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N = 587 opererede for tarmkraeft > 96 % MIS

(2015 - 2017) l KORTSIGTEDE l

Indlagt Colon = 2 dage Indlagt Rectum = 4 dage

14% 25%

Reopereret Genindlagt LOS > 14 dage Komplikationer
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Lymfocytinfiltration er essentiel for prognosen efter cancer kirurgi!

TUMOR SAMPLE

11111l | | Immune contexture quantification

4 IMMUNOSCORE®
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Galon et al. Science. 2006 Miecnik et al. Journal of Clinical Oncology. 2011
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Magnitude of response
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Innate immune response

Adaptive immune response

Stress efter traumer

Complicated outcome!

Complicated outcome!

Up-regulated pathways

Up-regulated Pathways log (p value)
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Integrin Signaling

Leukocyte Extravasation

Fcy Receptor Mediated Phagocytosis m—
IL-10 Signaling

Toll-like Receptor Signaling

Ephrin Receptor Signaling

IL-6 Signaling

TREM1 Signaling

Actin Cytoskeleton Signaling

B cell Receptor Signaling
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immune system
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Down-regulated pathways

D Down-regulated Pathways log (p value)
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Ca2+ T cell Apoptosis [——————————
iCOS-iCOSL Signaling in T cells ]
CTLAA4 Signaling in CD8 T cells ]
CD28 Signaling in T cells | ——
T cell Receptor Signaling il
CD8 T Cell Mediated Apoptosis I
Role of NFAT in Immune Response m——
IL-4 Signaling | S—]
Primary Immunodeficiency Signaling ms
Purine Metabolism —
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Xiao et al. Life Sci Rep. 2011



Blood Cultures after CRC surgery S SENIER FOR

7
All CRC in Denmark from 2009 to 2013 SCIENCH

Ingen bloddyrkning
< 30 dges (n=21,349)

-

Tilbagefald
HR 1.15 (1.07-1.23)

Watt et al BJS in publication
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Nye lovende behandlinger i den
perioperative periode




Nye lovende behandlinger: immunterapi for kirurgi CENTER FOR
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dMMR & pMMR tumor in single patient

MMR deficient tumor coecum; MMR proficient tumor sigmoid; cT3NO
cT3N2

ESMO Congress 2018
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Kan skrgbelighed behandles? @ SURGIaaL T

Pt nr 1: 66 years:
Hb 5.0 -> 8.5

NLR 5.75 -> 3.05
VvV02,.,16.4 ->21.7

LOS 3 days
PS1->PSO

Pt nr 2: 86 years:
Weight-3 kg -> + 4kg
voz2,.9.1->11.5
LOS 4 dage
PS2->PS1
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NNT = 7 forebyggelse af PPC
NNT = 9 forebyggelse af pneumoni

Control
e lntervemlii'_'_'_‘r

Hazard ratio: 0.29 (0.09 to 0.90)
P=0.032
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Proportion who died

Hazard ratio: 0.48 (0.30t0 0.75)
P=0.001

6 8 10 12 14

Time from surgery (days)
No at risk
Control
214 198 172 167 162 160 156 156 8

Intervention X
218 207 200 196 192 192 192 192 Time from surgery (months)

. ‘ . _ _ No at risk
Fig 2 | Time to diagnosis of a postoperative pulmonary Control

complication after surgery. Data are on an intention-to- 101 97 94 90 88 86 86
treat basis and adjusted for age, previous respiratory

disease, and surgical category. PPC=postoperative Intervention
pulmonary complication 107 106 105 104 103 103 103

langtidseffekt!
Boden et al BMJ 2018
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new tEChniques a CELS and/or EFTR Center for Surgical Science

Improving Patient Care

Endoscopic

Lap-assisted assisted

CAG-POS
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Individualiseret tilgang er essentiel @ SURGICAL
SCIENCE

= Kirurgisk overbehandling? T
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DCCG 2013
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RISIKO FOR TILBAGEFALD EFTER OPERATIONEN

RISIKO FOR KOMPLIKATIONER EFTER OPERATIONEN
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Anvendelse af kunstig intelligens mhp at bringe BIG DATA | den daglige klinik
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Personlig Medicin

Den rigtige behandling til den rigtige patient pa det rigtige tidspunkt

Eric J. Topol Nat Med 2019
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Personlig Medicin SJELLANDSUN.VERS.TTLT:ZZ%}...:

Anvendelse af data science og avanceret bioinformatik mhp at bringe orden i kaos og forbedre patienters sundhed

Anvendelse af kunstig intelligens (machine eller deep lerning) til at hgste de
vasentligste informationer i Big Data

Big Data

Anvendelse af data science for at
reducere data mangde og
kompleksiteten af data der

genereres

Samme hgje krav til dette omrade som
andre omrader indenfor
laegevidenskaben

Leeger, sygeplejersker, biologer,
kemikere, data scientist og patienter

Fra databser til enkelte patienter



The classical example in personalized medicine

Llpophlllc drug
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Hydrophnllc metabolne

Q9
Metabolite excreted

SNPs — a major source of variation

* Single Nucleotide Polymorphisms
(SNPs)

. Most Common
— Single base change in DNA )@“Lllthllh
AAGCCTA

SNP
AAGCTTA )@ STt
— SNPs arise as a consequenceof 77

mistakes during normal DNA replication )(Qy
— Average frequency 1/1000bp TN

Deletion

Insertion
¢ Other sources of variation AL

— Insertions, deletions, translocation,
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Figure 1. The Effect of Drug
Lipophilic (or fat-soluble) d
the parent drug, and these ¢

metabolism

soluble) metabolites than

duplications, repeats
— copy number variation is a major 7 Translocation
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B 3 Functional CYP2D6 genes
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Hours

Weinschilboum R NEJM




Personlig medicin — de klassiske E CENTER FOR
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Patient population
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Tailored approach

Treatment
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Treatment A
(effectivein 20% of
target population;
80% is waste)

Treatment A
Treatment B
Treatment C

Treatment D
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Reducere heterogenicitet af sundhedsdata

DCCG/DANISH
CANCER REGISTRY

173/41 biomarkgrer

BIOCHEMISTRY

16 biomarkgrer

DAD

115 biomarkgrer

BEFUS

1006 biomarkgrer

DANISH NATIONAL
PATIENT REGISTRY
46 biomarkgrer

DANISH CIVIL
REGISTRATION

SYSTEM

22 biomarkgrer

MIBA

35 biomarkgrer

PRESCRIPTION
DATABASE

119 biomarkgrer
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En standardiseret pipeline til at udvikle personlig medicin

Studies Results
Compiled an Observational Using the Observational Standardized and
Medical Outcomes Partnership  Health Data Sciences and governed results on four
# Common Data Model from  Informatics community tools studies conducted within
13,683 SKS concepts a week

Quality Control
Cancer, Anesthesia, Microbiology, 12 medical experts In real-time, empowered by
Pathology and Causes of Death, as validating the integration the The Danish National Life
well as biochemistry and in-hospital  results over the period of Science Supercomputing

medication for 54,761 patients four months Center (Computerome)



CENTER FOR
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Patient Data Stratificering

gagj Prahabilitering

‘V.D Kirurgisk tilgang

Valg af model

T4
LAY

Beslutningsstgtte

Onkologisk
Patient Risiko ved iMDT 6!

behandling
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Kritiske faser hvor praecisions medicin CENTER FOR
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kkumulerede data
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Postoperativt /
ved udskrivelse

Praeoperativt

Under operationen
Ambulatoriet :

AAAA iMDT
AAAA ——
. -
»
Anastomose Damage control .'
Skraeddersyet Ja/Nej kirurgi .
behandlin ophold :
8 :ZS:I‘(:teiLe: Intensiveret opfglgning behandling

™ creares corenvacen CAG-POS
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Tak for opmaerksomheden!

™ creares corenvacen CAG-POS



