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Senfglger der rammer patienter pa tvaers af
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Seerligt fokus:
= Betydning af prae-diagnostisk helbred for senfglger
= |nterventioner til forebyggelse, tidlig opsporing
= Opfglgningsforlgb
= Big data
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Senfglger

* Definition
* Sent opstaede fglger eller vedvarende

Brystkraeft

Behandling

Bivirkninger/Fglger

Salz 2015 Eur J Cancer Care, Kjeer 2017 Sundhedsstyrelsen
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Psykologiske senfglger - praevalens

* | Ipbet af 4 uger har 42% haft en psykisk sygdom
* Angsttilstande 17%
* Tilpasningsreaktion 14%

* Depression 9%

Mehnert 2014 JCO

Depression

* Kerne symptomer: forsaeenket stemningsleje, nedsat lyst/interesse og
nedsat energi

* Risk faktorer:

* Familizer disposition, tidlig stress og livsbegivenheder, civil og sociogkonomisk
status

* Personlighed, coping ressourcer
* Kvinde, gstrogen fluktuationer - menopause

Sundhedsstyrelsen 2007, Gordon 2015 Am J Psychiatry




Konsekvenser af depression

* Depression kan fgre til
* Kognitive vanskeligheder
* Pget risiko for demens
* Usund livsstil
* Risiko for non-compliance med medicin
* (Pget risiko for mortalitet
* 10-14 ar kortere forventet levetid

* Tilbagefald

* 60% risiko for ny depressiv episode

Sundhedsstyrelsen 2007, Sin 2016 Ann Behav Med, Grenard 2011 J Gen Intern Med, Laursen 2016 J Affect Disord, Cuijpers 2014 Am J Psychiatry

Angst

* Kerne symptomer: udtalt bekymring, angst, nervgsitet og

anspandthed

* Fobi for noget specifikt
* Panik angst

* Generaliseret angst — frit flydende

* Tilpasningsreaktion

Stark 2000 BJC
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Hvad betyder depression i et kraeftforlgb?

Kreeft & Depression

* 16 % sveer depression i meta-
analyse af 70 studier (10.000
patienter) wichen 201

* Kun 25 % af patienter med
depression far behandling
(n=21000) Walker 2014

1130 not receiving
any treatment

370 taking antidepressant
(73%) drugs (24%)

&)

Figure 3: Treatments received by outpatients with cancer and major depression

Proportions based on 1538 patients diagnosed with major depression at clinical interview and with complete
treatment data. Antidep drugs were amitriptyline, citalopram, clomipramine, dosulepin, doxepin,
duloxetine, escitalopram, fluoxetine, flupentixol, fl ine, imipramine, lofepramine, mirtazapine,
nortriptyline, paroxetine, phenelzine, reboxetine, sertraline, trazodone, trimipramine, venlafaxine

74 seeing amental health
professional (5%)

Walker 2014, Lancet

Mitchell 2011 Lancet Oncology, Walker 2014 Lancet Psychiatry
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Depression & forbrug af sundhedsydelser

* 76% flere besgg (n=5000)

Mausbach 2017

Mausbach 2017 & 2018 Psychooncology, Mausbach 2018 Health Psychol

Depression & forbrug af sundhedsydelser

Table 3. Multivariate logistic regression model predicting risk for emergency department visit, overnight hospitalization, and 30-day

rehospitalization

ED visit Hospitalization 30-day re-hospitalization

Wald p-Value OR (95% CI) Wald p-Value OR (95% ClI) Wald p-Value OR (95% CI)
Age 262 105 1.0l (1.00,1.01) 25T 109 1.00 (0.99,1.00) 0.00 291 1.00 (0.99,1.01)
Female 254 AU 1.15 (097,1.36) 141 236 092 (0.80,1.06) 0.66 416 090 (0.69,1.17)
Black 20.64 <00l 2.19 (1.56,3.06) 7.38 .007 152 (1.12,2.06) 4.48 034 1.75 (1.04,2.93)
Hispanic 6.34 012 1.36 (1.07,1.74) 2011 <.001 1.57 (1.30,1.91) 1.22 270 122 (0.86,1.72)
Asian 075 387 1.14 (0.85,1.54) 003 863 098 (0.77,1.25) 0.38 538 086 (0.52,1.40)
Other race 449 034 0.60 (0.37,096) 4.88 027 0.69 (049,096) 0.50 481 1.27 (0.65,2.48)
Medicare 5.00 025 124 (1.03,1.50) 738 .007 123 (1.06,1.43) 292 087 1.28 (0.97,1.70)
Self-pay 029 592 120 (0.62,2.34) 194 163 0.66 (0.37,1.19) 228 131 231 (0.78,6.82)
Miths with cancer 1126 001 1.19 (1.08,1.32) 808 004 1.12 (1.04,1.22) 3.50 061 1.16 (099,1.36)
Comorbidity index 63.52 <00l 1.32 (123,1.41) 7494 <.001 131 (123,1.39) 3643 <001 1.35 (1.22,1.49)
Metastasis 52.17 <00l 2.10 (1.72.2.57) 130.28 <.001 261 (222,308) 16.07 <001 1.81 (1.352.42)
Depression 65.03 <00l 245 (1.97,3.04) 3560 <.001 1.81 (149,220 19.16 <00l 203 (I .48,2.79j

Note. OR = Odds ratio. df = I. Reference group = Male, Caucasian, privately insured, no metastasis, not depressed. Age was centered at 60 years. Months with cancer was centered
at |0 months. Comorbidity index was centered at 3.0. Comorbidity index was centered at 3.

Mausbach 2017 & 2018 Psychooncology, Mausbach 2018 Health Psychol
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Depression & forbrug af sundhedsydelser

* 76% flere besgg (n=5000)
Mausbach 2017

* 113% hgjere omkostninger
(n=13.200) Mausbach 2018

* Mere psykologisk behandling >

faerre omkostninger (n=182)
Mausbach 2018

Mausbach 2017 & 2018 Psychooncology, Mausbach 2018 Health Psychol

Depression og brystkreeft behandling

* Adjuverende behandling
* Lavere accept (51-64%, n=120) colleoni 2000

¢ Lavere adherence Lin 2017 (syst.review, n=21), Mausbach 2015 (meta-analysis, n=9)

* Non-guideline treatment
* OR 1.14, 1.03-1.27 (n=45.300) suppli 2017

6/16/2019

Colleoni 2000 Lancet, Lin 2017 Breast Cancer Res Treat, Mausbach 2015 Breast Cancer Res Treat, Suppli 2017 JCO




Depression i behandling for brystkreeft

* Kortere overlevelse
(n=45.300) suppli 2017
* Overall (HR 1.11, 1.03-1.20)

* Brystkraeft specific (HR 1.21,

1.14-1.28)

0.20 | —— No previous use of AD

= Previously treated with AD
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0 1 2 3 4 5 6 7 8 9 10
Time Since Diagnosis (years)

No prev. use of AD 0.02 0.04 0.06 0.09 on 0.13 0.14 0.15 0.17 0.18
Prev. treat. w. AD 0.02 0.05 0.08 0.11 0.13 0.15 0.17 0.18 0.18 0.20
Prev. hosp. dep. 0.02 0.05 0.06 0.07 0.10 0.13 0.14 0.14 0.15 0.15

Suppli 2017

Suppli 2017 JCO

Angst og depression hos kvinder med brystkraeft

@get risiko sammenlignet med baggrundsbefolkning

Depression, clinical diagnosis

Khan et al. 2010 (36) 1.06 (1.00 to 1.12) OR =5y
Earle et al. 2007 (34) 1.24 (1.03 to 1.50) PR =5y
Kim et al. 2017 (62) —— 1.55(1.24 10 1.94) PR ~1y
Hung et al. 2013 (52) & 2.00 (1.80 t0 2.22) RR -2y
Suppli et al. 2014 (42) . S 1.48 (1.19 10 1.84) RR ~15y
Hijerl et al. 2002 (51)" + 1.87 (1.49 10 2.35) SIR 18y
Yang et al. 2017 (58) (invasive) —— 2.04 (1.76 10 2.36) SIR ~15y
Depression, drug treatment
Suppli ot al. 2014 (42) < 2.06 (1.94 10 2.18) RR ~15y
Khan et al. 2010 (36) 1.16(1.1110 1.22) OR 25y
Yang et al. 2017 (58) (invasive) - 1.92 (1.76 10 2.09) SIR -15y
Boehmer et al. 2015 (28) (self-reported) F————— 1.61(0.97 10 2.67) PR ~a5y
Depression, scale
Baileyet al. 2010 (46) (CESD=16) 0.90 (0.80 to 1.02) PR ~1y
Bizetti Pelaiet al. 2012 (60) (BDI=10) . 1.49 (0.97 10 2.28) PR ~37y
Boshmer et al. 2015 (28) (HADS=8) < 1.19 (0.56 to 2.50) PR ~45y
Frazzetto et al. 2012 (49) (GDS=10)3 S e 2.91(1.69 10 5.03) PR 210y
Garcia Tarres ot al 2013 ¢ BOLII>14) - - 222(07910821) PR ~82y
Lee et al. 2011 (61) (SDS=50) 1.06 (0.89 to 1.25) PR -1y
McDonald et al. 2010 (78) (CESD=16) S 2 2.46 (0.30 to 20.20) PR -15y
Rubino et al. 2007 (38) (HRS-D28)t < 3.76 (1.39 10 10.14) PR 21y
Weitzner et al. 1997 (43) (BDI>12) - e 1.93(1.03 10 3.61) PR -85y

I I I I

2 4 8 16

Carreira 2018 JNCI
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Angst og depression hos kvinder med brystkraeft

@get risiko sammenlignet med baggrundsbefolkning

Study Time since

D PRIOR/RR (95% Cl)  Measure  diagnosis
Anxiety, clinical diagnosis

Khan et al. 2010 (36) - 1.06 (0.97 t0 1.16) OR 5y
Hung et al. 2013 (52) L 3 1.22(1.16 10 1.29) RR ~2y
Hijerl et al. 2002 (51)* B — 1.40 (09310 2.11) SIR -15y
Yang et al. 2017 (58) (invasive) R 2,00 (1.69 10 2.37) SIR ~15y

Anxiety, drug treatment
Khan et al. 2010 (36) < 1.08(1.01101.15) OR 25y

Yang et al. 2017 (58) (invasive) R 2 1.47 (13510 1.61) SIR ~15y
Boehmer et al. 2015 (28) (self-reported) X 2 2.92 (0.31 10 27.09) PR ~45y
Anxioty, scale

Boehmer et al. 2015 (28) (HADS>8) ——’— 1.24 (0.86 10 1.78) PR ~45y
McDonald et al. 2010 (78) (STAI-Tz65) 2 2 1.25(0.12 to0 12.65) PR -15y
Rubino et al. 2007 (38) (HRS-A215)t % 7.99 (1.06 10 60.34) PR 21y
Sa al. 1996 (40) (STAK-S>85%) 2 2 3.00(1.19107.57) PR ~85y
Weitzner et al. 1997 (43) (STAI-T>1SD) 4 1.80 (0.95 to 3.41) PR -85y

5 1 2 4 8 16

Carreira 2018 JNCI

Praevalens af depression under behandling

* 32% depression pa tveers af alle brystkraeftpatienter i meta-analyse
af 72 StUd|er Pilevarzadeh 2019

* 14% klinisk depression i meta-analyse af 19 studier wichei 2011

* 26% - 45% vedvarende forhgjede symptomer blandt 150-400
pat|enter Donovan 2013, Dunn 2013

Mitchell 2011 Lancet Oncology, Donovan 2013 Ann Behav Med, Dunn 2011 Health Psychol, Pilevarzadeh 2019 Breast Canc Res Treat
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Hvordan ser det ud pa leengere sigt?

5 og 10 ar efter diagnose — kreeft generelt

* To kohorter (DE)

* Moderat til sveer angst/depression
* blandt >1000 patienter 5 og 10 ar efter diagnose asue o1
* 17% moderat til svaer depression
* 9% moderat til svaer angst

* Ingen forskel mellem 5 & 10 ar

Gotze 2015 Support Care Cancer

6/16/2019
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Psykologiske senfglger — over tid

Anxiety
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Carreira 2018 JNCI

Psykologiske senfglger — over tid

Brystkraeftpatienter 1 til 6 ar

Maass 2015

Angst 17-33%

Depression 9-66% hgjere
end baggrundsbefolkning —
mindre med tiden

w

Prevalence / incidence (%)
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Mean time since breast cancer diagnosis up to outcome
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Carreira 2018 JNCI, Maass 2015 Maturitas
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Depression — efter de fgrste ar

W
=}

Women with breast cancer
== Background female population

* Risiko for brug af antidepressiva
@geti 8 ar i 44.500 kvinder med og
1.997.700 kvinder uden kraeft supizos

N
o
I

1

Cumulated Risk of Incident
Use of Antidepressants (%)

1 2 3 4 5 6 7 8 9 =10

Time Since Diagnosis (years)

Suppli 2015, JCO

Suppli 2015 JCO

Forlgb efter endt primaer behandling

High Stable

» Angstsymptomer over 2 ar efter -
diagnose for 725 kvinder saboonchi 2015 s

6%

16%

g
g Mid Decrease
o5
% 33%
P
* Low Decrease
P
>
i 45%
os
) i ] i
¢ £ :
Tt ’ b

FIGURE 3 Graphic display of four classes of trajectories of anxiety from baseline to 24
months following first breast ca gery. Solid lines denote the sample means and the
dotted lines the estimated means based on the selected piecewise latent growth model. The
lines for estimated and sample means converge from baseline to 12 months and, thus, cannot

be visually distinguished. saboonchi 2015

Saboonchi 2015 J Psychosoc Onocol, Burton 2015 Health Psychology, Avis 2015 Cancer Epidemiol Prev Biomarkers

6/16/2019
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Forlgb efter endt primaer behandling

» Angstsymptomer over 2 ar efter w0
diagnose for 725 kvinder saboonchi 2015

30

* Depressive symptomer over 2 ar
for 653 kvinder avis 2015 8%
10 4 (29.2%)
3
2- (47.3%)
1 (3.8%)
00 6 12 18 214

Months since diagnosis Avis 2015

Saboonchi 2015 J Psychosoc Onocol, Burton 2015 Health Psychology, Avis 2015 Cancer Epidemiol Prev Biomarkers

Forlgb efter endt primaer behandling

» Angstsymptomer over 2 ar efter

7
diagnose for 725 kvinder saboonchi 2015 6 = = Ghroni Depresion
- 5 - = Emerging Depression
S (10.5%)
a4 e 7 e Depressed-Improved
4 (7.8%)
5 3 — - -Stable-Low Depression
. o g (73.7%)
* Depressive symptomer over 2 ar 2
. 1
for 653 kvinder avis 2015 b Soagnosss
0yr 2yrs 4 yrs 6 yrs
Time since baseline
o DepreSSive Sym ptomer bla ndt Figure 1. Estimated levels of mean depression score for each trajectory
. group at each time point within the unconditional model (without covari-
1294 patienter suron 2015 ates), n = 1204,

Burton 2015

Saboonchi 2015 J Psychosoc Onocol, Burton 2015 Health Psychology, Avis 2015 Cancer Epidemiol Prev Biomarkers

6/16/2019
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Opsummering

* Omkring 14% af kvinder med brystkraeft vil formentlig kunne
diagnosticeres med depression i Igbet af deres kreeftforlgb

* Mange flere har hgje symptomer

* Symptomerne falder med tiden

Opfelningsmodel

Self-care with support

* Risiko stratificeret Opf¢|gnlng and open access

* Krever praediktiorer

Frobisher 2017 BJC

6/16/2019
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Men hvem er i risiko?

(o
A\ X \" N i\\\\\\\\!

Praediktorer for emotionel distress

* Review af 39 prospektive studier cook 201
* Alle kreeftformer
* Diagnose > min. 1 ar

* Tydelig evidens:
* Distress ved baseline
* Neuroticism

* Brystkreeft specifikt: Ingen effekt af behandlingstype

Steerkeste praediktor:
Baseline distress

6/16/2019

Cook 2018 Psychooncology
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Preediktorer for psykologisk tilpasning

* Review af 41 prospektive studier srandao 2017
* Brystkraeft
* Diagnose > efter diagnose

* Konsistente praediktorer
* indkomst
* fatigue, stadie, fysisk funktion
* optimisme, trait anxiety, social stgtte, coping strategier, baseline psykologisk
funktion

Brandao 2017 Psychooncology, Cook 2018 Psychooncology

Risikofaktorer for angst

* Risikofaktorer for angst i syv prospektive studier waris 2017
* Diagnose > 6-72mdr
* God/moderat evidens for:
* tidligere psykologiske problemer, hgjere angst/depression ved baseline, yngre alder
* Kliniske variable praedikterer ikke angst

Steerkeste praediktor:

tidligere angst/depression

Harris 2017 Psychooncology

6/16/2019
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Model

Brystkraeft

A 4 Behandling

—)

Psykisk
sygdom

\ 4

Preediktorer for psykologiske senfglger

* Mange praediktorer undersgges
* Systematiske reviews indeholder studier af varierende follow-up

* De fleste primaere studier rapporterer ikke stgrrelsen af
associationen, kontrollerer ikke for baseline symptomer, ser ikke pa

caseness

* Ingen meta-analyser

Harris 2017 Psychooncology

17



Preediktionsmodeller

* Modeller der omfatter flere faktorer og samler til én risikoscore

* Der findes meget fa praediktionsmodeller sax20s

Type of childhood cancer
Treatment

Tidligere & baseline

angst/depression

S- surgery; R - Radiotherapy; C- Chemotherapy; HODG- Hodgkin's lymphoma; NHL- Non-Hodgkin's lymphoma; CNS - Central nervous system; NEURO - i STS - soft i

issue sarcoma

Salz 2015 Eur J Cancer

Interventioner for depression og distress

Ve

6/16/2019

18



Psykoterapi

* Meta-analyser: sma til store effekter pa
symptomer pa angst og depression
* Psykoterapi og psykologisk intervention generelt
&

* kognitiv adfaerdsterapi for depression

* Ikke fokus pa kliniske cases — Interventioner
gives til alle

* Ressource intensive
* 5-20 sessioner ansigt til ansigt ve 2018

Coutifio-Escamilla 2019 The Breast, Ye 2018 Psychooncology, Matthews 2017 Psychooncology, Jassim 2015 Cochrane Database Syst Rev

Antidepressiva

* Anbefales til moderat til sveer depression i den generelle befolkning
* Og gentagen depression

* Effekt pa depression i meta-analyser hos kraeftpatienter

Major depression or Van Heeringen 1996 mianserin ~ -1793  -2419 1167 0000 —p——

depressive symploms  Navari 2008 fluoxetine 1227 -1813 -0.841  0.000 —a—
Costa 1985 mianserin 0605 -1.074 -0.135  0.012 —
NCT00935675 escitalopram  -0.500 -1.313 0312 0228 .
Fisch 2003 fluoxetine 0229 -0662 0204  0.300 —f—
Razavi 1996 fuoxetine ~ -0.172 0649 0305 0480 ——
Musselman 20060 desipramine  0.046  -1.011 1103 0932 ———
Musselman 2006a  paroxetine 0135 -0.833 1104 0.784 @
0.596 -1.041 -0.150  0.009 e
Heterogeneity: 2 = 74% 200 -1.00 0 1.00 2.00

Sundhedsstyrelsen 2007, Ostuzzi 2015 Cancer Treatment Reviews, Riblet 2014 Gen Hospital Psychiatry, Laoutidis 2013 BMC Psychiatry, Hart 2012

6/16/2019
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Intervention til hgj risiko gruppen?

Cancer Treatment Reviews
* Interventioner for klinisk
Major depressive disorder in breast cancer: A critical systematic review @rmwk d e p r‘ess i o n/a ngst Carvalho 2013

of pharmacological and psychotherapeutic clinical trials

André F. Carvalho ™™, Thomas Hyphantis, Paulo Marcelo G. Sales®, Mrcio G. Soeiro-de-Souza ?,
Danielle S. Macédo *, Danielle S. Cha ¥, Roger S. Mclntyre *#", Nicholas Pavlidis'

Intervention til patienter med hgje,
subkliniske scores wmatthews 2017

ARTICLE INFO ABSTRACT
Aride histry: Background: While women with breast cancer often face varying levels of psychological distress,there is
Received 9 August 2013

a subgroup whose symptomatology reaches a threshold for diagnosis of major depressive disorder
(MDD). Majo such as i
oflifeand treatment adherence. There are no systematic reviews that evaluate pharmacological and psy-
treatment trials for MDD amang individuals with breast cancer.

Methods: Two authors independently searched MEDLINE, EMBASE, Cochrane and Clinical Trials gov dat-
abases through February 20, 2013 without language restrictions. Core journals, reference lists and cita-
tion tracking were also searched. Articles on breast cancer patients were included if they (1) included
participants with a diagnosis of MDD: (2) investigated pharmacological or psychotherapeutic treatments
for MDD compared to placebo or ustal care in a randomized controlled trial (RCT)

Resuits: Two RCTs on antidepressant treatment met inclusion criteria. However, no RCTs invesigating
the effects of psychological treatments for MDD in breast cancer were identified. Notwithstanding the
paucity of data investigating the efiects of psychological treatments for MDD in breast cancer, numerous
psychotherapeutic strategies targeting depressive symptoms were identified. Mianserin had significant
antidepressant effects when compared o placebo in a 6-week, parallel-group, RCT of Stage I-1I breast
cancer in women with MDD, Desipramine and paroxetine were reported o be no more efficacious than
placebo in a 6-sweek, RCT of Stage I-1V breast cancer in women with MDD.

Canclusions: T P dara avail

Accepted 6 September 2013

(ol
)

Therefore, MDD inbreast
cancer is primarily based on clinical experience. Some antidepressants (for example, paroxetine) should
be avoided in women concurrently taking tamoxifen due to relevant interactions involving the cyto.
chrome CYP2D6.

Carvalho 2013 Cancer Treatment Reviews, Matthews 2017 Psychooncology

Intervention for klinisk depression

* SMART oncology-2 / Depression
Care for Patients with Cancer Cancer team e ap

* Sygeplejersker, psykiatere, sammen
med onkologisk team og egen laege ' ~ e ,
" o

* Stor effekt pa depression

. . . Psychiatrist
effective’ efter NICE kriterier )
° I nge n effe kt pé Ove r | eve I Se af Fig. 1. The collaborative care model in DCPC. Red arrows represent patient

contact with health professionals about depression care. Blue arrows

H H represent liaison between health professionals about depression care. N.B.
depre55|onsbehandllng epresent liaison between health professionals about depression care

The thickness of the arrows represents the estimated intensity of the contact

* Hgjere omkostning, men ‘cost- ﬁ
Care
Manager

Sharpe 2014 Lancet Oncol, Mulick 2018 Lancet Oncol, Duarte 2015 J Psychosom Res

6/16/2019
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Intervention for klinisk depression

* Psykoterapeutiske interventioner ved
siden af kraeftbehandling

* mindsker depressive symptomer

* Gruppe kognitiv adfeerdsterapi, Interpersonal
terapi qiu 2013

* (Pger remission

* Interpersonel terapi, problemlgsningsterapi,
korttids stgttende terapi Blanco 2019

* Kort psykodynamisk terap seutel 2014

Qui 2013 J Psychosom Obstet Gynecol, Blanco 2019 Breast Canc Res Treat, Beutel 2014 Ann Oncol

Hvad vi ikke ved

6/16/2019

* Preediktionsmodel for angst og depression?
* Forebyggende interventioner?

* Effekt pa klinisk angst og depression?

21



Take home ﬂf/@\ﬁ

» Depression har store konsekvenser for
behandlingsforlgbet

» Der findes effektiv behandling for nuvaerende
depression hos kreeftpatienter

»Tidligere depression preedikterer depression som
senfglge

RCT: kan antidepressiva forebygge depression?

* Kvinder med brystkraeft og
* tidligere depression eller familizer disposition
* Nuvarende depression

* Randomiseres til placebo eller sertralin

e 12 maneder

6/16/2019
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Tak for opmaerksomheden!

Kontakt: annika.von.heymann@regionh.dk

6/16/2019
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