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Q; Kan forebyggande halsoinsatser mot kardiometabol
¥ sjukdom underlattas genom att utldasa sjukdomsrisk
_och foljsamhet t|II behandllng | blodet?
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'ﬁqi 1) Genetlskt test for att effektivisera primar prevention

2, 4\; 2) Varfor jobbar genetiken mot mitt eget basta?
\ '3) Att mata kostvanorna | bloqlet . o"’.\
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GENETISK RISK FOR KRANSKARLSSLJUKA = EN MODIFIERBAR RISKFAKTOR
(=HJARTINFARKT ELLER REVASKULARISERING)

POLYGENETIC DISEASE

e T

SUMMERA IHOP ANTALET RISKVARIANTER!

MONO- OLIGOGENETIC DISEASE



SCORE2 vs farmakologisk primarprevention (livslang statinbehandling):

*MISSAR 50% AV HJIARTINFARKTER
*DE FLESTA BEHANDLAS | ONODAN
*STOR FORVIRRING

FIGUR 1. SCOREZ for skattning av 10-arsrisken for kardiovaskular handels:
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POLYGENETISK TEST FOR: SKA EN FRISK INDIVID FA LIVSLANG STATINBEHANDLING ELLER INTE?

Polygenetisk risk for CAD ar 2-4 x starkare an samtliga traditionella riskfaktorer (TRFs)

Polygenetisk risk for CAD kan inte fangas upp med familjehistoria och matning av TRFs

Polygenetisk risk for CAD identifierar "dolda hogriskindivider”

Predictor Event HR/SD 95%-Cl P-Value Hazard Ratio
GPSyy __Incident  1.73 _ [1.70;1.76] <0.0001 |
Recurrent  1.13 _ [1.08; 1.18] <0.0001 - .
1
1 .
Systolic Incident  1.21  [1.18; 1.23] <0.0001 I *20% har samma absoluta risk som etablerad typ
Blood Pressure Recurrent  1.20 1.15; 1.25] <0.0001 = I . T .
[ ] i 2 diabetes (statinindikation)
Diastolic Incident 1.13  [1.11; 1.15] <0.0001 e -
Blood Pressure Recurrent  1.11 [1.06; 1.16] <0.0001 - 1
1
Glycated Incident 1.20 [1.17;1.22] <0.0001 | i
Hemoglobin  Recurrent 1.07  [1.02; 1.12] 0.004 - !
1
LDL Incident  1.28  [1.26; 1.30] <0.0001 i 20% har mycket lag risk
HDL Incident  0.72  [0.70; 0.74] <0.0001 &= i
Cholesterol*  Recurrent 0.99 [0.94; 1.04] 0.598 —a- E
]
Triglycerides*® Incident 1.31 [1.28; 1.33] <0.0001 -+ i
Recurrent 1.07 [1.02;1.12] 0.003 - i
1
Body Mass Incident 1.26 [1.24;1.29] <0.0001 |
Index Recurrent  1.04 [1.00; 1.09] 0.053 = :
| T | 1
Nature Medicine | Volume 29 | July 2023 | 1793-1803 0.7 0.8 1 1.2 1.5 1.8



EVIDENS FRAN RANDOMISERADE PLACEBOKONTROLLERADE STUDIER:

HOG GENETISK RISK (20%) = STOR BEHANDLINGSNYTTA (HJARTINFARKT OCH STROKE)
LAG GENETISK RISK (20%) = FORSUMBAR BEHANDLINGSNYTTA (KOSTNADER + BIVERKNINGAR)

Genetic risk, coronary heart disease events, and the clinical éclinical consenssus étatement of the ESC Council on Cardiovascular
s . s enomics, the ESC Cardiovascular Risk Collaboration, and the
benefit of statin therapy: an analy5|s of primary and European Association of Preventive Cardiology i
secondary prevention trials
Lancet. 2015 Jun 6;385(9984):2264-2271 European Heart Journal (2025) 46, 1372-1383
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Figure 3: Absolute risk reductions of coronary heart disease events with statin therapy across genetic risk
score categories



VARFOR GOR VI INTE REDAN DETTA?

“Genetisk testing skapar oro och angest hos individen och leder till onddiga utredningar och kostnader
for sjukvarden”

*Kommersiella tester pa natet
Vs
*Ordnat inforande i hilso och sjukvarden
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Polygenetisk testning for kranskarlssjuka leder till mer effektiv behandling, forebygger
hjartinfarkt och halverar behov av hjartutredningar

Study groups: — FRS; — IRS,

0.6
Hazard ratio, 0.51; 95% ClI, 0.32 to 0.81; P=0.004

0.41

0.21

Cumulative Proportion of Testing for CHD

0.0+

Circ Genom Precis Med. 2025;18:e004968. DOI: 10.1161/CIRCGEN.124.004968



Genetic Risk, Adherence to a Healthy
Lifestyle, and Coronary Disease

B Favorable lifestyle [l Intermediate lifestyle

B Unfavorable lifestyle

A Atherosclerosis Risk in Communities
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B ORIGINAL CONTRIBUTION JAMA 2012;308:1469-75

Association of Plasma Proneurotensin With
Incidence of Diabetes, Cardiovascular
Disease, Breast Cancer, and Mortality

Proneurotensin Predicts Cardiovascular Disease in
an Elderly Population
(J Clin Endocrinol Metab 103:1940-1947, 2018)

Ayesha Fawad,! Andreas Bergmann,®? Joachim Struck,?® Peter M. Nilsson,
Marju Orho-Melander,” and Olle Melander

1

NTSR3/sortilin
(Type | Receptor)

Original Research

Circulating Proneurotensin Concentrations and
Cardiovascular Disease Events in the Community
The Framingham Heart Study

James L. Januzzi Jr, Asya Lyass. Yuyin Liu. Hanna Gaggin. April Trebnick. Alan S. Maisel,
Ralph B. D'Agostino Sr. Thomas J. Wang. Joseph Massaro, Ramachandran S. Vasan

Arterioscler Thromb Vasc Biol. 2016:;36:1692-1697.




Pro-NTS >150 pmol/L: 25% AV BEFOLKNINGEN HYPERKONSERVERAR FETT | LEVERN

MOSS (+WESTERN DIET) MANNISKOR (WESTERN LIFESTYLE)
UTAN NTS MED HOGT NTS
LEVER FETTY LIVER FETT T
FETMA L CENTRAL FETMA T
GLUKOS | l I DIABETES T
ATHEROSKLEROS | HJARTINFARKT+STROKET
I \ FORTIDA DODT
NT BLOCKING ANTIBODIES #
ORLISTAT
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Nature. 2010;466:714-9
JAMA. 2012;308:1469-75

Nature. 2016;533:411-5
JCEM. 2018;103:2253-2260 NTSR1 NTSR3 (SORTILN)



SEKUNDARPREVENTION PRIMARPREVENTION
y . T

*En kamp mot symptomen *Inga symptom
*Inser allvaret *Inser inte allvaret
—->motivation-féljsamhet ->satt att mata resultat av LIVSSTILS prevention

VIKTEN AV ATT FOLJA UPP OCH JUSTERA

y




HEALTHY DIET MEASURED IN BLOOD PREDICTS (LOW) CARDIMETABOLIC RISK
(HCFP-BLOOD-FINGERPRINT)

Incident Diabetes
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CILENTO-MALMO COMPARISON: SEARCH FOR PROTECTIVE DIET METABOLITES

—9

Cilento on Aging Outcomes Study

Magmo

o T,

.= Internal and Emergency Medicine
https://doi.org/10.1007/s11739-020-02625-4

IM - ORIGINAL

Check for
updates

Comparison of cardiovascular disease and cancer prevalence
between Mediterranean and north European middle-aged
populations (The Cilento on Ageing Outcomes Study and The Malmo
Offspring Study)

Olle Melander'2® . Paola Antonini® - Filip Ottosson' - Louise Brunkwall' - Widet Gallo' - Peter M. Nilsson'2 -
Marju Orho-Melander’ - Gaetano Pacente® - Giovanni D'Arena®® - Salvatore Di Somma®*




ENVIRONMENTAL EXCHANGE

N=60 (n=59)

1 week in Cilento

Malmo, Sweden ) _
All meals local Cilento food Cilento, Italy
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EurJ Nutr. 2019;58:1801-1814
BMC Med. 2022;20:122



"HCFP blood fingerprint” improves 100% by “Disease protective” metabolitesf

1 week Mediterranian diet (P= 2 x 10-2) “Disease risk” metabolites ‘

Metabolic signature Vegetables

(Beta-carotene)

Beta.carotene
C4:0:0H acylcarnitine
Ergothioneine

Whole grain
(Homostachydrine)

Homostachydrine
C13:0 acylcarnitine

Acetylornithine

Proline
DMGV
Hippurate

Fruits/Berries
(Hippurate)

|soleucine

Leucine

4-Trimethylammoniobutanoate

Proline betaine

Red meat
(Urobilin)

Interventio Urobilin

E Pre Creatinine
E Post Phenylacetylglutamine
25-hydroxyvitamin-D3

C13:1 acylcarnitine

C11:0 acylcarnitine
C8:1 acylecarnitine
C10:3 acylcarnitine

Glutamate

Trigonelline

Beans/Legumes
(Pipecolate)

Pipecolate

Cotinine

¥ Ll Eur J Nutr. 2019;58:1801-1814

BMC Med. 2022;20:122
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Nordiska Naringsrekommendationer 2023: Vad kommer in i blodet efter testmaltider
med 9 av NNR-2023 grupper?

Fasted sample (t=0) sample (2h) sample (4h) sample (6h)
SpECifiC food item 1 1 1 Grova grénsaker och baljvaxter
(~200 kcal) Frukt och bar

Fisk och skaldjur
Nétter och frén
Rérelse i vardagen

Visit 1: Vegetables

Visit 2: Beans/Legumes Byt till

Visit 3: Fruits/Berries O Fullkom ( )
(2 Nyckelhélsmérkt.a N }

Visit 4: Fish/Seafood matfetter och oljor \=/
o lr::irrai rodukter

Visit 5: Dairy e

Visit 6: Nuts and seeds

Visit 7: Whole grain -

Rétt kott och chark

Visit 8: Red meat Salt

Socker

Visit 9: Processed meat Alkohol




Nationellt vardprogram levnadsvanor, kortversion

Matvanor
IDENTIFY ADVICE FOLLOW-UP AND ADJUST

Uppmarksamma Atgirda Folj upp

Fraga, bedom och erbjud Rad och stod till forangri Utvardera och vid behov justera
stod till férdndring utifran rekommenderadiitgard atgard eller hidnvisa vidare

MONITOR “HEALTHY/UNHEALTHY”

DIET-METABOLITES IN BLOOD”

DOKUMENTERA

HEALTHY DIET SCORE

Alcohol - PEth VEGETABLES

WHOLE GRAIN

FRUIT & BERRIES

BEAN & LEGUMES

Tobacco - cotinine

MEAT

% change



Population: 1,420,000

Angelholm

Helsingborg

Landskrona

Malmo

Trelleborg

Hassleholm

Kristianstad

PRECISIONS (PRIMAR) PREVENTION

S

KANE LUNDS

UNIVERSITET

*Matning av polygenetisk risk:
20% statin + livsstil
20% behover inte statin

*Matning av behandlingsbar hormonell
risk (t.ex. neurotensin)

*Matning av kostrelaterade metaboliter:
Forbattra foljsamhet till kostrad vid RHS




