s

* AstraZeneca Pharmaceuticals
’ A, Paiert icentifier G5 Mir. report number
2002PX01036
| MED WaTCH -

&5, Deacribe event or problem

{continuation:] diseass-related costs in patients with an indication for statin treatment according
to the Joint Buropean Guidelines.

Medical history included diabetes mellitus type II, peripheral occlusive artery disease,
hypertension, an unspecified heart disease and a fatty liver caused by diabetes. Concomitant
medication consisted of metformin and glibenclamide for diabetes, captopril for hypertension,
nilvadipine for heart dissase and clopidogrel for peripheral artery disease.

The patient started rosuvastatin 10 mg daily on 07-Jun-2002. After 17 weeks and S days on study
medication, on 08-0CT-2002, he developed icterus with brown discolouration of urine. On the next day
he was hospitalised and study drug withdrawn. Metformin, captopril, nilvadipine and clopidogrel were
also withdrawn. Eepatopathy of unknown cause, most likeley drug-induced was diagnosed. Sonography
showed parenchymal liver damage but histology revealed normal liver tissue. Hepatitis B and C were
excluded. No pathologic findings of other abdominal organs except for mild splencmegaly. The
patient’'s condition improved and he was discharged on 21-Oct-02.

The investigatoi did not exclude a causal relatiocnship to the study medication but stated that a
Proper evaluation must await the results of further investigation. He stated that a contributory role
of concomitant medications cannot be ruled out. Serious criterion was hospitalisation

Further information was requested.

Summary of follow-up received on 22-Oct-02:

- Hepatopathy of unknown cause, most likely drug-induced

- rosuvastatin was stopped on 09-Oct-02

- patient's condition improved

- metformin, captopril, nilvadipine and clopidogrel were stopped too

Company Clinical Ccamment:

Jaundice and hepatocellular damage occurring in a mubject with a history of fatty liver of diabetic
etiology should probably not be considered related to study medication, especially when histology
revealed normal liver tissue. However, given the temporal relationship between event and study
medication, a contributory role of rosuvastatin cannot be ruled out completely. Co-medications
captopril, nilvadipine and clopidogrel should alsc be considered as suspected drugs because liver
disorders are labeled for these drugs.

8.6 Relevant testataborstory dats _inchuding dates

{continuation:] LAB 09-OCT-02: Hepatitis B and C was ruled out
SONOGRAPHY: parenchymal damage of liver

BISTOLOGY: normal liver tissue

Lad Test/Comment Ladb Value Units Datse Normal Low High

BLOOD SEDIMENTATI42/65 = 10/08/2002
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AstraZeneca Pharmaceuticals

G.5. Wfr. report number

I MEDWATCH 2002701036 o3t
[continuation:) ASAT 9 10/09/2002 INCRERASED < 137
ASAT 17 10/15/2002 NORMAL < 37
ALAT 223 10/09/2002 INCREASED < 65
ALAT 80 10/15/2002 INCREASED < 65
GGT 942 10/08/2002 INCRRASED < 55
GGT 657 10/15/2002 INCREASED < 37
AP 130 10/09/2002
AP 150 10/15/2002
TOTAL BILIRUBIN 2.1 10/09/2002 INCREASED <1
TOTAL BILIRUBIN 0.7 10/15/3002 NORMAL < 1
WBC 11.8 10/03/2002 INCREASED
WBC 7.6 10/15/2002 <1l
HBS-AG negative
BBC-AK negative
HCV-AK negative
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A1, Pationt idartifiar G.3. Mir. report munber

l MED WATCH ‘ 2002PK01036

Paged ol s

BS. Relovant teststsborstory data inchuding dates
{continuation:]

€3 Concornitant medical products  and therapy dates (exciude restment of event)
[continuation:) Name: PLAVIX Dates: NI to NI
Name: AZUGLUCON Dates: NI continuing

G.3. Raport sourcs !
Smrcell l .

APPEARS 1
IS
ON ORIgrN, "
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2. MedWatch Report of a case of 73 year old patient with Jaundice and Transaminase

elevation on 10mg of Rosuvastatin D35601.0001/2265/09060

U.S. Department of Health and Human Services

MEDWATCH

The FDA Slf Inhomltbn lnd

Adverse E Page1ol?

Patlent mformahon

A.

AstraZeneca Pharmaceuticals

Form Appreved. ONB Ne. D0T0-0091 Enperes: 0473003 *
] > L

repent 8
2002PK01330
Dot ropert &

FRA Use Orie |

C. Suspect medication{s)

1. Name (pive labeiad sirength & mirlabeler, ¥ known)
" ROSUVASTATIN

Clinical Bvent(s):
1 ICTERUS
2 CHOLBCYSTIT1S

A report has deen received from study
investigator concerning a 73 year old male
patient who was enrclled in the ORBITAL study
D3560L00001, an open, randomised parallel
group study evaluating the effects of six
months rosuvastatin treatment plus additional
campliance initiatives compared to
rosuvastatin alone on long-tera disease-
related costs in patients with an indication
for statin treatment according to the Joint
Buropean Guidelines. *

& Ralevand mstaAaboraicey data |, including dates

-

”
2 Dose, faquency & route used 3 mr gnmwm)
s 10 mg daily PO #, 09/11/2002 to 12/03/2002
” ”
4 Diagnosis for uss  (Indication) & Evert shated sher uae stopped
reduced
BYPERCEOLESTEROLEMIA
” n[] mD nolX dossnt
=2 ”
& Lot & (¥ known) 7. Exp dote (# known) yesl_lnol_J doesnt
3 Demof 4 Dewof > R % Evert e
wvont 12/02/2002 l ferpot  05/07/2003 " e vaered
5. Duescribe wvent s peoblern ®” n” ” DMD noE doesn
9. NDC 8 - for product probiems only (f known) [
15-DAY IND ALERT " ® yes{_] no[ ] doesnt

4. Concomitant medical products  and therspy dates (exciude vestment of event)

Wame: DELIX
Name: ASS ®CT-ARZNEIMITTEL” Dates: 01/72/2002 to 12/02/
2002 *

G. All manufacturers

1. Contact office - nemataddress  (§ rmiring site for devices) 2. Phone number
Astr » ticals 302 836 2127
A Business Unit of AstraZeneca LP, 3. Raport
1800 Concord Pike, P.O. Box 15437, {chack st that apply)
Wilmington, DE 19350-5437 X toreign

X sney

D Serature

D consumer

X hoarn

4 Dule recaived by rasndechser LY
] (A)m::At_____1 [ user tacimy
22-ArR-2003 INDQ‘ [ company !
& 1 WD, protocol § A 1 O M
D3560L00G01 pre-1938 D-yu D] other
7. Typs of raport T .
{chack a that appiy) :nﬁm [ yes on

O scmy B0 1500y
3 10-cay [ periosic
O e 5 rovow-vp a2

8 Adverse svent wrmis)

Jaundice NO8, Cholecystitis NOS

7. Othar relevant history, (0.g.. shergies. race.
preghancy. smoking angd sicohol use, WM }

Concomitant Disease(s): CHOLECYSTOLITHIASIS,
CORONARY ARTERY DISKASE

Submission of a report does not constitute an
that user facility,

distributor, menufaciurer or product causad or

contributed to the event.

* hem completad on continuation peges.

FDA

& Mie. report nusber
2002PX01330

E.

Initial reporter

MEDICAL DOCTOR
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AstraZepeca Pharmaceuticals
AL Patient idertifer G Mir. pport mamber
lMEDWATcn | ooz _—

BS. Descrite svent or problem

[contipuation:] The patient started study medication on 11-Sep-2002. Concomitant drugs were ramipril
and acetylsalicylic acid. Medical history included cholecystolithiasis. Other relevant medical
history consisted of hepatitis B during second world war. On 02-Dec-2002, eleven weeks and six days
after commencing study medication, he experienced icterus. Total bilirubin (7.12 mg/dl), AP (303 U/
1), GGT (77 U/1), ASAT (699 U/1) and ALAT (914 U/1) were an;oucd. WBC was normal. A performed CT
on 03-Dec-2002 revealed suspected carcinoma of pancreatic head, cholecystitis and splenomegaly. In
further clinical course pancreatic cancer and acute bhepatitis A, B and C were excluded. Hepatitis
serology showed negative HBsAg but positive IgM anti-HBc. ERCP showed no stenosis of biliary ducts.
The physicians considered perhaps scme gallblader stones had passed but they could not exclude drug-
induced reactions. Further details were unkmown at time of the report. Study drug was withdrawn and
l1ab values were improving.

The reporter considered that as long as pancreatic cancer had not been confirmed the events were
possibly related to study medication. Serious criterion was hospitalisation.

CT scan on 09-Dec-2002 ruled ocut pancreatic tumor. Liver transaminases are decreasing. Patient is
scheduled for a cholecystectomy on 27-Jan-2003. Cholecystectomy was not performed because it was not
certain that a gallstone was present. Investigational method was pot stated at the time of this
report. Lab valuea, specifically GGT (20 U/L), ASAT (11 U/L), ALAT (12 U/L) and total bilirubin
(0.86 mg/dl) returmed to normal. No further investigation regarding hepatitis serology was carried
out.

Company Clinical Comment

As with other HMG-ColA reductase inhibitors, increases in liver transaminases have been observed in a
small number of subjects taking rosuvastatin. However, the elevation in transaminases observed in
this subject does not appear to be related to study drug. The subject has a history of Hepatitis B
Suring Second World War, but the presence of positive titers to IgM to anti-HB core and negative EB
surface antigen suggests acute Hepatitis and not suggestive of previous infection. Therefore
AstraZeneca disagrees with the investigators assessment of causality.

Summary of follow-up received on 10-Dec-02:
-~ Investigator considered event was not life-threateming
- lab values added ’

Summary of follow-up received on 16-Dec-02:

- pancreatic cancer and hepatitis A, B and C were sxcluded

- ERCP sh 4 no st is of biliary ducts

- cholecystolithiasis added as concomitant disease added

- ramipril and acetylsalicylic acid added as concomitant drugs
-~ perhaps scme gallbladdezr atones had passed

Sumnary of follow-up received om 17-Dec-02:
-~ lab values and patient's medical history added
- medical history included hepatitis B during second world war

Summary of follow-up received on 30-Jan-03: *
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AstraZeneca Pharmaceuticals

A\ Patlent identifer G.9. Mir. report number

l MEDWATCH ’b\\ 2002PK01330

Page3al?

&S, Describe event or problem

[continuation:] - hospital discharge letter,dated 20-Dec-02, received
-~ no evidence for a pancreatic tumor,

~ diagnosis of mild intrahepatic cholestasis and a renal cyst left

- diagnosis of angiosclerosis of Acorta abdominalis

- patient is scheduled for a cholecystectomy on 27-Jan-03

Summary of follow-up information received on 22-Apr-2003:

- no evidence for gallstone, therefore cholecystectomy cancelled
-~ lab vaues for ASAT, ALAT, GGT, AP returned to normal

- no further investigation regarding hepit.iti- serology.

- narrative updated

B8 Ralevart iestsiaboraiory dats Jncluding dates

[continuation:] CT 04-DBC-02: CHOLECYSTITIS AND SUSPECTED CARCER HEAD OF PANCREAS. NO CONCREMENTS 1
GALLBLADDER, NORMAL BILE DUCTS, DPUCTUS CHOLEDOCHUS DIFFICULT TO ASSESS. SPLENOMBGALY

ABDOMINAL SONOGRAPHY 09-DEC-02: NO CBOLECYSTOLITHIASIS

09-DEC-02: CT SCAN SHOWED NO EVIDENCE FOR PANCREATIC TUMOR; MILD INTRAHEPATIC CHOLRSTASIS; SOFT
TISSUE DENSE STRUCTURE IN THE ARBA OF THE HEPATIC PORTAL, POSSIBLE REGIONAL SWELLING OF LYMPH NOL
OR BILIARY DUCT; NO ENLARGEMENT OF ABDOMINAL LYMPH NODES; RENAL CYST LEBFT; ANGIOSCLEROSIS OF AORTA
ABDOMINALIS

Lab Test/Comment Lad Value Units Date :::;n:o Low High

ToTML BILIRVBIN 7.12 mo/al  12/0a/2002 TcREASED <11
AP 303 o/l 12/04/2002 INCREASED < 180

GGT 77 v/l 12/04/2002 INCREBASED < 28

GPT 914 o/i1 12/04/2002 INCREASED < 24

GOT 699 /1 12/04/2002 INCREASED < 18

WBC 5100 /ul 12/04/2002 NORMAL 4000 5400 ”
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AstraZeneca Pharmaceuaticals

ﬁmm G.8. Mir_ report mamber
MEDWATCH } ‘ 2002PR01330 N
[-1Y data inchuding detes
{continuation:]
ERYTHROCYTES 4.56 Mio/ml 12/04/2002 NORMAL 4.5 6.3
HEMOGLOBIN 14.7 g/al 12/04/2002 NORMAL 14 18
HEMATOCRIT 43 L] 12/04/2002 NORMAL 38 52
PLATELETS 171000 /al 12/04/2002 NORMAL 150000 440000
ASAT 195 12/06/2002
ASAT 113 12/07/2002
ASAT 5% 12/10/2002
ASAT 59 12/10/2002
ASAT 58 12/12/2002
ASAT 65 12/i6/2002
ALAT 577 12/06/2002
ALAT 447 12/07/2002
ALAT 185 12/10/2002
ALAT 157 12/12/2002
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AstraZeneca Pharmaceuticals

MEepWATcH |

A1, Patient identifier

G.9. Mfr. report number

2002PK01330
Page 5ol 7

BS y data including dates

fcontinuation:} ALAT 137 12/16/2002
GGYT 62 12/06/2002

-

GGT 59 12/07/2002

GGT 53 12/10/2002

aGT 62 12/12/2002

AP 267 12/06/2002

ap 260 12/07/2002

AP 230 12/10/2002

ap 266 12/12/2002

AP 237 12/16/2002

TOTAL BILIRUBIN 11.0 12/06/2002

TOTAL BILIRUBIN 11.8 12/07/2002

TOTAL BILIRUBIN 7.6 12/10/2002

TOTAL BILIRUBIN 8.2 12/12/2002

TOTAL BILIRUBIN 6.0 12/16/2002
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l MepWaTcH |}

G.9. MIr. raport muribar

2002PX01330
PageBof7

&£ Relevant isatsishorakory deta Jncluding dajes
[continuation:)
HBSAG negative 12/03/2002
ABSENT
ANTI-HEPBC IGM positive 12/03/2002
PRESENT
HEP A IGG-ANTIBODnegative 12/03/2002
PRESENT
CONJUGATED BILIRU3.1 mg/dl 12716/:002
WBC 3.6 Tsd/ul 02/12/2003 DRCREASED 4.0 s.4
ERYTHROCYTES 4.59 MIO/ul 02/12/2003 RORMAL 4.5 6.3
HAEMOGLOBIN 15.4 g/al1 02/12/2003 NORMAL 14 18
MoV 102 £1 02/12/2003 INCREASED 78 98
¥CH 34 P 02/12/2003 INCRRASED 26 a2
MCHC a3 g/a1 02/12/2003 NORMAL 32 36
THROMBOCYTES 157 Tad/ul 02/12/2003 NORMAL 150 440
TOTAL BILIRUBIN 0.86 mg/dal 02/12/2003 NORMAL 1.2
ar 138 u/L 02/12/2003 NORMAL 180
GAMMA GT 20 v/L 02/12/2003 NORMAL 29
ASAT 11 /L 02/12/2003 NORMAL 18
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AstraZeneca Pharmaceuticals

3. Paiiert Werriier G5, MW report number

MEDWATCH 2002PX01330
Page7d?

B4 Raiovars datn g dates
[continuation:])
ALAT 12 u/L 02/12/2003 NORMAL 24
C.90. Concomitant medical products  and therapy dates (exclude restment of event)
icontinuation:] Nawe: POTABA Dates: 09/77/2002 to 12/02/2002
G2 Raport
Smtce:: S

AstraZeneca Pharmaceicals Mir. Rep. #: 2002PK01330 Date: 07-MAY-2003

A Business Unit of AstraZeneca LP,
1800 Concord Pike, P.O. Box 15437,
 Concord Pke, PO.Box 15437, | )5TING OF PRIOR SAFE
Wimingen, 0.1 SUBMITTED TO IND @

ADVERSE EVENT: Cholecystitis NOS
(all preferred and included coded terms}

Manufacturer Report4 FDA Submission Date Protocol Number Country of Origin
2001UW06827 24-0CT-2001 452210034

2001UW08219 26-0CT-2001 452210034

2002PK01330 20-DEC-2002 D3560L00001

ADVERSE EVENT: Jaundice NOS
(alt preferred and included coded terms)

Manufacturer Report§ FDA Submission Date Protocol Number Country of Origin
2002PK01036 29-0CT-2002 D3560L00001

2002PK01330 20-DEC-2002 D3560L00001
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3. MedWatch Report of a case of Rhabdomyolysis on 10mg of Rosuvastatin 2003SE02255

U.S. Department of Health and Human Services

A Patient information

AstraZepecs Pharmacenticals reporid,
2003802255
SY EDWATCH =
ae TDA Sute oy Paeiat?
DA Liwp Qwoy §

Fam Apgreves: OME Ne. O810-0291 Expras: DADYY

C. Suspect medication(s)

1. Narmm (ive labesed strangth & mirAsbeler, F known)
#  ROSUVASTATIN

Clinical Event(s):

1 ACUTE RENAL FAILURE
2 conm

3 SEPTIC SHOCK

4 URINARY INPECTION

A report has been received from an
investigator regarding a 75-year-old female
who was enrolled in study GISSI- HF with
rosuvastatin versus placebo.

Medical history included disbetes mellitus
type 1I (decompensated), cardiomyopathy,
peripheral neuropathy with pains in the legs,
chronic atrial fibrillation and congestive *

»
2 Does, fraquency & route used 3 '-"-'.'B’-?"' ‘lm”m
1. X Adverss svent sndior [ product pr »n 10 mg oD n  11/26/2002 to 04/14/2003
2. Duttomes atiribuled 10 adverse svent
{chack al hat appiy) [ cmabimy e ®
< -
Dloesn — mel:dmuy """"""‘n forume Gincicetion) & Evard st s e shcppes
X te-treatening faquired inte "'4"°"'°"'""" 0 [ yea[ 7 nolX sonern
B3 hospitaization - inftist or proionged [ ] other: =
& Lot (¥ known) 7 B o oy |2 Yol nolJ dosemy
3 Deteof 4
wert 04/20/2003 Parret 0373072003 " M " ¥ & Evert resppmered star
| il
5 Deecribe svani or probise ” L 9 [ yoa{] 0ol dosent
%, NDC - for product probiems only (1 known)
7-DAY IND ALRRT ” W ” ” yos || nol_| dossnt
—_apply |

10. Concomitant medical products  and therapy dales (exchude freetment of event)

Name: METPORAL Dates: 11/77/2002 to 04/21/2003
¥ame: TRIATEC Dates: 11/??7/2002 to 04/21/2003
Name: LASIX Dates: 04/10/2003 to 04/21/2003 «

G. All manufacturers

3. Contact offics - nemelecidrese (& miring slle for devices) 2 Phore manber

Astral P icals 303 886 2127
A Business Unit of AstraZsnecs LP,
1800 Concord Pike, P.0. Box 15437,

3. Paport source
{chack ol that spply)

. R ydata dales

-

wilaington, DE 19850-5437 X torwign
shody
D literglure
D consumer
B e
4 Dele recaived by manulschrer 1 9 D s
mitngy) ‘A)NDA I-."ﬂw
16-MAY-2003 WD 'L * D
S, ¥ D, prosccar # PAR 0 ¢
108 petest [lyse | o
7. Type of report
(hack o the appis} o [y
product T
O sdey (150

. Adverse weart wrmis)
& 10csy [ periodic Renal failure acute, Coma, Septic

Dlﬂiﬁd Efdbn-upn.l__ sbock, Uripary tract infection
nOS

7. Othar relevant history, (0.9, abergive, racs,

mmumm wm 3

Concomitant Disease(s): CARDIONYOPATHY,
CHRONIC ATRIAL PIBRILLATION, CONGESTIVE HEART

DECONPANSATED DIABETRS

0. M. report numbar
20039802258

E. initial reporter
1. Marme & addrese phone s NI

]

PAILURE, PERIPHERAL NSUROPATHY, TYPE II

mdanmm-mmm

FDA sm—==

contributed to the svent.
* ltern completad on continuation pages.

2 Health profassional? 1. Occupation
gvs D"° MEDICAL DOCTOR

Dﬂ Dm Ewt
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AstraZeneca Pharmsacenticals

Al Patient idenBfier G.9. Mik. report munber

MEDWATCH \_—_—-\__, 20038202255

Page2d7

8.5 Descrie svent or problem

icontinuation:] heart failure. Concomitant medication included ramipril, metformin hydrochloride,
warfarin, furosemide, allopurinol and insulin human injection/iscphane.

The patient was randomized to rosuvastatin on 26-Nov-2002. The study medication was stopped on 14-
Apr-2003 because of clinical deterioration (worsening of heart failure). She was admitted to the
GISSI-BF centre undar the care of the investigat for gestive heart failure on 15-April-2003. The
patiant was asthenic with nausea and diarrhea since discharge on 18-April-2003. On 20-April-2003, she
was taken to the Emergency Unit of snother hospital and was transferred immediately to the Nephrology
ward because of acute renal failure. Lab tests were performed and measured, WBC 25,000, Ma 152, X
5.8: BUN 183: Creatinine 8.7: CK 10383 to 21632. A cerebral "computed axial tomography® showed no
f£indings. The following day she went into a coma with hypotension, acidosis and anuria and was
transfarred to an intensive care unit. The patient underwent mechanical ventilation, hemodialysis and
received treatment with Imipenem bscause of suspected septic shock. She improved and was awake in the
afternoon on 22-Apr-2003. On 28-Apr-2003 she was transferred to the Nephrology ward with lab test
measuring: BUN 26) Creatinine 3 and CK 424. On 12-May-2003, patient was treated with linexclid 600 mg
BID and metronidazole 500 mg TID for urinary infection with Enterococco faecium. Fluconasolo and
Cephalosperin were added to patient therapy with discovery of Pseudomonas and Candida tropicalis.

e renal function continued to improve with serum creatinine 1.8 mg and CPK 226U/1 on 16-May-2003

en she was transferred to the GISSI Heart Fallure Center with the following diagnoses “Acute renal
failure secondary to a very probable septic shock in a diabetic with chronic atrial £ibrillationm,
urinary infection dus to Bnterococco Faecium, Pseudomonas Aeruginosa and Candida tropicalis, sacral
TUlcer, trophyc ulcer in the legs®.

Aftar zeviewing the discharge summary from 21-Apr-2003 to 16-Nay-2003, the investigator reported
acute renal failure, coma, septic shock, urinary infection, Enterococco Faecium as serious adverse
evants and assessed all of them pot to be causally related to rosuvastatin. Coma, septic shock and
ranal failure were considered by the investigator to be life threatening. The investigator considered
that the hemodynamic conditions of the septic shock might explain the rise in CK levels, which are
back within normal ranges now.

Summary of follow-up information received by AstraZeneca 07-May-2003 and 08-May-2003: Lab values and
further information op concomitant medications, the hospitalizations and the diagnosis of
rhabdomyolysis.

Summary of follow-up information received by AstraZeneca 16-Nay-2003: The patient has been
transferred from the nephrology ward to ths internal medicine ward. Reason for acute renal failure
was provided.

Summary of follow-up information received by AstraZeneca 19-May-2003: Hospitalization summary,
additional laboratory ressults, the deletion of rhabdomyolysis as a sericus adverse svent and the
‘attribution of raised CPX to Septic Shock, the additiorn of Coma as a serious adverse event and the
ch in lity

Sunmary of follow-up information received by AstraZeneca 26-May-2003: Examinations done &uring the *
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AstraZeneca Pharmaceuticals

MEepWATcH |

A1, Pationt lerdifier

G.S. Miy. report mamber T

20038%02255

Pagelda?

B3 Deacribe evert or preblem

fcontinuation:] first bospitalization together with clarification of laboratory findings. Two
additional sericus adverse events of septic shock and uripary infection wers added.

Suzmary of follow-up information received by AstraZeneca 28-May-2003: Susmary of second

hospitalization with additional laboratory findings.

Company Clinical Comment: Acute Trenal failure and coma occurred € and 7 days after stopping
rosuvastatin. The investigator considered these events to be related to the septic shock and not
rosuvastatin. The events of acute renal failure, coma, septic shock and urinary infection wers all
considered not causally related to rosuvastatin by the inveatigator.

K4 Relovart

[continuation:] Cerebral assial tomography: negative. No signs or symptoms of mesenteric or cardiac

ischemia.

16-May-2003: Megative blood cultuzs.
15th to 18th April 2003: Thoraxicic x-ray, ECG and lab examinations.

GLUCOSE

BLOOD GLUCOSE

CREATININE

3.79

208

138 MG/DL

3.8 W3/DL

152

183

11/7?/2002

11/22/2002

11/77/2002

04/15/2003

04/15/2003

04/21/2003

04/21/2003

04/21/2003
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AstraZeweca Pharmaceuticals

AT, Patiort Kentiier G2 M. repont reaviber
MEDWATCH la 20038202255
Pagedol7
K& Reiovart o g duiee
[continnation:] CREATININE 8.7 04/21/2003
cX 10383 04/21/2003 -
X 21632 04/21/2003
BUN 26 04/28/2003
CREATININE 3 04/28/2003
cx 424 04/28/2003
‘!ﬂ’m‘rm 37.5 CELCIUS 05/16/2003

WBITE CELLS 13600 /amc 05/16/2003
-] 11.6 GRS 05/16/2003
PLATELETS 251000 /mmc 05/16/2003
N 100 MGS 05/16/2003
CREATININE 1.8 NGCY 05/16/2003
ASYT 20 o/L 05/16/2003
ALY 7 v/L 05/16/2003

.A 140 a¥q/L 05/16/2003
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A4, Patiant ideriifier G.9. Mir, report munber
MEDWATCH :) 20033802255 N
Ty ydela nchuing ceies
{continuation:]
¢ 3.69 nBq/L 05/16/2003
CL 54 =Rq/L 05/16/2003
CA 8.6 NGS ' 05/16/2003
INR 1.29 05/16/2003
PIT 33.9 SEC 05/16/2003
FIBRINOGENO 666 MG/DL 05/16/2003
®
CPKX 226 o/L 05/16/2003
PR 7.58 05/16/2003
PCO2 97 05/16/2003
BCO3 38.4 05/16/2003
SATURATION 02 98 L 05/16/2003
HENOGLOBIN 10.3 04/21/2003
WEIT® CELLS 25000 04/21/2003
GLYCEMNIA 140 04/21/2003
LDR 322 04/21/2003 *
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AstraZeneca Pharmsceuticals

AT, Pabert Meriiier G3. W, repont rumber
MEDWATCH \ \ 20082032255 rrar
[ X8 auin deles
[continuation:)
o8 535 04/21/2003
BILIRUBI® 0.6 04/21/2003
s00T 172 04/21/2003
s@or s 04/21/2003
saPT se 04/21/2003
.sarr 90 04/21/2003
ra 7.3 04/21/2003
PACO2 24 04/21/2003
PA02 7 04/21/2003
P 13 04/21/2003
HCO3 11.7 04/21/2003
LACTATE 16 04/21/2003
PT 11 04/21/2003
berd 49 04/21/2003
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AstraZencea Pharmacenticals

MepWATtcH

A1, Pationt identifler

G.3. Milv. repast mamber
20038202258

Page7d?7

{continuation:]

C.10. Concomitant medical producis  and thenpy deles {exciude treaiment of svenl)

[continuation:] Name: IYLORIC Dates: 04/15/2003 to 04/21/2003
Name: HUNULIN 30/70 Dates: 11/72/2002 to 04/21/2003
Name: WARPARIN Dates: ?77/72/2001 to 04/21/2003

G.3. Feport starcs foher)
Source
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4. MedWatch Report of a case of 46 year old patient with Renal Failure on 80mg of

Rosuvastatin 0065/0044/0014

TCH

HE FDA MEDICAL PRODUCTS REPORTING PROGRAM
A.. Patienti

Pats

nformation

AstraZenecs Pharmaceuticals E =t =1

»
20020W01954
L r—"]

Poge tol5
£OA Ve Qroy)

C. Suspect medication(s)

1. Name (give labeiod sivength & mirAsbeler, ¥ known)
” ROSUVASTATIN

Clinical Eventis):
1 ACUTE RENAL FAILURE

A report was received from a study
investigator concerning a 46-year-old

in confidence £ IITEROMAX Z-PACK
B. Adverse event or product problem 2 Doss, irequuancy & rouie used 3. Therapy dates _(f unkesown, give duration)
o po— i L) Produer s #n 80 mg oD PO #  12/26/2001 to 01/26/2002
?M:m)bmm DG‘ ®” 500 mg QP PO # 0172372002 vo 01/23/2002
4. Disgnosis for use  (indication) 5. Event sbated afler uee stopped
Dm___w__ congenital anomaly o dose ratucnd
O - [ required intervention to prevent #1  EYPERCHEOLESTEROLEMIA 01 {7 yes[J nolX) soesnt
Mde-threatening permanent impaimmentdamage yes| s
DX nospitabzation - iniat or 0 oter: L dopsey
& Lot # (¥ known) 7. Exp. date (if known) " DYCS e A
2 Dam ot < Dowol
ot 02/02/2002 Sarpot  ©3/0372002 n_ ¥ Ll § Evert raoneersd sfer
Peaismpry)
5. Describe svent or protiem u X ¥ # [ yos (3 nolX coesm
8. NOC # - for product problens only (i known) 8
15-DAY IND ALERT #owx ® ux ® L yesl_ nol] doesn

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

Name: ASPIRIN °“BAYER® Dates: 07/30/2001 continuing
Hame: GUAIFENESIN Dates: 01/23/2002 to 01/27/2002

G. Al manufacturers

Hispanic female subject who was enrolled in A * offce - {8 miting xhe o cevices) z
Six x 1 1. Do . ~ AstraZeneca Pharmsceuticals 302 886 2127
1 . OF ’ o * d A Business Unit of AstraZeneca LP, 3
to Evaluate the Safety and Efficacy of 1800 Concord Pike, 2.0. Box 15437, (Chack ak that apply)
Rosuvastatin versus Atorvastatin, Wilmington, DE 19850-5437 [ toreign
Cerivastatin, Pravastatin, and Simvastatin in B3 sty
Subjects with Hypercholesterolemia (ZD4522IL/ [ werature
0065) . D consumer
X st
: : 4. Date receivedt by manufacer s
The :nbj;cr. hadlu medical h.uto:-y of. ;__,,,, oos (AINDA Duserhdi’uy
hypercholesterolemia, hypertension, 4-PEB-200. wo#| ]D
& Relevant iestsiaboratory data . including deles & NIND, protocol # PLAR D .'.
4522YL/006S e-1938 Ll yes 0 .
7. Type of saport
{check o hat apoty) RAC i P
O seay X 150ay

A Adverse sverk wmis)
{7 10.0ay [ periodic RENAL FAILURE ACUTE

X tnias [ tollow-vp & ——

7. Othr relevant histery, g presxistng medical {e.g., alergiat, race,
pregnancy, smoking and sicohol use, hepstic/renal dysfunction, eic.)

Concomitant Disease(s): ABDOMINAL AORTIC
STENOSIS, ACUTE BOWEL OBSTRUCTION, ANEMIA,
CATARACTS, COUGH, DYSPNEA ON EXERTION,
PERIPHERAL VASCULAR DISEASE, RARE *

R M. repart nuember

20020w01954

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

Submission of a report doss not an

"DA  EESERTmIER
r- distributor, manufacturer or protuct caused or
rvpsligutoi e b % Senfinuation pages.

2 Heaith professionaf? 3 Occupation 4. intia) porier sleo
e O etz
MEDICAL DOCTOR Thves oo Ko
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AstraZeneca Pharmaceuticals -

A1. Patient Icentifier G.9. Mfr. report numbaer

 MED WATCH | 200701954

Pagedof s

B.5. Describe svent or problem

[continuation:] right-sided renal artery stenosis caused by extarnal compressions relieved surgically
(1979), claudication secondary to abdominal aortic stenosis for which Palmaz stenting was performed
{1993), small-bowel obstruction secondary to volvulus (1992), chronic anemia, subclavian artery
disease, rare headaches, peripheral vascular disease, trace mitral regurgitation, dyspnea on
exertion, cough, anamia, and cataracts.

The sudbject was randomized to study drug on 26-Dec-2001. Her concomitant medications were Atacand 16
mg dally (from 0S5-Apr-1999 to 02-Feb-2002) and aspirin 81 mg dally. Her baseline creatinine was 0.7
wg/dL. On 11-Jan-2002 {(Day 16) the subject had protocol scheduled laboratory tests that vevealed a
CK of 45 U/L, an ALY of 19 U/L, AST of 18 U/LL and a crestinine of 1.1 mg/4L. On 23-Jan-2002 (Day
28), the subject presented to ber primary care physician complaining of coryza and "flu" symptoms.
The physician prescribed guaifenesin and azithromycin on 23-Jan-2002, which the subject took until
25-Jan-2002 and 27-Jan-2002, respectively. On 26-Jan-2002 (Day 31) the subject discontinued ZD4522.
Her trial participation terminated 28-Jan-2002 (Day 33). The subject was seen at the investigative
site on 28-Jan-2002. At that time she complained of nausea, anorexia and fatigue. Laboratory
testing on that date revealed a CK of 41 U/L, ALT of 15 U/L, AST of 23 U/L, and creatinine of 11.0
wmg/dL. The subject was hospitalized on 02-rFeb-2002 with acute renal failure. The investigator's
initial impression was that the renal insufficiency was related, not to study drug, but to Atacand.

‘e admitting physical examination reveasled a tired well-developed well-nourished female with pormal

.tal signs and no acute findings. The creatinine on admission was 13.7 mg/dL (local lab normal
range 0.5-1.5 mg/dL). Urinalysis on admisgsion (local lab) showsd 30 mg/dL protein (normal = neg),
amall blood (normal = neg), many bacteria, 10-15 WBC/bpf (normal 0-3), 15/20 RBC/hpf (normal 0-5), 1-
3 coarse granular and 5-8 hyaline casts/hpf. Urine culture showed mixed organisms. A Aduplex
abdominal /renal scan performed on 04-Feb-2002 revealed no stenosis of either renal artery and a
hypoechoic cortical matrix bilaterally with multiple small cystic masses in both kxidneys. In the
hospital, she responded rapidly to intravenous fluids and bicarbonate. Dialysis was not reguired.
The subject was discharged fram the hospital on 08-FPeb-2002. Her creatinine at that time was 3.8 mg/
4L (local lab).

After discussion with the nephrologist regarding the timing of the azithromycin administration, the
investigator considered the event no longer related to Atacand but to azithromycin. The study drug
could not be ruled out as a contributox to the event. On 13-Peb-2002, the patient had a creatinine
of 2.2 mg/dl. The patient was scheduled for an ocutpatient visit to the nephrologist on 20-Feb-2002.
At this visit a serum creatinine level would be obtained.

Pollow up information received 14-Feb-2002 included updates to causality assessments, laboratory
data, medical history, suspect drugs, and therapy dates.

Company Comment :

Acute renal fajilure is a labeled adverse svent for azithromycin. Treatment with angiotensin receptor

blockers (eg., candesartan, losartan) bas also been associated with acute renal failure. Due to

their temporal relationship, a possible role between rosuvastatin and the reported event cannot be
tally exciuded., *
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AstraZenecs Pharmaceuticals -

1. Paient identifier G3. Mir. report mambar
2002UW01954
| MED WATCH | s
B.5. Describe event or protiemn
[continuation:) .
Be. y data g dates

[continuation:] 02-PEB-2002: URINALYSIS SHOWED 30 MG/DL PROTEIN (NORMAL = NEG), SMALL BLOOD (NORMAL =
NEG), MANY BACTERIA, 10-15 WBC/HPF (NORMAL =0-3), 15/20 RBC/HPF (NORMAL =0-5), 1-3 COARSE GRANULAR
AND 5-8 HYALINE CASTS/HPF. URINE CULTURE SHOWED MIXED ORGANISMS.

04-~-FEB-2002: DUPLEX ABDOMINAL/RENAL SCAN: REVEALED NO STENOSIS OF EXITHER ARTERY AND A HYPOECHOIC
CORTICAL MATRIX BILATERALLY WITH MULTIPLE SMALL CYSTIC MASSES IN BOTH KIDNEYS.

-

Ref. to
Lah Test/Comment Lab Vvalue Units Date Normal Low High
CREATININE 0.7 MG/DL
BASELINE
CK 45 O/L 0171172002
ALT 19 o/L 01/11/2002
AST is 'b/u. 0171372002
CREATININE 1.1 ¥G/DL 01/11/2002
CK il oL 02/28/72002
ALT 15 o/L 02/28/2002
AST 23 o/L 02/28/2002
CREATININE 11.0 MG/DL 02728/2002
CHREAININE 13.7 MG/DL 02/02/2002 0.5 1.5
CREATININE 3.8 MG/DI. 02/708/2002
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AstraZenecs Pharmaceuticals -

A1, Pabert Identifter G.%. Mir. report number
| MED WATCH 20020w0195¢
t"—" PageSol S
BA Refevant ydatz inchuding dates
{continuation:)
CREATININE 2.2 ¥G/DL 02/13/2002
B.7. Other relevant history, g medical {e9., sbergias, race: pragnency, smoking and sicohol use, hepatichrenal dysfunction, eic.)

{continuation:] HEADACHES, RENAL ARTERY STENOSIS, SUBCLAVIAN ARTERY DISEASE, TRACE MITRAL
REGURGITATION
Race:HISPANRIC

AstraZaneca Phanmaceuficals Mir. Rep. #: 2002UW01954 Date: 01-MAR-202
A Business Unit of AstraZeneca LP,
1800 Concord Pike, P.O. Box 15437,
. : * LISTING OF PRIOR SAFETY R
Wiringin, OF Toe0.5487 N eTIED 70 M & )
ADVERSE EVENT: RENAL FAILURE ACUTE
(2l preferred and included coded terms)
Manufacturer Report#  FDA Submission Date  Protocol Number . Country of Origin
2000UW03538 21-DEC-2001 45221170025
2001UW00740 22-MAY-2001 4522170034
2001UW15902 30-JAN-2002 45221110065
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5. MedWatch Report of a case of 70 year old patient with Renal Failure on 80mg of
Rosuvastatin 0065/0026/0049

AstraZeneca Pharmaceuticals rwon 4 .
EE [ 20010W15902
E FDA MEDICAL PRODUCTS REPORTING PROGRAM Pags1of5

1. Mame {give lsbeied stength & mirfiabeler, # known)
#s  ROSUVASTATIM

”
2 Dosa, frequency & route used b ¥ ’n-w»-:_tl s‘lwﬂwnmnm 3
R aa event andiof ] Product (0.0., de 3 # 80 mg OD PO #  11/34/2001 to 11/29/2001
2 Outcomss atiributed 10 adverve svent
{ehvack o1 hat appty) 3 osainy L L
Dmm D 4. Diagnosis for use  (indication) se\::-‘-a*mw
hd or maduced
T O #  HYPERCEOLESTEROLENIA
. required intervention to prevent
& e-thieatening permanent impairment/damage # @ V“D '\OD doasn't
1Y jon - initial or projonged [_] other: L “
—_— & Locd (¥ known) 7. Exp ot (1 known) ye doesny
D of 4 Damol
: et 11/28/2001 his. report 01/2%/2002 ®n ¥ nm & Evet reappesrsd shwr
'y Amatdngty)
S. Deacribe svent or probilem. L = o [ yes[J nolX) goesn
8. NDC 8 - for product problemms. only (¥ knowsn) O
7-DAY IND ALERT " N1 = = yesL_i nol_ | doesn?
apply |

10 Concosritant medical products  Bhd tharapy 0ates (exthude resmant of event)
Clinical Event(s):
1 RENAL FAILURE Wame: DIOVAN *NOVARTIS® Dates: 01/01/2000 continuing
Name: VIOXX Dates: 01/01/2000 continuing

Name: NORVASC Dates: 03/03/2001 continuing *
A report was received from an investigator © 9

regarding a 70 year-old, famale patient who G. Al manufacturers

entered a 6-week, Open label, Dose-comparison || ofnce- (8 miing site o devices) :“ 206 2227
AstraZsneca Pharmaceuticals
Study to Evaluate the Safaty and Bfficacy ot A Pusiness Unit of Astrazenscs LP, -
Rosuvastatin versus Atorvastatin, 1800 Concord Pike, P.O. Box 15437, (Check 38 that apoly)
Cerivastatin, Pravastatin, and Simvastatin in | |wilmington, DR 19850-5437 DM
Patients with Bypercholesterolemis (ZD4522IL/ X stuay
0065). The patient began therapy with [ seersture
rosuvastatin 80 mg po daily on 14-Nov-2002 [ consumer
and subsequently experienced renal failure. < neamn .
4. Date racaived by manuachures s
The patient had a medical history of proniivey (AINDA Al [T user taci
- - -
osteoporosis, hypertension, banign breast 24-JAM-2002 IND#i i O
& Relevant stutaboratory data . including dates & ¥ IND, protocol 8 PLA S D::::m
of
45221L/006S pre1338  [Jyes 7 otner:
7. Type ol
(Mm-w OTC, ot Dm
O scay [ 15aay n p—
(X0 10ay [ periodic RENAL FAILURE ACUTE
. O wtier I sotowsp ez
7. Other relevant history. g medical i {e.g.. shergies, race, 4. M. report seember
Pregnancy, smoking and aiconol use, hepatichrenal dysiunction. ek )

20010W15902
E. Initial reporter
C itant Di (s) : BENIGN BREAST CY¥ST,

1. Gama addcess. cho £
DEPRESSION, EYPERTENSION, INFLAMMATION,
OSTEOPOROSIS, SUPPLEMENT

Submission of a report doss not constitute an
‘DA that medical per i, user facillty, zré-mpmém 3 Occupaton ti:npemr.;
L] distributor, cturer of prod d or yes o MEDICAL DOCTOR Tyee oo 5o

e P B S e nbnusson pages.
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AstraZeneca Pharmaceuticals

A1, Patient Identifer G.8. Wir. report mamber

JAED WATCH 2001015902
L

Page 205

BS. Duscribe event or problem

fcontinuation:] cyst, obesity, and depression. Concomitant medications included Diovan (valsartan),
Vioxx {rofecoxib), Norvasc {amlodipine), selenium, and Paxil (paroxetine). At the scheduled visit
prior to randomization to study drug (November 7, 2001}, her creatinine was 1.0 mg/dl, ALT was 10 U/
L, AST was 15 U/L, and ALP was 54 U/L. Her CPK at randomization was 51 U/L, ALT was 9 U/L, and AST
was 13 U/L. On November 28, 2001 (Day 15), the CPK was 69 U/L, creatinine was 2.3 mg/dl, ALT was B
U/L, AST was 13 U/L, and ALP was 75 U/L.

On November 29, 2001 (Day 16). the patient reported to the emergency room complaining of generalized
achiness, right-sided abdominal pain, nausea, and vomiting. Gallstones were detected and the patient
was treated (treatment unknown at this time) and sent home. EHer creatinine was subsequently found to
have been 3.0 mg/dl. On 29-Nov-2001, the investigator requested that the patient permanently stop
study medication. On December 3, 2001 (Day 20), the patient returned to the hospital and was
admitted with a diagnosis of renal failure of unknown etiology. The patient's creatinine was 8.0 mg/
dl. The CPK was 137 U/L (ULN = 130 U/L) and the myoglobin was 1%5 ng/dl (ULN = 51 ng/dl). The
treating physician reported that the liver function tests, lipase, amylase, and white blood counts
were normal. Viral hepatitis was ruled out. The physician also reported that the patiant had no
fever and urinalysis was unremarkable. An abdominal ultrasound was positive for 3 gallstones. An
abdomipal CT scan and EIDA scan were hegative. The patient was immediately scheduled for dialysis.

4-Dec-2001, the patient's creatinine was 9.4 mg/dl. On 6-Dec-2001, the physician reported that
«ie etiology remained unknown and the patient was dialyzed on 4-Dec-2001 and 5-Dec-2001. On 6-Dec-
2001, the patient was also scheduled to receive dialysis. On 6-DPec-2001, the physician reported that
the creatinine was < 4.0 mg/dl, the CPX was 108 U/L, and myoglobin was 150 ng/dl. The patient was
stable and not considered in critical condition, however, the abdominal pain persisted. As of
December 10, 2001 the creatinine wazs 5.0 mg/dl and 4.8 mg/dl and the patient was receiving
hemodialysis every other day. The abdominal symptoms had improved with the use of Reglan
(metoclopramide). On December 10, 2001, a CT-guided renal biopay revealed acute tudbular necrosis of
unknown eticlogy. On an unknown date, the patient was discharged from the hospital. At the time of
this report., the patient was recovering. The patient had been receiving dialysis three times a week
and was diagnosed with anemia. The patient was then decreased to two times a weak for dialysis and
was being treated with Epoetin and vitamin supplements for her anemia.

The investigator assessed the event to be severe in intensity, life threatening, and possibly related
to rosuvastatin in view of the temporal sequence of the event and study drug administration.

Company comment: Concomitant angiotensin II antagomist (valsartan) and Cox 2 inhibitor (rofecoxid)
therapy may have contributed to the event, as acute renal failure is listed for both of these drugs.
Hopaital records are pending. It is difficult to assess the causal role of rosuvastatin until
complete information is obtained. This is the first report of renal failure that is not associated
with myopathy.

Follow-up received 20-Dec-2001 added kidney biospy xemltsl.a.nd additional creatinine value of 4.8 mg/
“*. Ouctome updated to recovering from not yet xeco'uxgta'nd on an unknown date, the patient was *



AstraZenecs Pharmacenticals

A1. Patiant identifier G.9. Mir. report number

AED WATCH 20010W15502

PagedoiS

B Dascribe svartt or problem
{continuation:] discharged from the hospital.

Pollow-up recelved 10-Jan-2002, reporetd the patient had been receiving dialysis three times a week
and remained weak. She was diagnosed with anemia.

Pollow-up received 24-Jan-2002 reported the patient was reduced to dialysis two times a week. She was
being treated with Epoetin and vitamin supplements for her anemia.

BS. R dat inchuting dates

[continuation:) LIVER FUNCTION TESTS, LIPASE, AMYLASE, AND WHITE BLOOD COUNTS WERE NORMAL AND VIRAL
HEPATITIS WAS RULED OUT.

ABDOMINAL ULTRASOUND WAS POSITIVE FOR THREE GALLSTONES.

ABDOMINAL CT SCAN AND HIDASCAN WERE REGATIVE.

10-DBC-2001: CT GUIDED RENAL BIOPSY SHOWED ACUTE TUBULAR NECROSIS OF UNKNOWN ETIOLOGY.

Lab Test/Comment Lab Value Units Date :::1;.:0 Low Bigh

cmrome 1.0 wesn wsezen ea s
-T 10 /L 11/07/2001 5 25

AST ‘ 15 /L 11/07/2001 8 22

ALP 54 u/L 11/07/2001 32 72

CPX 51 /L 11/14/2001 [ 120

ALT L4 :744 11/14/2001 5 25

AST 13 u/L 11/14/2001 8 22

CPX 69 u/L 11/28/2001 ] 120

CREATININE 2.3 - MG/DL 11/28/2001 0.7 1.4
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AstraZenecca Pharmacenticals

A1, Paant identier CX Wi, report rumber

| AED WATCH .___’ 20010015902 -
B4 data inchding Outes
{continuation:]
ALT 8 O/L 11/28/2001 5 25
AST 13 o/L 11/28/2001 8 22
ALP 75 U/L 11/28/2001 32 72
CREATININE 3.0 MG/DL 1i/29/20°1 0.7 1.4
CREATININE 8.0 NG/DL 12/03/2001 0.7 1.4
CPK 137 o/L 12/03/2001 10 130

~OGLOBIN 195 NG/DL 12/03/2001 19 51

cﬁnnm 9.4 »G/DL 12/04/2001 0.7 1.4
CREATININE <4.0 MG/DL 12/06/2001
CPK 108 U/L 12/06/2001
MYOGLOBIN 150 NG/DL 12/06/2001
CREATININE 5.0 MNG/DL 12/10/2001
CREATININE 4.8 MG/DL 12/10/2001
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AstraZenecs Pharmaceuticsls

A1 Patient identifier G.9. Mfe. raport number

AED WATCH 20010W15902
. |

PageSol 5

€.10. Concomitant medical products  and therapy dates {exciude treatment of event)
{continuation:] Name: SELENIUM Dates: 01/01/1995 continuing
Name: PAXIL Dates: 03/03/2001 continuing

AstraZeneca Pharmaceuficals Mfr. Rep. #: 2001UW15902
A Business Unit of AstraZeneca LP, ’

1800 Concord Pike, P.0. Box 15437
. - * LISTING OF PRIOR SAFE s
Wamingon, OF 198503657 SUBMITTED TO IND tﬁ

ADVERSE EVENT: RENAL FAILURE ACUTE
(all preferred and included coded terms)
Manufacturer Report# FDA Submission Date  Protocol Number Countrv of Origin

2000UW03538 21-DEC-2001 45221110025
2001UW00740 22-MAY-2001 45221L/0034
2001UW15902 31-DEC-2001 4522IL/0065

Date: 23-JAN-2002

6. MedWatch Report of a case of 69 year old patient with Interstitial Nephritis on 80mg of

Rosuvastatin 0034/0316/0025 -
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AstraZepecs Pharmaccuticals reson 8
20015208724
|~
ATCH R
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page tof13 Fo8 the 0y

C. Suspect medication(s)

i $ace” Anprrvey. s

1. Narme (give labeied strength & mirAsbeler, ¥ known)
” ROSUVASTATIN

” ROSUVASTATIN

Clinical Bvent{s):

1 INTERSTITIAL NEPHRITIS

A report has been received concerning & 69-
year-old male who was enrolled in an open
ladbel, multicentre extemsion trial to assess
the long-term safety and sfficacy of ZD4522
(rosuvastatin) in subjects with
bhypercholesterolemia. After treatment with
rosuvastatin 80. mg for 1 year and 6 months it
was observed on routine study visgit that he
had developed protsinuria with active
sediment associated with a rise in serum
crsatinine. A naphrologist =x ded that

2 Doss, fmguency § rouly usad lwr ‘Imhmm}
o $0 mg daily PO » 05/12/2000 to 11/30/2001
= N ®=  12/24/2001 to 04/15/2002
Dﬂt ith 4 Diagnosis for was  (indication) S, Everst abuted siier use stopped
1 or Sose reduced
b — — e #  HYPERCEOLESTEROLAEMIA
O we-twrestoning = okl b 1 [J yes [ noX0 aowsm
x - inftiel or wed [ ] ctner: @  HYPERCEOLESTRROLARMIA
& Lot 8 (f knowm) T B o ooy | L yest] noly doesmy
2 Dot
avert 10/24/2001 S S 06/17/2002 n w L 3 Event rmeppeared shar
ety
S Deacatbs ovent o problem ®_ ¥ =" 1 [ yes[J 00X doearn
X NDC # - for product probisms only {# known)
15-DAY IND ALERT ” = m 2 yes | nol N doesn

G. All manufacturers

18 Concomitant medical products  and therapy Cates (eachuie restment of event)

Wams: DISPRIN Dates: 27/727/1995 to NI
Name: FLAMAZINE
Name: BXTADINE "AL PHMARMN KEATINGS DIV® ¢

the patient have & renal biopay. Three weeks
later the patient was hospitalised for the *

& Pulvvent Ssatatsixratory dale . inchuding dates

7. Other relevant hislory, inchuding preexisting medicsl condidons: (0.9, allergies. race,
prepnancy, smoking and sicohol use, hepatichrensl dyshunction, sic.}

Concomitant Disease(s): BACK ACHE, LEG
DLCERS, STASIS LEG ULCERS

1. Contact office - nee/adidress (& miring site for devices) Z Phone mumber
AstraZanecs Pharmaceuticals 302 s8¢ 2127
A Busineas Unit of Astralsneca LP¥, ry
1800 Concord Pike, P.O. Box 15437, {check sk that apply)
wilmington, DR 198350-5437 X roreign
@M
D itorature
D consumer
< reatn
4 Dute recuived by memsdactumes £ Y r
ety WNDA g —————¢ [ user taciity
05-J0%-2002 0
o J company
represantative
& #IND, protoca 8 PLAR 0 ss
45221L/0034 pre-1938 D yos [ otrer:
7. Type of mport o
check a¥ that appty) e Oy
O sdey K150y =
L Adverse svent ten(s)
(7 100wy [ ] pariosic NEPERITIS INTERSTITIAL
Dt X ronow-up et
3. Mir. report nurnber

20015208724
E. Initial reporter

1. Nerne, addregs & phone §

L3

Submission of a report does not an

SDA TEmmmETTLL

or pr
feopdipomtl Plem mpag. S bueson pages.

2 Heeith proeasionar? 1 Occupation 4 ikl reporier siso
E Dno sart repert to FOA
yes MEDICAL DOCTOR Oyes o B um
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AstraZeneca Pharmaceuticals

G5, Nifr. report ramber

20018R08724

rMED WATCH

Page 20613

8.5, Dsecsibe svert of protiem
[continuation:] biopsy.
Pollow-up information received 29-NOV-2001:
The patient was diagnosed with chronic interstitial nephritis, cause unknown. The medical history
includes hypercholesteroclaemia, stasisz leg ulcers since ‘87, treated with flamazine, Betadine,
topical steroids and intramuscular penicillin for over 10 years. The last Bicillin injection was in
July 2001. Patient also has a history of backache and was hosgpitalized witk inflammation of kidneys
at age eight years. Patisnt recovered without known sequelase.
He has a history of heavy alcohol use but stopped totally in 1983. Concurrent medications are
rosuvastatin 80 mg daily, 0.5 disprin daily for the past 18 months, intermittent intramuscular
penicillin for chronic leg ulcers, and occasional paracetamol for pain. During the 6-week dietary
lead- in period of the trial, prior to rosuvastatin exposure, there were two abnormal urinalyses; the
firat showed no protein but did show active sediment, the second showed 1+ protein and some bacteria,
but no active sediment. Baseline serum creatinine in November 1999 was 84 mmol/l (1.1 mg/dl).
The subject was seen for a routine study visit in December 2000, at which time his serum creatinine
had risen to 141 mmol/l (1.6 mg/dl). Urinanalysis was not performed. Creatinine was measured again at
a study visit in October 2001, at which time the subject reported no symptoms but the serun
creatinine was still elevated at 141 mnol/l and urinanalysis showed 3+protein with active sediment.
LDL-C was 61 mg/dl from & baseline of 282 mg/dl. He was referred to a nephrologist who evaluated the
subject in early November 2001. The subject remained asymptomatic and reported no edema. He had a
ormal blood presgure and unremarkable physical exam. Local lab results were as follows: urinalysis
reveaied 1+ protein, 3+ blood, and numerous granular casts with moderate numbers of renal tubular
cells. Complete blood count was unremarkable; BSR 31 mm/bour; Blectrolytes, glucose, total protein,
and albumin were normal; urea 10 mmol/l, creatinine 161 umol/l, glucose 3.9 mmol/l, total protein 80
g/1, albumin 44 g/l, total bilirubin 36 umol/l, conjugated bilirubin 10 umol/l. ALT 69 units/litre,
alkaline phosphate 124 units/litre, creatinine kinase 238 units/litre. (Conventional units: urea 28
mg/A1, creatinine 1.8 mg/dl, glucose 70 mg/dl, total protein 8 gm/dl, albumin 4.4 gm/dl, total
bilirubin 2.1 mg/dl, conjugated bilirubin 0.6 gm/dl). Baseline total bilirubin was elevated at 29
umol/1l (1.7 mg/dl). HbsAg negative; Hepatitis C antibody negative; ANF negative. Serum protein
electrophoresis revealed no paraproteins and a normal albumin.
Uncorrected creatinine clearance was 42 ml/min. Baseline creatinine clearance was 61 ml/min. Daily
protein excretion was 1.6 g/day, urea 388 mmol/day, sodium 171 mmol/day, potassium 68 mmol/day.
Repeat serum creatinine on 20-Nov-2001 was 140 mmol/l (1.6 mg/dl) and the urea 6.2 mmol/l (17mg/dl).
Ranal biopsy performed on 20-Nov-2001 revealed features of chronic tubulo-interstitial nephritis with
moderate increase in fidrous tissue and occasional inflammatory cells in the interstitium. These
features were suggestive of a chronic process, present for many months and resulting in gradual
collagen deposition within the interstitium, rather than an acute process. The nephrologist was not
sure of the cause of the chronic interstitial nephritis and felt that it was remotely possible that
rosuvastatin therapy may be responsible. Rosuvastatin was stopped 2001-Nov-30. Rosuvastatin was
restarted on December 24 2001 at which stage proteinuria disappeared. There was only slight trace of
dlood and no casts. Plasma creatinine was 113 mmol/l, urea 6.4 mmol and 24 hour protein 80 mg. Urine
samples were collected on December 26 and 29 2001, January 2 and S 2002. On all these samples showed
no detectable blood, protein or casts. Urine sample from January 16 was cloudy and with innumerable
casts of all varieties. Semi qQquantitative tests showed 1+ protein and 2+ blood. Fephrologic consult
of January 18 reported patient used two tablets of paracetamcl 4 days prior to and one tablet 10 *
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[continuation:) days prior to hospital visit for mild headache. There were no associated symptoms
suggesting urinary tract infection or features of any other systemic disoxrder. The patient had also
taken his routine half a disprin. Clinical examination revealed no abnormalities. Urine microscopy
confirmed the previous findings. 24 hour protein excretion was 600 mg, plasma creatinine 119 mmol/1
and urea €.9 mmol/l. The patient continued with rosuvastatin for another week. The patient had a
paracetamol challenge test. Four days after the challenge with paracetamol, cast numbers appeared to
have increased. Urinary blood and protein was the same. Patient was continued on rosuvastatin. The
patisnt was seen again on April 10. Ten days prior to the consultation the patient had a brief period
of diarrhoea but was otherwise entirely asymptomatic and clinically well. The patient had not taken
any drugs other than his statin and disprin. Urinanalysis rdvealed the presence of large number of
casts, 3+ blood and 2+ protein. Urea was 6.7mmol/l, creatinine 120 zmol/l and 24 hour urine protein 1
300 mg. Rosuvastatin was stopped April 15 2002.

Nephrologist's report:

The nephrologist saw the patient on 27-May-2002 at which time all symptoms had totally resolved.
Laboratory tests confirmed the absence of significant proteinuria on the last two occasions.
20-May-2002: Protein/ creatinine ratio 13.1 (equivalent to 110 mg protein per 24 hours).

27-May-2002: Protein/ creatinine ratio 16.4 (equivalent to 159 mg protein per 24 hours).

Other chemistry: Sodium 137 mmol/l, potassium 3.9 mmol/l, potassium 3.5 mmol/l, urea 5.5 mmol/1,
creatinine 108 mmol/1l, AST 258, ALT 20, CPK 115, Eb 13.7, MCV B2, WCC 6.9, platelets 360, ESR 17.
‘reatinine clearence 57 ml/min (corrected).

fhe conclusion was that the patient has lost all his urine abnormalities for a period of six weeks
whilst of rosuvastatin therapy. Therapy with another statin at an equivalent dose to rosuvastatin was
considered acceptable with very careful urine examination for at least six weeks.

Follow-up information 2001-Dec-14: Stop-date for rosuvastatin (study drug) was received. Several
blood test results received, added on the ladb. page.

Pollow up information received 31 Jan 2002: Reporter confirmed that a causal relationship is possible
with the evant and study drug.

Summary of follow-up information received on 30-Apr-2002: Progress report from Nephrologist.
8-MAY-2002: Corrected report: Information was added (to the "Summary of follow-up information® in the
end of narrative) concerning the content in follow-up information received on 30-Apr-2002.
14-MAY-2002: Corrected report. Information about dechallenge and rechallenge, start and stop date for
suspect drug. Correction made in narrative concerning LDL (lipids) values.

16-MAY-2002: Corrected report. MNore detailed information from the original "Progress report® received
on 30-Apr-2002, regarding investigations by nephrologist has been added to the narrative. Company
Clinical t was ch d

16-MAY-2002: Rechallenge dose and clarification of dates.

Summary of follow-up information received on 5-Jun-2002: Nephrologist's report, see section
*nephrologist's report above.

Company Clinical Comment: Renal papillary necrosis may result from chromic acetaminophen use,
particularly when dosage is greater than recommended and when combined with aspirin. Patient was on
Dispirin according to a previcus list of concomitant medications and in this update, patient was
taking acetaminophsn. Dosage and duration were not provided. The nephrologist stated that proteinuria
observed by 16 January 2002 might have been due to paracetamol (acetaminophen). However, the
nephrologist tried both paracetamcl and rosuvastatin during the same period in the rechallenge, *
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[continvation:]) making causality asseszment very difficult. Due to the temporal relationship, and
quasi positive rechallenge information, a possible role between rosuvastatin and the reported event
cannot be excluded.

5.5 Relevant mstahaborniory deta _inchuding dates

{[continuation:)
Ref. to
“ab Test/Compment Lab Value Units Date Normal Low High
HB 12.5 g/ar
HARMATOCRIT 0.37
wee 6 400
PLATEBLETS 326
ESR a ¥MM/BOUR
HBSAG NEGATIVE

HEPATITIS C ANTIBNEGATIVE
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[continuation:])
SODIUM 142 MMOL/L
POTASSIUM 4 ¥MOL/L
UREA 10 OOL/L
CREATININE 161 UMOL/L
GLUCOSE 3.9 MMOL/L
TOTAL PROTEIN 80 6/L
“BUMIN 44 G/L
TOTAL BILIRUBIN 36 TMOL/L
CONJUGATED BILIRU10 UMOL/L
ALT (1] UNITS/L
ALKALINE PHOSPHAT124 UNITS/L
CREATININE KINKASE238 UNITS/L
wBC 5.4 X/cu mm  04/26/2000 NORMAL 4.8 10.8
RBC 5.32 M/cu mm  04/26/2000 NORMAL 4.20 5.40
HGB 14.8 gm/aL 04/26/2000 NORMAL ¥ 12.0 F 16.0 .
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[continuation:]}

HCT 45.9 s 04/26/2000
nen 27.8 pg 04/26/2000
MCEC 32.3 L gn/aL 04/26/2000
ROW 13.6 s 04/26/2000
PLATELET COUNT 330 R/cu mm  04/26/2000
METAMYELOCYTES 0 LY 04/26/2000
~AND NEUTROPHILESO 3 04/26/2000
SEGMENTED NEUTRQPE6 ] 04/26/2000
LYMPBOCYTES 27 L 04/26/2000
ATYPICAL LYMPHOCYOD 1Y 04/26/2000
MONOCYTES 3 . 04/26/2000
EOSINOPHILES 3 s 04/26/2000
BASOPHILES 1 % 04/26/2000
SG (URINANALYSIS)1.020 04/26/2000

DECREASED

RORMAL

36.0

27.0

33.0

11.5

1590

36

24

1.002

46.0

31.0

33.7

14.5

450

11

66

44

11

1.035
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Bs y duta g dates
[continuation:]} PH (URINANALYSIS)6.0 04/26/2000 NORMAL 5.0 8.0
COLOUR (URINANALYYELLOW 04/26/2000
APPEARANCE (URINACLEAR 04/26/2000
PROTEIN (URIRANALNEG ng/aL 04/26/2000
GLUCOSE (URINANANEG »g/dL 04/26/2000
KETONES (URINANANEG mg/dL 04/26/2000
BILIRUBIN URINANANEG 04/26/2000
BLOOD DRINANALYSNRG 04/26/2000
URBC (URINANALYSIOCC BPY 04/26/2000 NONE oce/1-5
OWBC (URINANALYSI1-5 HPP 04/26/2000 NONE occ/1-5
BACTERIA (URINANAPRESENT H 04/26/2000 ABSENT
HYALINE CASTS (UR???7? LPP 04/26/2000 RORE
PINELY GRANULAR C???? LPP 04/26/2000 NONE
AMORPH CRYSTALS (NONE LPF 04/26/2000 NONB
CREATININE (SERUM1.1 wg/AL NORMAL 0.7 1.4
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TOTAL BILIRUBIN (0.98 . wg/dL 04/26/2000 0.10 1.10
SGPT (ALT) 20 w0/ml, 04/26/2000 NORMAL 5 25
SGOT {(AST) 20 =0/mL 04/26/2000 RORMAL 8 22
CPK 83 »U/nk, 04/26/2000 NORMAL [} 120
PP GLUCOSK 94 mg/dL 04/26/2000 NORMAL 60 115
TOTAL CHOLESTEROL355 B mg/dL 04/26/2000 INCREASED 125 200
“RIGLYCRRIDER (LI110 mg/aL 04/26/2000 NORMAL 45 200
HDL (LIPIDS) 51 ng/aL 04/26/2000 NORMAL 35 60
1LDL {LIPIDS) 282 H mg/dL 04/26/2000 INCREASED 50 160
SGPT (ALT) 19 nl/nL 05/12/2000 NORMAL 5 25
SGOT (AST) 20 nU/nl, 05/12/2000 NORMAL 8 22
CPK 82 mt/mL 05/12/2000 NORMAL ] 120
LDL 50 MG/DL 05/12/2000 NORMAL 50 160
SGPT (ALT) 22 m0/mL 06/08/2000 NORMAL S 25
SGOT (AST) 23 R mU/mL 06/08/2000 INCREASED 8 22
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{continuation:]}

CPK 86 mU/mL 06/08/2000 NORMAL [} 120
TOTAL CHOLESTEROL144 mg/dL 06/08/2000 XNORMAL 125 200
TRIGLYCERIDER (L173 mg/an 06/08/2000 NORMAL 45 200
HDL (LIPIDS) 52 mg/dL 06/08/2000 NORMAL 35 60
IDL (LIPIDS) 77 mg/dL 06/08/2000 NORMAL 3s 160
SGPT (ALT) 32 H mU/mL 08/31/2000 INCREASED S 25
3G0T (AST) 30 =U/mL, 08/31/2000 INCREASED 8 22
CPK 107 =0 /mL 08/31/2000 NORMAL 0 120
TOTAL CHOLESTEROL150 MG/DL 08/31/2000 NORMAL 125 200
TRIGLYCERIDER 69 MG/DL 08/31/2000 NORMAL 45 200
HDL 57 MG/DL 08/31/2000 NORMAL 35 60
1DL 78 MG/DL 08/31/2000 NORMAL 14 160
SODIUM (SERUM) 144 MEQ/L 12/08/2000 133 145
POTASSIUM (SERUM)3.7 MEQ/L 12/08/2000 NORMAL 3.5 5.0
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{continuation:] CREATININE (SERUM1.6 H MG/DL 12/08/32000 INRCREASED 0.7 1.4

TOTAL PROTREIN

PHOSPHORUS

ALK PHOS >18

TOTAL BILIRUBIN

SGPT (ALT)

8GOT (AST)

ALBUMIN

FP GLUCOSE

SGPT (ALT)

SGOT (AST)

8.7 B GM/DL
9.5 MG/DL
2.6 MG/DL
101 B MO/ML
40 H MU/ML
2.33 B MG/DL
S5 B MU/ML
41 H MU/ML
86 MU/
4.9 GM/DL
97 MG/DL
68 H /ML
S1 R MU/XL
83 wU/ML

12/08/2000 INCREASED 6.0

12/08/2000 NORMAL 8.5

' 12/08/2000 NORMAL 2.5

12/08/2000 INCREASED 32

12/08/2000 INCREASED 5

12/08/2000 INCREASED 0.10

12/08/2000 INCREASED 5

12/08/2000 INCREASED 8

12/08/2000 NORMAL 0
12/08/2000 NORMAL 3.5
12/08/2000 NORMAL 60

02/15/2001 INCREASED 5

©02/15/2001 INCREASED 8

02/15/2001 NORMAL o

10.5

72

29

1.10

25

22

120

115

25

22

120
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[continuation:])
TOTAL CHOLESTEROL133 MG/DL 02/15/2001 NORMAL 125 200
TRIGLYCERIDES 85 MG/DL 02/15/2001 NORMAL 45 200
HDL 46 NG /DL 02/15/2001 ©NORMAL 35 60
LDL 70 MG/DL 02/15/2001 NORMAL 50 160
SGPT (ALT) 33 8 MU /ML 05/09/2001 NORMAL 3 25
SGOT (AST) 27 B NU/MNL 05/09/2001 INCREASED 8 22

“K 113 MU/ML 05/09/2001 NORMAL 1] 120
TOTAL CHOLESTEROL156 MG/DL 05/09/2001 NORMAL 125 200
TRIGLYCERIDRES 79 MG/DL 05/09/2001 NORMAL 45 200
HDL 62 B MG/DL 05/09/2001 INCREASED 35 60
LDL 78 MG/DL 05/09/2001 NORMAL 50 160
SGPT (ALT) 29 H MU/ML 08/01/2001 INCRRASED S 25
SGOT (AST) 25 B MU /ML 08/01/2001 INCREASED 8 22
CPK 109 WU /ML 08/01/2001 NORMAL 1] 120
TOTAL CEOLESTEROL148 MG/DL 08/01/2001 NORMAL 125 200 -
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[continuation:]

TRIGLYCERIDES 62 M3/DL 08/01/2001 NORMAL 45 200

[ _J

HDL 62 B NG/DL 08/01/2001 INCREASKD 35 60
LDL 74 MG/DL 08/01/2001 NORMAL 50 160
24 BOUR URINR PRO1300 b e

SODIUM 137 MMOL/L Unknown

POTASSIUM 3.9 MMOL/L Unknown

JREA 5.5 MMOL/L Unknown

CREATININE 108 MMOL/L Unknown

AST 25

ALT 20

CPK 115

HB 13.7

MCVY 82

wee 6.9
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B Relevars mstslaborakry data including dates
[continuation:] PLATELETS 360

CREATININE CLEAREKS? ML/MIN

PROTEIN/CREATININ13.1 05/20/2002
EQUIVALENT TO 139 MG PROTEIN PER 24 BOUR. ’

PROTEIN/CREATININ1G.4 05/27/2002
EQUIVALENT TO 110 MG PROTEBIN PER 24 BOUR

C.90 Concomitartt rmadical products  and therapy dabes (exclude trestment of event)
[continuation:] Name: STEROIDS
“ame: BICILLIN Dates: 07/?2?/2001 to NI

G2 Report soares {other)
saurce‘ }

AstraZeneca Phammaceuticals Mir. Rep. #: 2001SE08724 Date: 17JUN-2002
A Business Uni of AstraZeneca L5537
1800 Gereord Pl .. Box 15437, |STING OF PRIOR SAFETY REPORTS

DE BSOS SUBMITTED TOIND

ADVERSE EVENT: NEPHRITIS INTERSTITIAL

(all preferred and included coded terms)
Manufacturer Report 3 FDA Submission Date Protocol Number Country of Origin
2001SE08724 21-MAY-2002 45221110034
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9.2 Proteinuria, Hematuria and Increase in Serum Creatinine by Rosuvastatin Dose

URINE BLOOD INCREASES IN SUBJECTS WITH AN INCREASE IN URINE PROTEIN TO ++ OR GREATER FROM BASELINE {1] TO AVAILABLE
URINALYSIS VISIT BY DOSE: ALL PHASE Il/lll CONTROLLED AND UNCONTROLLED CLINICAL TRIALS

DOSE AT NUMBER OF INCREASE INCREASE IN URINE BLOOD ASSOCIATED WITH INCREASE IN URINE PROTEIN TO ++ OR
URINALYSIS VISIT | SUBJECTS WITH IN URINE GREATER
URINALYSIS PROTEIN TO
RESULTS ++ OR
GREATER .
INCREASE IN URINE CREATININE CREATININE CREATININE " CREATININE
BLOOD ASSOCIATED INCREASED INCREASED INCREASED INCREASED
WITH INCREASE IN >30% >20-30% >10-20% >0-10%
URINE PROTEIN TO
++ OR GREATER
N N % N % N % N % N % N %
ZD4522 5 MG 852 15 1.8 5 0.6 1 0.1 0 0.0 1 0.1 2 0.2
2D4522 10 MG 1258 20 1.6 3 0.2 0 0.0 0 0.0 0 0.0 0 0.0
ZDA4522 20 MG 796 10 1.3 1 0.1 0 0.0 0 0.0 0 0.0 1 0.1
ZD4522 40 MG 997 34 34 14 1.4 2 _02 5 0.8 2 0:2 1 0.1
ZD4522 80 MG 1129 149 | 13.2 96 8.5 29 2.6 18 16 14 1.2 13 1.2

[1] baseline is defined as the baseline from the controlled trial.

note*: denominators for percentages within a row are the number of subjects with urinalysis results within the dose.

note**: if baseline urine blood and/or urine protein values are unknown, these values are assumed to be ‘none’.

NOTE*: 6 OUT OF 14 PATIENTS WITH PROTEINURIA AND HEMATURIA ON THE ROSUVASTATIN 40 MG DOSE HAD MISSING CREATININE
DATA. DATA FROM THE NEXT AVAILABLE VISIT WAS USED FOR 5 OF THESE PATIENTS (NO FURTHER CREATININE DATA WAS
AVAILABLE FOR ONE PATIENT). HOWEVER, AT THE NEXT AVAILABLE VISIT, ALL FIVE PATIENTS WERE ON THE 80 MG DOSE. THE
CREATININE DATA FROM THESE 5 PATIENTS WAS AS FOLLOWS: CR > 30% - ONE PATIENT, CR >20-30% - ONE PATIENT, CR >0-10% - ONE
PATIENT, CR < 0% 2 PATIENTS.

note*: 7 out of 96 patients with proteinuria and hematuria on the rosuvastatin 80 mg dose had missing creatinine data.

i

e Sponsor.

1 résponse ic
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