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Study design

Retrospéctive- analysvs of SEROQUEL monotherapy in placabo-controlled and
Open~label extenston tnals

. e 427 patlents wIth schazophrenia recelved-a mean dally dose of 475 mg of SEROCQUEL
after one year of-open-label treatrent

=178 of the 427 patients. were treated With SEROQUEL for a minimum of 6-months
{rgan’ duratron = 186 months)

" ZeWeight was recoided 4t baseline. and end-poiit

o Body.welght was assessed by baseline body mass index (BMI) categorles established
by the Natibhal Heaﬂ tung, and Bloed Institute of the Nationat Institutes of Health

- —-*—BMl-d fiigs: 'elght refgtive to hejght -

R "'All concom tant an ;psychot(c médlcatmn was stopped priorto enfry mto clinical trials

tavorable welg:.'_t pmﬁle unaffecf»ed .
by hlgher doses of SEROQUEL in this study

o SERO UEL d]d not result in cllnlcauy slgnificant mean weight gain at any dose

»

No corfeiatmn batween hlgher doses ahd jong-term mean weight'changes

les, . 'ys '““s'ia waighit, gam‘ and: :ahidominal pain were reported at

For'} inciderice-with inergasing doses of. ‘SEROGQUEL.
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. Bﬁ*@mmbﬂe ‘weight profile over time

.o;OimxcaHy msigniﬂc’ nt welght changes over the long term (mean duration = 8.6 monthg) )
demonst ted. byBMl categories

<4

' ' W ht changes from baselme to end point* by baselme Bt category

N i S ) Mean daily Mean duration
. Basdling BME [}  Numbey of. dose. at oftreatrhent || Nean weight
i kgfm®y patients: end-point-(mg) (days). change {kg)
<185 | 6 I s 540 [ Tans
| 1eBt0<25 81 468 539 16|
LT “95to<d) 58 a6 || eo7 Ul oss |-
- 30to<B5 - 19 . 514 . 551 1:63
R N AL | 483 543 | 578
oM. I s 43 b 5es i oat

. *Final i

rded w;eigm:'

. 18.5 to <25 25 to <30 3010 <36 ) o
(n=6) n=81) (n=58) (h=19) (=14 (n=178) e

Baseline BMI (kg/m?)
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The I 5ng~term effect of

mon@therapy on weight in patients with

M BRIC.HER’ IW RAK,!

" AstraZeneca, 'Wilimington, DE, USA and

RIISULTS

CONCILUSION:

Rcceh«ed 2 M'zy 2000 wW:ed 3 November

chlzophren acl ,'oxuc and’ debﬂnanug ilhess that
affects 'approutnmcly 1% of the populauon world-
Wld(. Conventional .antipsychotic agents have been pre-
scribed:: Ekmﬂblvdy aver the last 40 years to treat
suh!zophrcnm xhowcvar they ave: associated with undesir-

W) xo~uonu utc 10, pool compliance

Compamcs

INTRODUCTION:  Quetiapine (Seroquel™) is an atypical antipsychotic
drug with demonstrated efficacy and tolervability. In particular, placebo-
level extmpyranudal symptoms (EPS) across the entire dase-range and
low propensity te cause sexual dysfunction suggest it may be associdted;
with grea;tm patient acceptability thatt alternative treatments, Howevery : .
other sidg-¢ffects, such as weight gain, may alsy have a slgmﬂcan,;xmpacr
ont treatment accepmbz[zry

METHOD:, We repart the long-term weight changes observed in a cohort,
of 427, patwnts with schizophrenia from contr ofled and: opep:libel
extension (OLE) trials, in which quetiapine (mean dose- 475 mg/ddy ftev
I year) was the only antipsychotic med;catmn durmg the: OLE p(’rwd

In. thCSL patients, there was. no overall: (’ffecr on wezght ru'ross e
the body masy index. (BME) spectrum. There were o dosé-related cffects

on weight, and only one patient withdrew from| treatment due to.an

adveru event of weight gain, Quetiapine appeared to have a welght-
neutral or ‘novinalizing’ effect, with a tendency towards favourablé shifts

in bodyweight in underweight patients (BMI<18.5 kg/m?) and, s(*velely .
obese paclems (BMLz 35 kyg/m?®). ) o . |

: nptoms-(extrapyramidal 9ymptoms) (EPS) - -
“Suc b As'akathmia, dyskinésta, bradykmcsxa and parkinson-

nternationgl Journal of Psychiatry i Clintcal Pracice 2000 Volume 4 Pages 287291 287 -

quetiapine (Seroquel™)

These results indicate that l(mg-tenn weight changes wzth

quetiapine monotherapy are minimal and potentially beneficigl, -and do not :
appear (¢ raise the'medical concerns associated with some other atypical ';
s qqents (Int] Psyu Clin-Pract 2000; 4¢ 287 291 - ;

1

with treatment.’? Such. adverse eﬂects of the older Lymcal
antipsychotics caused great distress to-‘patjents bt were:
tolerated ds heing inevitable in the mweatment ol psychotic
symptoms. Even so, studies have suggested that 40% of
patients stopped taking their medication within [-year and
75% within 2 years.?

Many of the newer, atypical antipsychotic agents have ;
ay improved: volerability profile, and are lessdtkely 1o cause 1.
deblhtatmg EPS than-are the earljer antipsychett agenss.? g
However, there ave marked .differences, bétwegen com- ¢ -
pownds: quegiapine, ‘fof. example, has - pafticilaly . !
favourable’ EPS profile,* with an incidence of "EPS no

different from placebo across the entire dose tange?
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Oueuapme also has a.low propensity to cause hyperpro-
: semml dysfnncnon ~These properties.
suggest ihat-quetiapine may-Be more acceptable to patients
+ than altemative treatments.” Other side-effects, including'a
tendency to induce weight gain, have been observed to
varying degrees with most.atypi¢al antipsychotics.” Weight
gatn may. also adversely, affecr patients’ quality of life and
compromise treatinent conpliance,

The.association: hetween antipsychotic medication, and’-
‘weight gain hias been: riecognized for-more than-40 yeaps,®
-Historically,” weight: gain Has. betr linked . to efficacy of
“antipsychotic wedicition, with increased weight being
clinked to, a positive : outcome. Fowever, more recent
sresearch‘swiggests this may not be the case.™"

' Weight gain‘is assqciated with increased morbidity and

mortality-in a wide. tange of conditions, {nchsding hyperten-
(siomy, coronary hearr.disease, cerebrovascular discase, type 2
fabetes - mellis, : varipus ‘cancers, “sleep | apnpea. and
respiratory problems: 54 1ris-also linked with morblduy
velated to-the disease’ bcmg, treated:, Studies have shown that
© weight gainvcauses relatively riore Histress than many of the
- other side-effects commanly associated with antipsychotic

. medication i fweight gain is considered unacceptable to

‘the ‘patient, then compliance may. be: compromised,
‘pmmrnl!y ancerbanng !,hc pbychom condition. ..~

'11‘1 context-of long-tern reimerits ¢ is clem‘ that ]bn&nﬂ_rm
 treatmentwigh sof

vid c)ldn"a;pm

chxz.ophren;a duung long fevin Lrea{mcm with quetmpme
/i  focusing parrrculatly on the potential effects
J;sc or:ulciatecl td Body Mass Index (BMI)

; - froin comroUcd and i
blled clnucﬂ (rials of quietiapitie-and: tre respective open-

“(OLE). Patients with: psychiotit symploms
hgnbihty to, einter conurolled; and-
uncommllcd stud es.oliquietiapihe au:ordmtT 1o the'inclu-
sion and exclusioncriteria of the particular study Following

: wizh quctmpmc«mbnbtherapy 1hwughout both the double-
hlind and. OLE periods of all stuches.

an e msouated thhj

wif.h'clo apmc olanzapme, risper- -
1espccuve.1y s ' However, Lhe true:

e .,umpsye,houcq (in p\lruuuhr c]ozapm(,. ‘

T (H2170); 0:26'K after 1426 weeks (r=165); 16

‘the clinica] mal,"pmems wue. aiicwcd to Lnter intgan opm— _

Weiglit was assessed at haseline in most patients and at
least once during follow-up, which varied acvoss trials;
ranging from 6 weeks to beyond 18 months. Consequently,
the numbers of patients do not indicate the length of
follow-up, and patients were not assessed following
withdrawal of therapy. Baseline Body Mass Index (BWI)

was avallable for most patients. For analysis, patients wete

grouped according to the National Institutes of Health
(NTH) National Hcm Lung, and Blood Institute's smnd'ﬂ"d
categories for BML

STATISTICAL ANALYSIS

Weights  were  summarized using 2 lasi-observadon-.,
carried-forward approach within specified  time iritervals,
Since the present exploratory analysis was desipned’ only -
to highlight apparent contributors 10 weight - change,
- rather than 1o provide a definitive analysis of pxcchctcns uf
weight change, no formal statistical analysis " was -

performed on these data,

RESULTS

Weight data were amalysed- [from 427 pagients wnh :

schtzophrenu:tmm contrulled and OLE studies 1

only quetiapine was allowed as antlpsychonc rncdmuon
throughout the. double-bliid and "open-label extension

phase. of edch. study. Patients received a mean daily

quetiaptine dose of 475 g after one year of open: abcl:
. \féativient. Patent’ ‘demographics are-presented in Table §

“Minimal overall welgbt chatige! wis. olisetvé

8 months of trentment with.quetiapine, The mean vnghc.

chinge; fror7 baseling “wag: 1,58 kg altef9° 13 fveeks
27-39 weeks (n=134); —1.53 kg after "40-52 weeks
(n=41); and 1.94 kg after 5378 weeks (n=146). (Note:
patients did not necessarily have weight récorded at all

timepoints.)

Table 1 , e

Patient demographics

R N
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{h=AT8) {nef} =01} {11=58) {rat) meta}
Bossline BMI (kgim®)
Flgurc l

‘\/{ean thaugr m \mghl mul assocmwd 05 C1, from baseling to zndpoml by
cling B)

€ ; : nths), aid - whase', . weight. wis
r«.cmded at bag Hne dnd enclpmm The miean dosage and
~duwration: of tehtiient die shown in Tablé 2 for -each
: b«wchnn BMI garegory. These data indicate that long term
1thent:with quetiaping -has. very litde. overall effect on
’ wcxght and- the ovmhp of the 95% Cls with the zero

'zmg,c. dine allows quetmpl uc' tw0; bc <haractc1 1zed as wexght—

taken, Patients weie imcluded in this analysis only if a
basdme wc[bht value had been c)[:tamed and 1f Lhele was at

tdd 95% ton[xdgincc k4 crvals (Cl) show

s:riozeffect ol quetiapinie ont weight at any dose,nor is

“hiere any conelauon between increasing dose and mean.
long-term wmght chariges, These results are cousistent with

those from = -short-term dose-ranging study reported
prcvtously

.5.36

can,my Eor those. p'me,nts who_
nehs® . redtmignt with: ‘quetiapitie -

pmem ‘as thie 1inal 1ecmded weight mcasumment lhat was |

Long-term effect of quetiaptne monotherapy on weight- 289
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4300 »300 to $5G0 *500
Maodal dolly dosa at ercipaint {mg)
Maon duration of 343 an7 327
treatment {Hoys)
No. of patlents 103 ! 84 174.
Figure 2

Mean change i weight, and assuciated 95% C1, from baseline 1o andpoint by
modal daily dose at endpolt in patients receiving quetiapine monatherapy
{endpoint is defined as final recorded weight medsurement)

Wewht changcs of 0. 58 kg md 1 94 kg were of
malc (=108} and fewale (n=70) patients, lebpecuvely

WITHDRAWAILS.DUE T0 WEIGHT GAIN

Only one patient withdrew (0.22%) as a result of an
adverse évent of weight gain,

DISCUSSION

Results of the present analysis show that, in clinical studies
where no other antipsychotic medications were permitted

during the OLE phase of treimment, quetiapine was™

agsociated with only minimbl, changds in:weight in, the
short term: (8 weeks), and ‘with an overall fieutial: e(fe,ct o
weight with long-term treaument. By compatifont, an’

“increase of approximately 12 kg has heen repollcd afrer

12 momhs treatment with olanzapme 12.5-175 m;y
day '

BML is widely accepted as being the most - clmmal y
appropriate measure of weight changc,, singe i clesmbts

relative weight for height, and our analysis of :the ,wezght,

change profile by baseline BM1 shows that tivthe lodg term. -

(18 months), weight changes in all but tha-severely obese
(BML > 35 kg/m?* Obesity Category 11} are small, with 95%
Cls overlapping the zero change line. Indeed, iir this
severely obese group, long-term quetiapine therapy wis
associated with a favourable weight-loss, In addition, there .
was a trend towards beneficial: weight gain in unc mvelght
patienis (BMI <18.5 kg/m®). Quetinpine appéars thergforé-
to be associated with. potentially beneficial shifts i body -.
wéight cowards normal. values “when individiaal BM1~
categories are considered,

AZISER 4802689
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290 . h«f‘Brm;her et al

T dbh' 2
- Weight changes jmm basclitie.do endpoint” by baseline, BMI categary
B inpatienis mated Jor at leasi 6 months with quetiapive monotherapy

wth ccm ,'n anupsychotlas (suc.b as
Qlanzapmc’) ll"ﬁ 'been as'soaatcd w:th the

~patien 1gm£1cm1ﬂy vmprovcd blyademu.
stats i the, 20% of patmuts ‘who had developed diabetes
‘while - nn-cto.,a mw-monochelapy " Fugthermore, these
' ) expérenced a 6.5.Kf tisgait iticrease in
weight duving 6 ‘months' of clozapine” miotietherapy.
" Addition of: quempmc to the treatment regimen resulted
it & mean;; wught !oss of 42 kg over the, subscquem

'tsc mt.chanwm(s) ivol{ied n thc mductlon of Wexghr
by ai : -viot: been fully-

K appe‘\r 10; he'
3 wcxghg,

weeks 4f treatment, parncuhrly in patients who have
'~prevmmly been L\ntrcqted Jhave important implications for
‘ih Iong Lm'm annpsychonc redications. In
'aplm, wduld _appear. to have n

. »lg,mﬁcant- a agé
'*trosmuivc analyqlm rLT)endonc.—trcared pancms lcached

lzmzap I
wexgh .ovet o' hmoe( pu"md (20 weeks) !

' ;plqct‘ss, with”

.

quetiaping is associated with only a minimal change in .

weight that does not appear to be dose-related; does. not:
increase  over tme, and does not appear o alfect
compliance. Indeed, in a recent swmdy of patients'
satisfaction with quetiapine, the combination of efficacy
and a favourable wlerability profile was veflected in high
levels of satisfaction and acceptance of long-term. treatment,
and a normalization of eating habifs in 73% of the stady
population.® Given the association of weight gain with
increased morbidity and mortality from hypertensidn and
matrovascular disease,'*** and lis derrimental impadct on
patents' well-being,*!* quettapine’s overall neurral or
‘normalizing’ effect on weight in the long term may have
wider implications for patients’ overall health, and
assotiated healtheare costs.

1§ conclusion, weight changes in patients weated: km;,
terin with quetiapine when used as monggherapy -are
nentrdl and potentially beneficial, and. do.nol apj a’ar Tt
raise-the niedical concems associated with- SotnE

atypical agents, Cottbined with. quetiapine’s. balae 4
combindtion of efficacy and rtolerability, the - preséat
analysis’ suggests that quetiapine has a favourable benefic
- visk profile as a first-choide antipsychotic in the long-term
treapment of schizophrenia,
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