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0 COPSYCH - 10 year follow up
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The COPSYCH research alliance
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Team COPSYCH
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The COPSAC2010 cohort @i FAMILY
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COPSAC,,,- RCT ~ “HFAMLY

® Supplement during pregnancy from pregnancy week 24:

— N-3 LCPUFA (fishoil), 2.4g/dag (55% EPA and 37% DHA) vs oliveoil
— Vitamin D (2,400 IU/dag ~ 60 mikrogram/dag) vs placebo

Group 1 Group 2 Group 3 Group 4
Vitamin D Vitamin D Placebo Placebo

Fishoil~*LPUFA Placebo Fishoil*LPUFA
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Primary endpoint: @ i FAMILY

Development of persistent wheeze/asthma

50% - HR 0.68 [0.49-0.95], p = 0.024

- Fish oil supplementation: 2,4 g/day
40% =

- Unchanged after adjustment for
30%

gender, vitamin-D supplementation
and women's blood level of EPA+DHA

20%

Risk of persistent wheeze / asthma

10% -

. December 29, 2016
----- n3-LCPUFA M Eﬂgl J Med 2016; 375:2530-2539

Age (years) ° DOI: 10.1056/NEJMoal 503734

0%

o-
-
hv]
w
IS

Funded by the European Union, the Swiss State Secretariat for Education, Research and Innovation (SERI) and the UK Research and Innovation (UKRI) under the UK government’'s
Horizon Europe funding guarantee'. Views and opinions expressed are however those of the author(s) only and do not necessarily reflect those of the European Union, or the European Funded by

Health and Digital Executive Agency (HADEA), the SERI or the UK Research and Innovation (UKRI). Neither the European Union nor the granting authorities can be held responsible for the European Union
them.



&J§ FAMILY
The COPSAC2010 cohort
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Pregnancy Childbirth 10 years
week 24

\ J

COPSYCH
Deep phenotyping through Psychopathology

regular clinical visits Clinical diagnoses and
clinically evaluated traits
of ASD and ADHD
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Biobank
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BIOBANK

Vaginal swap
Blood

Airway (acute)
Airway

Faeces

Urine
Breastmilk

Bed dust

Hair

Skin swab
Throat swab
Skin tape stripping
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Environmental exposures

EXPOSURES

Mother's Medication
n3-LCPUFA
vit-D
Mode of delivery
Cord blood vit-D
Breastfeeding
Child's Medication
Siblings

Tobacco exposure
Social circumstances  ( @tarmrmgbym—mtr— e e R
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Clinical follow-up d
O .

CLINICAL FOLLOW-UP
Diet @)
Infections
Growth

Lung Symptoms
Lung Function |
Allergy
Odontology
NEUROLOGY |
Language test (McArthur)
Cognitive test (Bailey) | ‘
Milestones
ADHD |
Brain structure (MRI) ‘
Personality test |
Cognitive ability(2)
Opthalmology |
Psychiatric symptoms
Strengths and difficulties |
Headache |

\ P ‘ RN rooa P ' \ FEEERY PR PR I VR

wk24 wk36 birth 1wk 4wk 3mo

6rlno llyr 2\I/r 3;/r 4Iyr 5;/( 6\'/r 10yr

Funded by the European Union, the Swiss State Secretariat for Education, Research and Innovation (SERI) and the UK Research and Innovation (UKRI) under the UK government’s
Horizon Europe funding guarantee'. Views and opinions expressed are however those of the author(s) only and do not necessarily reflect those of the European Union, or the European Funded by

Health and Digital Executive Agency (HADEA), the SERI or the UK Research and Innovation (UKRI). Neither the European Union nor the granting authorities can be held responsible for the European Union
them.




i FAMILY
Neurodevelopmental outcomes d

Neurodevelopmental outcomes in COPSAC,

Language ASQ SDQe& ADHD-RS COPSYCH
wk36 lwk  3mo y 3y 5yr 8yr "
wk24  birth 4wk émo yr | Ayr 6 | 1dyr
Milestones Bailey SDQ
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Previous neurodevelopmental findings
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M Girls W Boys

Figure 2. Effect of the n-3 LCPUFA pregnancy supplementation on age of milestone achievement for boys
and girls. The effect is illustrated as the difference (in days) in milestone achievement, using the control group

as the reference.
Significant difference is indicated with asterisk (+) and p-value.

Sass et al., Child Dev 2021
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Figure3:

The effect of n-3 LCPUFA intervention in pregnancy on composite score of the Bayley
cognitive test at age 2 2 years among boys.
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COPSYCH 10-year visit  °* PAMILY

e 2-day visit
— Clinical visit, COPSAC

— MRI brain scanning, Glostrup

7 hours 1 hour 5.670 variables

700 children 10-year MR scan Double data Validation of

clinical entry clinical and MRI
visit data
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Cognition ~ 2.5 hours incl. small breaks

Executive Functions
Verbal memory

Attention and reaction time
Processing speed

Fine motor skills

Intelligence

TOF
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0 Psychopathology ~ 2 hours @i FAMILY

Child - 1 hour

* Clinical interviews:
K-SADS-PL
Psychosis Supplement

* Magical thinking questionnaire

Parent — 45 min

* Clinical interviews:
K-SADS-PL

* ADHD-RS

« Strengths and difficulties

» Social Responsiveness Scale-2

Child Behavior Checklist

» BRIEF-2 on Executive Functions
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e Survey scan + Head coil ref. scan 1:15 min
e T1W 3D high resolution 10:01 min
 DTI (30 dir) 8:42 min
* MTR 2:55 min
 Q-flow (total CBF) 3:00 min
* T1 4:00 min
* MR Spectroscopy 10:00 min

. . . DIPLOM
Total scanning time 39:13 min ~ 1 hour
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Status &J§ FAMILY

e COPSAC visits: 604 participated in the COPSYCH-visit ‘,S;l\(\’\‘\

86 % of the original cohort

\‘

"/// N

e MR scans: 489 completed visits

70 % of entire cohort

(61 MRI scans excluded —
428 MRI scans after QC)
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Neurocognitive test battery

i FAMILY

Table 1 MNeurocognitive test battery

Neurocognitive domain  Test

Outcome variable

Speead of processing Coding (WISC-IV)*

Symbol search (WISC-1V)
Trail making test 2 —number sequencing (D-KEFS)t
Antention/vigilance Rapid visual information processing (CANTAB)E
Reaction time (CANTAB)
Motor functioning Reaction time ([CANTAB)

Fime motor dexterity Grooved pegboard

Varbal mamory Word selactive reminding — immeadiate recall (TOMAL-2)§
Object recall (TOMAL-2)

arbal working memaory  Digit span (WISC-IV)

Letter-number saquencing (WISC-IV)

Visual memaory Paired associates leaming (CANTAB)
Exacutive functions
Flexibility/zat shift Intra-axtra dimensional set shift (CANTAB)

Trall making test 4 —number=letter switching (D-KEFS)
Spatial working memory Spatial span task (CANTAB)

Spatial working memory (CANTAE)
Planning Stockings of cambridge (CANTAB)
Bahaviour rating of BRIEF-29
axecutiva functions
Intalligence Vocabulary (WISC-1V)

Matrices (WISC-IV)

Total number cormect.

Sum of total number correct, errors subtracted.
Time to complate in seconds.

A (A prime).™

Simple and five-choice reaction tima.

Simple and five-cholce movermnent time.

Time to complete for the dominant and non-dominant
hand.

Total number of words recallad over six laaming trials.
Total number of objects recalled over five learning
trials.

Total number of correcr forward and backward digit
sequencing.

Total number of correct saquences.

First trial memory score, total arrors (adjusted).

Extra-dimensional stage errors.Tt
Time to complete in seconds.

Span length.£1

Total errors§§ and strategy formation.
Problams solved in minimum moves.

Impiilse control, self-manitoring, flexibility, amational

control, initiating, planning/organisation, working
mamory and task monitering.

Total number comrect.
Total number comrect.
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