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Contractility measurements combined with single cell perfusion
reveal kinetics and variability of Isoprenaline response in
mouse cardiomyocytes
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100-plus Study
Amsterdam UMC

Genetic variants of HLA class Il genes associated with longevity and Alzheimer’s

disease: what are their functional effects?
D. Alvarez Sirvent!, N. Tesi'2, M. Hulsman', A.N. Salazar', N.M. van Schoor3#, M. Huisman®#, Y. Pijnenburg?, W.M. van
der Fliers®, E.M.M. Strijbis?, S. van der Lee' and H. Holstege'258

Background: Human Leukocyte Antigens

Key immune proteins are encoded in the HLA class
Il region, where genome-wide association studies
(GWAS) have identified single nucleotide
polymorphisms (SNPs) as markers of genetic risk
modifiers of longevity and Alzheimer's disease (AD).

Study cohort
[ 11]
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Cognitively healthy Middle-aged healthy Alzheimer's disease

centenarians, age=100 Individuals, agex82 patients, age=~G8
M=443 N=32192 M=2,391
Methods

SNP array data,
LD structure
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AD-GWAS reports two top SNPs, but are

there additional signals?
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SNP clumping at r2>0.8 and COJO analysis reveal
additional haplotypes, including AD-GWAS top
signals (blue diamond and red triangle haplotypes)
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Blue, red and yellow haplotypes partially
overlap with AD and longevity, and HLA
class Il alleles that belong to ancestral
major HLA-DR structures
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Do these HLA «class Il alleles impact the
immunopositivity of microglia markers in brain
tissue from 47 CHCs? Iba-1 (pan-microglia), HLA
class Il (antigen presentation) and CD68 (lysosomal

phagocytic)
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Carriers of alleles in the yellow
haplotype had increased HLA class Il
activity in the brain, proposing a
functional link with AD etiology

e e e L e T Yy

[}
Ao A Y e, 0 A it lr“s--—w“l—l-um‘_-l#_

D. Alvarez Sirvent

2



Cell-cell interactions dictate the success of GSK-3/BCL-XL combination therapy in CRC

L. Atencia Taboada 12, Le Zhang 12, Roxan F.C.P.A. Helderman 12, . P. Medema 2

1. Oncode Institute, Amsterdam, Netherlands

2. Laboratory of Experimental Oncology and Radiobiclogy, Cancer Center Amsterdamm, Amsterdam UMC, Amsterdam, Netherlands

*:} Abstract * Effect in monoculture

Apc mutations confer a competitive advantage over wild-type cells in
a WNT-dependent manner. Combining GSK-3 and BCL-XL inhibitors
boosts wild-type fitness while targeting Apc-mutants. In
monocultures, Apc-mutants show reduced viability but retain
resistant clones, whereas in co-cultures, wild-type cells outcompete
mutants. 'n wwo, the combination reduces lesion burden, highlighting
that therapeutic efficacy arises from wild-type/mutant interactions
that co-culture models capture and monocultures  can
underestimate.

*.'. Introduction

Apc mutations in intestinal stem cells (ISCs) are often the initiating
event in the development of CRC. Cancer stem cells (C5Cs) that arise
from these mutations rely heavily on the ant-apoptotic protein BCL-
¥L for survival after tansformation. Apc-mutant cells also gain a
competitive advantage by secreting WNT inhibitors, such as Notum,
which suppress proliferation in neighboring wild-type 13Cs.
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Targeting BCL-XL with BH3 mimetics kills CRC cells but is limited by
platelet toxicity. Adding GSK-3 inhibitors boosts wild-type intestinal
stemn cell fitness, countering the competitive adwantage of Apc
mutant cancer stem cells and protecting normal tissue.

Combination shersay

inhibitor

Aim: Test how G53¥-3 and BCL-XL inhibitor combination affects early-
stage CRC and how wild-type/Apc-mutant cell interactions influence
therapy response.

WT and Apc-mutant organoids were tested in mono cultures to assess
their individual responses to the combination treatment.

OrEanoids
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WT organoids remained largely unaffected by the treatment, while
Apc-mutant organcids showed reduced vizbility, with a subset of
resistant clones persisting.
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*#, Effect in co-culture

In co-cultures of WT and Apc-mutant organoids, treatment with the
combination eliminated the competitive advantage of Apc-mutants,
aAllowing WT cells to dominate the culture.
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BCL-XL inhibitor
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WT conditioned medium

Conditioned medium from WT organocids treated with the
combination was trensferred to Apc-mutant organcids, almost
completely eliminating them.
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W Co-cultures recapitulate in vivo effect

In vive, mice treated with the combination therapy (using Lithium as
G5K-2 inhibitor) showed fewer lesions and reduced polyp formation,
mirroring co-culture results and highlighting their translational value.

Lgr5-EGEPIRES-CRE ™
Apc'y Ape”

The G5K-3/BCL-¥L combination’s efficacy depends on wild-type/Apc-
mutant interactions, including WT-derived secreted factors that help
therapy eliminate mutants. This effect is missed in monocultures,
making co-cultures a more accurate in vivo-predictive model.

L. Atencia Taboada
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Prevalence and Early Outcomes of Pulmonary Hypertension in Thoracic
Aortic Surgery: A retrospective Analysis using Dutch National Registr

Conwactle SMC Pulmonary Hypertension Prevalence

+ fﬂ? * FH prevalence
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= Thoracic aortopathy and PH are progressive vascular 0% Ho'ahe 2%
diseases with shared remodeling features 5% I— I— 0%
= Both conditions show VSMC phenotypic switching, ECM S ) o
accumulation, and inflammation o o@*‘ .

= Pulmonary artery and ascending aorta share a neural crest
origin --> possible developmental link 5-Year Survival Curve
= PHis defined as mPAP 220 mmHg (WHO Groups 1-5)

= In aortic disease, it is unclear whether PH reflects Group 1,
Group 2, or @ mixed mechanism - i g s M i B SO pa i O
= PH worsens postoperative outcomes in cardiac surgery, but e L e T L]
its role in thoracic aortic aneurysm/ dissection is unknown
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Forest Plot Pulmonary Hypertension in TAAD (OR)
Conclusion Resgiratory insufficency ——i

Kidney failure ——
PH is common in patients undergoing surgery for TAAD Fulmenary infection [
= PH also occurs without valvular involvement CVA ——
= PH without valvular disease may reflect broader vascular 1CL readmission —e—
vulnerability Prolonged intubation (>24h) e
= PH is associated with worse postoperative outcomes. 5-Year mortality -
» Precperative PH asessment may improve risk stratification 1-¥ ear morlity =
and perioperative management. 30-Day morility —a—
In-hospital moriality | L L L [ ,
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Enhancing Quality of Care Assessments: Managing Atypical Patients
in ICU Benchmarking in The Netherlands

Amsterdam UMC

Amsterdam Public Health
Quality of Care

Mohammad Azizmalayeri, Sylvia Brinkman, Nicolette de Keizer, Fabian Termorshuizen,
Dave A. Dongelmans, Ameen Abu-Hanna, Giovanni Cina

Department of Medical Informatics, Amsterdam UMC, University of Amsterdam, The Nethaerlands
m.azizmalayeri@amsterdamumc.nl

Published in Critical Care Medicine, November 2025.

Benchmarking ICU Performance

ICU performance is evaluated based on standardized mortality ratio
{SMR}, calculated as observed versus predicted number of deaths.

2 2 2 2 2

@ Better than national average

@ Worse than nationsl sversge

@ The Challenge

' ™,
‘:_“‘ Hey! Maybe our ICU looks worse simply because
\

\ our patients are different.

If we admit more atypical patients, can we actually
trust the predictions for our population?

Seen or Unseen?
The Challenge of Atypical Patients

Clinical models are
developed for already Seen
seen patients.

Real-world data
includes unseen Unseen

(atypical) patients.

Atypical patients, those whose characteristics deviate from the
typical ICU population, can occur in every ICU dataset and
consistently affect prediction accuracy and fairness.

Typical ICU Patients
* Accurate pradictions
* Stable SMR

Atypical ICU Patients

* Unreliable predictions
= Distorted SMR Atypical
Patients

by excluding atypical patients |
L vy

Quantifying Atypicality and Its Effects
in Dutch ICU Benchmarking

Mational Intensive Care Evaluation (NICE)
Data for ICU Benchmarking

7 2018-2023
B8 344,452 patients across 75 1CUs
Ll SMR used as ICU performance measure
@ APACHE-IV model for mortality prediction
Be=N
— Y
';,_ Are APACHE-IV

{ predictions robust to )
" atypicalpatients? |
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Prediction Error vs. Atypicality
Seore Across All Patients

Changes in SMR Before and After
Exclusion of Atypical Patients
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Expected deaths { Case volume

¥ Prediction error and mortality rate increased with
higher atypicality Sscores.

» Excluding the top atypical patients from analysis
altered conclusions for 13 ICUs over the full study period.

¥ ICUs with many atypical patients are often academic or
cardiac cantars.

Ol
Editorial Commentary
‘on This Study

Letter and Response
Discussing This Study

Full Article

Mohammad Azizmalayeri
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Exploring the Hazards of Medical Devices: A Qualitative
Study in Hospital Care and Hospital-Care-at-Home

K.E. van Beekum'?, M.C. Baartmans®, C. Wagner'?

1 Netherlands Institute for Health 5 w5 Research (NIVE!
Ocoupational Heal msterdam Public Health Research |

Background

Medical devices, such as implants, surgical
instruments and endoscopes, are essential for
patient care. These devices pose risks to patient
safety and may contribute to (preventable)
adverse events, including infections, internal
bleedings and intestinal perforations.

Aim

Exploring medical device-related hazards in
hospital care and hospital-care-at-home from the
perspective of hospital-based experts on medical
devices.

Results

Medical device shortages have led to
increased use of (expensive) alterna-
tives, causing device unfamiliarity

Medical staff developments increase
device unfamiliarity and skill gaps (with
little time for training)

Complex device networks impact
interoperability and integration of
medical devices

Due to the high number of alarms from
surveillance systems critical alarms can
be missed, settings may be the solution

Sharing patient safety information,
including (intrinsic) risks, can be used
for trend analysis and risk-based action

Artificial intelligence can improve care,
but safe development, implementation
and application are essential

Methods
11 semi-structured interviews with 14 hospital-
based experts on medical devices:
- Medical physicists and managers of
department medical technology

Interview guide including:
- Policies for safe application of devices
- (Potential) patient safety issues related to
devices
- Hospitals and hospital-care-at-home

Thematic and inductive analysis was conducted.

Devices used in alternative (non-
dlinical) context can bring unforeseen
risks and alter (user) responsibilities

Ensuring the competence of non-
professional users is challenging;
various training methods are used

Transferring data from homes to
hospitals poses technical, privacy, and
data quality challenges

Conclusions

This study enhances understanding of hazards
associated with medical devices in hospitals and
hospital-care-at-home. The identified hazards
inform policy development, user competence and
data sharing, and guide research into hazards and
preventive interventions.

B 2025 Nivel, PO Box 1568, 3500 BN Utrecht,  Funding f Conflict of interest: Funded, as Linkedin of Monitor Patient
The Netherlands part of the Monitor on Adverse Events in Safety — collaboration Nivel

Contact: Karlijn van Beekum:
kvanbeekum & nivel.nl

Dutch hospitals was provided by the Dutch & Amsterdam UMC
Ministry of Health, Welfare and Sport

K.E.van Beekum
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A new tool for measuring Team Resilience in healthcare
The ADAPTER-Health questionnaire

llja Brugman, Caroline Schlinkert, Linda van Eikenhorst & Cordula Wagner \ X

The Medical Ethics Review Boand of the Amsterdam University Medical Center, location VUmc waived the need for a full ethics review [2023.0823).

Background Results

We used an existing questionnaire on resilience in The ADAPTER-Health was

high-risk work environments based on theory from administered-on 42 wards
the Resilience Analysis Grid (RAG) as a foundation®: 3 7 across 15 Dutch hospitals;
Aim ] resulting in 622 responses.

We wanted to gain insight in \EN CE The (sub)scores are reported
the factors contributing to RES\L on a scale from 1 to 5.
resilient team performance in M S

Dutch hospitals. P\

Therefore, we validated
the newly developed
ADAPTER-Health
questionnaire

in the healthcare setting
and investigated relevant
moderating factors.
Methods

The ADAPTER-Health
guestionnaire measures
team resilience through
7 dimensions:

the 4 RAG principles and
3 dimensions on teamwork.

Responding | 3,9
Learning (3,6
Anticipating | 3,7
Monitoring (3.8
Cooperation with
other departments
Heedful .
interrelating
Shared Ieadership.

Data were analyzed using
confirmatory factor analysis
(CFA) and analysis of variance
(aMOWA). Several moderators
were examined:

o Hospital type -

o Medical specialty

o Profession

o Patient interaction

o Work experience

Conclusion -
The ADAPTER-Health questionnaire can™
be used for monitoring and

strengthening team resilience. The Comp:';m'son @ ACADEMIC ]
subscales can be used as starting points team resilience *

for learning about and improving a SCOres across TERTIARY 74 *
teams’ resilient performance. hospital types. 3,76 —

B 2025 Nivel, PO Box 1568, 3500 BN Utrecht, The Netherlands - Contact: llja Brugman, i brugman@&nivelnl

1. van der Beek, D. and J. M. Schraagen, ADAPTER: Analysing and developing adaptability and performance in teams to enhance
resilience. Reliability Engineering & System Safety, 2015. 141: p. 33-44. Image spiral, created by zaenulyahya from Noun Project.

Ilja Brugman
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Peroxisomes: the forgotten organelle

J. A Chevalier'®?, N. Schoonbeek', N. Breeuwsma'?, J. M. Kempff'®, ). Koster’, L. Banneau, V. M. Heine'*, H. R, Waterham®
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Cardiovascular Disease Risk in Adult Patients with Hematological Malignancies: A Population-
Based Cohort Study Using Linked Databases

Jesse Geels MD, Anna van Rhenen PhD, Clara Gomes MD, Avinash G. Dinmchamed PhD, Prof Folkert W. Asselbergs MD, Marijke Linschoten MD

Background

Survival rates for hematological Among 174,984 patients with hematological malignancies Figure 2: Relative cardiovascular risk over tme
malignancies have substa ntu_al.y n'pr_wed matched to 855,085 con?lol.s. heart failure in was — Vondeutar mia
over recent decades, prompting growing elevated across all malignancy subtypes, with the
attention to treatment-related side effects  highest excess rates per 1,000 person-years in el all| ||
and long-term he alth complications, myelodysplastic syndromes (37-75; 35%CI 35-60-33-30), | wm a0 | e [ | s [ s | e [ 1w
neluding cardiovascular disease (CVD). multiple myeloma (24-68; 85%C| 23-48-25-80), and acute
i : L . P - ou [ am [ e | e | A o |t [ ones | o | o
These complications may limit treatment miyeloid leukemia [20-87; 5% Cl 18-72-22.52). Venous
tolerability and contribute to increased thromboembolism risk peaked within the first year after Owect | 2% | 1o | oo | Duscy 233 |43 | ¢ |48
morbidity and mortality. However, the di is and ined 2l dupto five years across oo | on | 1= e e | 148 | am [ am | a0
short- and long-term incidence of CVD all malignancies except indolent non-Hodgkin lymphoma.
across different hematological First year hazard ratios (HRs} for deep venous thrombosis R Ml el Ml M F- (. -~
malignancies remains unclear. ranged from 3-52 (35%C1 2-58-4-80) in chronic lymphacytic | 2m | e | 2w | s v | a8 | wm | dE | am
leukemia to 34-04 (35%C1 13-83-58-44) in Hodgkin it | 20 | 128 | 1 [BERR e | tm | 1m | wee | 1
ymphoma.
Methods i [z [ | o | e wa 1 | ow | zes |1
Figure 1: Absolute heart falure/cardiomyopathy risk
For this population-based cohort study, all ws (a8 | 1K | um | Lm Mis | 173 | AE | el | 0
adult patients (=18 years) registered in the L v | 2 [ s [ e | am v | 200 | nee [ 1 | o
MNetherlands Cancer Registry from 1393 to " =gk
2023 with a diagnosis of one of the 12 most —T Anglra pectoris
commaon hematologi cal.ma_ll,gnancles ware e w [12 | ez DDEIE o e
matched to general population controls.
Data was subseguently linked to national s cu e | | o | om 207 | 1M
h Ds_pl-'l.nll-lEﬁDn and cause of lflealh — ] o | 2e0 | 1% | 1w | 2 284 | am
registries to ascertain 11 cardiovascular .
outcomes. Poizzon regression and Fine & Gancer [T el Bl | B bl B
Gray competing risks models were used to Controls  [Bee gwe [ v [ das | e | am ET 144 | 27
evaluate absolute and relative CVD risk for e ~ IR - aoe |
each hematological malignancy subtype. e
O N L ] v [REEl pm [ ade [ 2
Conclusion = [ T T T T o |2 | rms | oree [ am
=eEN
woo | | ew | 1w | am il 104 | sss
i e
Pat!:\ﬂtsar!danfv\:\rsLof wejatclolglcs. ) acs 1550 1ss | 1o (NN [P e I e
malignancies face ially ] T X & W B AeWE@O 0050 E W B A0
short- and long-term risk of CVD compared IRk par /00 pasman fasrn (PY wv | ores | oase | o143 | oss i | wm | 2 [ 15 | L |
to the general population, varying markedly
by malignancy subtype. |dentifying patient-, Haart fallursioardicanyapathy Deep venows thrombocic Pulmonary smbollem Carsbrovagoular sosident
disease, and treatment-specific drivers of  wa | 298 | 150 | 157 | a7 AL 6% | 2= | am AL | =06 | 3xm | = | 2 M| 2m | 120 | 197 | 15
this risk is essential to develop targeted o s |12 | s | 120 |32 | m | 1m | am o |z [ 1m | s | 1w cu | o | o | o7 | os=
prevention and m ent and
£ oL | SEE | 1% 158 173 |4z | zn 13 | 18 o | 2% 13 140 1z oL | 17 125 104 133
improve outcomes.
owEce | 296 [ 48 | 158 | 956 | owsco [BEEN 3 | 2oe | 257 | owsc i [ 17 | 1m | owecy| 12 | mes | oams | e
Table 1: Baseline characteristics evev |2 [ 1m |1 |1 | eev BB 2w (22 | am| eev|am | 2x (2= (2w | evv | 2m | 12 | 1 [ am
FL| 218 183 150 150 | &= 3s - 248 FL| =& | 2@ At 182 FL| 147 | o83 1147 103
Ho| 48 | 205 | 233 | 2s W ETH 2o | 3 | 1w N == [N EE R CN IR IR T TS
S, " 77452 18ty 784S ) o0 ML [ 227 132 145 142 L N R ) 124 | 13 INAL [ A0S 1688 13 145 INAL | 195 | o8z | O&F | o7
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Rigid rocker soles improved
both pressure and comfort.

Most other components didn't.

Footwear effects on biomechanical and user-related outcomes, (a M3
in individuals with diabetes at moderate-to-high risk of foot g Dr. Jaap van Nette

ulceration and other populations: a systematic review 6 Prof. dr. Sicco Bus

® Decreased pressure at MTH up to 57%
[ 4 Metatarsal if placed 10.6mm prox. to MTH 2 (p<0.0001)
Dome .
() No user-related data
I I'I SOI e Material ® 6 mm top cover decreases pressure at forefoot
L 16 studies —— Top Cover up to 8% (p<0.001) |

(%) No effect on comfort and fit (p>0.05)

35 shore custom-made insoles decreased

Risk of Bias ) ® overall plantar pressure with 15% compared to
® 0 High — Material 35 shore prefab. insoles, while harder custom-
13 Moderate -~ Hardness made decreased it with 10%
3 Low (%) No user-related data
P Decreased forefoot pressure up to 50%,
Rocker and heel pressure up to 23% (p<0.05)
-~ Sole ® Comfort: Rigid rockers increased comfort
0 utsole compared to semi-rigid rockers
9 studies
Risk of Bias Outsole o Decreased pressure at forefoot and hallux
® 0 High \ » Stiffness pressure up to 17% (p<0.01)
——  Withcarbon-fiber
8 Moderate el d (%) No difference in comfort (p=0.87)
3 Low
Aim & Background Meathod Conclusions

o 8 = =
e

mhatac] ireksdng sk sesere
paper alginity. Inchuced ik
imrvar ons e 7 GUtTOTAL Ve C

r Ergiah. Twa
canwgerizsd into suject groups: §
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Trends in Mental Health Care Use Among Children and Adolescents:
A 9-Year overview of the DREAMS Cohort (N = 90,558)

M., Fijimans, J., Wildschut, M. Vries, YA e ¢, E.M_, Bird,

e esk . Br | .
, WL, Vermeiren, R.R.J.M., DREAMS consortiu ,4.‘3 ‘a—-\h
CDOREAMS)

INTRODUCT
*+ Childhood mental health Annual Mental Health Care Use * Median care use per person per
disorders are increasing, but Wiean and Mechor, 4108 Diect Minotes. of Care

year increases over time

* Girls with comorbid diagnoses are
atrisk for more care
- tan

research on long-term mental
health care use is limited.

Studies suggest that older girls
with imternalizing problems, a

Direct Care Minutes per Person

izh | . ! = Miedan
TETEE DI I 00 * The diagnoses anorexia nervosa
comorbidity receive the most i i d lity disord |
care [1-4]. == o and persona ity isorders - uster
B - B receive most minutes of care,
* This study examines mental neurodevelopmental disorders
health care use and its relations relatively few.
to diagnosis over a 9-year 2016 208 200 05
period in Dutch children year
Fig 12 Temiparal tends of mean and median minutes of direct care per person per year.
§ Average Care Minutes by Diagnosis and Interactors Fer comorbiity #3517 min
- . - - Famale gender + 244 min
& - - Cler than sverage +37 min
- 4000 .
g Care
= anon .
i L] & Drect
o & indirect
i 2000
5 . .
E - -
§ 1000
] g E g = g 2 i
(&) 2 I = E z ] =
§ 5 LR 3 g & ¢
T E oor ot F o
= [ ER E I
g iE § H H
3 £
Effect Size
comortidity () & @& [ ] 1wt m m B>
A 13 strati - -1 T % el
Age sk registratian i B
Famale gender ar an @ @ s

l -300

Fig = Results of the laz=a-regularized GLM predicting.  care minutes. Top: average minustes for the 20 most common DSMS diagneses; Grey square: main effects of comarbidity, gender and age
©n direct cane minutes per person per year; Botiom: stable interactions besween dlagnoses and comorbidity, age or gender on direct cane minutes. Circles are coiorcoded relatve to their refenence.

METHOD * 90,558 children (mean age = 10.7 years, 5D = 4.28; 57% male) received care between 2015-2023.
Sample: Children aged 0.5-18.0 * The average direct care minutes per child per year increased by 41.8% (Fig 1).
years who received care at a - - . .
* Anarexia nervosa and cluster B personality disorders receive most minutes of care, followed by MDD
Eﬁm‘;‘?"mr PrlosnlE and OCD; neurodevelopmental disorders receive less care.
* Higher care use is generally linked to female gender, older age, and comorbidities.
Measures:
= DSM-5 diagnoses labeled as
primary or comorbid disorder DREAMS CENTERS
+ Direct care (patient contact)
+ Indirect care (administration, [ )

The increase in annual care use in recent years SUggests
that children with more complex problems are being
treated, underscoring the need to identify children at risk of
extended care.

family contact, consultation)

Statistical analysls:
Generalized linear model (GLM)
with lasso regularization and
cross-validation to model direct
care use. Stability selection by
100-fold bootstrapping.
References are males at mean
age (10.7), no comorbidities.

* Only primary diagnoses and comorbidity counts are
included, not their specific types or complexity.

* Diata from other tiers of mental health care and clinical Y R A H I’Tl
practice patterns could clarify the rise in care minutes. . . . ave a n

Our findings help guide healthcare policy, and optimization

i e S — of resource allocation for vulnerable youth. 1 1
vl e v e (b i ackelascane brgchlatry. mhﬂ-:lm“nrmnm!‘\’nnfm
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Evaluating the potential of quantitative
asseszment of intraoperative fasciocutaneous
flap perfusion using microscope-integrated
indocyanine green fluorescence angiography
’l‘ Lacze WP wan 't Haf, !:la-.-i: J_. Migzz=n, Richard M. van den
Elz=r, Joost B van der Vorst, Roel Hompes, Mark-Bram

Bouman, Mark L van Berge Hen=gouwen, Matthiys Botman,
Carofine Driessen

(4] Lw.povanthofi@emstendamumc.n

@ The problam
Perfusion-related complications remain a major
cauze of fasciocutaneous flap morbidity
Current intrasperative assessment wsing ICG-FAis
largely subjective
& The limitation
Interpretation varies between observers
Subtle perfusion disturbances go unnoticed

@ Thegap
Can guantitative ICG-FA detect fasciocutaneous
flaps compromize intraoperatively?

{71 Methods
= Patients undergoing fasciocutaneous flap

reconstruction
Intraoperative micrascope-intregrated 1CG-FA
Postoperative quantitative anabysis
3 predefined regions of interest [reference,
proximal flap tizzue, distal flap tissue)
Flugrezscence-time curve analysis
Compared flaps with vs. withowt parfusion-related
complications

& Results
= T/20 patients developed perfusion-related

complications
Wemous congestion most common complication
FTCs of compromised flaps showed delayed
fluorescence peak and plateau phase
Time-to-peak was significantly prolonged in
compromised flaps
Inflowr and outflow slopes were significanthy
reduced in compromised flaps
Intraoperative clinical assessment did not identify
these compromised flaps

ll:u Amsterdam UMC

JPRAS

OPEN

An [ntermatianal
Crpen Access Juwrnal of @

Sungcal Reoonsirmctinn naAD AC
o

What the Misses, Quantitative

Reveals:
Early Perfusion Failure in

Reconstructive Flap Surgery

asse W.P.van ‘t Hof
Amsterdam UMC
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Integrative Genomics ldentifies Putative Causal Genes
and Therapeutic Targets in Thoracic Aortic Disease
Julia Horjus'2, Sean J. Jurgens?, Connie R. Bezzina', Nimrat Grewal?

' Department of Experimental Gendiology, Amstordam UMG, Amsterdam, The Natherands
Departmant of Cardictheracic Surgery, Amsterdam UMC, Amsterdarn, The Natheriands

Background Combining GWAS and molecular trait data for integrative analysis

Thoracic aortic dissection (TAD) is a life-threatening
condition with high mortality. Current clinical GWAS summary statistics Molecular traits
guidelines solely rely on prophylactic surgery once a
critical aortic diameter is reached, as thoracic aortic

na
=y

J)iz

aneurysm (TAA) is a key risk factor for TAD. To
improve risk prediction and enable therapeutic
development, a deeper understanding of genetic and

lecull i ing both TAD and

—
Do e vz

Integrative analysis

e
B putative caisal TAAD penes \...

Majority of genes is identified Gross refannce genes wih databases
through aortic tissue \ /

-

TAA [TAAD) is required.

Aim

Contribution of molecular trait to A o i .
gane cTWAS PIP scare Direction of effect and druggability of putative causal genes
c?a;s z Estimated direction of sfiect
: 3 o L Druggability of putative causal genes
% i + of molecular trait on TAAD risk Soores rom Drugnomedl Tiar 1 &2 834
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How clinicians perceive and manage cancer patients’
decision-making burden.

F.L. Huijgens"** I Henselmansz"* M_J. Huizinga' G.M_P. Diepenhorst®®  H.W.M. van Laarhoven®* A .M. Derlemans” FM_A_ Hillen'*

Take home message

Clinicians’ responses to perceived decision-making burden in patients were variable.
Discussions about how to navigate tensions between autonomy and aveiding harm could
foster greater unity among clinicians on addressing patients’ burden in SDM.

Background Method

Climicians are increasingly expected to involve patients in Semi-structured interviews (H=20) with clinicians who
treatment decision making. Some patients may feel discussed treatment options with patients diagnosed with
burdened by such involvement. It is unclear how clinicians early-stage breast or prostate cancer.

recognize and respond to patient burdenm in shared 8@
decision making (SDM}. Analysis

Thematic analysis (inductive approach). 8

Objective

We aimed to gain more insight into experiences of climical
oncologists regarding patients’ burden of involvement in
decision making.

Main results

How clinicians detect burden How clinicians respond to burde@

Patients... » Offering more information or more time
... tell directly they find it hard = Acknowledging the burden
... ask for advice or “What would you do ~ Stressing importance of patient preferences
0
‘.:.'.D:atg;.a long time before deciding @ans respond ta “‘What would y@
... look confused or ‘go blank” Providing a treatment Refraining from giving explicit
... exchange doubts or considerations recommendation h advice, believing that SDM entails
with companions patients should make their own
. ask very few or a lot of questions “In those cases, they [patients] choice.
need support. So, | will take
ﬁ\ the decision - and they are ‘Then | say: | am not allowed to
completely at ease with that.” make that chaice for you'
Discussion

~ Clinicians intuitively assess whether a patient feels burdened.

- Clinicians vary in how they balance the two ethical principles ‘aveoiding harm’ and
‘respecting patient autonomy’ when giving patients decisional responsibility, leading to

Contact
Fiorella Huijgens

f.L.huijzens@amsterdamume.nl
X 3

unwanted practice variation.

Topic
Quality of Care

F.L. Huijgens
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Tegaderm Stickover Technique for
Nipple Grafting in DIFNG Mastectomy

M.M_F. Jorna, DA Young-Afat, T.C. Van de Grift, ] M. Smit, T.5. Schifer, M_B. Boumnan, M.G. Mullender, W.E. Van der Shiis

| BACKGROUND L AIM L

Top-surgery is the most commonly performed GAS in To evaluate the surgical and patient-reported outcomes,
transmasculine and non-binary assigned-female-at-birth and provide a detailed description of the Tegaderm
(AFAB) persans. stickover technique for free nipple-arecla complex graft
The double insicion with free nipple grafting [DIFNG) [FNACG) fixation in gender-affirming double incision
technigue is the most perfarmed. mastectomy.

Traditional tie-over dressings can be fime consuming,
uncomfortable, and may leave scars.

— METHODS - _[ RESULTS I_

Geraft surdwal |4 wooks)
Retrospective cohort, 012024 - 01/2025 N=447, madian age 21 (5-51) [ months)
All patients undergoing DIFNG mastectomy using the =100, median age 21 (15-61)
Tegaderm stickover technique. oy R Pl Wl s e e D)

Outcomes:
® ° Graft survival
aha n & waek postoperative
= Using photographs

= Two indapendant reviewers

e =

@) N 5 - & -
- Chwere e e
a tions mi recla-complex (NAC § AT g L 7 oo oF HAC sbamdion
_[ DISCUSSION I_ _l CONCLUSION

The Tegaderm stickover techni offers a simple, reproducibl o q .
U ;S:mmsr:h r fgl-l.:em; a simp Tn :snder— = The sulur::dm_:rgud;nn l‘.|lc kouv..r'::lchnlqu. is
atfirming double incision mastectomy with 1) high gratt survival suEy, rep ucible, and patient frie i
(higher or comparable compared to existing literature), and It achieves excellent graft survival, high patient
2] an increase in satistaction of the nipple and arecla satisfaction, low material use, and painless
(GENDER-Q). removal.

Qur sirengihs include our large cohert and the use of the .. . -
GENDER-Q. Our limitations include reliance on six-week Making it a sirong alternative to traditional
photographs only, the absense of o control group, and the fixgtion,

limited response rate for the GENDER-Q outcomes.

_l SURGICAL TECHNIQUE I_

FNACGs were fixated using the Tegaderm Stickover
Technique, in which compressive dressings are
secured solely with a Tegaderm dressing, eliminating
the need for traditional non-absorbable sutures or
skin staples.

Get in touch:

Melle Jorna (PhD-candidate Gender Surgery
Amsterdam UMC

m.m.f Jornaeamsterdamume.nl

M.M.F. Jorna
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A multi-center cohort study: inflammatory markers, smoking and body

mass index are associated with electroconvulsive therapy response in
depression

Dominiks M Karaszewska, Tim J van der Putien, Anja Lok, Dominigue S Scheepens, Karel WF Scheepeira, Guido A Amsterdem UMC. Famassle Den Heag,

5 Frocht, GGZ in Gess, Redboud
van Wingen, Jentian M Vermsulsn. Rob Kok, Esméa Vierwlji. Johanna M. Hegaman, Karan van den Barg, Dore .ﬂ.nhr:: L;-m En f’ u.;
Loaf, Mardien L Qusegs, Eric van Exal, Frank L . Hannake van Wells, Disnaks Blioamiolk, Sjosrd M. van Groningen, Massticht LIWC, Tamaci

Balkum, Maurica Viachjager, Barthaolomeus CM Haarman, Willsmijn Haljnen, Tom Birkenhager, Plulm: 3irit Zakentuaz, OLVG Amsfordam
Broskman, Thomas Zoon, Anton Vengouwsn, Indira Tendolksr, Jordy Rovers, Matten Somera, Bart PF Rutten, Phillp: Blomarkers: Clinkoa!
“wan Eljndhoven, Annemiek Dole, Damisan Denys, Riosl JT Mocking “I I| | Amsterdany

Meurgscience
INTROD! N

= Electroconvulsive therapy (ECT) is RES
an effective treatment for treatment-
resistant depression with response
rates varying between 58% and 70%.

+ Mon-smokers and former smokers showed greater reduction in
depressive symptoms compared to current smokers (B=-2.29;

= Howewver, interindividual v‘.ariahility in 95% CI, -4.13 to .44; F=7.82, p<.001, N=1526).
t'f’:;e';* f’“‘f’f’"‘es remaing . Patients with BMI below 25 improved more than those with higher
suU ntal.

EMI (B=0.24; 95% CI, .1 to .37; F=11.6, p=.001, N=1103).
Higher baseline CRP levels, but not leukocytes and ESR, were
associated with higher post-ECT HAM-D scores, but only after
adjusting for smoking (F=4.28, p<.05), suggesting a confounding
effect,

Inflammation has emerged as a
potential biological comelate of both
depression and ECT efficacy.
Smoking and high body mass
index (BMI) contribute to a state of
low-grade systemic inflammation
and have both been associated with
depression. However, their
relationship to ECT response remains
unclear.

» This study investigates the
association between CRP, leukocytes,
ESR, smoking status, BMI, and ECT T T
response in patients with unipolar and Pre-ECT Post-ECT
bipolar depression. Timepoint

-o= Mon-smoker
-& Foarmer smoker
=+ Current smoker

Mean HDRS
]

T N

10+

Figure 1. Current smoking was associated with higher HAM-D

m scores after ECT (B=-2.29; 95% Cl, -4.13 to .44 ; P<.001).
" Duteh BT Consertum (DFC). 1 m
centers in the Netherlands.

+ 1836 patients with depression treated + Smoking and obesity, both potentially modifiable risk factors, are
“"_’“" ECT_- _ associated with reduced efficacy of ECT, possibly through

. Llnear ITII:FBd model E_I'IEWS!SI inflammation-related pathways.
investigating the relationship between « CRP may serve as a clinically relevant biomarker when interpreted
change in Hamilton Depression alongside smoking status,
Rating Scale (HAM-D) or . + Smoking cessation and weight management could be
Montgomery—Asberg Depression implemented into pre-ECT care in research settings to improve
Rating Scale (MADRS) scores over response rates in the future.

time, and inflammation/BMl/smoking

Dominika Karaszewska

REFERENCES
+ Loaf D, Hoogemdoom AW ars M, Mocking RUT, Bchespens DS, Schespsia KWF, ef al. A predicion modal for aksciroconvulsive therapy efieciivenass in paSients with major deprassive disorder from 1 6
the Dulch ECT Consc .
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PI-NL Trial: Metformin for the treatment of

early-onset preeclampsia

Maryam Khelill, Wessel Ganzevoort!, Rebecca Painter?, and the PI-NL study team

Clinical Intervention

Preeclampsia (PE) = high blood pressure e & Perinatal centers with NICU in
in pregnancy due to placental the Hetherlands
dysfunction.
. 180 singleton pregnant
= 1-2% of pregnancies L :
|[[h] . ~1% early-onset PE (<2 weeks) i individuals with eary PE and no
» Often leads to prematurity and fetal imminent delivery
growth restriction (FGR) Metformin 3000 mg/day or

placebo till delivery
Ho treatment except delivery.

Prolongation of pregnancy, when safe, can E Inclusion: 2025-2078
reduce child complications.

ovjectve _____________________ Joutcomes ______

To assess if metformin could be used to safely prolong - Primary: prolongation of pregnancy

pregnancy in early-onset PE. - Secondary/exploratory: adverse
maternal, fetal, and necnatal outcomes
till 20 days after birth

* meisreem Feoroducton and Develcomert, Amosrcan UWC arececdeT
& Do rivyre o Covraneriory s Clwrieeiey, (Eownraon W Riok iy

packground

If effective, metformin would be the first
treatment to safely extend pregnancy in early-
anzet PE.

By extending pregnancy, it may reduce the risk
of prematurity-related morbidity, mortahty,
and costs.

Metformin is a registered treatment for
diabetes in pregnancy, which would facilitate
implementation.

Questions? Feel fres to reach ocut
Maryam Ehedil
M0 | PhD student )
PI_HL®@amsterdamuma. nd PIHL

Maryam Khelil “—"
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Establishment and Characterization of Patient-Derived Lung Normal Airway and Non-
Small Cell Lung Cancer Organoids for Evaluating Novel Therapies

Peiyu Li, |da H. van der Meulen-Muileman, Henk Dekker, Marieke Fransen, Idris Bahce, Victor W. van Beusechem

Introduction

Hon-small-cell lung cancer (NSCLC) remains the
most commonly diagnosed cancer and a major
cause of cancer-related mortality worldwide.
There is an urgent need for more effective
therapeutic strategies. To enable studies into the
efficacy and toxicity of novel therapies, we
established patient-derived NSCLC and Mormal
airway organoids cultures.

Method

I\ :...m - trnen e -

(L

g lumar

— -t — _-J
E

Figure 1. Morphology of NSCLC and Mormal airway organoids. (a) Squamous
carcinoma organeid, (b) Adenocarcinoma organoid, (o) Mormal airway organoid.
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Results : g -
We established Hormal airway and MSCLC tumor oLl

organoids cultures from eight different lung tumor
resections with a success rate >85%, NSCLC and
Hormal airway organoids displayed distinct
morphologies (Fig.1). Gene expression analysis
confirmed that Hormal Airway organoids contained
alveolar type 1 and 2 cells, basal epithelial cells,
club cells, goblet cells and ciliated cells (Fig.2).
MSCLC organoids were characterized on the basis
of subtype-specific gene expression (Fig.3). In
contrast to lentiviral vectors, adenoviral vectors
were highly efficient (>90%) for gene delivery into
established MNSCLC and Mormal airway organoids
(Fig.4).

Conclusion

Establishment,
effective.

Figure 3. AT-gPCR detection of cancer-related gens expression in patient-derived
tumor crganoids to characterize the subtype of non-small cell lung cancer (MSCLC).

e "'9"‘““*‘?--

Figure 4. Comparison of transduction efficiency betwesn lentiviral vector-GFP
and adenoviral vector-GFP in established NSCLC organoids and Mormal airway
organoids.

long-term culture and biobanking of NSCLC and Mormal airway organoids are
Hormal airway organoids present all cellular components of human lung epithelium.

Adenoviral vectors are highly efficient for gene delivery to organoids.

i) Amsterdam UMC VY seeec:

Cancer Center Amsterdam, De Boelelaan 1117, 1081 HV Amsterdam, The Netherlands

Peiyu Li
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W) Emma Children's Hospital
Development of a Core PRO(M) set in Pediatric Physiotherapy

S. Limmen MSc?, D.L. Korteling M5c', M.A.T. Bloemen PhD?, M.A. ). Luijten PhD?,
M. Ketelaar PhD**, R.H.H. Engelbert®#, E. Rameckers’#?, H.A. van Oers PhD', L. Haverman PhD"

Background

Physical impairments affect children’s wellbeing. Patient-roported outcome measures
(PROMs) roveal patient perspectives on their health. Consensus is lacking on which pationt-
reported outcomes (PROs) and PROMs best suit pediatric physiotherapy (PPT).

( Participation _

This study aims to develop a core PRO(M) set for PPT.

This multimethod study consists of five steps:

{1

1)
Relevant PROs were identified witha || PROs were PROs were An expert panel Valid, reliable
scoping review and qualitative study || operationalized || prioritized incorporated PROS || and practical

with an expert = Online survey into a national PROMs were

Focus groups with:

+ Adolescents (12-18y, n=17)

+ Parents (4-18y, n=16)

+ Pediatric physiotherapists (n=10)

panel of * 96 pediatric model for generic || selected by an

researchers in physiotherapists || PROS — expert panel
PPT and PRO(M)s

Core PRO set Core PROM set

. Participation No PROM found .
R EEPREIT Social functioning_[PROMIS Pediatric Peer Relations® Optional PROs
. _— - PROMIS Pediatric mobility* and/or . joni
Physical functioning/ activity Bt ot lbpertgxtmrrﬁty‘ l:ﬁir::::?fwunctmmfg
Fatigue Intensity NRS Fatigue « Depression
Interference PROMIS Pediatric Fatigue™ + Anger
Pain Intensity MRS Pain °S|.eep: . o
Interference PROMIS Pediatric Pain Interference” + Cognitive functioning
Quality of life MRS Quality of life
Perceived health MRS Perceived health

* Computer adaptive tests recommended
* Shertform 4 items recommended

Completion time core PROM set Aﬂ;}

+ Core PRO(M) set for: daily practice,@ (www.klik-fysio.nl), research Q. quality assessments @

+ The core PRO(M) set can aid in early identification of health-related problems, facilitate communication,
and ensure comparability of outcomes.

1. Arumaries UL Uniewnty of Avaedn, Enre Cricnns Hoigsl, Chit s Aseace: Piychisy & Pryctosscii Can, T Sesuriards
3 e Lisvanity o e

3

4 Dw blooguruat ahatikaton, Laedre. Limcts, Lot

H A .
i § G of Eupartha ran Wit Facuty o s, Arcmrdis Linaaty o Appia Sckincan, heariar, Tha bistatirch
R Mkt praiging |,E ﬁl} wweumsce | W[ SUGESTHOL ? 7. CAPYES, Ukt Likaraty Miassert B basarna
o BY WTRERHT  weprrtmsiven " X

Contact: s.limmen@amsterdamumc.nl

S. Limmen
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GROWING UP TOGETHER IN SOCIETY §§ GUTS GO

Longitudinal research into the biopsychosocial

mechanisms in predicting and understanding
antisocial behavior in high-risk youth

N BACKGROUND

+ Youth taday faces complex challenges in a rapidly changing society.
+ Recently, we see that juvenile delinquency is decreasing, but unfortunately,

the acts of conduct are g more serious

and the severity iz shifting even 1o an even younger oge
+ Morecver, recent changes in society pose new challenges in disentangling why same youth
grow up to contribute succesiuily to sochety, and why others diverge from societal norms,

+ Additionally, it's essential to explore why some youth, despite early risk factors, do not
develop persistent antisocial behavior.

« Study Focus: Our cohort study the societal, gl
and mechanisms underkyi isocial behawior.

Self-regulation

~

Mo anyrnll
) === =44
AN

[{{{d e
([{{{qe

N WHAT IS GUTS? N GUTS GO

.ol.rrsmtr “Growing Up Togather in Society”

3 inthe -zm—:mpm,
thuhnds. o = + Age at start of frst measurement: 10 - 16 years
A betwoen T itles and various + Youth tat akeady have had police contact G display eary
+ How do young people develop in a complex society? sigres of antisocial bahanior _
« Mars inforsticn; www: gutaproject com + Recruited from locations where high-risk youth are akeady on
+ Natail have the same the radar

= Inequality of apporturity.

+ Youth are known tothe palics, nelghborhoad o whare thare

+ We want in befier understand how the brain and behavior of youth are concenms about possible ule-breaking behaviar

dewalop aver time.
+ Coliaborating to craate equal oppartunites for everyons.

S METHOD

RATIONALE
+ Focus an sel-regulation - a crucial aspect of development.
+ Additional assessment of empathy and trust through targeted MR tasks.

STUDY DESIGN
include: 1 tasks, and MRl or EEG
+ Biglogical collecion of ger d
+ MRI Assessment:
Siructural and restng-siate imaging.
3 tasks focusing on sell-regulafion, empatty, and trust.
and heart rate during MRL
- EEG Assessment:
Resting state acthity and hyperscanning sessiors.
Mersures of aggrassicn and risk-taking.

" Wave 1 Wava 2
£ I 10-16 yeara cld
o

START

YOUTH Wave 24
1616 YEARS OLD | """“"':r“‘ 1420

+
yoars old Lot

IMPACT OUTCOME

Neuroscience
S, FOR
@ ;‘P turctional Magnetis
Fascrance Imaging MR
-EEG

N % B ®

.ngiuhj

ower 7 years Sirmughout

Waws 3
17-23 yoars aid

END

N

Behavioral Biological

Computertasks toart Fata _@
Rospiation 04
Agrassioe

Dacisken baking Cortiscl Tesicateran  DhIA

17-23 YEARS OLD

> MORE INFORMATION

Growing Dr. Carmen-Silva Serghon
U TEpetive Fostdoctors] researches
| In'Seciety U amsterdam UMC GUTS G0 High- sk Youth

GUTS p—

NETHERLANDS

INSTITUTE

FIJH N ELIR EISI:I[III:"
i

" USEUER § Y Bwd og A ' EIGIZED 'O Y HES "W USIBIMZ UBA "N UBLDY D "U0ST P sapusy S D nojBiag

C.S. Mendes de Leon
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m I” I I | Amsterdam Compulsivity, Impulsivity & Attention {CIA)
Neuroscience Biomarkers: Experimental and Methods

Site Noise Out, Brain Signal In: ComBat Harmonisation for Multi-Site EEG
Danae Mitsea", Philippe Jawinski®, Dirk Smit' — "Amsterdam UMC, Dept. Psychiatry, NL; “HU Berlin, Dept.

Psychology, DE

Pre-ComBat

Theta Power

a0

Ane {years)

Site effects severely distort multi-site EEG.

ComBat removes >80% of this noise while revealing biological age trends.
Before (left): Each cohort shows its own “EEG fingerprint” preventing pooled analysis.
After (right): Harmonisation aligns data into a single, unified trajectory, revealing the true biological signal.

* Mental health is in crisis (WHO, 2025) with neuropsychiatric disorders on the rise. Detection of early biomarkers and

Introduction

benchmarking normative development is crucial.

* EEG should be our scalable solution—fast, cheap, portable, and tied to brain function.
= Butmulti-site EEG remains a challenge. Different machines, labs, and montages warp the signal, hiding meaningful
neurodevelopmental patterns. Without harmonisation, normative EEG Is impossible.
* ComBat might fix this (successful in genomics/MRI) but has not been systematically tested for EEG.
‘We ask: Can GomBat remove site distortion while keeping real age effects in attempt to model normative development?

Methods Results Conclusions

1. Data extraction (alpha 1. Site nolse sharply preserved or ComBat removes site-

5 cohorts, N = 5,000 & theta power per || reduced strengthened driven artefacts in multi-
healthy channel). = Site-explained R * Age-alpha correlation site EEG while revealing
participants, ages 3. Harmonisation drops (a:0.3520.13; stable (Ir] =0.40). neurobiological age
5-82. ComBat model: 6:0.40+0.29). Age-theta correlation trends.

2. Preprocessing Power ~ Age + Sex ||® Mean power ranges increases (|r|= Reported trends for a and 8
Automated + Site COMPress across 0.43+0.58). were in accordance with
pipeling (EEGLAB- 4. Validation sites. * Age regression existing studies —* biology
based): = Site-cxplained ®* PCAclusters dissolve  coefficients preserved maintained.

* Channelcleaning, variance [R?}, (shown below after (r=0.990;r=0.958). Cross-study
re-referencingto ® PCAclustering, covariate 3. Lifespan curves align comparability for
average reference, " Random forest adjustment). across cohorts translational neuroscience
ICA artefact site prediction, ® RF site classification ® Alpha: declines with can be achleved.
removal. * Cohort-specific decreases toward age.
» Srandardised lifespan curves chance (e.g., = Theta: garly-life Next Steps
power-spectral {cubic models). 0.45+0.31 o; 0.49+ decline, mid-life Expand database: 5k + 30k
0.39 6). fluctuations and late- participants.
Age Distribution by Cohort — Post-ComBat 2. Biological signals life increase. Launch clinical platfoerm:
—’,.:345.1 M:1766, F-1718 Before ComBat After ComBat EEG upload + normative
He ‘ ' comparison.
OFPG -n=ﬁoﬂ [M:232, F:376) 10 ) w Enable personalised
- : medicine: harmonised
SRM ’Fm (M:42. F:65} Ed EEG biomarkers for
TOBeain ’F.N (M58, Fr48) o clinical translation.
NTR Hn=1 586 (M:768, F:817) 0 50 e R Scan here for
| PC1 FCl more info!
25 50 b .
‘Age (years) DZFG Life NTR SAM TDBrain

Danae Mitsea
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‘ I Parental Mental Health Following Very Preterm
Birth up to Term Age: Contributing Factors

B k_s.muller@amsterdamumc.nl

Amztardam UNC Laeation nivarsity of Amstardam, Emma K.5. Muller M5c; N.J. Meesters PhD; H.A. van Cers PhD; 5.4, Obermann-Borst MD, PhD; C.5.H. Aamngudsa-Moens PhD;

Children's Hospital. Child and Adolescent Peychiatry & ML Tataranno MD, PhD; E. Lopriore MD, PhD; MM_A. Rasts MD, PhD; C.1_ van Ganzewinkel PhD; P.H. Dijk MD, Phiy;

Peychozocial materclim, The Netherland: C.H.P.van den Akker MD, PhDy; W.P. de Boode MD, PhD; F.A_B_A. Schuerman MD; A H. van Kaam MD, PhD; LE.M. Reiss
MD, PhD; M. Benders MD, PhD; 5.H.P. Simons MD, PhD; G.E. van den Bosch MD, PhD; L. Haverman PhD;

on behalf of the HIPPO study group

of Heonatal and Pedistria Interive Care,
Divizion of Necnatology, Erasmus MC -Sophia Children's

Background

Preterm infants admitted to the Meonatal Intensive Care
Unit (MICU) are exposed to stressful procedures and events,
not only stressing the infant but also affecting parental
mental health. Understanding key contributors to maternal
and paternal mental health at various stages is crucial for
targeted early interventions and optimal child development.
This study aims to examine the contributing factors of
parental mental health after very preterm birth up to term
age.

Conclusions

The findings highlight the impact of preterm birth and HICU
admission on parental mental health. As expected, there
were indeed different contributors to the mental health of
fathers and mothers. More neonatal stress exposure,
having fewer children, and perceived social support were
additional factors for fathers only.

However, there was also considerable overlap. For both
parents, prenatal psychosocial history and stress related
to the NICU environment were significant contributors to
parental mental health.

Further research should focus on prevention and early
intervention, and explore long-term effects to better
support families.

Table 1. Results on Posttraumatic Stress and Depressive Symptoms for Mothers and Fathers

p-value b

Past life events 019" 0.37
J006** 4.06
003 0.30
1633 -0.0029
89 3.45
1.000 1.97
769 1.22
577 1.06
068 137
<.001 699
173 0.0032

. 792 -0.003
Perceived support . 824 6.01

Clinical & Epidemiological Surveys

Maothers and fathers of preterm infants completed
self-report questionnaires assessing posttraumatic

stress (PCL-5) and depressive symptoms (PROMIS Depression)
1-2 weeks after birth, 1 month after birth, and around term
equivalent age using the KLIK PROM Portal.

Additional questionnaires (including the LEC-5 and PS5:NICU)
captured prenatal psychosocial history, birth-related and
family factors, postnatal stressors, and protective factors.

The Happiness for Improvement of
Premature and Parental Outcome
(HIPPO) study is a national
multicenter  prospective  cohort
study that examines the amount
and impact of neonatal and
parental  stress during NICU
admission in preterm infants. 446
preterm infants born <29 weeks
from the 10 NICUs located in The
Metherlands were included.

Fathers
p-value b p-value b p-value
049+ 0.23 .038* 0.13 .284
005 1.10 087 0.70 443
001* 0.14 002 0.13 010
.38 0.0019 21 0.0018 376
246 0.08 .959 0.73 70
.250 -0.14 867 1.56 148
648 0.28 .B08 0.57 735
689 0.712 535 1.18 .483
037 -0.32 .358 -0.64 120
<001 3,87 <001 5.04 <001
<.001**  0.0007 144 0.0018 .015*
891 0.009 450 0.023 148
.008** -0.84 .553 1.32 .353

Note. Significance: **p < 001, * p < .01, * p < 05. Data from 217 families (259/446 children) were analyzed using generalized least squares.

Contact: hippo@erasmusmc.nl; hippo@hetklikt.nu; k.s.muller@amsterdamumc.nl w Amsterdam UMC

UMC Wtrecht
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PETRA ‘T

Anouk Hijman, 5anne Wiegers, Ben Zwezerijnen, Lisa Verweij, Annelies Bes, Andreas Hiittmann, Ulrich Dihrsen, Lars Kurch, Marie Jose Kersten,

\EIJ Amsterdam UMC

J

Best Segmentation Methods for Baseline 18F-FDG PET-CT in
Follicular Lymphoma Patients

Introduction

- Follicular Lymphoma (FL)
= 18%-26% relapses within 24 months
= MNeed for more prognostic information

- Quantitative "F-FDG PET/CT has shown some prognostic valus.
= e.g. metabolic tumor volume (MTV) and distance (Dmax)

= Tumaor delineation method needed for quantitative PET

27.8

Undersegmented (1)

Martijn Heymans, Josée Zijlstra, Ronald Boellaard

Oversagmentad (3)

Aim

Compare different single and multi threshold delineation methods for
follicular lymphoma "8F-FDG PET/CT on segmentation quality,

interobserver variability and ease-of-use

Methods
Patients

+ 15 second-line FL patients (HOVON110)
« 12 first-line FL patients (PETAL)"
13 delineation methods by 2 ohservers

[Singie e Thods
[SUN thrashold (SUva.0, SUV2.5)" jority vote (M2, M)

|SUNmax threshold [41MAx]

Results
Delineation Quality N Interobserver variability A
A asn Py Y e » Weighted score O Singls Thisshoid Mathod &1 Mudti Theeshokd Method
ASOP am [Eh) am * Mean square e -
SUNZS an [ e T e
- o
am [ l 3 ° -
LIONZ aa o L) an an = aw o o
LIOHZ= 540 an iz am L] E o
; e w am '™ g M s o ° 8
[ e e @ e o =
=l s —
LBE2E = = g e a ? “ g : g g g ]
W e o am 2 o o 2
P S =T flleameszialessie
— — T
LIONZ+LBSZA ase Ll L] am » " a a o L om = F =
LIONZ-LEEIE an ™ an H |E| i3 § R IE E 5§ & § i
[ E 3
10 15 25 e ] 2
\ AN g $f )
g Ease-of-use N\ R
@ Singhe Threshodd Mathod B Mul Threshold Mathod B Single Trveshold Method B Multi Threshold Method
e o o @ - =
. o < SUVZ.5 consistent
o oversegmentation
7 w o -
z 3 B N + Addition of LIONZ Al
F o o g w4 7 - T e o0 did not improve
B L s B & & a a = B o E = 3 outcome
o m . L 2 wm o & o -
. g . © i B 8 § 2 - Q 33 = o T T <+ Good correlation
™ LB T s @ & W = Q L1 LI between ohservers
L P o - = Py B I = P = 1==1 oy = [ | for all methads
T — — T — (1€C>0.9)
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Conclusion

b

Best single threshold
method:
SuvV4.0

Best multi-threshold
method:

Lesion-based (LBS)

Single threshold methods
better on:

+ Interobserver variability
+ Ease of implementation

Multi-threshold methods
better on:
+ Segmentation quality

1

HermaSphars, 2030, 411

L Bk i M, 24,
2 Iwamrr, G, st ol Bl Lymphama. | Rl Mes, 2023, B2003): . 1533-1536.
3. s,

e
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Anouk Nijman
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Detection of recurrent endometrial cancer via DNA
methylation analysis of cervicovaginal self-samples and urine

A. 1. Houwens, Department of Pathology, Amsterdam UMC; M. Schaafsma, Department of Pathology, Amsterdam UMC; 1. C. Kasius, Department of Gyneacologic
Oncology, Amsterdam UMC; M. E. van Trommel, Department of Gyneacologic Oncology, Antomi van Leeuwenhoek/Hetherlands Cancer Institute; R. D. M.
Steenbergen, Department of Pathology, Amsterdam UWMC; M. C. G. Bleeker, Department of Pathology, Amsterdam UMC.

Cancer Center Amsterdam - Biomarkers: Clinical

Introduction Methods

Endometrial cancer patients undergo frequent follow-up Healthy controls EC patients without recurrence EC patients with
monitoring for five vyears after treatment, causing a {n =100} — m'ﬂ.\:usl — recumence [n = 17)
substantial burden on both patients and healthcare. However, - 8 & - -

less than 20% develop a recurrence and its detection often ? ’ ? ? ? ? A iii
relies on symptoms. Previous research demonstrated that DHA

methylation analysis accurately detects endometrial cancer in Figure 1. Study cohort. EC = endometrial cancer.

cervicovaginal self-samples and urine. (1)

Participants collected cervicovaginal self-samples and wrine.
DHA was isolated, bisulfite-converted and analysed for nine
markers by gquantitative methylation-specific PCR (gMSP). DHA

Here, we explore the potential of DNA methylation

analysis of cervicovaginal self-samples and urine for

the detection of recurrent endometrial cancer. methylation positivity was assessed using logistic regression.
cooT GHSR Zic1
Results o e “ . . -
1 e 1l = 1= o ik -] Lam
* DHA methylation levels decreased post- . " . . [—

treatment in patients without
recurrence compared to pre-treatment
(Fig. 2).

* In patients with recurrence, most DHA B .
methylation levels were similar to, or
just below the levels at primary
diagnosis (pre-treatment) (Fig. 2). CDH13 GHSR SST

A
-+
_I_
1
._I_-
T
-
_|]]_, 2
N -l_ -
]
_._
T
. =

* Based on previously established logistic ® e | = 1 - : -
regression models, the detection rate =
for recurrence  was  62.5% in
cervicovaginal self-samples and 58.8%

—_— 1]

in urine {Fig. 3). ’ + * ‘

* The diagnostic performance was highest 1 ? -1
for local recurrence specifically, : .

reaching 100% DHNA methylation B conves B =]

1o (Ctrate)

sFemlimas

\With , collecied at time of
positivity in cervicovaginal self-samples B i meumence,caes @ plremenes
and 90% in urine (Fig. 3). Figure 2. DNA methylation levels in cervicovaginal seff-samples and wrine. Only markers used in

(Fig. 3) the kogistic regression modets are shown.
without recurrence (n = 43) with recurrence (n = 17)
lecal regianal  dstant
TunnEeEE u

( A1 primary
. NNNRNRNRRNRNRNANANARNNNNNDNERRERRRENEY
- (] ]] 1 Hmnmm 1
«
R primary

ciagnesis
- AR ER D0 BNEEEENR D

In folow-up

Histeloglcal sublyps DHA mathylation status
» Endonaiiok carinoma Clear ol carcinoma ering sarcoma Hegate I Positive
Conclusion S carnoms Orie carcnorrsoms [ tvod ewchans

- = 3 Figure 3. DMA methylation positivity in cenvicovaginal self-samples and urine. Each column
DNA methylatlon analy;ﬁ of self-collected samph'-}s represents 3 patient. Black lines indicate kncal recumence combined with regional or distant

offers a promising method for remote monitoring of recurrence.
endometrial cancer patients after treatment. This |-
EV T g e T L LR LT TR G TR N TG =T G 1. Wever BMM, van den Helder R, van Splunter AP, et al. DNA methylation testing for

= endometrial cancer detection in urine, cervicovaginal self-samples and cervical scrapes.
both patlents and healthcare. int J Cancer. 2023;153(2):341-351.

A.J. Nouwens
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The use of systems archetypes in

Local obesity prevention: how the

system behaves and how to Weltintended
Change it interventions

1 THE PROBLEM

Methodologies for
changing complex
systems driving public
health problems lack.
Participatory system dynamics approaches
hawve gained traction in public health.
However, methods to move from

understanding the beahviour of the system
to leveraging change are still lacking.

O

We developed a novel
approach using systems
archetypes, common
patterns of system
behaviour that drive
unwanted outcomes.

‘We applied this method to data from the
LIKE project — a participatory system

dynamics project on childhood obesity in
Amsterdam.

We found 6 archetypes.
The most common was
‘fixes that fail’ e.g. that
health interventions can
produce unintended
consequences that
reinforce the problem.
Systems archetypes can help hypothesize
about a system's behaviour and lead to

movel and more refined insights into how it
could be changed.

Jillian O'Mara (j.romara@amsterdamumc.nl)
WUsing systers amhetypes tn understand system behaviour and identsfy
bu% E.vlrisfor In hocal abesity preverition i the Netherlands
Silliers rad, Lnudﬁ-d;dhu.cmpnmww, Wikna
1 of Public and Ox Health,
AmstetarlIME, Aresmntam Publc Heslth, Public Heakth Dynamics Lab

can reinforce
the problem.

The story: People with lower SES face more health issues, but current health programmes only
address symptoms. These programmes often make individuals Feed like they're "doing it wrong,”
raising stress and worsening the problem. As a side-effect these programmes frame health as an
individual issue, diverting attention and funds from addressing the roat causes, such as poverty
and stress,

_m : _
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W
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o e ok /
. Tk s of ey
and v thraugh: g

traugh e -
peanion

Success to the successful

The story: The food environment is dominated by unhealthy foods, heavily marketed to
consumers, This leads people to chooss unhealthy options, boosting demand and making
production cheapern. As a result, unhealthy foods receive more resources, while small local healthy
food producers struggle with higher costs and lower demand,
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lI:Ij Amsterdam UMC

Jillian O’Mara
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Personalized versus standard cognitive behavioral therapy
for fear of cancer recurrence, depressive symptoms or
cancer-related fatigue in cancer survivors

2 Susan J. Hamas', Hans Knoop', Annemarie M.J. Braamse™ * et al*.
1. Department of Medical Psychology, Amsterdam UMC Location University of amsterdam, Amsterdam, the Netherlands.
2. Cancer Treatment and Quality of Life, Cancer Center Amsterdam, Amsterdam, the 3
3. Amsterdam Public Health, Mental Health, Amsterdam, the Netherlands.

Fear of cancer recurrence, depressive symptoms, and cancer- There were 76 patients in the group of standard CBT with an average age of
related fatigue are common among cancer survivors, negatively 50.8 years; 60 |73%) were female. The CBT group consisted of
impacting their quality of life and everyday functioning. Cognitive 78 patients with an average age of 52.1 years; 57 (73%) were female.

behavioral therapy (CBT) targeting these factors typically show small
to medium effects, with limited long-term benefits, high dropout
rates, and other influences on treatment cutcomes. Therefore,
personalization of treatment may offer a potential seluticn.

% Significant reduction in limitations in daily functioning, fatizue
severity, depressive symptoms, fear of cancer recurrence and an
improvement of quality of life for both groups.

(2 Methods 4

Randomized Controlled Trial
Standard CBT vs Personalized CBT

-

No significance differences between the two groups.

4 Treatment time: personalized significant more efficient for fatigue,
depressive symptoms and fear of recurrence treatment.

4 Dropouts: significantly lower in the personalized group (p =0.024).

Standard CBT Personalizd CBT e
Fatients’ need a0

Fixed protocol

EMA-based modules® ¥ -+ Personaized CBT

Standard (blended) delivery w = Standwd CBT

Self-chosen delivery

Fixed duration -
Flexible duration T

EET

*Ecciagical Momentary Assessment [

Fabgar iramin Emmeasion spmpban

Outcomes

4 Primary: limitations in daily functioning ,
4 Secondary: fatigue severity, depressive symptoms, fear of
cancer recurrence, quality of life, therapist time, dropouts

[ e——

Anzlysis: A linear mixed model [LMM)

* Mo differences in dinical outcomes between personalized and standard CBT.

* This may be due to the effectiveness of the standard protocol.

* Also, standard CBT may already include elements of personalization in
routine practice.

* Despite similar cutcomes, personalized CET was assodated with shorter
treatment duration and lower dropout rates.

* These findings support our hypothesis that personalized CBT may enhance
treatment efficiency {rather than effectivensss).

Hannah van der Pas
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Reference: study protocol g‘
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Reference study website
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Anastasia Seloceo™***" Wenya Yang">**”, Laura Ventura>***, Leander Dubois®, Elisabeth MW. Eekhoff*****, Dimitra Micha****", Lidiia Zhytnik'**™

'Department of Human Genetics, A
iameterdam Reproduction and Development, Ameterdam, The Netherlands
3amsterdam Movement Sciences, Amstardam, The Netherlands

“Rare Bone Disease Center Amsterdam, 1081 HV Amsterdam, The Netherlands

rdam LKC location VUmE, 1061 HZ Amsterdam, The Netherlands

“Department of Endocrinology and Metabolism, Amsterdam UMC location Wrije Universiteit, 1081 HV Amsterdam, The Netherlands
“Department of Oral and Maxillofacial Surgery, Amstardam UIMC location AMC, Academic Center for Dentistry Amsterdam (ACTA), University of Amszerdam, Amszerdam, The Metherlands
"Laboratory of skeletal Biomedicine, instituto de Investigacidn Siomédica d laga y Flataforma en Manomedicina-IBIMA Plataforma BIOMAND, 29071 Malaga, Spain

BACKGROUND

Osteogenesis imperfecta (O1) type 1, the most common
01 form, has historically been labelled “mild,” despite
being a lifelong multisystemic disorder [1].

This misclassification has contributed to delayed diagnosis,
unmet patient needs, and limited research attention.

Ol type 1 is the most prevalent type of Ol
@ 0Oiypel @ Oltypes2, 3and4d

It accounts for 50-70% of all Ol cases

Predominant genetic driver
~5%

other variants
~16%
COL1AZ variants

COL1A1 variants

Haploinsufficiency mechanism
Normal quantity

Haploinsufficiency

Structurally normal collagen but quantitatively reduced.

Our literature review emphasizes that Ol type 1 is not a
mild disorder, but a distinct multisystem disease.
Patients need personalized clinical approaches and
dedicated research. We urge the attention of the Ol
community to HI Ol so that this significant patient group
can also benefit from adequate research and care.

mixed methats study ta understand the sxperience of children, adalescents and adults with asteogeness imperfecta E]f;_q'f =

i %

Amsterdam UMC Science & Awards Day 2026 6 March 2026, Amsterdam UMC

CLINICAL MANIFESTATIONS

In 01 type 1, disease burden evolves over time, shifting
frem childhood beone fragility towards exstraskeletal
complications, chronic pain, fatigus, and mental
challenges in adulthood, together profoundly impaecting
quality of life [1, 2].

Skeletal manifestations

& @ %

Bone fragility and Short stature Scoliosis
frequent fractures

Extraskeletal manifestations (systemic disease)

® 1nl "\_5)" g
Bluesclerae  Dentinogenesis  Hearing, joints, muscles,
imperfecta lungs, heart and Gl tract

Quality of life and Mental health

£ }{%‘ & 5

Chronic pain Anxiety and PTSD-  Invisible disability
and fatigue like symptoms stigma

MODELS AND THERAPIES

Despite its prevalence, very few models for HI Ol exist,
hindering research and therapy development [3].

Haploinsufficient disease models

Mouse models: Zebrafish model Cell models:
Movi3,  colialascollalb.-  Fibroblasts, MSCs,
Collal+/-365, hiOl iMSCs, iPSCs
Therapies
« Bisphosphonates (off-label)
Emerging:

« Anabolic agents: Teriparatide

« Anti-sclerostin antibodies: romosozumab, setrusumab
« Anti-resorptives: denosumab

+ TGF-B modulation: fresolimumab, SAR439459, losartan

niesis imperfecta type 1, 1. Bone Miner. Res, 2023,

Anastasia Sclocco
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« Brain lipids are central to membrane function, signaling, and metabo-
lism, and gly inked to aging and newrc
« Tau pathology In Alzhelmer: diseasa (AD) Inttlates In the entorhinal
cortex and spreads to the hippocampus and prefrontal cortex (van der
Kanteral, Nat Rer Newrasi, 20200

viglyce (BMPs) with aging In
mmlmihmﬂsﬂd Nt Aging, 2024y whether this extends
o the brain Is unknown.
Aim
To profile pidomic changes In aging and AD across the entorhinal
corte, hippocampus, and prefrontal cortex, highlighting reglon-specific
In braln samples, a5 detalled In Table 1.

Methods
Sample Preparation: 2 mg freaze-dried tissue extracted In
methanolchloroform with class-spacific Intemal standards;
apolar phase dried under nitrogen and reconstituted.
LC-MS Analysis: Lipids saparated by normal-
and reversad-phase UHPLC and  analyzed
on a O Exactive Plus Orbitrap M5 In positive
and negative ESI modes.

Data Procesdng: Lipids annotated by exact

CETr
_&

T = ]
LET A Ll

Figure 1. PLS-DA of 2ging and AD lipidomic profiles
aomss brain reglons.

Diata analysis was furth er expanded to In-
clude Pearson correlations betwesn Nipid
class abundance and age (Aging group) or
Braak stage (AD group: Old = 0; Braak 1-2=
2 3-4 = & 5-6 = 6), a5 shown In Figures
-4, followed by cross-reglonal correlation

analysis (Figura 5).

| Lipid shits

Aging
Young  MiddloMge  Old Brazk1-2 Brask34  Braskss

7.9 12 19,20 0
1840 e 78103 61-92
7%, 71% _44%, 50% I EIHETH  45%
VD () 08 35 418 435 454 s
APOE34Count 0 [ 4 4 5 5
APOE 474 Count 0 [ [] 2

i

= o omc
hgulelslgﬁmlmdconehmshmwm

and AD (left]; positively comelated
comelated {bottom) per column,

Table 1.

Figure 2. BMP changes across brain reglons In
aging and AD. Shape size Indicates significance
level (—log,, pvalue)l.

Cross-corelation (Figure 5k The entorhinal cortex exhibits a dis-

tmpncarruxsand prefrontal cortex align with AD prograsshon.
Prafrontal cortes

w
13

w

log JAbundancal

"
&

Aghng ] Cias A chren Ccrmdstin
5

% o
AL Lipie Clam i

*Ago HAgo
[ Pigurs 3. Age-dependent BMP accumulation In the human brain._ | | Flgure 5. Distinct aging-AD relationships across brain reglons. |

Regional Signatures

tinc specific pattem, ge-related changes In the

‘o Bhagng

g

Conclusions

= Samples displayed stratified dustering, reflecting progressive lipidomic shifts aligned with age and disease trajectories.

« Aging was consk ly marked by accumulation of BMPs, lipids closely associated with lysosomal function.

- The entorhinal cortex exhibited the highest number of age-related lipid comelations, followed by the hippocampus and prefrontal cortex; AD-related assodations
were fewer but built upon aging-linked changes.

+ Region-specific regression pattems revealed divergent trajectories: in the entorhinal cortex, AD-related lipid alterations diverged from normal aging, possibly due to
impaired autophagic processes, whereas in the hippocampus and prefrontal cortex, AD-related changes positively correlated with aging-related lipid shifts, suggest-
ing an accelerated aginglike progression.
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Results

—— Background

Mmendslian Randomization (MR) studies using genoms-
wide association study (GWAS) data have provided
evidence that smoking increases the risk of
depression and schizophrenia '

Genetic signals underlying smoking behaviors include
confounders: (SE5 and addiction vulnerability among
others) .

‘W want a refined genatic instrument. for smoking.

[I] L]
& = e

Using this refined instrument, we re-examine the
causal effects of smoking on eight commaon
psychiatric disorders.

— Methods

1. Genomic structural equation modelling (GSEM)
allows us to find a genetic architectural model that
separates “unigue’ smoking from confounders and
correlates. We include 7 smoking, 8 substance use,
and 4 SE5 traits.

‘we then evaluate the Unigue smoking Factor

3. The causal association betwesn Unique smoking and
& commen psychiatric traits is studied after
acoounting for confounders.

[

Conclusions
we find a specific genetic component that is unigue
to tobacco smoking.
This Unigue smoking Factor reflects mostly heaviness
of smoking, with hits in the CHRWAS and CHRNAS
micotine recephor genss.
Even after subtraction of overlapping confounders,

1. Simplified GSEM modal

] a ]

S
Substancs
[r

i B |2 e St Faer
- *— "
; >
- —
) . e

3. Cawsal association between Unique smoking and psychiatric traits

Aroresa Wervs  ——#—— !

smeoking remains causally associated with several Inrivty Dhewiers *
mental health disorders, mest of which share many |
causal SHPs. Bpenar Baceser : -
This finding supports the existence of causal R -
by which smoking increases the risk of
psychiatric disorders. [Rr—— —.—
Pt Traummate Hiress Dscener .
Take home message
Sentacphess - —
Tobacco smoking increases the risk of suffering
mental health disorders. Even after correcting for S D o
SES and other substance use. N o B o a3
Cauraal Extrmstn fath 5% C1
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Bone Phenotype in a Novel Mouse Model of
Mild Haploinsufficient Osteogenesis Imperfecta
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Catagory- Animal Models

A novel mouse model of haploinsufficient Osteogenesis Imperfecta type 1 (hiOl) was developed using CRISPR/Cas9 technology.
The maode! harbors a heterozygous deletion of the entire ColTa1 gene.

The hiQl mice exhibit collagen deficiency, as reflected by a lower Gol7a1/Col1a2 mRNA ratio, reduced P1NP collagen biosynthesis marker levels in the serumn, and decreases in
total collagen type | protein in bene tissue compared to WT animals. These mice alse show impaired bane structure and altered biomechanical properties.

BACKGROUND

Ostengenesis Imperfecta {OIJ genetic disorder causing

bone fragility, with Ol type 1 hemg the mildest form. It is

caused by a deficiency of collagen type | due 1o COLTAT gene

wariants, leading to fractures. Despite representing =30% of Ol

patients, research has been fimited by the lack of effective
mouse models.

Pl 2 Goraracn o o novel Collal knockout movse model for i 3. fedueed bone colagen expremion nd serm Lirrtas
Jent O MO, [A) Knockout srtegy wib 3 36350 op nsative “analsis of Gallal s
o0 in thee Collal gen uhhmlmeiﬂ'mwmmhg ot mm.uﬂ.ﬁmnmm{n- “serum T
{ e musuied alle” B) Compuned 1 Irsges thoweg e (8 emained rorma b Fol b;‘NIenaan'INP levels :f:]
absence of skeletal 58 OF 5| larecus fractures i Dﬂ. were 5l can! ‘Western anral aof a1
Figure 1. Glinloal Sillence classification of O Adsgted from Zhyinik et g el g e gt el Nk LW R A S gL bl oy e
il, Orphanet Jounal of fare Diseases (2020, compared to their WT Iitermates (*p 5 0,08 data shown as o und quansfication showed as unumage mmudm r:l.uuue bu

This study aimed to develop and characterize & new mouse
miodel for mild hapiinsuficient (HI) Of type 1 (Ri0N).

» CRISPR{Cas9was used to generate & heterozygous deletion
of the CollaT allele in CS7BL/EN mice.
« 20 hiDl and 20 wild-type  (WT) mice (30% males) at 8

¥
]
§

weeks of age.

mRNA expression of collagen | chains in bon 4 ANA nalyals revesis the Iation of 51 5. Th test with femora. M force,
' meassured by RT-gPCR (Lighﬂvtzae using ]-n:ﬂ”;a Ih: F::H hl.-:‘m ::np:md\n“'.rmlnl. E.ﬂu mw:&“ﬁ?“ mthmm:wﬁ mmn;nmlmﬂlﬁnasns

reference gene and 2-AACT method. Gotolagy (G0) catagores (B) Tep over gt Gene 0T s 00y, g S B ag o "

B-nnellﬂhseweﬂubg{lh— 5, nenn =5 all males).
& Western blotting for o1(l), a2(l) and

mlwlhgml)pelm ulnae (Myr=3, Nye=3).
formation and  resorption markers  (P1NF

TRAJ:FSb)rrEe‘slred blood by ELISA. q
o_ aﬂwfulnclmdedmwedw lo' lo@ f‘

(Messon Goldner's trichromes =0, o=l
males), three-point bending test (ny=18, 30% males;

Neiy=13; 69% males). Fig. 6. Bone pumwu of the hi0| mice. (A) Represantative mioro-CT images from the left femur of S-week old WT and hiol males. (B)
» Data analysiswes performed with GraphPad Prism 9. Representative images of Masson Goldnes M:hmrne staining. Histomorphometry mal;:l:wrmﬂedmdunbnlnounnlwlmh{a_m].m
Normally  distributed data (Kalmogorov-Smimav  test) 0 18506 ratio (3] frabecular number (Th,) and Increasé In osteccyte number (OC.N].

analyzed with unpaired t-test. Gender

used two-way ANOVA with multiple comparisons. P < 0L05

e A Coomawson
« Allanimal experiments were approved by the Central

Committee for Animal Experiments  (CCD) of the The hill mice exhibit key features of HI Ol type 1, making it 2 valusble tool for edvancing research and therapies in this lange

Netherlands. group of Ol patients.
Laura Ventura
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Surgical Care for Rheumatic Heart Disease Patients: Insights from the Netherlands Heart Registration
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Introduction

4

Surgical mitral valve
replacement

40 million patients;
300.000 deaths annualy

Rising prevalence of
RHD in High Income
Countries

Addressing the need for evaluation of the overall surgical care for
RHD patients in the Netherlands

Methods
MHR data: guality registration for cardiothoracic surgery

MVR patients screened: 2488 —# RHD MVR patients included: 435
Period: 2017-2023

Eﬁﬁ All cardiothoracic centers in the Netherlands (n=16)

Inclusion: RHD-related MVR patients aged = 75 years
Exclusion: endocarditis

li
E Follow-up data available up to 5 years after surgery
Baseline characteristics, admission data, procedural
details & outcome data (including mortality)

@ Subanalysis:

@,

i) High- vs. low-volume centers
i)  RHD MVRvs. non-RHD MVR

Mitral Valve Replacements and Mortality by Center Volume

2017-2023
Mitral Valve Replacements (n=2488) One-year mortality (n=312)
OTotal @RHD OTaotal MARHD
1000
a18 . P=0.791
00 — =().
s 510 P=0.402 P=0.272
800 60 120 108 02
- 1M 1
700 i—
B0
a0
500
400 B0
300
40
200 145 132 168
100 2 10 . 12
o 0 _ I
High-volume Mid-volume Lowi-walurme High-volurme Mid-volurme Low-volume
centers (m=3) centers (n=5) canters (n=8) centers (n=3) centers n=3) centers (n=8)
=200 MVRs 132-200 MVRs =132 M\VRs =200 MVRs 132-200 MVRs <132 MVRs
Conclusion

Surgical care for patients with RHD-related MVR in the Netherlands:

o Of all MVRs performed between 2017 and 2023, 17.5% involved RHD patients aged
18to 75 years

o Acceptable mortality rate, at the lower bounds of international reported data
Mo difference in mortality between high- and low-volume centers
Mo difference in mortality between RHD and non-RHD MVR patients

This suggests that RHD MVR patients can be managed similarly as non-RHD MVR
patients.

Results

EEEE
E;

&

Baseline characteristics
Age: 58112 years
Female: 73.3%

Admission data
LVEF = 55.0%: 72.6%
Atrial fibrillation: 40.2%
NYHA II-1V: 88.7%

! ‘j
Procedural details

Isolated MVR: 51%
Double valve surgery: 42%

Mortality (uncensored)
Operative: 4.1%
Overall: 12.2%

Triple valve surgery: 7% Follow-up: 2.9 (1.1, 4.6) years

RHD MVR vs. non-RHD MVR
eslle Adjusted HR for one-year mortality:
1.23; 95% CI 0.82-1.85; p=0.312

Lotte L.G. de Wilde
L.L.G.dewilde@amsterdamumc.nl &HHR
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cisplatin-based hyperthermia intraperitoneal chemotherapy
(HIPEC) in ovarian cancer: evidence from in vitro models

Fan Yang®, Laboratory for Experimental Oncology and Radiobiclogy (LEXOR), Department of Radiation Oncology, Amstendam WMC, University of amsterdam, Cancer

Center amsterdam, The Metherlands; fyang@amsterdamume.nl

Johannes Crezee, Depariment of Radiation Oncology, Amsterdam URC, University of amsterdam, The Hetherlands; h.crezes@amsterdamumc. nl
Arlene L e, mmramnmmm Radicbiology (LEXOR), Department of Radiarion Oncology, .ﬂrrﬂerdamuh\c University of Amsterdam, Cancer

Cemerma'dam The Metherlands; a | oeigamsterdarmume nl

Stage N Stage IV

Fa'-';.-f\

“V‘] ‘\V"lf‘“?’f:fi?i’-i

I

P e a— wancer spread to
Bilataral

omrien | imaddn ia pabe B I

A better future for advanced ovarian cancer patients

Introduction

The addition of HIPEC to cytoreductive surgery for
peritoneal metastases has shown promising survival
outcomes. Hyperthermia is a treatment that inhibits
the DHA damage repair (DDR) homologous
recombination (HR) pathway by inducing
degradation of BRCAZ. However, the impact of
BRCAZ status for cisplatin-based HIPEC s efficacy
remains unclear, also when combining HIPEC with
systemic chemotherapy. This study aims to evaluate
the efficacy of cisplatin-based HIPEC and assess the
impact of BRCAZ status on HIPEC sensitivity, for
both high grade serous and non-high grade serous
ovarian tumor profiles.

Results

All cell lines exhibited sensitivity to hyperthermia
alone, with a more pronounced sensitivity of high
grade serous ovarian cancer cell lines. Cisplatin
demenstrated a temperature-dependent synergy
with heat, resulting in increased DNA damage,
apoptosis and GZ-arrest. Both BRCAZ wild type and
mutation show significant sensitivity to HIPEC. The
benefit is even greater in BRCA mutated carriers,

which increased 20% apoptosis level and reduced
30% survival rate.
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Conclusion/Discussion

Hinety minutes hyperthermic exposure to cisplatin
effectively targets both high and non-high grade
serous ovarian cancer cells, suggesting that
cisplatin-based HIPEC could be clinically effective in
both subtypes, also for BRCAZ mutated subtypes.
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Smoking and stress: triangulation of evidence
from causally informative methods

Zonneveld', Ad i uhannad Smadi', Rada Veeneman', Eva Lu

ity of Amstardarm, Amstandam, The Nathartands

Smoking and stress Confounder-adjusted regression Sibling-control design

= Smoking is associated with stress/anxiety,

- Strengthening causal inferences by integrating
results from multiple methods, each with

et gy Wy W,

IW /,{;}\’I f,w
» Minimise the risk of incorrect conclusions -
- Kezpin mind: Mendelian Randomization

+ Datassts: UKE and Lifelines + Datasst: UKE
but the causal nature is unclear. [ ——— P e e
| p—— u— —— i i .
\ , N p | k
i R ¢ I N 3 -
« RCTs are unfeasible or limited [1] l ! f s i:‘ ’ *_—_
« All alternatives have shortcomings fd—f = I =
| i W i Rl
jangulati ! PV TR
Triangulation iy - H
i-' ey | i H

.
? |:| .a}. + Analysis: Individual- and summary-level MR Summary-level MR sensitivity methods
N Ect o Bt ko an vty e s,
) [s— —

RO Sample Definition Timespan Bias

Research question s ‘ e
+ - -
Dioes srnoking causally increase stress and/or g } l b 1$ i { —
anxiety levels? ; i | pr— : : [
e St
Methods i |- =
Datasets . i

« UK Biobank: 502,542 adult British participants [3]

« Lifelines: 141,200 adult Dutch participants [4] & f J’ j/ & f J’ J/

- Surnrmary-level data from genome-wide ‘/
association studies (GWAS): = Datasets: UKE (IL-MR) and GWAS summary statistics | SL-MR)
« Within-family MR has not yet been performed -

- Smoking initiation + cigarettes per day [5]
- Perceived stress; anxiety [6]

- Educational attainment [7] + Dataset: Lifelines
Statistical methods Jcaashzs Variable: anxisty

+ Confounder-adjusted regression (bas=line)
= Sibling-cantrol design [8]
- Indude sibship d sibling’s
from average in a regression model.
« Mendelian Randomization [9]

- Use genatie s of smcking to predict stress
and arxiety outcomes, reducing popul ation-
level and individualdevel confounding.

- Randorm-dntercept cross-lagged panel madel [10]

- Tests within-person versus between-person
wvariation in a longitudinal setting.

« Positive and negative control outcomes

- Positive: lung cancer

- Negative: right-handedness [11]
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Tessa Zonneveld

Dok 10,1071 752045 TRE0R40006 13

208, Nature. Dok 05 T
|41 Siftsma sk 3, 2022, Ink ) Eplcamied. Diol: 10,1053/ jedcy b 257
15] Saundars et al, 2003, Natura Dol: 10.1E8/54] 53502005477 4.
[7] Oky atal, m’fﬁfé.f.“.'l'.‘,’;':‘,, P + The importance of triangulation keeps increasing, but it is rarely applied systematically.
”‘““““SL’!E‘{?&’“;@?;??S&& » Smoking ssems to be associated with increased strass and anxiety values, mora so for anxisty. 34
19] Dawes ck 3 201 B EML Cok 10.1136/bm ksl + Not each method found significant results:
g Hamahar a1, 2015, Paychiol Mathosts. Dok: 10.1 G327 0630683 1) Cig/day has a small sample size; 2) Time between measurements in RI-CLPM might be too long.
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