Forbrug af antidepressiv medicin
som indikator for mentalt helbred?
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Erfaringer fra epidemiologisk arbejde
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e Selvrapporterede mal for depression upraecise

e Depression pavirker angivelse af stressorer
(‘common method bias’)

e Lange tidsafstande mellem malinger med
usikker forlgb, drop-outs

* Hojere statistik styrke i registrene (hele
befolkningen)
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Legemi egister (LMD

Administreret af leegemiddelstyrelsen

Alle legelig ordinerede og i apotekerne
afleverede/afhentede lzegemidler

Siden 1995, 100% dzekning, undtagen medicin
k@bt over internettet

Kan over Danmark Statistik kobles til andre
oersonregister eller surveys

Oplysninger om dato, praeparat, dosis
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Fordeling i 2008, hele landet, primaer sektor:

e 58,6% SSRI praeparater
e 10,7% tricycliske praeparater (TCA)
 30,6% andre, fx nyere praeparater

Prgv selv: http://www.medstat.dk/




Rekommanderede indikationer for AD
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Mentalt

e Depression (moderat til svaer samt let ved
tilbagevendende episoder)

 Dystymi
 Angstlidelser samt PTSD

Bulimi
Somatisk

e Kroniske neuropatiske smerter (TCA, venlafaxin,
duloxetin)
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* Danske resultater mangler (Indikation i
LMDB?)

 En nyere hollandsk undersggelse bland
praktiserende lzeger

12 maneder standardiseret registrering af
indikation og laegemidler i 2001

e 96 klinikker, 13.835 patienter med mindst en
gang ordinerede AD




Gardarsdottir et al, 2007: Indications for AD
prescribing in general practice in the Netherlands

Indication % AD-user
Depression/feeling depressed 455
Anxiety/feeling anxious /OCD / phobia 18,6
Eating disorder 0,3
Enuresis/incontinence (TCA) 1,2
Sleeping disorders o2
Neuropathic pain, headache, migraine 2,9
None of above or missing 35,8

Authors concluded:
Antidepressants as proxy for identifying persons with depression
should be used with caution




Demyttenaere et al., 2008: Clinical factors
influencing the prescription of antidepressants
and benzodiazepines: ESEMeD-study

e Europaisk tvaersnitsstudie i Belgien, Tyskland,
Frankrig, Spanien, Italien og Holland med
22.000 deltager

* 30% med selv rapporteret depression og 30%
med dystymi har brugt AD i selve ar

 Hpjeste sammenhang med at sgge hjaelp for
emotionelle problemer, hgjere end for
depression!
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Suboptimal relation between formal DSM diagnosis
and prescription or use of psychotropic medication.

ADs were used by a minority of respondents with MD,
confirming the finding that many patients are not
treated with psychotropic medication.

A number of respondents used ADs without ever
having fulfilled criteria for a DSM-diagnosis of MDE.

Seeking help for emotional problems appeared to be a
more important predictor than a formal diagnosis of
MDE
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Misclassification and the use of register-
based indicators for depression
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Befolknings survey i 2000 med 7500 deltager
koblet til psykiatri- og leegemiddelregistret

 30% med major depression (malt med MDI)
havde registreringer for AD i samme ar

 25% med registrering for AD havde MD
* 60% med registrering for AD havde mindst et
depressionssymptom (ikke publiceret!)




Gardarsdottir et al, 2009: Algorithm to indentify
AD users with a diagnosis of depression from
prescription data

* Inddrager flere faktorer som er associeret med
depression, fx dosis, AD type, antal AD per ar,
anden slags behandling..

e 79% af personer med depression identificeres
med metoden

e Men, kun dem med AD behandling kan
belyses og heller ikke sveerhedsgraden
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Figure 4.10 Sales of antidepressants (ATC-group NO6A), DDD/1 000 inhabitants/day
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1-ars praevalens af ordinerede og

udleverede AD i de Nordiske lande

Table 4.28 One-year prevalence (per 1000 inhabitants) of antidepressants (ATC-
group NO6A) by sex and age, 2008

Denmark Finland Iceland Norway Sweden
Men Women Men Women Men Women Men Women Men Women
0-14 years 1.6 1.8 1.5 1.4 23.0 15.7 0.7 0.5 1.9 2.3
15-24 years 241 55.8 30.1 59.3 60.8 90.1 17.0 32.0 25.2 499
25-44 years 542 94.8 67.3 104.8 83.1 158.1 45.0 74.7 5.7 104.2
45-64 years 73,5 125.1 80.3 131.6 1224 2429 62.2 120.5 740 1424
65-74 years 88.9 145.4 68.6 110.8 160.9 293.2 04.2 132.6 77.0 139.6
75+ years 148.4 230.5 99.1 154.3 192.8 278.0 87.8 150.2 133.9 220.8




Model

Hvem gar IKKE
til legen?
behandling?

MRS — T Antidepressants
symptomer? - = ‘
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Hvem tager
piller?

Hvem far,
hvilken

N
X

Somatiske
symptomer?




Eksempler pa AD i epidemiologiske studier

Madsen et al, 2011:

Work-related Violence and Incident Use of
Psychotropics

Kouvonen et al, 2008:

Low workplace Social Capital as a Predictor of
Depression

Thielen et al, 2011:
Job stress and the use of ADs




AD som indikator for mentalt helbred giver
mindst to problemer i epidemiologiske studier!

1. Ved baseline: hvordan starter vi med en
sygdomsfri kohorte? Hvem har haft mentale
ikke medicinsk behandlede symptomer?

2. Der kan vaere sammenhang mellem
eksponering og graden af malefejlet |
udfaldet ('differentielt misklassifikation’)




Baseline Follow-up
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Comparison of cases of ‘major depression’
measured with the MDI in 2000 and depression
indicators. Sensitivity (Se) and specificity (Sp)

Male Female
5 DDD > 0 e S5 Se S
Antidepressants. 20007 30.1 97.1 33.7 945

Antidepressants, 1998-2002? 44.1 93.4 54.8 89.0




Ifplge statistikerne Rothman and Greenland:

P =P_xSe+P xFp
P.o=P.XFn+P_ _xSp

- med hjeelp af lidt algebra kan man
lgse ligningen til (star i bogen!)

P. =(P.«-FpxN)/(Se+Sp—1)
I:)ncz N_Pc

P= prevalence

Cc=case; nc=non case

Se=Sensitivity; Sp=Specificit
Fp=False positive; Fn=False negative



Excel regneark for at justere for
differentiel misklassifikation

Example:
Differential misclassification in the outcome
exposure + (high quantitative dema crude Udfald
Sensitivity 0,256 + -
Specificity 0,946 Exposure + 71/1086| 1157
exposure - P - 128|3436| 3564
Sensitivity 0,208 199 4522 4721
Specificity 0,967
survey| adjusted adjusted
Prevalence| 4,215 2,151 Udfald
+ -

Odds ratio | 1,755 2,234 Exposure + | 42 |1115] 1157

P - [ 59 [3505] 3564
Risk ratio | 1,709 2,189 102 4619 4721
Risk diff. | 0,025 0,020
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Eksempel:

Table: Odds ratio (OR) for the indicators of depression by gender, adjusted
for differential misclassification in the outcome.

AD prevalence AD prevalence
2000 1998-2002

Crude OR Adjusted OR Crude OR Adjusted OR

GENDER

1.78 1.03 1.70 1.10
(female)




'Sensitivitetsanalyse’ for beregning af den
justerede praevalens

Praevalenst®st= 3,5%

Specificitet
sensitivitet 1 0,99 0,98 0,97 |0,96

1 3,5 2,5 1,5 0,5 -
0,99 3,6 2,6 1,5 0,5 -
0,98 3,6 2,6 1,6 0,5 -
0,95 3,5 2,7 1,6 0,5 -
0,90 3,9 2,8 1,7 0,6 -
0,80 4,3 3,2 1,9 0,6 -
0,70 5 3,6 2,2 0,7 -

Preevalenst®st = Praevalens x Sensitivitet + (1-Praevalens) x (1-Specificitet)
Praevalens = Praevalenstest + Specificitet-1 / Sensitivitet + Specificitet — 1

(fra dos Santos Silva I: Cancer Epidemiology: Principles and Methods)

MDI: sensitivity 0.78, specificity 0.78 (Forsell Y, 2005)



Hvordan maler vi praevalensen med upraecise
tests/indikatorer?

Hvordan maler vi praevalensen, nar vi ikke kender
praecisionen?
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The standard estimate of prevalence is the proportion of positive results obtained from the application of a diagnostic test to a
random sample of individuals drawn from the population of interest. When the diagnostic test is imperfect, this estimate is biased.
We give simple formulae, previously described by Greenland (1996) for correcting the bias and for calculating confidence intervals
for the prevalence when the sensitivity and specificity of the test are known. We suggest a Bayesian method for constructing credible
intervals for the prevalence when sensitivity and specificity are unknown. We provide R code to implement the method.




Forbrug af antidepressiv medicin som
indikator for mentalt helbred?

e Ja, MEN med en del forbehold, isaer nar vi
sammenligner grupper

e | studier skal man holde sig til at diskutere
ordination/behandling med AD — for ikke at
glemme den komplekse sammenhang!

* Vi mangler valideringsundersggelser

e Vi har behov for et svar pa hvorfor forbruget
af AD er sa hgjt!
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