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SUMMARY AND CONCLUSIONS:

Currently, the Serocuel CDE does not inctude any references to diabetes mellitus, diabetic ketoacidosis, or
hvperstycaciia sssociated with Scroguet therapy, Safiaty data derived [rom clinical trints and spontimeous reports
often containing Hinited indormation may represent a weak sionad Hnking Seroguel with impaired glocose reguimion,
including cccasional reports of new onset diubetes metitug, None of these reports sre ahsoluely steadst (e,

there are no clear index casts and there were no reports of positive declidlenges/reehallenges ) and most have either
incomplete information or other explainable ciuses. Although the ntmuber of reports is fuirly sizuble, itwas el that
there is insuilicient evidenece @l present W warrant an amendment 1o te Serogquel COEL Dlowever, 3t was agreed thit
this topic will be kept under ongoing review snd will be reassessed ala later tne. Additiona] chieal trials are
planned inwhich baseling Tusting blood glucose concentrations will Be obtained as well as follow-up measurements
on study drug. .
Currently, no such sipnals oxist lor O complicitions of disbetes sueh as non-ketotic hypernsmolar coma or diabetic |
ketoaeidosis. i

i INTRODUCTION

in May 2000 FDA notified AstrZoeneen thit, based upon review of postmarkeling sufety dute (or Seroguel and other
atypical antipsyehotics, they were farlber vestigatling a possible sigoal for e onsel dinbetes mellius (NODM),
nou-ketotic hvperosmalar coma (NKHOCH, and diabetie ketoucidosis { DRA)Y FDA expressed coneern th
increased macket exposure eould resul in an increased number of reports of these events as has been observed with
similar ngents. [ there correspondenee (see attuchiment), they have requested “more extensive salely informuation™
trom all phases of chintical development to the present for Seroguet for their review. This discussion doctument will
specilieatty addross FIDA®s third item on their iist ol requests. A review of spomaneous postniarketing reports for
- new-onsct diabeles mellitos, hyperghyeaemia, bvperosmolar coma, diabetie ketoacidosis, and weight gain™

Revigwing the jabeling for other atypical antipsyehiotic medications {risperidone, olanzaping, clozapine, and
sertindoley, several of these produets leve in their Jabels statements regarding dizbotes wellitug, dizbetic
ketoacidosis, and/or severe hvperglycaemin

Risperidupe: Mo mention of dinbetes or hyperglveaemia,

Olanzapine: Wanings and Precautions: Hypergiveaemia or exaverbotion of pre-esisting diabetes has been reported
in very rare cases during Zyprexa tremotent, In some cases, o prior increase in body weight has been reported, which
may be a predisposing fuctor. Appropriate ¢linical nsoniloring & advisable in diabelic patients and in patients with
rizk factors for the development of diubeles metlitus, )
Frequent (=108

Hyperulyeaemii or exacerbativon of pre-existing diobetes has been reporied in very care cases (see also section 4.4,
Gpecial warnings snd special preciations for 1se’).

Cluzapine: [Farnings and Deccauiions,

[Fvperghycaens

Severe hyperglvenemin, sometimes leading to ketoacidosis, has been reported during CLOZARILA (elozaping)
treatment in patients with no prior listory of hiyperglvesenms, While a carsal retationship to CLOZARIL
{clozapie) use has not been defindtively estublished, glucose Jevels normalized i most paticnts atter
discontimmtion of CLOZARILA (clozapine). and a rechalienge in one putiert produced a recurrence of
hypergiveaemia, The eftvel of CLOZARILA (clovaping) on glucose motabodisi in pativnts with diabetes melfitos
hess nol been studiesl, The possibility of imprired olucose tolersnee should be considered in putients receiving
CLOZARILE (elozaping ) who develop symptoms of byperglyencmii, suchuas polydipsiz, polyuria polyplueta, and
wenkness. In patients o ith stgnificant restment-vmergent yperglveaciin, e discontinution of CTLOZARIE R
{elorapine shonld be constdered,
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Sertindole: Warnings and Precautions: [Nabetie patienrs: Serdolect oay modify insudin and glutose responses in
diubetic putients colling for adiustment of antidizhotic therapy.
Side-cffects: Camdsions, hyperglveaeniia and syncope liave been reported rarely.

2 BACKGROUND

The Serocquel core dat shuet (CHISY last revised in Masch 2000 does not include Histtngs for NOM,
byperglyeactais, NKHOC, or DEA. The following sttement addresses the fssue of welght gain with Seroguel:

“As with ather antipsyehoticos, SEROQULL may also be assoctated with lmived weight goin, predominanily diing.
the carby weeks of treatment ™. "

The Seroquel US package insert (P13 includes byperglveacmia and diabetes mellitus as tabeled events oceuming
infrequently ¢in /EOD Lo 11600 paticnts) aceording o premacketing ol inieat trial safoty duta, The aforementioned
camplications of dinbetes mellites sre notin the L :

Patients with cither impaired ghucose tolepance (GT) or frank dinbetes metlitus have hyperghyeacniy * The tern
IGT represents » metabolic condition between normat glucose homiostasis and diabetes mellitos, This includes
imlividumls with fasting plucose kevels > 110 mgAll (6.1 mmol/l) bt <126 mp/dt (7.0 muwal/D.

Phabetes mellites is 2 group ef metabolie discases characterized by hypergiveroniia resuliing [rom defects in msulin -
seerction, insulin aclion, or both. The erileria for the dingnosis of T are us follows:

1. Svenptoms of 1M (pobyuria, polydipsia, and naexplained weiglt joss) plus rardon plasug glucase
concentration = 200 me/d] (L E nanol/l) or

Migimum § hour fasting plasma ghocese 2 126 mg/dl (7.0 mmol/ly, or

Trver howr plastma ghucose 2 200 mp/dl (11,1 mumol/ly danng an oral glucose taleranee test using a gluicese
equivalent of 75 g anliydrous plucose dissolved in waler

‘e I

Paticnts with dinbutes mellitus are clussified as hving Tepe [or Type 2 discase. Patients with Type 1 disease are
absolute msudin delicint with Breell destruction md are i sk for developing DEA. Pativnls who develop Type 2
disense have both abnornial insuiin secretion and jnsulin resistance in targel lssees and are not ot risk for developing
DAL Tt s felt (et insulin resistanee i these pabients s e primary eveat sad that obesity eongributes o insulin
resistance ©. Type 2 diabeles metlitus is most provalent snd is tought to be o potyvenic disease. The majority off
patients with Type 2 disease are abese (2 120% desirable body weight or a BMI 2 27 e/, but this is not thougly
10 be the odly feetor that contributes to iadin resisimee. Individuads with dyslipidemis and/or hyperiension are al
increased risk, There is a strots penelie predisposition o Tvpe 2 disease, 11 is well Rnowa that o modest weight
reduction in an obuse individual with Fype 2 DN frequently results in significant reduetion in blood glucose levels,
This is the comerstone of therapy in patients with Type 2 dinbetes mellitus, prior 1o and during trealment with
pharmacologie agents.

Discases and conditions that live been assoclated with dinbetes ineliitns include panereatic diseises, scromegaly,
Cushing's syndrome, glucagonoma, pheochromoeyionm, hvperihivroidism, sotmtostainmng, aidosteronoma,
congenital rubella, evtomegatovirus, pregnaney, amd others, Prugs that are known 10 catse or contribuie o
hypergtyeacmia inctude: pentamiding, nicotiic seid, alucocerticeids, thyroxine, dizaside, fagonists, thinzide
diuretics, phenytoin, a-interferor, and others,

S

Criterta for esting for DM i otherwise assipptomatic, undizgnosed ndividuats are us follows:
. (=4 ) 1=
Individuals 2 45 years of sge, o younger in patients who:
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»  Are obese (2 120% desirable body weight or 2 BMI 2 27 ke/m®y

e Thove a first degree eelutive with DM

«  Helong to high-risk popolstion

e Ixlivered a = 9 pound buby or lve been diagnosed with gestitionad DM
s Are hvpertensive (2 13090 mmi i)

s Have hypertipidemia

*  HHave had ashoormal KGT or (FG

3 THE LITERATURE

Wilsan ot al * presented a poster entitied, Nev-tnset Diabeles and Retoacidosis witlt Aypival Antipsyelioties o the
Amvriean Collepe of Neuropsychopharmacology Annual Meeting, Decembier 12-16, 1999, in Acupules, Mexico.
Thoy evalwmed the risk of patients ustng atypical antipsychuics for develeping new-enset diabetes mellins and
ketoacidosts. Thelr interest evolved from cise reports in the Thersture deseribing altersd glucose metabolism in
patients receiving utypical mtipsychotic ageats (nolably clozapine. ofanzapine, and quetispine). They conducled @
retrospective mmalysis of the Olio Depanment of Mental Health database searching for patients treuted with an
atypical antipsvehotic agent whao haed abso been evilumed or weated for diabetes mellitas, In 11 ot 126 (8.7%) of
patients receiving clozapine, okmzapine. or quetiapine were disgnosed with neveonsel, acute, or niarket glucose
intolerines. Six of these patients requived fasulin (4 short-tenm) and {Tve developed DEA. Confounding these
resutts are that ondy 217126 pationts studied had bascline fgting glueese snd thut ondy T patients had Jollow-uyp

studies. Their findings were that

UL The mean axd medion time Lo onset of dizbetie ketoacidosis alter starting treatinent with atypical

 antipsychotic muedications were 81 and 33 duys, respeetively (N=55,
2.. Changes in glucose tolerance were not related to significant weight gatn and often cccurred during the first 6
’ weeks of treatiment, Mean and median weight guins in pitients with nese-onset DM were 16 and § pounds,
respeetively,

Reviewing the labeling for other atvpicat antipsyehotic metdications cnisperidone, olmzapine, clozapine, ad
sertindoley’, seversd ol these products have inthidr label sitemends regarding diabetes neellitus, diabetic
ketoseidosis, amdfor severe hyperglyencinia.

Risperidune: No montion of diabeles or hyperglyeaciniz,

Olanzapine: Warnings and Precastions: Hyperglyeoemia or exvecrbation of pre-existing diabetes hns been reported
in very rare cases dering Zyprexa treatinent, In some eases, a prior increase it body weight has been reported. whick
may be a predisposing factor. Appropriate clinical monitoring is advizuble in disbetie patients and m patients with
risk fuctors or the developuent of diabetes metitus,

Froguent (> H%y

Hyperplveaenia or exacerbation of pre-existing diubueies has buen reported i very rare cases (see adso seetion 4 4,
‘Special warnings and special precastions for use's,

Clavapine: Warnings and Precautions:
Unelesirable effects: On rare occasions, hvperglveaciniz Bas been reported in patients on Clozaril treatment.

Sertindole: Wamings and Precautions: Diabetic patients; Serdaleet may modify tnsulin and glucose responses in
disbetic patients cnlling for adjustment of antihiabetie herpy,
Side-effects: Comdsions, fyperglveacmia and syncope have been reported rarely,
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4 CLINTRACE DATABASE (IN HOUSE SAFETY DATA)

A search was condueted for all coses fn which diabetes mellitns, hyperglyveaemiu. dichetic ketoacidosis, and nos-

ketotic hyperosmolar conm were feported with Seroquel. The following are marratives for these 28 cases.

Case Number: 20000W01 164

KETOACIDOSIS, DIABETES MELLITUS, POLYURIEA, POLYDIPSIA, WEIGHT LOSS, ELEVATED
GLUCOSE LEVEL

A treport has been recefved rom o regtstored pharmetst, vig sules rep, conveming w43 yeur ofd male with a history
of meatal iTiness who started Seroguel 200mg HS m December 1999, Over o perioad ot a low weoks he developed
polyuria, polydipsia, aad an unexplained weight foss of over 30 s, Fasting blood sugar showed glucose level over

D700, Patient developed ketoncidosts and was hospitadized where o diagoosis of sew onscet diabetes melfitus was

made. (Putient hos oo family history of diabetes), Patient is slso recciving “fentafaxin® (venlabaxiog) and continaes
on Seroquel. More information will be sought.

Case Number: 2000LWO1047

COUGH, ELEVATED CHOLESTEROL, WEIGHT GAIN, CONSTIPATION, ASTHMA, WORSENING
FIBROMY ALGIA, MUSCLE SPASMS, TENSENESS IN NECH, URINE ODOR, WORSENING
ARTHRITIS, WORSENING ENDOMETRIOSIS, ELEVATED BLOOD SUCGAR, EXCITABLE,
DIFFICULTY IN WAKING, NEGATIVE MOOD, DECREASED SEX DRIVE, INABILITY TO HAVE
ORGASMS :
A report lias been reeeived from a putritionsst, who is also the patient, who has been receiving Seroquel. six 25 mg- -
tablets ut night, sinee September 1997 tor psyehotic episodes. She bas been experiencitg cough, elevated
cholesterol, weight guin, constipaiion, wthima, worsening Gbromyalpin, muscle spasms in her neek and buck,
enseness in teek, urme odor, worsening srthritis, worsening endometniosis, clevated blood sugar, she is more
excitable, has diffiealty in waking, negstive mood, deereased sex deive. and inability o have orgasnes,

Case Number: 20000 WUO266

PIABETES MELLITUS

A report has been received fram e pharmacia conceming o 12 veur ofd male patient who had been reeeiving
Scroquet 300mg daily since 06 [ee 1999, On 26 Jan 2000, the patient exparienced hvperzlyeaemia (blood sugar
level of 863) and was hospilalized. Scrogquel was discontinued and the patient was treated with insubin, His blood
sugar level bas decreased Lo 170, Coneomitut medications include Zoloft, Klonopin, [Liddel and Pepakote.
Follow-up 23 Feb 2000; Phann D reports tat "after further esting, the attending phyvsicians did not feel that
Seraquel was involved in the putients hyperglveaemia, The prlient wvas dingnosed with insulin depeodent disbetes
meflitug, The patient is currently being szen in the diabetic elinie”

Case Number: {999UW0O3532

DIABETES MELLITUS, WEIGHT GAIN

A teport hus been reeeived from a physician copeemning i 435 veur okd fomale wha has been receiving Serocquel and
developud dinbeles,  Physician Feels that Seroquel may possibly e responsible Yor i developroent ol diabetes.
Follow-up 11 Nov 19949 Phvsicion reports that the 47 vear old female (nol 2133 had been receiving Seroquel GO0mg
daily for schizoaffective disorder Tor a ot} of 12 monthy and experienced & severe 30 poumd weight goin (date of
onset unknown with no improvement). The patient was hospitatized in Jane 1999 due o the development of severe
disbetes mellitus (ditlieudt o control Byvperglveemic), The patient B2 now reeciving insudin sad ulthough the cvent
continues, it s paproved,  Scroquel wiess wpered for discontinuation. Concomitant medicalions inclide Klonopin
and Benadrey!, The patient has a medicad history of Hepatiths €, hypertenson and arthritis, Physiciue states thad he
believes "Seroquel cavsed the weight gain which broughit out dabetes in this pations Hkely predisposed for this
codition.”

‘ase MNumber: 1999UWOSIHT
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TYPE Ll BIABETES, DROWSINESS

A report has been received from 2 physicion concerning a 17 year old Fispanie male patient who had been
receiving Seroquel 100mg every evening sinee Juny 1999 for psvehotic depression and auditory halluemations. In
March 1999, due to drowsiness in the davtime, the dosage of Seroquel was deereased 1o 50mg every evening. n
July 1999, the patient was disgnosed with Type 1 diabetes, On 11 Sept 1999 Seroguel dosage was agasin deercased
16 25mg every evening. The patient had been receiving Risperadof prior to Seroguel. Concomitant inedications
include Ritslin for atiention disorder and Scrzone For depression.

Cuse Number: 1990LIW00069

COMPLICATIONS OF DIABETES MELLITUS

A reporl has been received from o plavsician coneerning a 28 yeor okl male patient who was taking Sceroguel and
Lithium (doses, duration, tndications unknown). The piticnl presented o the emcrgeney room faliowing fu-fike
svmptoms nsting for one week, as well as astlnng, and weakness in the fegps. There was no repont of an inereise of
decrease in body temperature before presentation. Fis tempernture al the emergeney roon was 107+ F (reetal probe
108 Iy, cardiac urrhythmias, Hver enzymes were fwice normal, blood glucose was 2244, potassium fow, CPK
normal, Lithiam level was not elevated {04 or 0673 The patient developed severe arrhythmias, ventricular
fibyiliation, and disseninated intruvaseudar eoagulation with low Nbrinegen. e died at 400 mm., on TdaMur- 1994,
Thie terdative dingnosis is peureleptic maliznant syndrome. Compleie atitopsy reports are pending,

*Fotiow.up received 22-Mar-1999: A pharmaeist teports tha the patdent started Zithromas oo 10-Mar-19%9, 10
caunter # suspeeted infection. She also repofts that the patient bad been bleeding (rom his eves and nose.
*Follow-up received 1d-Mar-1999: The patient presemted o 13-Mar-1999 with focal twitching, e had mecrcasel
tone, po dobl s eves or comeal resporees. The pupils were wid-position and mot reactive, and there wus so reaction

o noxtous stmali. Ativan was storted, o x boading dese of G003 me/ke. No furthey seizare getivity was noted, The' ~

patient was staried on Dantrium 2 mg/ke, with the dose ol 130 me. The ptient developed cardize arrlivthnia
requdring anti-arrhyvthmics. e continued o be acidotic and reecived bicarbonate and insubing Split fibrins were
ordered for the bleeding abnormalitics, as well as whole blood, A pecemaker was placed and @ chivthm oblained.
The paticat bad been packed i ice from the onset. He died on 153-Mar-1999. The reponter atlributed the event to a
drug ¢ifect fram muttiple proseriptions.

*Follow-up received 03-Muy- 1999 The county coroner reporied (he patient’s catse of death as complications ot
dinbetes metittus, The patient did not have newroleptie maligesam svadronte. There luied been o bistory of o 10-16 11
weight less with Ju-like svmptoms, and blood plueose of 22400 on adinizsion,

Case Number: 1999UWO026T

DIABETES

A report has bren received from a physician concerning o |7 vear old male who s reeciving Seroguel 200mg 1wice
duily for schizophrenis, The patient wis initiadly storted on 100meg which was increased, While being hospitalized
for his schizophrenia, routine fab work revealed dinbelas which ts being tremed with Glueotrol 300mg daily, Pationt
alzo reecives Pasi] and Depakote, Patlent continues on Seroquel.

Case Number: T9991WOG2ZRE

BLOOD SUCAR RISING

A report has been veceived from a S8-vear-old diabetic female patient whe hus been reeeiviug Seroguel since
September 1997, In 1994 she was disgnosed with diabetes snellitus, Ta 1997 her blood sugar readings begim rising
and ont 20 Jan 99 the remding was 321,

Case Number: 1 990APOGGG0

LOSS OF DIABETIC CONTROL, TOOTH PAIN, INSOMNIA

A report has been reecived from a phermacts( concerning 1 43 yoar odd male paticol whoe has been reeeiving
Seroguel stnce April 1999 lor treatment of schizophrenin, The patient began gueliapine terapy on 300-400 mafday
and inerersed Lo 750 mafday in Sepember/Cetober 1999, For twa yeurs previously, the patient fud i Bistony non-
msulin dependent dinbetes melliius, This was initiadly treated with metfornin and then dick-controfled onby until he
started Seroquel in April 1999, Aflter staring quetiapine therapy, the patient developed o foss of diabetic control,
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particutarty on the higher dosage. Flood glucose witich was previousty stable at L0 (units unknown rose o 13 or
proater, 3l wis tremied with glibenclumide 7. 5mghlday. At the titne o reporting the CVERLs were ongoing.

The reporter felt thiut the Toss of diubetic control was relted o quetiapine therapy due 10 the kanpora] relationship.
it was noted that the patient Tod a Bistory of non-insudin dependent disbetes mellites et was previousty diet
cantolied.

Case Number: [999APNST757

DIABETES, KETCACIPOSIS.

A repont Bas been received from o physiciun congetning a 23 vear old male pation? who has been feeeiving
quetiaping fumarnte 730mg daily (or psychosts sinee Noventber 1997, He was receiving acamprosate, Prepivol and
Priade} concomitantly. I August 1999, 1 year & months aRer storting guetinping funmmrate, (e pationt was
Dospitaiisud due 1o the devclopment of diabutes medlitus and ketoscidosis. [t was alse reported ihat he had
expericheed weight gain (date of onset and quantity of woight gained nnknown). The patient is now being reated
veith insutin, has recovered with residun! effects and quetiapine is continuing, ‘

The seporter hud no opimion regarding the cavsal relationship between the events und guetiapine famarzte, b
commented that the weight gain may have been a contributing factor.

Case Nimber: 1999APOSIS

DIABETES DURING PREGNANCY

saticnt developed diabetes during propnaney ind staried fnsulin on 30 Sept 99. Baby due 46 December 1999, but
patient'’s waler broke 30 Sept 99 and baby born in O Y9, See cose FIOAPORITE,

Case Number: 1999APG2I8Y

DIABETES MELLITUS

This patient started treatsnent with Serogquel on 13 Nov [998 and with fluoxetine on 12 Nov [998. Urine and blood
lests on 26 Nov 1998 indicated that ste had developed diabetes metiitus, Urinare supar swas raised und blood sugar
was 17,1,

Case Number; {999APOI085

NON INSULIN DEPENDENT DIABETES

A phvsician reported thal 44 vear male patient was given Seroguiel 250 me B Ror reststant selizophrena,
Treatment begm on 27 Augnst 1998, Concomitat medication included clonusepu. s huam valproate and
eyproterone, The patient had o history of diabetes mellitus and was being treated with eyvproterone tor o disorder
of sextat inlibition. Five months afler starting Seroqued, the putient developed nonsinsulin dependent dinbetos.
Seroguel was stopped  toward the end of January LY. No followaup is available,

Cose Number: 19980/ WH 0554

CEREBROVASCULAR ACCIDENT, DIABETIC ACIDOSIS, TRANSIENT ISCHEMIC ATTACK,
COLLAPSE. ‘ ‘
A toport has been recetved from a physician coneeming a 38-vear old male patienl who reecived Scrogue! 800 mg
duily for schizeatfoctive disorder. The patient has a bistory of diabutes and cerebrovascobar sectdent. e also wakes
gabapentin. The patiend experienced s frunsient ischemric attack and waz unrespunstve except Tor painfud s,
Five mimues bter, the patienat reeoverad fully, The feflowing duy, he collapsed in the shower snd divd. An wtopsy
was performed and the primary cause of death was histed as diabetic ackdosiz and secondary o cerebrovescular
accident, Additionat information wifl be reguested.

Case Numbur: 1998UWA4081

HYPERGLYCAEMIA

tient s an 83 vear old fersale whe was slmitted 10 the hespital on 27 September 998 with o dingnosiz af
bypergivenemia, Past history and medical conditions nelude dinbetes mellitus, The first putient completed the
double-biind portion of the trinl on 4 Septomber 98, Open Tubel medication sturied on 14 Septamber 98 and caded
on 26 Septerber 98, This ovent took place on day 12 of stdy medication al o dese of 23 wa In the opintor of the
investigator, the clevated Blood sugar was sl reated o the study wedication.
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Case Number: JO9EUWIRS4

HYPERGLYCAEMIA, DIABETES,

A report hus been received from o physician concerning a male paticnt in his early Tortes who has been recelving
Seroquel for four weeks and is experiencing byperglyesemia and diabaies. The paticnt, who i no previous history
al diabutes, is now showing biood supars of ever 600 mg/dl.

NEW ONSET DIABITES MELLITUS ASSOCIATED WITH THE INITIATION OF QUETIAPINIG
TREATMENT. 1 0F CLINICAL PSYCHIATIRY, 60: 3506-5357, AUG 94, LISA, SOBEL, M., JAGGERS, ED,
FRANZ, MA ‘

Cuse Number: 190RUWAE512

DIABETES MELEITUS

A report his been received [Tom a pharntaeist coneerning r4 2-vear-old male patient who has taken Scroguel sinee
July 1998, On 3] Aug 95 he was diagnosed with dinbetes mellines. Further information is bting coquested,
#otow ap 12 Ovt 99 Further informution reveals tat the patient was receiving Seroque] 200 my fir a bipolar
disorder since July 1998, On 31 Ang 99, patient was admitied to the hospital with a new-onset diabetes mellitos,
satient had ne prior history of glueose intaleraaee or hypersiveacmia. Four months prior to admission blood ghucose
was 126 mg/di, and 107 mg/dl.. At admission blood glieese was 607 mghdl. Scroquel was tapered, then

discontinued, tasulin requirements decreased markedhy and insebin wa eveniuaily diseontinued in January 1999, -

Patient was also receiving Hihiom erbonate. gubupentin, clopazepm, ind venladisine,
SOBEL M, JAGGERS D), FRANZ MA: NEW-ONSET DITABETES MELLETUS, L TOF CLIN PSYCHIATRY:
19906081 556-357.

Cruse Number: | Q98APS0408
HYPERGLYCAEMIA (NON-SERIOUS)
A pharmacist and 2 norse veporied that o male patient taking Seroquel developed hyperfycacmia, The pharmacist

considered the event unrclated to Seroquets the nurse consitdered the event related o Scroquel, The patient was also

aking Sicluzine.

Cuse Number: 19908AP43970

LOSS OF DIABETIC CONTROL, AGGRESSIVE BEHAVIOUR, STROPPY BEHAYIOUR

Patient had setually been messing about with his iswlin brjections that weekerd, he event therefore Bad nething lo
do with Seroquel, Seroguel dosage has been reduced from 400 1 200mg, The physician is thinking of swpping
Seroguel altogether,

Case Munber: 1998APIRDSO

HYPERGLYCAEMIA,

A repart hias been received tront a physician conceraing a 32 year old male pativnt whe hias been recoiving Seroguel
from 21 Mav 1993 for psvehesiz as part of a elinical tia. The patient has a medical history of obesily, abdominal
puin, tndigestion, consiipation. muscle stifthess, restlosness, depression, and fivpertersion. He was ubso tking
valproate semisodivm, bepziropine mesvlaie and proprunolol,

On 26 Jarmiey 19U8, 2 yeurs 36 weeks afler storting study medication, the pattent was found to have hyperglyenemizs
and was hospitalised, AL the tme this report was received, the event was sifll angoeing, The study drag was stopped
on U Febroary 1994 due 1o the potential effect of unstable glucose feveds on the patient’s moeod. The reporter
considered that there wis nol o reasonable possibility that this event was reluted 1o the stody therapy,

Case Numiber: 1997APIGE03

DIABETIC KETOACIDOSIS

A report has been teceived from a physisian concerning a 36 year ald male who has been receiving Seroguel in a
dose up to 300 my daify for schieophreniz as part of a elinieal wial, Serogquel started o 06 Sept 96, The patient fud
recently toen dagnosed with disbetes mellitug which was controlled on Glueotrel, On I8 March 97, 28 weeks after
starting Seroguct, he was admitied o hospital with decreased level of consclousness. Fle had not been taking his
Glucotrel or Seroquel for 34 duys prior 1o admission. He was given TV fluids and isalin bul fater developued severe
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acidosis and an mercased lipase of 1819 /i 25-2295nd amylase of 135W1(27-97). Other abnormal laboratary
findings were: sodinm 130 numel/l (133-146), chioride 99 mmelZt (TO5-1G7). bicarboname Smmol/] (22-323,
crewtinine 1.9 maill (©.4-1.0), glucose 413mgddl (70-160), uric ackd §2.3mgfdl (2.2-7.2), White blood count
17,000 {4,000-1 1000, beta-hydroxy butytate (82mgfdk( 4-4), The patient was sturted on subcutancous insulin &
Food was started once smylase and lipme were within nanmal range. Al the thine of reporting the patient had not
restaried Serogquel. The event resolved on 0 Aprd 97, The thvestigator fobt that thers was not a reusonable
possibility that the event was related to Seroguel.

Case Number: |997TAPIGHG

UNCONTROLLED DIABETES

A report b beea recetved [rom o physician coneerning o 29-year old male who has been receiving Seroquel since
22 Januury 1997 in u clinieal triaf for schizophrenine Aller § months (reatment, the patient was sttending a hospital
triat visit on 23 Sepiember 1997 when he (el faint and cotlapsed. Tle was found to hine clevined blood glucose,
decreased blood pressure {70750 and an abnormal ECG with cardiae etwymes raised. Scroquel treatiment was pul
on hold and the patients divbetes treated with Humulin in Hospital. The event was ongoing at the time of the report.
The pliysician feit that there was not 2 reasonable possibility that this event was relited 1o the Seroguel therapy. -

Case number: 1997API3740)

UNCONTROLLED DIABETES MELLITUS

A report bas been received regarding o 15 year old mule who has boen receiving Scroguel ax purt of @ elinfonl trind,

Hie has 1 medieal history of diabetes mellitus, ingomniz, gonorrhoea, genital herpes, ateoliol und heroin abuse. His
concomitant medications were clotizepam, amitriptyline, fimotiding und Hsinopril. On 10 Aug 97, 163 days alier
starting Seroguel, be had @ modenstely severe episude of uncontrolled disbetes mtitus reqaiving hospital reatment. -
He recoverad after BV faids and o 2200 cajorie diabetic dicl. He remaing inthe trisd,

‘The investigator considered the event not related 1o tral therapy.

Case Number: [906AP19874

PNEUMONLA, DIABETES, HYPERTENSION

This 65-year old malke patient wilh Parkinsons discuse, anaemiz of chronic discase, ohsessive compulsive disorder,
penile implant, and peptie ulcer discass was being teeated with Serogqued s part ar a cliniea) trial, The patient was
reeoiving pasteie tube nulrition secondary 1o poor gag reflex. “Treatment began on 21 Sepiember 1995, Barlier inthe
vear (he pationt had been hospitalised switering from preamonia, On 28 RMurel §995, 1he patient complained of
chest congestion. Xeray confirmed dint be had prcumania. He v treated wwith antibiotie in his nursing home b
was Jater admiticd Lo hospitat for further antibiotie trestment. Dusing his wdinission. he was noled to have clevited
blood sugar and blood pressure. Discharge dingnoses were sight fower Lobe pacumantia, possible nasotracheal
aspiration, new onset diabotes and hypertension. The diabetes and hypertension were eonsidered by aot
repuiatory serious and not related to trial therspy.

The investipuior considered the pneumaonia wies not refated 1o tria therapy.

Case Number: 1993APH0737

DIABETES MELLITUS

This 32 vear-old-fomule with schizoplrents was taking Seroyuel 400 mg frone 28 Jamory U3 as part of a clinicat
trial, O 3 kmuary 95 this paticnt was hospitalised with diagbetes methitng. She was not withdrawn tfrom the leial.
When first reported 3rd April 93, s event was considered probably nol related. However. further infornmwtion
now revesls that elevated sugar kevels iave been deteted in this patient for twa years, Therefore it s considered
that her disbeles was delindtely tol related to the study medication.

This evenl is now regarded as non-ierious by the investigaior us 1Uwas symptoms of the patienl’s schizophrenia
which led o profonged aspitalisstion and not the disbeies,

Case Number: TOMARO4 34
AGITATION, UNREST, INCOMMUNICATIVE, DISINHIBITION, PARANCIA, PIABETES,
INCREASED TRIGLYCERIDES
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Patient with impaired glacose metabadism pre-trial, Fatered in Seroquel sl on 26th Seplember. On stadv duv §
this patient devefoped un acate psvihosis, sugguesting leck of etticacy, wiich led o withdvasval from the trial. On
Ath Novembur, the patient developed symptoms of disbetes. Physicion assesament ix that there 1s no reason Lo
suspect that development of diabetes is relited 1o reatment with Scroquel,

Case Number: 1994AP0O32806

HYPERGLYCAEMIA

An investigator reported that a 33 vear old Tetsale patient started taking Seroguel on 22 July 1994, The patient had 2
history of insulin-treated disbeies and had been teking severud concomitant medications. On § August 1994, the
patient was noted o be byperglveaemic. The tnvestigator reported st the patient had the sine level of
hyperglveaemia that she bad prior o study entry,

Cast Mumber; 198IAPOOSY3

HYPERGLYCAEMIA

An investigatar reporfed that @ 43 year old male was treated with Serogue] beginning on 4 March 1994,
Concomitant medications inchuded Zantac and Faldol, The patient had no history of diabetes weliitus, He had
recontly stepped taking @ n unblinded Scroquel study drug, On 3 March. the fasting blood sugar was 393, The
following diy. # rose stightly before increasing to 11 on [3 Murch, Seroguet was stopped that day, No trestament
was eeparted bul the bload ghicose on 14 Marel was 200

5 DISCUSSION

There were 27 reports of disbetes metius and 2 reports of hyperglycaamin received by AstraZences 1o date. New
onsel diabetes meliitus was deseribed in 19 of these 27 reports il exacerbation ol preexisting diabetes metlitus
accounted for § repors. Forr reports deseribed patients who deveioped dinbetic ketouctdosis (2000UW05 164,
FYQOAPGSTITZ, 19980 WH9534, ad T997APIGR03). Twa ol thuse were new ansel reports snd the other two
involved worsening ol preexisting diabetes mellitus, There have been no reported cases ol non-Ketotic
hyperosmolar coma Feesived 1o date. OF these tolal 28 reports, 16 were spontuncous reports, 10 were from clinteal
triads, and 2 were literstuve reports. Tl investigstor atribuied none of the cases reporied 1om clintend trials w
Seroguet.

New unset disbetes meltitns: There have been 19 cases of now onset dizbetes meliites reported o dute. The age
range for prtients with new onset diabetes mellites i5 12 10 65 with an average nge st onset of 375 veurs (median =
41 vears), There s # maole predominance with males constituting 74% ol all reports. Daily Scroguet dosiges ranged
from 30 mg to SO0 me. with an averuge daily dose of 319 nig Gasedian = 400 me The average tme inlerval
between inibal therapy sond the date of the reported event was 6.2 moenths with o ravge of 8 davs 1o 27 months
gmedian = 2.5 monthst. Two patients with new onset disbetes mellitus also developed dizbetic ketoacidosis
(2000UWO[ 164 and 1999AP0O3757Y. The forimer paticat reportedly bost 3¢ pounds, Blood ghucose concetirations at
chinical presentation avernged 833 me/dt and ranged from 311 to 2240 mg/di

‘T'wo patients who developed new oasel diabetes methitus afse experienced weight g {T99DUW03332 and
FIDOAPOSTSTY, The latier mnient afso had dinbetic ketoscidosis, One patient who deseloped brvperglyeacmia also
experienced weight gabn (20000 WOT1047) Weight gain was not reported in ony other cases,

Two pitients with new onset diobetes mebitus oxperienced dose related Joss of glyeentic control as reported by their
phrysicians (T9OOU WG and 19950UWARSI2)

Dinbetic kefuacidosis: There have been 4 cases of disbetie kutoncidosts reported 10 date o] involving males. The
age runge lor patienls with digbetic ketoncidosis is 23 1o 38 with an pyerape age st onset of 0.5 years, Duily
Seroquel dosages ranged from 200 mg to 800 mg, with az overage daily dos¢ of 562 mg (nedion = 623 mgy, The
average me interval between initiad therapy and Owe date of the reporled event was 9.7 months with a range of' 1 to
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2Ementbs. Two pattents with new apsel divbetes mellisus ulso devetoped disbetic ketoacidosis (2UD0LIWO L 164 s
1999APOSTST). The Sormer paticnl reportedty lost 30 pounds. Only ube euse {1O8TAP3GRO3Y reported the blood -
glucosy concemintion at clinical presentation, which wis 213 mg/dl. One patient died of complications of disbeies
meliteus (FOISUWAISSA), A sceond patient (1097AIRIGE03) recently dingnosed with disbeies metlins, .
discontinued taking his oral hypoglycentic agent three dayvs hefore huing hospitatized with IXA. A thirl patient
(LOFFAPOSTSTY with new onset disbetes metitus also experienced weight suin uspecilied) and w last wosd
required imsulin therapy,

Non-ketotic hyperosmolar coma: There hive been ne reponied cases of sion-hetotic hyperosmolar coma,

Hyperglycaemin: There lave been two reports of hyperglycacmia reporied te date (2000UTWO 1047 amd
I9UBAPS040R). ood plucose coneentrations were tol provided lor either paticnt. ‘i fonmer report imvolved i
47-your-old female who developed welpht gain and hyperglveaemiz afler tuking Serogquel |50 my daily for 30
montis. The fatier report comtains seant intormation, except the daily Seroguel dose which was 750 me.

Confounding factors: Few, if any, of these paticins had bascline fasting glucave levels. Seven patients with new
onsel dinbetes meblitus were using concomitant medications known 1o mnpair glucose tolermes and cause disbetes:
metlitus including risperidone, fluonetine, albuterol. amd venlafaxine (2000UAWGE [ad, 990U W03 387,
[D99ADO208Y, [999APOS2IE, FOUSUWAHSS L2, 1OUSUIWOLI0Y, and 1I08AT 808, Thix Tast patient wus also :
reportedly abese. Ooe patient developed Type | dinbetes meHitus (2000LWO0266). Several reports eontained only
stamt imformation which prechwded detailed anabvsis ol these cases,

While there were no reports of positive dechallenges and rechallenges, there is rasonable evidenee 16 suggest thal
Seroquel thurapy can cause hnpaired glucose reeutation ineluding dibetes mellitas in cortain individuals, ‘
Consideration should be given 1o adding diabetes melliis o the core date sheet bused upon postinirketing and
chimical trial sufety dawr,
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