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Lipoproteiner och ASCVD-risk
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Vilka lipoproteiner okar ASCVD-risk?

Size

Lipoproteiner med ApoB pa ytan

Density

Diameter < 70 nm
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Vilka lipidanalyser?

1. Ta alla prover

Traditionellt lipidstatus icke-fastande!
Kolesterol (TC)
HDL-kolesterol (HDLC) 2.Om TG = 2 mmol/L:
LDL-kolesterol (LDLC) -ta om prover fastande!
-lagg till ApoB!

Non-HDL-kolesterol

(nonHDLC)
Triglycerider (TG)

3. Lipoprotein(a)
-en gang 1 livet
-vanlig och viktig arftlig riskfaktor
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Lipoprotein(a)

Lp(a) Pathophysiology.

435 amolfi 225 amol/i 45 amol/i
"

£03)
163amol/l 195 amol/i

, \ Hgh KIV-2 cepeat number
AR, Low Lp(3) concentration

’ 3 \ A Low KIV-2 repeat number
W i QT wah L) coentravon

Pro-inflammatory

1 oxidized phospholipids

™ monocyte trafficking

1 monocyte cytokine release

Prothrombotic

¥ plasminogen activation
< fibrin degradation

1 platelet aggregation

Proatherogenic
A arterial infiltration

1 foam cell formation

4 necrotic core formation

“extra elak LDL-partikel”

In'whom to measure Lp(a)

Personal or family history of
premature atherosclerotic CVD

If first-degree relative has raised
Lp(a) levels (>200 nmol/1)

Familial hypercholesterolemia

. Calcific aortic valve stenosis

Borderline increased (but <15%) 10-
year risk of a cardiovascular event

Treatmentapproaches for raised Lp(a)

1. Reducing overall atherosclerotic risk

2. Controlling dyslipidemia with a
desirable non-HDL-cholesterol level
of <100 mg/dl (2.5 mmol/l)

Consideration of lipoprotein
apheresis

Nivaer styrs av genetik (syntes av apo(a))

till 80-90%

Autosomalt codominant
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Lipoprotein(a)

15
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Percentage

0

170 nmol/L 9.8%
Percentiles in nmol/L: 190 nmol/L 7.1%
P 7
S0 o 215 nmol/L 5.4%

240 nmol/L 3.8%

E Lifetime risk for major cardiovascular events with
increasing higher Lp(a) concentrations

0.40

0.30

0.20

0.10 4

Lifetime Risk of ASCVD (%)

Lpla) 100 mg/dL {230 nmol/L)

0.00
S B 40 50 60
S BRBPPO PP LLLELELLLOPLPREPRLEPOLIPIPEPLPPISPEPSPOPPP
Lp(a) (nmol/L) Age (ysers)
Lp(a) level nmol/T"  Lp(a) level Percentile of general Impact on CV
approx. in mg/ population [12] risk
dl*
32-90 18-40 67-80th Minor
90-200 40-90 80-95th Moderate
200-400 90-180 95-99.5th High
= 400 = 180 = 99.8th Very High
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Lipidrubbning?

Hégt LDLC

Isolerad hyperkolesterolemi
« Hogt S-kolesterol (TC)

e Hogt Lp(a Isolerad hypertriglyceridemi

« Hoga S-triglycerider (TG)

Kombinerad hyperlipidemi
« Hogt S-kolesterol (TC)

« Hoga S-triglycerider (TG)

Hyperlipoprotein(a)
« Hogt Lp(a)

Hogt
HDLC
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Lipid-relaterad ASCVD-risk: Vad har storst betydelse?

Huvudregel:
Koncentrationen av sma (<70 nm) ApoB-lipoproteiner ar (LDL utgor oftast ca 90%
starkt och kausalt kopplat till risken for ASCVD! av dessa lipoproteiner)
Matning av S-ApoB Undantag finns nar ApoB
ar utmarkt for att underskattar risken...

vardera risk!
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Lipid-relaterad ASCVD-risk: kvantitativ och kumulativ

Grad av exponering av riskfaktorer
over tid avgor ASCVD-risken!

Odds Ratio for Coronary Artery Disease

<130 2130-160  2160-190  =2190-220 =220
LDL Cholesterol Category (mg/dl)
Familial Hypercholesterolemia Mutation
® No H Yes

Khera AV et al. ] Am Coll Cardiol 2016;67:2578-89
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ASCVD-risk styr behandling och malvérden

Livsstil &
lakemedel

Lipidrubbning

/N

Mycket hog — hog — mattlig —lag
ASCVD-risk

\ /

"Normala” lipider

£ optimala lipider

m) Livsstil
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ASCVD-risk och nytta av LDL-sGnkande behandling

al Reduction in Risk of CHD

Proportion

Magnitude of exposure to lower LDL-C (mmol/L)

Eur Heart J 2017;38:2459-2472.

For varje
1 mmol/L
LDLC-sidnkning

4

20% risk reduktion for
CVD-dod, hyartinfarkt
och stroke (MACE)

(varje ar, from ar 2, och sa
linge behandlingen pagar)

11
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Lisa, 35 ar

« Soker pa egenremiss — “"hogt kolesterol och mycket hjartsjukdom i slakten”
« Ska hon erbjudas utredning? Om ja, vem ska ansvara for utredningen?
 Vilken information behover du samla in?

— Anamnes

— Status

— Prover
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Lisa, 35 ar

« Anammnes
— Egen sjukhistoria

 Tidigare frisk, p-piller, industriarbete, aldrig rokare, hinner ej med traning, overvikt,
“husmanskost”

 Inga tidigare halsokontroller (VC eller FHV)
— Familjehistorik: Vem? Vad? Nar?
« Mor med hjartinfarkt 53 aa. Lever fortfarande.

« En morbror har dott tidigt (41 aa), pga hjartat?

Far ar ’frisk”.

En aldre bror och yngre syster som ar friska

Tva egna barn: pojke 12 ar, flicka ar

14
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Lisa, 35 ar

* Status
— Hjart-lungstatus (inkl BT, pulsar)
* ua
— Lipidstigmata?
* inga
— Vikt, langd, midjematt
* 76 kg, 165 cm (BMI 28), midjematt 96 cm
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Lisa, 35 ar

* Prover (7 + 1ror)
— Blodstatus

— Njurstatus

— Leverstatus

— HbA1c, {B-glukos
— TSH, T4

— Vitamin D

— U-alb/U-krea

Utvidgat lipidstatus

S—Apolipoprotein A1
S—Apolipoprotein B
S—Apo Bidpo AT kvot
S—Kreatinkinas (CK)
S-Kolesterol
S-HDL-kolesterol
S-non HDOL-kolasterol
S-LOL-kolesterol
S-LDL-kolHDL-kol kvot
S(fPt)—Triglycerid
S—Triglycerid

Allman kemi annat lab
P—Lipoprotein (a)

aill
ol
]
WkatiL
mmoliL
mmoliL
mmoliL
mmoliL
]
mmoliL
mmoliL

nmaliL

Genetiskt prov?

0.8-2.1
0514
Saknas
=3.6
33649
1.00-2.70
Saknas
1.4-47
Saknas
0.45-26
0.45-26

Saknas

16
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Lisa, 35 ar

* Behandling?
— Livsstil (Dietist? Fysisk traning?)
— Lakemedel (Vilka? Hur? Malniva?)
« Uppfoljning?
— Nar?

— Varfor?

Foljsamhet

Tolerans
Effekt

17
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Lisa, 35 ar

Rosu 40 mg
+ Fze 1 Rosu 40 mg Rosu Rosu Obeh
ze 10 s + Eze 10 mg 40 mg 20 mg ©

+ PCSKo1
S—Apolipoprotein A1 all 0.8-21 1.40
S—Apolipoprotein B a/lL 0514 03g* 07a 0.9z 113 200*
S—Apo B/Apo A1 kvot 0 Saknas 1.43
S—Kreatinkinas (CK) Wkatil =36 14
S-Kolesteral mmal/L 3369 22* 40 4.8 6.0 105+
S-HDOL-kolesterol mmaliL 1.00-270 1.28 1.16 1.22 1.16 1.41
S-non HOL-kolesterol mmoliL Saknas 0.9 28 3.6 4.9 9.0
S-LOL-kolesteral mmaliL 14-47 na* 32 4.0 49* g3*
S-LDOL-kol/HDL-kol kvot 0 Saknas 0.6 28 3.2 4.3 6.6
S(fP-Triglycerid mmaliL 0.45-2.6 0.9
S—Triglycerid mmoliL 0.45-2 6 0.4+ et 05 =) 07 et 1.0 =)

Allman kemi annat lab

P-Lipoprotein (a) nmaoliL Saknas 7.3 -“@
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Pojke 12 ar

1 3 2 Allmén kemi
L I S OI 5 0 r S-Kalesteral mmaollL 3.1-6.0 4 6
S-HDL-kolesterol mmoliL | 0.70-1.60 1.25
S-non HDL-kolesteral mmollL  Saknas 33
iy * S-LDL-kolesteraol mmollL Saknas 33
* SlaktUtrednlng? S-LDL-kolHDL-kol kvot 1] Saknas 27
DNA'RNA-analyser
- Vem? Vad? HllI'? Kardiogenetik Se utldtande 3h
« Mor
e O Syskon Flicka 8 ﬁI’
S—-Apolipoprotein A1 all 0.8-21
* 2 egna barn S—Apolipoprotein B ail 0514
S—Kreatinkinas (CK) P katiL =25
S-Kolesterol mmoliL 3.1-5.2 93+
3-HDL-kolesterol mmaolil  0.75-1.90 1.05
S-non HOL-kolesterol mmoliL | Saknas 8.2
S-LDL-kolesteral mmaolll ~ Saknas 2.9
S-LDL-kolHDL-kol kvot ] Saknas 8.5
S—Triglycerid mmoliL 0316
Allm&an kemi annat lab
P-Lipoprotein (a) nmaliL Saknas
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Stefan, 25 ar
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Stefan, 25 ar

Ensamstaende, IT-arbete

Insjuknat vid 25 ars alder i psykossjukdom och depression

Psykiatrisk mottagning i 0ppenvarden

Varfor fundera pa hjart-karlrisk?

21
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R|S|(V(] rd eri ng Riskkalkylator: SCORE2

Systoliskt Kvinnor
blodtryck
(mm Hg) Icke-rokare Rokare Aider (ar) Icke-rokare Rokare

vors
40159 8 9 9 9
65-69
120139 7 7 T 8
1004119 5 6 9 99

L3
£

. w6079 (78 8 9
[ 140-159 6146 BT BT
Kon 2043 5 5 5 6 s 8 9 o .
00419 4 4 4 5 67 7 8 8 9
. Al
der 16079 5 6 6 7 q b l [o] ° k
. SBT weo [auss oo ol Absolut 10-ars ris
120 (83 44 671 1 8
00419 3 3 8 8 55 6 6 by
° Raknin wors 4 4 5 5 8 8 offfll (Y | for ASCVD
g Mois9 8 3 4 4 66 71 8 56 1 '8
os [RCRSlE] SlcigRGl 5% ENSEeNG iaee
° Non_HDLC 00419 2 2 2 2 3 4 45 s (5 6 7 s
wos 8 3 8 4 o 7 [ENEN s 6 70
Mo59 (2 2 8 8 55 6 6 4556 1
el o o el |
Kolesterol 54 008 [ 11 2] 8 3 8 4 205 8 44 567
woms (272 3 3 5 5 6 7 456 7
HDL-kolesterol  1.67 we [ R <+ R R Lo ASCVD- T k‘)
wons [0 (2 2 2 8 @zs s 458 ag rlS L4
P S ST P S “é?
Non-HDL- 3.6 Tcke-HDL-kolesterol (mmol/)
kolesterol

<50ar  <2fprocent 25l <75procent | EHETCEN
50-694r|  <5procent 5till <10 procent | oAU
LDL-kolesterol 3.4

Triglycerider 0.7
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Stefan, 33 ar

* Social isolering

 Fysisk inaktivitet

: igifge:zsz;njfo ke) Fortfarande lag ASCVD-risk?

« Somnstorning

* Medicinering:
aripiprazole, cisordinol (tn), venlafaxin
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Stefan, 33 ar
mmm

Kolesterol 29-6.1 mmol/L
HDL-kolesterol 1.67 1.23 1.18 0.80-2.60 mmol/L
HbA1C ua

Non-HDL- 3.6 7.2 8.3 Saknas mmol/L

kolesterol eGFR ua
LDL-kolesterol 3.4 6.8 7.8 1.2-4.3 mmol/L

—_— U-alb/U-krea ua

Triglycerider 0.7 - 3.6 0.45-2.6 mmol/L

ApoB - - 1.78 0.5-1.7 g/L
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Stefan 33 ar

* Social isolering
 Fysisk inaktivitet

« Bukfetma (60280 kg)
« Daliga matvanor

« Somnstorning

e Medicinering

 Allvarlig lipidrubbning

Vilka interventioner kan
Stefan ha nytta av?

e Livsstil

e Lakemedel

Hog ASCVD-risk!!

25
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Stef(] n/ 3 5 6 r Rosuvastatin 20 mg

+ Ezetimib 10 mg

26

IR T VT EY N EF M (TN Regelbunden

Kolesterol

HDL-
kolesterol

Non-HDL-
kolesterol

LDL-
kolesterol

Triglycerider
ApoB

29-6.1
1.67 1.23 1.18 1.26 0.80 -
2.60
3.6 7.2 8.3 2.6 Saknas
3.4 6.8 7.8 2.2 1.2-4.3
0.7 - 3.6 2.5 0.45-2.6
- - 1.78 0.76 0.5-1.7

Malvarde: LDLC < 1.8, nonHDLC < 2.6 och ApoB < 0.8

mmol/L

mmol/L

mmol/L

mmol/L

mmol/L
g/L

uppfoljning
ar Aoch O

= Foljsamhet
= Tolerans

»  Effekt
= Andra lakemedel

Hog ASCVD-risk
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Varfor okar ASCVD-risken vid allvarlig psykisk sjukdom?

FIGURE 2 Cardiovascular Risk Factors in Severe Mental lllness vs General Population

100
90
80+
704
60 -

& 50+

40

80

70 69
50  ggbl 60 60 57

30 25
21 24 -
20 17
10
10-

Smoking Hypertension Diabetes Dyslipidemia Metabolic Obesity  Obstructive
Syndrome Sleep Apnea

M Schizophrenia M Bipolar M Depression M General Population

Goldfarb, M et al. J Am Coll Cardiol (2022)

27
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Varfor okar ASCVD-risken vid allvarlig psykisk sjukdom?

Patients with SMI

\ A ¥

Patient factors Health-care system factors
Lifestyle Disparities in access to health care
* Lack of exercise * Lower rates of diagnostic
* Poor dietary patterns procedures
* Increased smoking rates ) * Delayed initiation of treatment
* Increased prevalence of obesity

) o Negative attitudes towards patients

Psychotropic medications with mental illness

* Weight gain
* Hyperglycaemia

» Hyperlipidaemia Limited mental health literacy

among health-care providers

Predisposition to cardiometabolic

) Insufficient research funding
diseases

Low adherence to treatments

Low health-related literacy

L

CvD

Nielsen, RE et al. Nat Rev Cardiol (2021)
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Hans, 40 ar

« Remiss fran VC

— FHYV har upptackt allvarlig hyperkolesterolemi och hanvisat patient till VC
— Tid frisk, tranar pa gym 6 ggr/vecka, ex-rokare, inga kind ASCVD-hereditet

S-Kreatinin (enz) pmoliL 60-105 .
Pt—eGFR (1,73m2), Kreatinin, LM réev - mU/min/1,73 kvm yta >74 89
S~Kalium mmollL 46
S—-Natrium mmolL 137-145 135+
S-CRP mgiL <5
P-Glukos mmolL 4260 52 =D *
B-HbA1C (IFCC) mmol/mol 27-42 37 ‘ Prel dlagnOS?
S-Alkalisk fosfatas (ALP) pkatL 0719 12
S—-ALAT pkatL <120 086
S—ASAT pkatL =0.76 061
S-Kolesterol mmollL 3369 167" .
S-HDL-kolesterol mmolL 0.80-260 141 Utrednlng?
S-non HDL-kolesterol mmolL Saknas 153
S-LDL-kolesterol mmoll. 14-47 148"
S-LOL-kolHDL-kol kvot 0 Saknas 105
S-Triglycerid mmolL 04526 15 E0) *
e Behandling?
S-TSH miEL 0.40-40 0.60
Uriner
U--Albumin oL <0.03 <0.01
U-Kreatinin mmolL Saknas 10.7
U-Albumin/Krea g/mol <30 E)beraknad 3

30
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Ketokost +++

« Extremt lagt kolhydratintag
« Hogt dietart intag av kolesterol (aggulor)

« Hogt intag av animaliskt mattat fett

Substrate oxidation OKet tak
O Carbohydrate bmiz"i::rt r:uscle
O Fatty acids ' )

©BOHB signaling
(HDAC inhibition, NLRP3
inflammasome, & NAD*)

© Anabolic signaling in adip
Altered fuel partitioning

© Postprandial oxidative
stress and inflammation {Membrane highly

unsaturated fatty acids

O Metabolic syndrome Anti-seizure,
componel neuroprotection
O HDL cholesterol

O Triglycerides

O Hepatic fat ©Insulin 7 1GF-1 signaling (mTOR, PI3K, NF-xB)
© Coagulopathy © Hormone sensitivity (leptin, insulin, FGF-21, thyroid)
© Chronic inflammation © Appetite

Science 2018;362:764-770

Good or bad?

O Reactive oxygen species

31
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32

Dietdrt intag av animaliskt protein, kolesterol och mattat fett

Figure. Risk for Mortality Associated With Replacement of 3% Energy From Various Animal Protein Sources

With Plant Protein

Animal Protein Source
by Cause of Death

HR (85% C1)

Fawors Plant | Favors Alternate
Protein | Source

All cause
Pracessed red meat
Unprocessed red meat
Paultry
Fish
Eag
Dairy

oD
Pracessed red meat
Unprocessed red mest
Paultry
Fish
Egg
Dairy

Cancer
Pracessed red meat
Unprocessed red meat
Paultry
Fish
Eqg
Dairy

Orther
Pracessed red meat
Unprocessed red meat
Faulkry
Fish
Eqg
Dairy

0.66 (0.59-0.75}
0.E8 (0.84-0.92}
0.84 (0.90-0.39}
0.84 (0.89-0.39}
0.E1 {0.75-0.88}
0.52 (0.87-0.36)

0.61 {0.48-0.78)
0.83 (0.76-0.91}
0.91 {0.83-1.00}
0.B8 (0.80-0.97)
0.B8 (0.75-1.04)
0.59 (0.80-0.98)

0.86 (0.71-1.04)
0.96 (0.89-1.03)
0.99 (0.91-1.06}
0.98 (0.91-1.06}
0.83 (0.73-0.93)
1.00 (0.93-1.09)

0.55 (0.46-0.67)
0.E4 (0.78-0.90)
0.83 (0.85-1.00)
0.54 (0.87-1.01)
0.76 (0.67-0.85)
0.86 (0.80-0.93)

0.45 1o
HR (95% CI)

JAMA Intern Med 2016;176(10):1453-1463

B

Far ticipants, %

Participants, %

Incident CWD

74 -

5

Lang
Dietary Cholesterol Consumed per Day, mg

F_, |...|—’|-|_HT|EEH'I'III‘|'H-||.—.—._,-._.-._ f,
400 GO0 800

|l|r|—[é:.|-|_|_|_ll'l‘l'|||.—u._.—._.—._ F

Tago 600 800 1000
Dietary Cholesterol Consumed per Day, mg

JAMA 2019;321(11):1081-1095

Change in total mortality, %

20

10

/ Trans fat

Saturated fat

————

-5 \
10 \ Monounsaturated fat
-15
20 \
25 Polyunsaturated fat
'30 [ T 1 I | |
0 1 2 3 4 ]

Increment of energy from specific type of fat, %

JAMA Intern Med. 2016;176(8):1134-1145
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Medelhavskost

e e o~

12pm

Fasting Eating Fasting

9am 6pm

TABLE 1 Randomized Controlled Trials of the Mediterranean Diet With Outcomes on CVD and Related Endpoints
Parallel Study Median Outcome Test Diet vs. Control Diet
Design (Ref. #) Study Subjects Test Diet Control Diet Follow-Up (Multivariable-Adjusted Modules)
Lyon Diet Heart &05% MeDiet, rich in vegetables,  Adwvice on prudent 46 months  RR fatal CVD, 0.24 (95% C1: 0.07-0.84)
Study (24) 4 and 2 survivors of MI firuits, and fish + ‘Western-type diet RR non-fatal MiI plus CVD death, 027
ALA-supplemen bed (95% Cl: 012-0.60)
margarine
PREDIMED 1447 2 traditional MeDiets + Advice on low-fat diet  57.6 months 2 test diets combined
Study (23) & and 2 at high CV risk supplements of EVOO HR combined CVD endpaint®, 0,70 (95% C: 0.55-0.89)
or mixed nuts HR Stroke, 0.58 (95% Cl: 0.42-0.81)
HR MI, 080 (95% Cl: 0.53-1.21)
HR fatal CVD, 0.80 {95% Cl: 0.51-1.25)
PREDIMED 1447 2 traditional MeDiets + Advice on low-fat diet 56.4 months HR PAD MeDiet with EV0O, 0.36 (95% Cl: 0.21-0.65)
Study (25} J and 2 at high CV risk supplements of EVOO HR PAD with nuts, 0.54 (95% Cl: 0.32-0.92)
or mixed nuts
PREDIMED 6,705 2 traditional MeDiets + Advice on low-fat diet 564 months HR AF MeDiet with EVOO, 062 (95% C: 0.45-0.88)
Study (26) & and 2 at high CV risk supplements of EVOO HR AF MeDiet with nuts, 0.90 (95% CI: 0.66-1.23)
without AF at baseline or mixed nuts
PREDIMELD 354 2 traditional MeDiets + Advice on low-fat diet 49 months 2 test diets combined
Study (27} & and 2 at high CV risk supplements of EVOO or HR incident diabetes, 070 (95% CI: 0.54-0.92)
without diabetes at mixed nuts
baselime
*Monfatal MI, nonfatal stroke and death from OV causes.
AF — atrial fibrillation; ALA — alpha-linolenic acid; O — confidence interval; CVD — cardiovascular disease; EVOO — extra-vingin olive oil; HR — hazard ratio; MeDiet — Mediterranead diet; MI — myocardial
infarction; PAD — peripheral artery disease; I ) — PREvendiin conDleta MEDiterranea; RR — risk ratio.
A All-Cause Mortality B Ischemic Heart Disease Mortality c
Vegans b = l Vegans & | Vegans
Lacto-Ovo Vegetarians —— Lacto-Ovo Vegetarians o - Lacto-Ovo
Pesco-Vegetarians e Pesc ians | o { Pesco
Semi-Vegetarians ——1 Semi-Vegetarians I L 2 | Semi

I
05 06 07 08 059 10 11 12

Lower Mortality

Higher Mortality

33

04 05 06 07 08 09 10 11

1213 14 15

Lower Mortality

Higher Mortality

05 06 07 0.8 09

1.0

11 1213

Lower Mortality

Higher Mortality
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Eva, 68 ar

* Remiss fran VC
« Op CABG pga angina for ca 10 ar sedan.

« Fatt sedvanlig sekundarpreventiv behandling, men ”tal inga lipidsankande
lakemedel”.

 Alternativ lipidsankande behandling?
Vad har man testat? Hur har patient reagerat?

Simvastatin 20-40 mg, Pravstatin 20 mg, Atorvastatin 10-80 mg,
Rosuvastatin 10-40 mg, Ezetimib 10 mg, Fibrater, Resiner...

35
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"Tal inga lipidsdnkande |Gkemedel”

S—Apolipoprotein A1 giL
S—Apolipoprotein B alL
S—Apo BlApo A1 kot 0
S—Kreatinkinas (CK) ukatiL
S-Kolesterol mmol/L
5-HDL-kolesterol mmal/L
S-non HDL-kolesterol mmaol/L
S-LDL-kolesterol mmaol/L
S-LDL-kol/HDL-kol kvot 0
S(fPt}-Triglycerid mmaoliL
S—Triglycerid mmaliL

Allm@n kemi annat lab
P—Lipoprotein (a) nmaliL

Rosuvastatin
Obehandlad
5 mg 1 vad

0.8-2.1 1.38
0.5-1.4 0.93 1.05 1.12 192+
Saknas 1.38

<36 2.1 17

3.9-7.3 5.2 6.5 6.5 94+
1.00-2.70 1.64 155 1.52 1.54
Saknas 35 49 50 79

2.0-5.3 3.6 44 45 80"
Saknas 22 28 a0 52
04526 15
045-26 10 =) 25 =) 18 =0)

Saknas 23 =)

Nasta steg: (1)Ezetimib 10 mg 1 vad, (2) PCSKoi
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Tips:
Laga doser
Titrera

Kombinera

Folj upp
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