEP-2000, indicated that
initial information regarding the adverse event was
orginally reported on 03-DEC-1999. The patient‘s
concurrent illnesses include a CEPHALEXIN allergy and
tobacco use with a past history of umbilical hernia
repair, a back operation and measles. The patient
received therapy with ADVIL {dose form unspecified)
(indication, start date, and stop date were also
unspecified). The dose regimen included 6-§ tablets by
mouth daily. Concomitant therapy included MELATONIN.
On 17-APR-1998 the patient was hospitalized with a
perforated abdominal ulcer (Duodenal ulcer perforation)
and peritonitis (Peritonitis). Upon admission to the
emergency room on 17-APR-1998 the patient had a heart
rate of 80 beats per minute and a blood pressure of
120/90 mmHg. A sonogram of the patient’s gallbladder
was determined to be negative. CT scan of the abdomen
(cont'd)

6. Lot # (if known)
#1

7. Exp date (if known
#1

#2 #2

)

apply
8. Event ared after
rsimroclut:r?i:‘li":‘:'e

#10ves (oo [x] 500

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

2 O %50

10. Concomitant medica! products and therapy dates (exclude treatment of avent)

See following page.

LS. Allmanufacturers

e Lisd sy

2. Phone number

6. Relevant tests/laboratory data, including dates
See following page.

7.0mmmw.bwﬁgmnmacdwn&ﬁom
(0.0, alarpias, mce, pregnancy, king and aicohol use, hepatic/renal dysfunct
CONCURRENT CONDITIONS :

Drug hypersensitivity; Tobacco abuse

PAST CONDITIONS:
Umbilical hernia NOS; Operation NOS;

e 2:\ |

R

2.
) =
(047/0N A\\b‘g’

1. Contact office ~ name/address
WHITEHALL-ROBINS 6109024647
c/o0 WYETH LABS (RA)
240 N Radnor-Chester
St. Davids, PA 15087 3. Repont source.
. {check all that apply)
Jill Robinson )
D foreign
D study
D Mterature
[zl consumer
D health
4. Date received by manulacturer 5. professional
(ma/day/yr) {ANDA  18-989 D user facility
09/18/2000 iND # D company
representative
6. It IND, protocol # PLA # D distributor
pre-1938 [:] yes D othor
er :
oTC
product yes
7. Type of report

] s-cay [X]15-day
(] 10-dey [T eerodc
[ wities [X]tollow-up # 2

9. Mfr. report number
HQ0826811SEP2000

8. Adverse event term(s)
Duodenal ulcer perforation
Peritonitis

E. Initial reporter

1. Name & address

e

sn:dic;l ﬁ%‘: p&n" hcillrt'ym dlttﬁbuw‘: ::nu!:\mor:r‘grmpmw
Form imie) tributed to the event '
SEVS 8 20005 -

DATE SENTTOFDA

= Dgs
. +~ SEP2 2 2000

O™ @

sen report to FDA

Dves Dno @unk
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Mir raport # HQ0826811SEP2000
\ {ODUCTS REPORTING PROGRAM
‘ * —2~00~ UF/Dist report #
13 *
P A
PHILADELPHIA, PA 19101 Page 2 of 2 FDA Use Only
Box B.5 - Describe event or problem { Continuation )

reveakfd perforated ulcer. The patient had symptoms of right upper quadrant pain, nausea, and vomiting.
THe patient was treated by having a partial gastrectomy, Billroth-IZI, gastrojejunostomy, gastrostomy,
and vagotomy to help stop the bleeding due to the perforation. The patient was discharged from the

hospital on 25-APR~1998. The patient also continues to experience nausea, "ingestion", bloating and
abdominal pain.

Heart rate

Box B.6 - Relevant test/laboratory data, including dates ( Continuation )
Test Name -
Date Result Normal Range

Blood pressure
0471771998 120/90 mmHg N

Computerised tomogram
04/17/1998 scfan of the abdomen revealed perforated -
ulcer

04/17/1998 80 beats per minute -
Ultrasound scan NOS normal
04/17/1998 sonogram of gallbladder was negative -

Box C.10 ~ Concomitant medical products and therapy dates (exclude treatment of event) ( Continuation )
Iherapy Name Dese, freguency, & route used Zherapy Dates
MELATONIN 3 Tablet 1x per 1 Day, Oral Continues

Sfpzlmoo

SEP2 2 2007

FDA Form 3500A (facsimile)

Submisaion of & report does not constitute an admission that medical personnel, user facility, distributor,
mfaaumror?p‘ causad or ibuted to the event. P i
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C. Suspect medication(s)
1. Name (give labeled strength & mirAabeler, if known)
" : ) :

L2 Cpupid (h 47T @ AR
2. , frequency & route used
- 4

THE FDA MEDICAL PRODUCTS REPORTING PROCRAM Page of

A Patient information

B. Adverse event or product problem 3 m(ym.w*mﬂ-oiv?dumm
1. [ ] Adverssevent _andior [ ] Product problem (e.g., defectsmaltunctions) | | " 3 1997 ﬁddaﬁd/ﬂg b b, R
) ”
m death Ap/p Dmnmly 4. Disgnosis for use (indication) 5. Event .b:rmmu..
[ we-tweatoning O mwmlmmm " ANENOWY R o E::Dr%1
hoephakzation — kel or ; _ 2
FET.M = 4[3.:.: —1 [5: Lot # (it known) 7. Exp. date ooy | *2 LJves Ono (o
m 224522/00 .ﬂ\lll"l”ﬂ 9/20/50 # " 8. Event reappeared after
- Degcribe problem 2 ” . introduction N
R R L d e — L * O o Ol
IN THE AM LomPisiniNg she whs sjeh To - - 2y (Jro Dgoggr

s /;9/745/, ¢ CONPINUEYS SleA LEDVE /-’m(:/,yy 10. Concomitant medical products and therapy dales (exciude Treaiment of ver]
/28/07 CLAiming 502 bad sipmpch PLut oK | | Prpeid RC- theAnpy dptss urbhenn
Frod Poisenig s s5144dpy mgnt sbe ea NUMERoss EAFTY CARToNS Foumd » APT
PN LEFT HE S3AGE oM S/5TERS mrsweking | | € CAR S

-D. Suspect medical device

Wc/»,wz Po EALLWAER She had chanes she Mg
§eeON Y/30/00 Sumfpy by the tims pF | [ Seedveme
5157 GRS ARRIVAL THE .CONSUMESA whS 2. Type of device
AEAL 14 bE] with coFFes gho A 3. Menufacturer name & address 4. Operator of device
EMESIS NEAR hERA. [ hestn professionas
The mEdicpr EXAMNGRS cFimion based EJ ey userpatis
YPon fr/l;z Zumv:/ Ff/.ﬁc///va ke /9/334%) R ] oter
that the decedeyi canz 1o her desy
5 N RESULT DF ACUlE Pekifomirs due fp ECE,VED 5. Expiration dete
PER Forsted CORmhie diodswpy. Feppe ulesp, e SEP 27 2000 -
6. Relovant testalaboratory data, ndiuding dales 7. ¥ implanted, give date
V2 7‘0}(5 y Pzﬂ@;}’ﬂf/; s/1/or e ‘MEDMIGH@:FU o
AReute PERiTOAITS . e
% PERFD, ﬁed ChRosre. duodensl. perje umik ot * g o e dete
D) SEComd CHRIMIC odEML. FEP e ULeer | lunes
) ASPIRATION OF YomiTus ) 9. Device available for evaluation? {Do not send to FDA)
ACUTE DRONCADPNE UMoN1 A . Ove O 0O roumedto mantactreron
ZZ:—-VN:ZVAR;/ EAgmp A €PW¢Eﬁﬁ0N 10." ConcomMant medical products and therapy daiss (exciude Featment of evert)
. history, Indudlngﬁnxhuln/q M%lLeondmom (e.g., allergies,
race, pregnancy, smaoking and aicohol use, hepatic/renal dysfunction, etc.)
AEcedent s110k%d PAd o diewtne
WAL ofomr /?zeEA/fA_)DSS f au
| ____ SEP 2382000
w?\s lrf [ manutacturer
WA 0r D PARCH L ane S 800FoA0178 (] usertaciity
Rockville, MD 20852-5787 e et your identity disciosed to O O aswibutor
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JUSTICE AND PUBLIC SAFETY DIVISION
OFFICE OF THE MEDICAL EXAMINER OF QI COUNTY

FORENSIC CENTER
IR S 0. oD QD T (A F: G

MEDICAL EXAMINER’S REPORT

COUNTY, (D §\§

S k. .
S S ot
b

The post-mortem examination was performed by
M.D., Chief Medical Examiner, beginning at 10:25 a.m., on 5-1-00;
at the @RCounty Forensic Center, under the

written authorization of @Ellle, Justice of the Peace,
precinct* County , GHENEES

EXTERNAL EXAMINATION: :

The body was that of a well developed, fairly well nourished 40
year-old white woman measuring 69 inches in length and weighing
118 pounds. There was fixed rigor mortis. and posterior dependent .
1ividity. The head was symmetrical and, covered with dark brown
hair measuring up to 10 inches in length. The eyes were gray; the
pupils round and equal and the sclerae were pale. The nose, 1lips
and ears were intact. The mouth contained natural teeth in good
condition and a moderate amount of green-brown vomitus material.
The neck was short and thin. The chest was prcportionate and
symmetrical. The breasts were small. The abdomen was moderately
distended. The external genitalia were those of an adult woman.
The pubic hair was female in distribution. The lower and upper
extremities were symmetrically developed and intact. The back was
unremarkable. There was no external evidence of traumatic
injury.

INTERNAL EXAMINATION:

The usual Y-shaped incision was made. The skin and subcutaneous
tissue at the 1level of the umbilicus measureds {4 inch in
thickness. The breast tissue was mainly adipose tissug. The rib
cage was intact. The pleural cavities were free of fluid and
adhesions. The pericardial sac was intact and contained a scanty
amount of serous fluid. The diaphragm was intact. The abdominal
cavity contained approximately 2 quarts of brown-green purulent
fluid. The serosal peritoneal surfaces were covered with a thin

ﬂof nurulent exudate. There was a perforated duodenal ulcer
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as described below. Otherwise, §583§h@ﬁ9cic and a_lbdom%nal
viscera were intact and in their usual anatomic relationships.
The appendix was present.

PAGE 2

HEART:

The heart weighed 350 grams. The epicardium was smooth and
glistening. The coronary arteries were normal in,distribution and
free of atherosclerosis. The myocardium was red-brown. The
endocardium wa thin and, transparent. ‘The heart valves were
normal in size and in shape. The foramen ovale was closed. The
coronary ostia were patent. The ascending aorta was elastic and
pliable. The greater veins were thin-walled and patent.

LUNGS:

The lungs weighed together 1410 grams. They were markedly heavy
and bulky, but normal in shape and configuration. The pleural
surfaces were smooth and glistening. The tracheobronchial tree
contained an abundant amount of frothy pink fluid intermixed with
a moderate amount of aspirated vomitus material. On sectioning of

the lungs the cut surfaces were dark red-brown and markedly &
congested. There was early bronchopneumonic consolidation of the
posterior portions of both lower lobes. The pulmonary arterial

tree was free of thromboemboli. o

LIVER: . %

The liver weighed 1620 grams. The capsular surface was covered
with a thin layer of purulent exudate. On sectioning of the liver
the cut surfaces were tan-brown and of normal consistency. The
gallbladder was filled with black-green bile.

SPLEEN: :
The spleen weighed 150 grams. The capsular surface was covered
with a thin layer of purulent exudate. On sectioning, the

parenchyma was red-purple and with indistinct malpighian bodies.

KIDNEYS:
The kidneys together weighed 350 grams. They were symmetrical,
normal in size and in shape. The capsules stripped easily

disclosing a smooth cortical surface. On sectioning, the
parenchyma was unremarkable. The ureters were intact. The urinary
bladder was empty. The internal genitalia were those of a parous
woman. There was no pregnancy. The serosal surfaces were covered
with a thin layer of purulent exudate.

PANCREAS AND ADRENAL GLANDS

The pancreas was of normal size and shape. The cut surfaces were
lobular, tan and firm. The adrenal glands showed a normal
cortical-medullary distribution without focal lesions.

GASTROINTESTINAL TRACT:

The esophaqus was lined by extensively autolyzed and partially
eroded, bile-stained mucosa. The stomach contained a couple of
ocunces of a fecaloid brown-greenish fluid. In the anterior wall
of the ducdenal bulb there was a 1 } inch chronic peptic ulcer

Wmd perforated at its center. This perforation measured i
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inch in diameter. In addition, in the posterior wall of the
duodenal wall there was another chronic peptic ulcer, 5/8 inch in
diameter. It had superficially penetrated into the pancreas. The
serosal surfaces of the intestinal tract were covered with a thin
layer of green-brown purulent exudate. The intestines themselves
were unremarkable. The appendix was present.

&y

PAGE 3

HEAD:
In view of the gross findings, and of the clinical history, the
brain was not examined.

DIAGNOSES:

. Acute peritonitis.

Perforated chronic duodenal peptic ulcer.
Second chronic duodenal peptic ulcer.
Aspiration of vomitus.

. Acute bronchopneumonia.

Pulmonary edema and congestion.
Congestion of viscera.

NS WN

OPINION: |
It is my opinion, based upon the autopsy findings, that. the
decedent, came to her death as a result of

Acute peritonitis, due to perforated chronic duodenal peptic ulcer.

/ o DSS

Chief Medical Examiner
SEP 2 8 2000

| 2953 -
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Page 1 0f 1 = = =  ~ecceccccmicemei e
rszaczess==s==ca === | ===s===ss=====
A. Patient Information | C. Suspect Medication(s)
------------------------------------------------------------------ fm e m o e e e e el
1, Patient Indentifier|z. pob: W |3. Sex|4. Weight |1. Name
| AGE: 70 yrs |MALE | 88.3 kg | #1 : IBUPROFEN
-a mxm=s B e R LT T Iy IR U RPN
B. Adverse Event or Product Problem |
------------------------------------------------------------------ IR ataie bt e gy
1. [X]Adverse Event [ 1Product problem |2. Dose,frequency & route used | 3. Therapy dates
------------------------------------------------------------------ | #1: | #1 :
2. Outcomes attributed to adverse event R R TP
{ ] death: [ ] disability | |
[ 1 life-threatening [ ] congenital anomaly R et T Lt T T T T TIPS
[X] 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 | o#1: | #1: [N/A)
.................................................................. | = m e e |l
3. Date of event |4. Date of this report |
11/18/99 | 09/18/00 R R T TSPt
------------------------------------------------------------------ |6. Lot # (if known) |7. Exp. date|8. Event reappeared after
5. Describe event or problem | | ] reintroduction
GI BLEED SEC IBUPROF GASTRITIS | #1: | #1: | #1: [ ]
| -mmmmmm e R | o mm s
I !
RECEIVED |\ i v i vvems vz 7777
|2. (Mot applicable to adverse drug event reports)
T T Ty gy gy ALy ...
6. Relevant test/laboratory data. includirSElR:ez 8 ZGUP |10. Concomitant medical products/thera clude treatment)

URSODIOL 300MG CAP

MEDWATCH CTU i rouie ACID v Tao SEP 2 9 2000

SULFASALAZINE SOOMG TAB
| PLEASE SEE ATTACHED

|e===== ====sszsa==== = m=zxzs
------------------------------------------------------------------ |D. Suspect Medical Devices
7. Other relevant History, including preexisting medical R et R
conditions | Note: Please use the actual MedWatch form if the event
Chief Complaint: loose, dark stool | involves a suspected device as well as a suspect drug
. | memsessmaaes memmmessssesmssoosaissaaes
|E. Reporter

ATTENDING PHYSICIAN: OHNSENSNSENESY M.D.
PLEASE SEE.STTACHED |1. Name, address & phone + i ENENENG

=g=== =mm = c=zzz==

Mail to: MedWatch or FAX to: R et ittt L e P,
5600 Fishers Lane 1-800-FDA-0178 |2. Health professional? |3. Occupation |4. Reported to Mfr.
Rockville, MD 20852-9787 | [1 | PROGRAM ANALYS| [NO)

| = m e e e e e e emmmmeeee ool
|S. If you don't want your identity disclosed to the Manufacturer,
| place an "X* in the box.|[ )

FDA Form 3500 Scsormzmwss==samzszz= ==mm s=szms=sz=z=====

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

C YR BT
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“ACHMENT PAGE ! W/
1ent 10: off IR SUSPECT MEDICATION: IBUPROFEN pate oF event: 1{/7s 99;

Jﬂ,<ction B. Part 7. Other Relevant History Continued

History of Present Illness: 70 yo WM describes 36 hours of loose, dark stools without n/v or abdominal pain. Also denies
light-headedness, palpitations, and syncope. No chest pain. No scb. No fever or chills.

He was seen in Hematology/Oncology clinic yesterday where he is followed by Dx_ for CML, and had a CBC drawn,
X-Lcr then 38. Today in the ED he was orthostatic ¢ HCT 31. NG lavage had a small amount of coffee-grounds that cleared after
«400cc. Orthostasis resolved following several liters.

Past Medical History: 1)Hypertension. 2)Ulcerative colitis. Followed in GI clinic. Last colonoscopy: advanced to cecum,
very tortuous in sigmoid/desc colon; mucosa "atrophic, " thick, and friable, with neo-vascularization throughout; no
evidence of polyp/mass; biopsies showing chronic inflammatory changes and suspicious cryptitis c/w ulcerative colitis.
3)h/o ethanol use. Formerly drank about 1 six pack/day. 4)cirrhosis. Abd u/s c/w cirrhosis and ascites 5/96.
5)cholelithiasis. By abd u/s. 6)JCML. Dx “1996. Presented with fatigue and weakness. 7)gait instability. Eval recently by
neurclogy ¢ MRI showing prominant basilar artery at the brain stem region, with the appearance of possibly having some
thrombosis inside and pressing on the brain stem with compression on one of the pyramids. Likely a fusiform aneurysm with
enlongation of the vessel. 8)vasculitis. Manifesting as pruritic R LE lesion responsive to steroids.

hydroxyurea 1000 mg per day.

Past Sugical History:

no bowel or vascular surgeries
s/p L ACL repair

s/p tonsillectomy

Family History: DSS

Socio-economic History: SEP 2 9 2000

“ives at home ¢
W, 1ergies: INTERFERON ALFA 2-B
Allergy History:
Physical Exam Latest Vital Signs:

Pulse: 96 supine, 96 seated c legs hanging Blood Pressure: 139/84 supine, 170/97 seated ¢ legs hanging
Respiratory Rate:12 Temperature: 96.8 pulse ox 98% on RA Pain: 0

General Exam Lying comfortably in bed in no acute distress HEENT EXAM EOMI maxillary dentures op clear and moist NECK EXAM
Supple no thyroid enlargement no lymphadenopathy LUNG EXAM Clear to auscultation CARDIOVASCULAR EXAM PMI non-displaced RRR
Normal S1 and S2 No murmurs rubs or gallops gABDOMINAL EXAM Soft Nontender Nondistended No Hepatosplenomegaly No Abnormal
Bowel Sounds EXTREMITIES EXAM No edema No cyanosis No clubbing Normal distal pulsations NEURO EXAM A40x3 CN II-XII intact
No gross motor or sensory deficits Normal Cerebellar exam on f-»>n and ram e

Radiology: PCXR-> clear lung fields c prominent, tortuous aorta and hilar prominence extending into entire R medial lung
field, having a contour c/w

R cardiac silhouette (RA and SVC shadows)

Hospital Course: This 70 yo ¢ known esophageal varices and cirrhosis/portal hypertension, as well as ulcerative colitis was
admitted with a suspected upper GI bleed. Two large bore peripheral IVs were started and IVF was administered. He received
vitamin K. Immediately following admission to the SICU, the GI service performed an EGD which showed multiple superficial
erosions c adherent clot c/w NSAID etiology (daily ibuprofen x 2 weeks), and grade II esophageal varices. No interventions
were performed. He was transferred to the floor shortly thereafter, thought to be at low risk for bleeding. He was started
high dose acid suppression. He continued to have nightly loose, melanic stools with his hct drifting down into the high
Ja. He was transfused 2units PRBC with a minimal increase in his het. Thus CBCs were followed bid while on the floor. As
his melanic stools lessened he was transfused an additional 1U PRBC with an appropriate increase; the hct stayed at 32 for
a reassuring pericd following transfysion. He was able to ambulate in the halls without any symptoms. An H2 blocker wasg
added to his acid suppression tegimen given his relative basophilia (and thus expected relative increased basal level of

i
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His CML remained stable with his WBC count falling modestly with hydrea. He was d/c when the loose, melanic stools had
‘opped completely, his coagulopathy had been corrected, and his hct had been stable for 36 hours.

Jﬂ-e was to follow up with Dr. GNNNNNEBENE later in the week and with GI within several weeks. [ ;\ ?é{

He agreed to discontinue ibuprofen use. He was offered codeine as an alternative analgesic, but refused it believing he
really didn't require anything.

His d/c meds were as on admission with the exception prevacid being added.

His d/c diet was to be as tolerated and his activity ad lib. He was to notify Dr. Auethavekiat should he have any
recurrence of melanic stool.

VA COMPETENCY STATUS:

Mx. —is competent in the VA sense of the word.

THIS ADVERSE DRUG EVENT HAS BEEN DOCUMENTED IN THE PATIENT'S INPATIENT AND OUTPATIENT MEDICATION PROFILES.

ADDENDUM: This case was discussed at the December meeting of the P&T QA Committee. Members said that pt. was 70-year old
patient with GI bleeding secondary to ibuprofen. Thirty-six hours prior to admission, patient described loose, dark stools
without n/v or abdominal pain. Patient has known esophageal varices and cirrhosis/portal hypertension, as well as
ulcerative colitis. The ibuprofen was apparently being given as an OTC medication, since no documentation was found in the
hospital computer system that a prescription for it was written here. Ibuprofen was stopped, and EGD was performed to
evaluate his GI bleeding. It showed multiple superficial erosions with adherent clot c/w NSAID etiology (daily ibuprofen x
2 weeks), and grade II esophageal varices. No other interventions were performed. The patient was started on high dose
gastric acid suppression. The patient continued to have nightly loose, melanic stools with his hematocrit drifting down
into the high 20s. After multiple blood transfusions his hematocrit stabilized at about 32. Patient was discharged when
“he loose, melanic stools had stopped completely, and his hematocrit had been stable for 36 hours. Believe case was

ndled appropriately.

Section C. Part 10. Concomitant Drugs Continued

CLOBETASOL PROPIONATE 0.05% OINT 40 inga y
gy

DM 10/GUAIFENESIN 100MG/5ML SYRUP S LT AT .
RANITIDINE HCL 150MG TAB

VITAMIN E 200 UNT CAP * m

ABSORBASE TOP OINT b ~039

TRIAMCINOLONE ACETONIDE 0.1% OINT

ASCORBIC ACID S00MG TAB S
FUROSEMIDE 40MG TAB
MUPIROCIN 2% OINT

SPIRONOLACTONE 25MG TAB SEP 2 9 2000

GUAIFENESIN 100MG/SML SYRUP

LANSOPRAZOLE CAP, SA 11/18/99-11/22/99
HYDROXYUREA CAP, ORAL 11/18/99-11/20/99
ALLOPURINOL TAB 11/18/99-11/18/99
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T.Prot PO4 U.ACID
11/17/1999 10:48 8.0 3.4L 129 150 8.7
10/26/1999 10:45 8.1H 3.5 139 9.0
PROTIMR PTT INR ZTHROMB BL.TIME FIBRINO FDP
11/19/1999 13:00 12.7 26.2 1.13
11/19/1999 04:00 13.6H 26.5 1.21
11/18/1999 21:01 14.9H 25.4 1.32
11/18/1999 15:12 14.3H 24.7 1.27

11/18/1999 16:27URINE NEG 8.0H NEG NEG NEG NEG NEG

11/18/1999 16:27URINE 0.2 1.012
massEzczscEsex Emz== LT =zxu == ==m=scxszs =====z== ===
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kgs 2. Doss, frequency & routs used  [3. Therapy dates (if unknown, give durationi
from/to {or best estimate)

1. X Adverss svent and/or Product problem (e.g., defects/malfunctions} |#1 unknown dose, prn, po L unknown dates or duration
2. Qutcomes attributed to adverse event #2 unknown dose, po #2 _ unknown dates or duration
{check all that appiy} ( ) disabitity 4 Dtagnosis for use lindication) 5. Event abated after uss
’ L. . stopped or dose reduced
death (mofdayiyr) { ) congenital anomaly #1 joint pain
( ) lfe-threatening { ) required interven ion to prevent #1 () Yes () No (X) N/A
R L permanent impairment/damage . . N
(x) hospitalization - initial or prolonged #2 atrial fibrillation
(Xx) other: recovered 6. Lot # (if known) 7. Exp. date (it known) |#2 ( ) Yes ¢ ) No (X) N/
3. Date of event 4. Date of this report #1  unknown LAl unknown 8. Event reappeared after
unknown 10709700 #2  unknown #2  unknown reintroduction
{mo/daytyr} {moiday/yr) #1 () Yes ¢ ) No (X) N/
5. Describe event or problem 9. NDC # - for product problems only (if known)
Literature report (Surgical Laparoscopy, Endoscopy & - - #2 () Yes ( ) No (X) N/
Percutaneous Techniques 2000;10(4):246-248) of DUODENAL 10. Concomitant medical products and therapy dates (excluda treatment of event)
ULCER (multiple small ulcers in antrum & duodenal bulb w/o cimetidine 400 mg bid
bleeding) & STOMACH ULCER MEMORRHAGE (ulcer in fundus
w/active bleeding) allegedly associated w/use of an (Sect B7 cont): Repeat endoscopy 4 wks later showed

unspecified OTC ibuprofen product & warfarin in an 83 yo
male. According to report, pt had atrial fibrillation, GERD,

complete healing of all ulcers.
G. All manufacturers

& DJD. Pt was taking an unk dose of an unspecified OTC 1. Contact office - name/address (& mfring site for devices) |2. Phone numbar
ibuprofen product as needed for joint pains, warfarin, & McNeil Consumer Healthcare 215-273-7303
cimetidine. Pt was admitted to hosp w/ rhabdomyolysis Medical Affairs 3. Report source
(MYOPATHY) after a cardiac ARRHYTHMIA & a fall (ACCIDENTAL 7050 Camp Hill Road {check all that apply)
INJURY). On hosp day 4, Gl service was consulted & pt was Ft. Washington, PA 19034 { ) foreign
found hypotensive (HYPOTENSION) w/NG tube showing altered ( ) study
blood. Hgb was 5.69/dL (HYPOCHROMIC ANEMIA) & PT time was (x) literature
21.2s (PROTHROMBIN INCREASED). Pt rec’d 4U PRBC, 4U FFP, & ¢( ) consumer
IM vitamin K. Hgb did not change significgntly, although PT health
reduced to 15. Urgent upper endoscopy showed large amt of 4. E"nl:"l )‘ d by r fi 5. (x) professionai
0. yr]
blood in stomach, multiple small ulcers in (See Sect B6) 10/09/00 (A) NDA # 19-012 ( ) user facility
f6. ITIND, protocol # IND # compan
PLA # ( ) representative
6. Rel t tests/lab y data, including dates pre-1938 ( ) Yes ( ) distributor
on adm:PT=16.4, INR=1.7,Hgb=11.0; hosp day 4:8P=90/50mmHy, Hgb . |7 Type of report ( ) other
= = . fraePTe ai g Y {check all that apply) oT1C
=5.6,PT=21.2,INR=3.1; unk time:PT=15, Hgb=11.1"{Sect BS N product  (X) Yes
cont): antrum & duodenal bulb w/o signs of/bleeding:A-6mm "} ( ) S-day (X)15-day
; ) X . 3 . , IS B. Adverss event term(s)
ulcer high in fundus w/flat margins & visfple £See Sect B7) ¢ ) 10-day ¢ )periodic
LT Jjexy Initial ¢ ) follow-up # ULCER DUODEN  ULCER STOMACH H
| 9 WifrTeport number MYOPATHY ARRHYTHMIA
‘ N ; INJURY ACCID HYPOTENSION
7. Othar relevant history, including preexisting medicai condiﬁom {e.g., allergies, 1441875A ANEMIA HYPOCHRO _PROTHROMBIN INC

race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, atc.) E. Initial reporter
atrial fibrillation, GERD, DJD, no hx of PUD or GI bleeding, 1. Name, address iptione # -

nonsmoker,social ETOH use (Sect B6 cont): vessel in its base “

w/active bleeding. Tx w/1:10,000 epi. Bipolar probe failed. Washington University, VA Medical Center
Endoscopic multiband Ligator resuited in immediate control 915 North Grand Boulevard T 8 2[}{}[‘)
of bleeding. Pt started 30 mg bid lansoprazole & given addl St. Louis, MO 63106 o S
2U PRBC. Hgb increased to 11.1. (See Sect €10) 2. Health professionai? [3. Occupation 4. initial reporter also
- sent report to FDA
Submission of a report does not constitute an .
m admission that medical personnel, user facility, (X) Yes () No physician () Yes ¢ ) No (X) Unk
distributor, manufacturer or product caused or HoTda2000

ooU
Facsimile Form 3500A contributed to the event, Juit Lz



Al
*

MNLYIULAL DAL

i

Repo

Surgical Laparoscopy, Endoscopy & Perc Technig
Vol. 10, No. 4, pp. 246-248

© 2000 Lippincon Williams & Wilkins, Inc.. Philadeiphia

LITERATURE REVIEW

Brief Clinical Report

Endoscopic Band Ligation for Gastric Ulcer Bleeding

Bhaskar Banerjee, MD, Madhuri H. Trivedi, MD, and Abdul M. Swied, MD

Summary: Endoscopic band ligation'is used commonly to treat variceal bieeding. The
use of band ligation has been described in selected cases of nonvariceal bleeding. The
successful use of endoscopic band ligation, after the failure of standard techniques, to
arrest bleeding in two cases of gastric ulcer hemorrhage is reported. Prospective studies
are indicated to further evaluate this technique. Key Words: Band—Bleeding—

Gastric—Ligation—Ulcer.

Hemorrhage from bleeding peptic ulcers can be man-
aged endoscopically using standard techniques, such as
injection of epinephrine and treatment with mono- or
multipolar probes or heat probes. Occasionally, active
bleeding cannot be controlled successfully by standard
endoscopic techniques. We report two such instances in
which persistent bleeding from gastric ulcers with visible
vessels was controlled easily and immediately by the
application of elastic O rings.

CASE REPORTS

Case 1

An 83-year-old man was admitted with rhabdomyoly-
sis after a cardiac arrhythmia and a fall. He had atrial
fibrillation, gastroesophageal reflux disease, and degen-
erative joint disease. He was taking warfarin (prothrom-
bin time, 16.4 sec; international normalized ratio, 1.7),
cimetidine (400 mg twice daily), and nonprescription
ibuprofen as needed for joint pains. There was no history
of peptic ulcer disease or gastrointestinal bleeding. The
patient was a nonsmoker who drank alcohol socially. The

Received October 18, 1999; revision received March 29, 2000; ac-
cepted April 8, 2000.
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gastroenterology service was consulted on the fourth day
of hospitalization when the patient was found to be hy-
potensive (blood pressure, 90/50 mm Hg), with a naso-
gastric tube showing altered blood. His hemoglobin con-
centration was 5.6 g/dL (11.0 g/dL at admission) and
prothrombin time was 21.2 seconds (international nor-
malized ratio, 3.1). Four units of packed red blood cells
and four units of fresh frozen plasma were transfused,
and intramuscular vitamin X was administered. The pa-
tient’s hemoglobin concentration did not change signifi-
cantly, although his prothrombin time was reduced to 15
seconds. An urgent upper endoscopy showed a large
amount of blood in the stomach. Multiple small ulcers
were seen in the antrum and duodenal bulb without any
signs of bleeding. With a retroflexed view of the stom-
ach, a 6-mm diameter ulcer was seen high in the fundus,
with flat margins and a visible vessel in its base, with
active bleeding. Using a 7-French, 240-cm needle cath-
eter (Wiltech Medical, Winston-Salem, NC, USA), a to-
tal of 8 mL of 1:10,000 epinephrine was injected at the
margins and center of the ulcer base. Blanching was
noted after injection, but the ulcer continued to bleed
actively. A 7-French, 400-cm bipolar probe (Pentax, Or-
angeburg, NJ, USA) was used to try to arrest the bleed-
ing, but this also failed. An endoscopic multiband ligator
(Wilson-Cook Medical; Winston—Salem, NC, USA) was
then used. Suction was applied at the ulcer base, with the
bleeding point at the center. The ulcer was easily suc-
tioned into the suction cup attached to the endoscope tip,
and a single elastic O ring was released using the stan-
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dard technique (1). There was immediate control of
bleeding from the ulcer site, and the entire ulcer bed
appeared to have been ligated. Thirty milligrams oral
lansoprazole twice, daily was started. The patient was
administered another two units of packed red blood cells,
and his hemoglobin concentration increased to 11.1
g/dL, without any further decrease. Endoscopy repeated
4 weeks later showed complete healing of all ulcers,
including the one that was ligated; the fundic ulcer site
was completely healed, without any visible scar or im-
pression of the elastic O ring site.

Case 2

A 73-year-old man was transferred from another hos-
pital, where he had been admitted for 1 day with melena
and a hemoglobin concentration of 9.8 g/dL.. Intravenous
infusion of ranitidine was begun, and endoscopic evalu-
ation at the referring hospital had revealed a gastric ulcer
with active bleeding. No endoscopic treatment was per-
formed. The patient had a history of hypertension, atrial
fibrillation, cerebrovascular accident, chronic obstructive
pulmonary disease, peripheral vascular disease, and
rheumatoid arthritis. In the past, he had had a cholecys-
tectomy, repair of an abdominal aortic aneurysm, and a
right above-knee amputation. He was taking warfarin
(prothrombin time, 14.8 seconds; international normal-
ized ratio, 1.2), 750 mg salsalate three times daily, and
60 mg diltiazem three times daily. Examination on ad-
mission to this hospital showed stable vital signs, a soft
nontender abdomen, and no signs of active bleeding.
Soon after admission to our hospital, melena developed,
and the patient’s hemoglobin concentration was 7.8
g/dL. The patient was started on intramuscular vitamin
K, administered a transfusion of two units of packed red
blood cells and four units of fresh frozen plasma, which
increased his hemoglobin concentration to 9.6 g/dL and
normalized his prothrombin time. He remained hemody-
namically stable. An urgent endoscopy revealed fresh
blood in the stomach, with a 6-mm-diameter gastric ulcer
located just below the gastroesophageal junction. There
was active bleeding with a prominent visible vessel. Us-
ing a 7-French, 240-cm needle catheter (Wiltech Medi-
cal), a total of 12 mL of 1:10000 epinephrine was in-
jected around and into the ulcer bed; however, rapid
bleeding continued. The endoscopic multiband ligator
(Wilson-Cook Medical) was attached to the endoscope.
The ulcerated area was easily suctioned into the suction
cup of the muitiband ligator, and a single O ring was
applied around the visible vessel using the same tech-
nique as used for patient 1. There was immediate arrest
of bleeding. The patient remained stable. The patient was

Surgical Lap: opy, Endoscopy & Per Technic

treated with 30 mg lansoprazole daily, and a repeat en-
doscopy 6 weeks later showed complete ulcer healing.

DISCUSSION

Gastrointestinal bleeding is a common medical emer-
gency; peptic ulcer disease accounts for approximately
50% of all cases (1). The mortality rate of bleeding pep-
tic ulcers is 6% to 12% (2). Epidemiologic data indicate
that the use of nonsteroidal antiinflammatory drugs is an
important risk factor for bleeding in peptic ulcer (3).
Anticoagulant therapy also increases the risk of a bleed-
ing ulcer developing, with a relative risk of 3.3 (3). A
combination of nonsteroidal antiinflammatory drugs and
anticoagulation, as in both our patients, increased the risk
of bleeding. Rapid correction of coagulopathy is vital for
such patients. Currently used endoscopic hemostatic
methods for bleeding peptic ulcers include thermal meth-
ods (mono- and multipolar electrocoagulation), heater
probe, injection therapy using epinephrine, hypertonic
solutions and sclerosants, and use of metallic clips (1).
Endoscopic band ligation for control of variceal bleeding
(4) has steadily gained popularity as a result of its safety,
effectiveness, and ease of use. The first description of
endoscopic band ligation to control bleeding from an
ulcer after injection and bipolar probe coagulation had
failed was in 1991 (5). The technique has been used to
treat bleeding varices outside the esophagus and stomach
(6), postpolypectomy bleeding (7,8), Dieulafoy lesion
(9,10), and angiodysplasia (9,11). Wong et al. (9) re-
ported the successful use of this technique in 12 patients
with gastroduodenal bleeding: 4 with a Dieulafoy lesion,
3 with duodenal ulcer, 2 with gastric angiodysplasia, and
3 with Mallory-Weiss tears. They selectively treated le-
sions that were superficial and nonfibrotic and suggested
that this technique would be unsuitable for treating large
fibrotic ulcers. The ulcer beds in both our patients were
small and nonindurated, which facilitated elastic band
application. A large uicer with an indurated fibrotic base
would be very difficult to suction into the suction cup of
the endoscopic ligator before releasing the elastic O ring.
This is supported by published reports of successful band
ligation that was limited to small nonindurated lesions
(7-11). In both of our patients, use of a single elastic O
ring across the ulcer caused immediate cessation of
bleeding, with stabilization of hemoglobin and hemato-
crit concentrations, after traditional endoscopic tech-
niques had failed. In each case, care was taken to apply
the bands directly over the site of the visible vessels.
After failure of injection therapy in the second patient,
band ligation was attempted without trying other coagu-
lating devices because of continued rapid blood loss and

Vol. 10, No. 4, 3000
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difficulty maintaining, for an extended period, the posi-
tion of the endoscope just below the gastroesophageal
junction. Without band ligation, active bleeding might
have continued, and surgical intervention, although un-
desirable in such patients, would have been the only
alternative. Endoscopic hemostasis by band ligation
is believed to cause mechanical strangulation of the
bleeding vessel, followed by thrombosis and fibrosis,
therefore making it a suitable method for patients with
coagulopathy. The technique is simple and immediately
arrested the bleeding in both patients. Prospective ran-
domized studies should be performed to assess the safety
and effectiveness of this therapy for gastrointestinal
hemorrhage and to define lesions that are most suitable
for this technique.
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