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Bipolira syndrom

« Kroniska psykiatriska storningar som kiannetecknas av
extrema stamningsligesforskjutningar med en global
prevalens ];)EOI 2 % (Mcrikangas et al. Arch Gen Psychiatry. 2011).
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Bipolira syndrom

 Stamningslagesforskjutningarna kan innefatta forhojt,
expansivt, eller irritabelt humor tillsammans med andra
symtom som skiljer sig markbart fran individens vanliga
beteende.
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Bipolira syndrom

« Det ar vanligt att personer med bipolira syndrom ocksa kan
uppleva allvarliga depressiva episoder.
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Hjartkarlsjukdom vid bipolara syndrom

° 8, 5—12,7 ar kortare medellivsléingd (Crump et al. JAMA Psychiatry. 2013)

and (Laursen et al. PLoS One. 2013).

« Hjartkarlsjukdom ar ledande orsak till fortidig dod hos
individer med blpolara Syndrom (Osby et al. Arch Gen Psychiatry. 2001).
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Hjartkarlsjukdom
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Hjartkarlsjukdom

« Hjartkarlsjukdom ar en ledande orsak till dodsfall och
funktionshinder over hela varlden*.

*WHO. Noncommunicable diseases country profiles 2018.
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Hjartkarlsjukdom

« Antalet individer med hjartkirlsjukdom fordubblades mellan 1990 och 2019*.

*Roth et al. Global burden of cardiovascular diseases 202o0.
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Hjartkarlsjukdom

 Associerad okning av hjartkiarlssjukdoms-dodlighet*.

*Roth et al. Global burden of cardiovascular diseases 202o0.
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Riskfaktorer for hjartkarlsjukdom

« Modifierbara riskfaktorer « Ej modifierbara riskfaktorer

Hog alkoholkonsumtion

Dyslipidemi

Hypertoni

Diabetes mellitus och metabolt
syndrom

Fetma
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Riskfaktorer for hjartkarlsjukdom vid bipolira
syndrom

« Hogre prevalens av riskfaktorer for hjartkarlsjukdom hos
individer med bipolira syndrom baserat pa etablerade
gréinsvéirden (Crump et al. JAMA Psychiatry. 2013).
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Kardiometabola riskindikatorer

 Riskfaktorer for hjartkiarlsjukdom ir kontinuerliga.
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Kardiometabola riskindikatorer

« Cut-off virden som anviands idag ir inte optimala.
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Kardiometabola riskindikatorer

« Kardiometabola riskindikatorer ar biokemiska eller
biofysiska markorer.
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Kardiometabola riskindikatorer

« Sambandet mellan kardiometabola riskindikatorer och risk
for hjartkarlsjukdom ar proportionellt.
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Kunskapsluckor

Forandras kardiometabola riskindikatorer over tid hos
individer med bipoliara syndrom?
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Kunskapsluckor

Hur ser BMI-profiler och forandringar i BMI over tid pa
populationsniva vid bipoliara syndrom?
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Kunskapsluckor

Paverkas vikt och BMI om man ger tillaggsbehandling med
atypiska antipsykotiska vid stamningsstabiliserande
behandling i kliniska vardagen?
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Weight gain with add-on second-generation
antipsychotics in bipolar disorder: a
naturalistic study

Najar H, Joas E, Kardell M, Palsson E, Landén M. Weight gain with H. Najar1, E. Joas1,
add-on second-generation antipsychotics in bipolar disorder: a M. Karde"‘, E. Palsson1,

naturalistic study. M. Landén1’2
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Weight gain with add-on second-generation
antipsychotics in bipolar disorder: a naturalistic study

Syftet

Att undersoka hur vikt och BMI paverkas om man ger
tilligegshehandling med atypiska antipsykotiska vid
stimningsstabiliserande behandling.

GOTEBORGS UNIVERSITET | SAHLGRENSKA AKADEMIN



Weight gain with add-on second-generation
antipsychotics in bipolar disorder: a naturalistic study

« Kiilla: Nationella kvalitetsregistret for bipolir sjukdom (BipoliR).

 Inklusion: Maj 2004 - December 2013.

« Exklusionskriterier: <18 ar, saknar BMI, schizoaffektivt syndrom, cyklotymi,
och behandling med typiska antipsykotiska (forutom alimemazine) vid baseline.

Non-SGA-grupp (n=566): Stimningsstabiliserande
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Weight gain with add-on second-generation
antipsychotics in bipolar disorder: a naturalistic study

(575) group (566)

AWeight: 0.3 (6.2) 0.7 (4.8)
mean (SD)
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Weight gain with add-on second-generation
antipsychotics in bipolar disorder: a naturalistic study

(575) group (566)

ABMI: mean o0.1(2.1) 0.3 (1.6) 0.29
(kg/m?) (SD)
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Weight gain with add-on second-generation
antipsychotics in bipolar disorder: a naturalistic study

(575) group (566)

>7% weight 104 (18.1) 81 (14.3) 0.08
gain: N (%)
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Weight gain with add-on second-generation
antipsychotics in bipolar disorder: a naturalistic study

Faktorer som var associerade med kliniskt signifikant viktokning i bada
grupperna:

Kvinna

Lag alder

Lagt BMI vid baseline

Maniska/hypomana episoder under uppfoljningstiden
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Weight gain with add-on second-generation
antipsychotics in bipolar disorder: a naturalistic study

Studiespecifika slutsatser

 Ingen foriandring i vikt eller BMI i samband med tilliggshehandling med
atypiska antipsykotiska.

« Alder, kon, baseline BMI, och forekomst av maniska/hypomana episoder
var associerade med kliniskt signifikant viktokning.
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Arbete 11

European Archives of Psychiatry and Clinical Neuroscience
https://doi.org/10.1007/s00406-022-01520-7
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

Syftet

Att undersoka hur kardiometabola riskindikatorer forandras
over tid hos individer med bipolira syndrom.
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

Kiilla: St. Gorans Bipoliarprojekt (Stockholmskohorten).

Undersokningsgrupp: Individer >18 ar med bipolar typ I, II, ospecificerad
(UNS), eller cyklotymi.

Kontrollgrupp: Befolkningsbaserade kontroller >18 ar utan psykiatrisk

sjukdom.

Uppfoljningstid: Median uppfoljningstid pa sex ar (kontroller) och sju ar

(patienter).
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

CMRIs Patients Controls L test Linear regression (adjusted for age
and sex)
n=281 n=114

Mean difference (95%  P-value* Coefficient P-value*

CI) estimate
WHR, mean £ SD

BMI, mean * SD, kg/m?
SBP, mean + SD, mm Hg

DBP, mean = SD, mm Hg
TAG, mean + SD, mmol/L

TAG/HDL-C ratio, mean + SD

TChol/HDL-C ratio, mean + SD

Non-HDL-C, mean + SD, mmol/
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

n=281 n=114

Mean difference (95%  P-value* Coefficient

Linear regression (adjusted for age

CI) estimate

WHR, mean = SD
BMI, mean * SD, kg/m?
TAG, mean = SD, mmol/L

TAG/HDL-C ratio, mean %

SD
TChol/HDL-C ratio, mean +

SD
Non-HDL-C, mean = SD,

mol/L
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

n=281 n=114

Mean difference (95%  P-value* Coefficient
SBP, mean =+ SD, mm Hg
DBP, mean £ SD, mm Hyg¢

Linear regression (adjusted for age
and sex)

CI) estimate
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

A. Waist-to-hip ratio
Interaction effect p < 0.001

0.95
® Patienter = 155
0.90 O Kontroller = 74
£
S
0.85
0.80 . |

Baseline Follow-up
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

C. Systolic blood pressure
Interaction effect p = 0.002

130 - ® Patienter = 155

% O Kontroller = 74

110 I I
Baseline Follow-up

SBP (mm Hg)
2 R R
(3] o (3]
1 1 1
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

D. Diastolic blood pressure
Interaction effect p < 0.001

85 -
_ ® Patienter = 155
£ 80- o Kontroller = 74
£

E

o

6 75-

(m)

Baseline Follow-up
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

Studiespecifika slutsatser

Bukfetma och blodtryck har okat hos individer med bipolira
syndrom under uppfoljningstiden jamfort med kontrollerna.
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Arbete 111

Najar et al. Diabetology & Metabolic Syndrome (2023) 15:69 Diabeto|ogy & Metabolic
https://doi.org/1 0.1186/5s13098-023-01044-7

Syndrome
RESEARCH Open Access
Cardiometabolicrisk indicators in individuals ==

with bipolar disorders: a replication study

Hemen Najar"”, Alina Karanti', Erik Plsson' and Mikael Landén '
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Cardiometabolic risk indicators in individuals with
bipolar disorders: a replication study

Syftet

Att replikera fynden av arbete 1I i en oberoende kohort.
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Cardiometabolic risk indicators in individuals with
bipolar disorders: a replication study

« Kiilla: St. Gorans Bipolarprojekt (Goteborgskohorten).

« Undersokningsgrupp: Individer >18 ar med bipolar typ I, 11,
ospecificerad (UNYS), eller cyklotymi.

« Kontrollgrupp: Befolkningsbaserade kontroller >18 ar utan psykiatrisk

sjukdom.

- Uppfoljningstid: Median uppfoljningstid pa sju ar (kontroller) och atta

ar (patienter).
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Cardiometabolic risk indicators in individuals with
bipolar disorders: a replication study

CMRIs DT il [ lesl Linear regression (adjusted for age
and sex)
N=407 n=56

Mean difference (95%  P-value* Coefficient P-value*

CI) estimate

BMI, mean + SD, kg/m? 26.9 +5.9 24.9 3.6 2.1(0.9 - 3.2)

oD o)
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Cardiometabolic risk indicators in individuals with
bipolar disorders: a replication study

@® Patienter = 63 ® Patienter = 155
OKontroller = 42 A. Waist-to-hip ratio |0 Kontroller = 74 A. Waist-to-hip ratio
0.95 - Interaction effect p = 0.01 0.95— Interaction effect p < 0.001
0.90 - 0.90 -
14 14
T T
= =
0.85— 0.85
0.80 : . 0.80 : :

Baseline Follow-up Baseline Follow-up
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Cardiometabolic risk indicators in individuals with
bipolar disorders: a replication study

@® Patienter = 63 ® Patienter = 155
OKontroller = 42 | C. Systolic blood pressure|O Kontroller =74 | C. Systolic blood pressure
135 - Interaction effect p = 0.02 135 - Interaction effect p = 0.002
130 130
° =)
T I
£ 125 £ 125
E E
o 120 o 120
01} [11]
7] 7]
115 115
110 T T 110 T T
Baseline Follow-up Baseline Follow-up
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Cardiometabolic risk indicators in individuals with
bipolar disorders: a replication study

@® Patienter = 63 ® Patienter = 155
OKontroller = 42 |D. Diastolic blood pressure|O Kontroller =74 | D. Diastolic blood pressure
85— Interaction effect p = 0.048 85— Interaction effect p < 0.001
£ 80- £ 80-
£ £
E E
o o
M 75+ M 75+
a o)
70 T T 70 | I
Baseline Follow-up Baseline Follow-up
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Cardiometabolic risk indicators in individuals with
bipolar disorders: a replication study

Studiespecifika slutsatser

Bukfetma och blodtryck har okat hos individer med bipolira
syndrom under uppfoljningstiden jamfort med kontrollerna.
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Arbete IV

ARTICLE

Recent Secular Trends of Body Mass Index in Individuals
With Bipolar Disorders and in the General Population

Hemen Najar, M.D., Erik Joas, Ph.D., Viktor Jonsson, Ph.D., Erik Palsson, Ph.D., Mikael Landén, M.D.
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Recent secular trends of body mass index in bipolar

disorder and the general population

Syftet

Att undersoka BMI-profiler och forandringar i BMI over tid pa
populationsniva vid bipoliara syndrom.
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Recent secular trends of body mass index in bipolar

disorder and the general population

Inklusion: 2008-2019.

Studiedesign: Upprepad tvarsnittsstudie.

Undersokningsgrupp: Individer med bipolira syndrom fran BipolidR (n=22 127).
Kontrollgrupp: Stratifierat slumpmassigt urval av normalbefolkningen fran ULF (n=71 894).
Exklusionskriterier:

« Alder (<18 4r)

 Lingd (<101 or >249 cm)

 Vikt (<30 or >200 kg)

« BMI (<10 or >80 kg/m?)

 Schizoaffektivt syndrom
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Recent secular trends of body mass index in bipolar

disorder and the general population

------ 15th percentile

= == = 50th percentile

. . : Bi .
Bipolar disorders, men S arE s ipolar disorders, women

General population, men General population, women
35 35

30
=
o
25
20
20 40 60 80 20 40 60 80
Age (years) Age (years)
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Recent secular trends of body mass index in bipolar

disorder and the general population

------ 15th percentile
Bipolar disorders, men = == = 50th percentile Bipolar disorders, women
General population, men == 85th percentile General population, women
35 » /
—————————————
30 30
=
L mm— | ——E
25 25
20 20
2008 2010 2012 2014 2016 2018 2008 2010 2012 2014 2016 2018
Year Year
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Recent secular trends of body mass index in bipolar

disorder and the general population

Bipolar disorders, men General population, men
18-29y 30-44y 45-64y B65+y 18—29y 30-44y 45-64y 65+y
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Recent secular trends of body mass index in bipolar

disorder and the general population

Studiespecifika slutsatser

Vuxna med bipolira syndrom har hogre BMI och prevalens av
overvikt, samt hogre arlig 0kning av BMI.

Kvinnor med bipolira syndrom och individer med hogre BMI
hade den hogsta arliga 0kningen av BMI.
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Overgripande slutsatser

« Samre kardiometabol profil och prognos for utveckling av

hjart-karlsjukdomar.
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Overgripande slutsatser

« Sma men kliniskt signifikanta skillnader i individuella
riskindikatorer kan inte fangas upp om man tillimpar

kliniska cut-offs vid bedomning.
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Overgripande slutsatser

 Vissa grupper har hogre risk: yngre personer, kvinnor.
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Recent secular trends of body mass index in bipolar

disorder and the general population

Bipolar disorders, men General population, men Bipolar disorders, women General population, women

35 35-

30

BMI

25

20

Age (years) Age (years)
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Recent secular trends of body mass index in bipolar

dlsorder and the general population

I Bipolar disorders, men Bipolar disorders, women General population, women
35- 35- //’/’
30- 30- I
= |l ssree——— || |||l e
R o e e O R e =
25- A e B I N S I I F— S S— S ——
20- 20-
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Tack!

« Alla deltagare i studierna

« Huvudhandledare: Erik Palsson
 Bihandledare: Mikael Landén

« Bihandledare: Sarah Bergen

« Alla kollegor som har arbetat inom S:t Goranprojektet i Stockholm och
Goteborg, och kollegor som har arbetat med Nationella kvalitetsregistret
for bipolar sjukdom (BipoldR).

 Sahlgrenska Universitetssjukhuset, Goteborg
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

B. Body mass index
Interaction effect p > 0.30

58 ® Patienter = 155
O Kontroller = 74

BMI (kg/m?)
N
T

22 T T
Baseline Follow-up
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

E. Triacylglycerol
Interaction effect p > 0.30

2.0
- @ Patienter = 155
% [ I 0o Kontroller = 74
€
g 1.0 4@
9 o
= 0.5

0.0 T 1

Baseline Follow-up
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

F. Triacylglycerol/High-density lipoprotein cholesterol
Interaction effect p > 0.30

2.0
9 45 ® Patienter = 155
:_,'E O Kontroller = 74
2 1.0-

<

)

< 0.5

0.0 | |

Baseline Follow-up
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

G. Total/High-density lipoprotein cholesterol

45— Interaction effect p > 0.30

® Patienter = 155

4.0-
? i O Kontroller = 74

| 1
Baseline Follow-up
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Time effect on cardiometabolic risk indicators in patients with
bipolar disorder. a longitudinal case-control study

H. Non-high-density lipoprotein cholesterol

45— Interaction effect p > 0.30

® Patienter = 155

lﬁ O Kontroller = 74

| 1
Baseline Follow-up

»
)
I

Non-HDL-C (mmol/L)
w w
o (3,
1 1

B
3]
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Recent secular trends of body mass index in bipolar

disorder and the general population

BMI

Age (yeara)

20 40 80
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Recent secular trends of body mass index in bipolar

disorder and the general population

BMI

e e e e e e e e

20be 2000 2010 2011 2012 20 2014 2015 2018 2017 2d1e 2010
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Recent secular trends of body mass index in bipolar

disorder and the general population

Bipolar disorders, men General population, men

. / N
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Framtida studier

« Kan riskprediktionsalgoritmer som Framingham riskskala,
QRISKs3, eller SCORE forutspa risken for hjartkirlsjukdom
hos individer med bipolira syndrom?

« Hur paverkar genetisk variation riskfaktorer for
hjartkirlsjukdom vid bipoliara syndrom?
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