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Ihe Impact o SecondiGeneration
Antipsychotics on Metabolism

Sy Acute complications: diabetic
ketoacidosis

& Intermediate-termicomplications: weight
gain; glucese intelerance, insulin
resistance (pre-diabetes); dyslipidemia

&) Long-termicomplications; diabetes

mellitus; hypertension; cardiovascular
disease

.
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‘~ Educational Objectives

<.
§) Briefly/considercurrent researchidata
reganding|the relationship between
antipsychoticdrugs.and metabolism

S Review/the Consensus Development
Conference Paper on AntipsychoticDrugs,
Obesity, and Diabetes

& Outline ClinicallPractice Guidelines at
MWMHIlandihow: theywilllbe integrated into

~ the clezapine/elanzapine DUE process

~ Amoeunt ofWeilght Gain fer SGAS
~ Reportedin US Package Inserts

Risperidone
Quetiapine
Olanzapine
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<~ Consensus Development
4 Conference on Antipsychotic
~ Drugs; Obesity, and Diabetes

An expert panel was convened fliom
November 19-21, 2003}, withiits
<~ purpose being togainia better
~ understanding of the relationship
< petween the use of SGAs, weight
~ gain, and associated metabolic
abnormalities
N

Consensus pesitions were
developed for'the felloewing
questions:

« 5 What is the current use of SGAS?

& What is the prevalence ofiobesity.and
metaboliciabnormalitiesiin pepulations in
whichiSGAs are used?

S What is the relationship between the use
0fiSGAs andithe incidenceiof abesity and/er

<~ diabetes?

D |
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<~ 1, What is the current use of
~ antipsychotic drugs?
de

Sy First-generation antipsychotics are still
« widelyavailable, and are effective at
~ treating positive symptoms of psychosis
§) FGAs are less effective at treating negative
symptems, cognitive impairment, and
~ affective symptoms
< &) Due toitheir better tolerability andlefficacy,
~ SGAs have becomefirst-line agents inithe
« treatment of psychotic illness

‘ Whowas represented on the
~ conference panel?

~ & American Diabetes Association
S American Psychiatric Asseciation
> & AmericanAssociation of Clinical
Endocrinolegists
« & North American/Association for the

Study of Obesity

(Presentations were alsemade by representatives of the
~ UIS!| FDA, Astrazeneca, Bristol-Myers Squibb; Janssen, Eli
« Lilly, and Pfizer)

‘~ Questions (continued);

~ S Givenithese risks; how'should patients be
moniteredifor development ef weightgain;

~ dyslipidemia, and diabetes, and how:should
they be treated ifidiabetes develops?

~ 5 What research isneeded tobetter

~ understand the relationshipbetween SGAS
andiweight gain, dyslipidemia, and

« !
~ diabetes?
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2. What Is the prevalence of obesity
o and/ DM Inthe pepulations inwhich
<) SGAs are used?

~ &) Datafrom most studies;suggest that'the
prevalence ofiboth diabetes and obesity,

~ among individualsiwith sehizophrenia.and
affective disordersiisiapproximately 1.5to
2.0 times higherthaniin the general

to determine whetherthis relationshipis
more directorindirect

~ pepulation
< S Methoedolagic limitatiens make it difficult
«



3\ What s therelationship between the
use of SGAs and the incidence of
~ metabolic abnormalities, ?

~ Basedion current data; three types, of

~ metabolic abnormalities have caused
clinicallconcern;

~ S\Weight Gain

‘ S Diabetes

~ §Dyslipidemia

L

‘~ Weight Gain

<.

~ S Treatmentwith/SGAS canicause a rapid
increase inbody weightinithe first few:

~ monthsioef treatment whichimay not reach
a plateau even after oneyear of treatment

‘ S At 10weeks of therapy, estimated average

~ weight gainwith drug treatment compared
< with placebo varies from 0.5 kg t0/5.0 kg

|

D |

.l

Diabetes (continued)
N

~ &) Data consistently show aniincreased risk
for diabetes|inipatients treated with
clozapine or olanzapine
S The risk for patients taking risperidene and
guetiapine is lessiclear; seme studies
show/an increased risk for diabetes; while
othersidonot

<~ SGAs and metabolic
abnormalities
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Diabetes Mellitus

SNumerous case reportshave doecumented
the enset or exacerbation of DM follewing
initiation of therapy with SGAs

5 Onset may occur asrapidly as withinafew,
weeks of initiating drug treatment

& In'some, but not all cases, hyperglycemia
promptly resolved afterthe SCAwas
discontinued

Dialbetes (continued)

4:
-
~ &) Aripiprazole andiziprasidene have

relatively limited epidemiclogical data,
‘ but available clinical trial experience with

~ these drugs has not shownaniincreased
risk for diabetes
& Insuliniresistance appears it be integrally.
related toidevelopment of hyperglycemia,
but precise mechanismiremains;unclear
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Dyslipidemia

Parameters of primary Concern:
S Elevation of tetal cholesterol
S lncrease in DL cholesterol

S Elevation ofitriglycerides
siDecrease inHDL cholesterol

Baseline monitoring

&) Personal or family history of obesity,
diabetes, dyslipidemia; hypertension; or
cardiovascular disease

§ Weight'and height

& Waist circumference (at umbilicus)
&) Blood pressure

S Fasting plasma glucose

S Easting lipidiprofile

Follow:-up monitoring

& The patient’s weight'should be reassessed
at 4, 8,and|12 weeks after initiating or
changing|SCA therapy, andiguanterly
thereafter

& lfia patient gains >5%of his or herinitial
weight atany time during therapy, one

<~ 4. Giventheabove risks, how should
‘ patients be monitoredand treated?
de

<~ Ihe consensus panel recommends:

S Baseline moenitoring before; or as
« soon as clinically feasible after
<~ initiating| SGA treatiment
‘ S Follew-up monitering at4, 8, and 12
| weeks after initiating|or changing SGA
therapy, and guarterly thereafter

<~ Other considerations when
~ Initiating SGA pharmacetherapy.
4,

S I ebesity; hyperglycemia; dyslipidemia, or
« hypertensionjane diagnesed, appropriate
treatment should beiinitiated
S Nutritieniand physicallactivity'.counseling

< & Inipatients at risk for development of

~ above conditionsi(e.g., poor diet,
< sedentany lifestyle; other medications); it
<~
x

|

may be preferable toinitiate treatment
with arelativelymore weight -neutral SGA

<~ Moeniternng|pretecol for patients
~ on SGAs (consensus guidelines)
«
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TN I SUMMARY, the panel
~ recommends the fellewing:

~ & Considerationiof metabolic risks when
starting SGAs

& Patient, family, andicaregiver education
&) Baselinescreening

| S Regular monitoring

< 8§ Referralltoispecialized senvices,

~ When apprepriate
|

«
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~ S Baseline characteristicsand possible
~ prediction of serious complications
§Risks of SGA therapy/in different
ethnic groups

<~ S Relationship between psychiatric
diagnesis and SGA side efifects

Additional research (continued)

Clinical Guidelines at
Mendota Mental Health
Institute

How dowe assess and treat
patients with SGA-associated
metabolic disturbances

at MMHI?

<~ 5. What additionaliresearch is
‘ needed inthis area 2
«

~ S Better measures ofibody composition
S Contribution of neurcendocrine
| fnction
& Better studies of insulinisensitivity,

beta cell function, andilipid
metabolism

4: Additienal research (continued)

‘ SAlterations inienergy intake and
~ expenditure

SICNS\Vs, peripheral actions of SGAS

S Studies of genetic markers and
~ poessiblerelationshipsito)SGA-
associated metabolic disturbances

~ (e.g. serotonin; histamine receptors)

X

|

~ MMHI Clinical Practice
~ Guideline: Metabolic Effects of
§ Antipsychotic Medication

|

MMHI standard of care with regard
~ to SGAsiand metabolicside
‘ effects s defined withiregandito
L

five basic areas




‘ 1. Consideration efimetabolic
‘ riskfactorswhen initiating SGA

\
!
\
N

L

3
N\

A A A LA A

A A A A A

A

S 0besity (BMI>30)

S Glucose intelerance
S Diabetes Mellitus

S Dyslipidemia

2. Informed consent

S Careful documentation
QTolinclude patient, family, and
caregivereducation

4, Follow-up menitering

QWeight (menthly)

QVital signs (monthly)

SFasting bloed glucese! (onemonth,
6imaonths; 12 moenths)

S Fasting/lipid profile (ene month,
6imonths; 12 months)
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1. Metabolic risk factors

(continued)

S Hypertension

S Tebaccouse

S Corenany artery disease

S Family history of coronary.
artery disease

3\ Baseline screening

QWeight

QVital signs

S Fastingblood glucese
SUFasting lipidiprofile

5, Careful choice of SGA

SQlnipatients at higher riskforweight

gain, diabetes, or dyslipidemia (e.g.
poor diet, limitediexercise, or other
medications), it maybe preferable to
initiate treatment withian SGA which
appears to have alewer propensity.for
elf ht gain or metabolic side effects




<~ 5, Careful choeice ofi SGA
(continued)

\
4~ Qi apatientgains > 5% of his or her
initiallweight at any/ time during
therapy, the attending physician
~ should consider switching the SGA
<~ to amore weight-neutral SGA
N

A

How do we monitor our
practice at MMRI?

A LA LA

Data are gathered andifeedback
IS provided to physicians using
the Drug Utilization Evaluation
(DUE) process

A
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‘~ Standard VMHI DUE Protocol

<.
&) Pharmacy staffgenerates sample of
patients (typically, n=20) using
~ computerized database
§ Using DUE instrument, charts are examined
to determinewhetherbasedion agreed:
‘ upon criteria, the attending physicianhas
deviated from recommended practice

~ & Ificriteria are met, peer review/is
undertaken by a P & T committee physician

5, Careful choice of SGA
(continued)

Qliia patient develops hyperglycemia or
dyslipidemiawhile receiving
antipsychotic therapy, oneshould
consider switehing te an SGA which
has a/lewer propensity for inducing
weight gain; diabetes, or dyslipidemia

<~ VMBI Clozapine/Olanzapine

~ Drug Utilization Evaluation
<

‘ 12001, MMHEI'Pharmacy and Therapeutics
Committee data indicated that institute-
wide, the most prevalent Adverse Drug
Reaction wasweight gain.andimetabolic
abnermalities inipatients receiving

~ treatmentwith clozapinge or elanzapine

& Based onithis determination, a DUE was
~ initiated to/gather additional data in this

« anea
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DUE protocoel (continued)
<

<~ QIfP'&T physicianiconcurs, a letteris sent to
‘ the attending physician encouraging

him/her toicompare their practice to the
~ standard of care adepted for MMHI

« & Results are summarized and reported in
Pharmacy and Therapeutics Committee

|
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Clozapine/Olanzapine
Database Information Sheet

&) ldentifying/data

S Height

&) Date of clozapine or olanzapine initiation
S Recommended progress note

S RISk factors

& Serumitesting|results

& Weight (monthly)

& Vital'signs (monthly)

SUMMARY (continued)

A Drug|Utilization Evaluation hasibeen

undertaken by the MMHIPharmacy,
and Therapeutics Committee to gather
data regarding metabolic side effects
of'second generation antipsychotic
medications

CONCLUSION

S lofacilitatelassessment.and
management ofweightgainiand
metabolic side effects associated
withISGA pharmacotherapy, MMHI
ClinicallPractice Guidelines have
been integratedinte the Drug
Utilization Evaluation/process
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INISUMMARY:

S Researchdata indicates a clear
relationshipbetween treatment with
second generation antipsychotic
medications and metabolic side
effects such asweight gain, diabetes,
and lipid abnormalities

S Evidence of suchia relationship has
also beenfound in patients at MMHI

SUMMARY (continued)

S Elements ofithe ADA/APA Consensus

Guidelines have been adoptedasa
desirable standard oficare for patients
at Mendota Mental Health Institute




