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Epidemiologie SDN

Pocet diabetiki s amputaci dolni koncetiny . m—
v daném roce: Syndrom diabetické nohy a amputace DK
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Jak vysoké je KV riziko
U hemocnych se
syndromem diabeticke
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Jak vysoké je KV riziko u nemocnych
se syndromem diabetické nohy?
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IWGDF guidelines 2023

Pacienti se SDN jsou dle doporuéeni
mezindarodnich organizaci
povazovani za pacienty s velmi
vysokym KV rizikem a tak by méli byt
i léceni.

Cave - vzhledem k neuropatii, s
diabetem sdruzenymi dalsimi
komorbiditami, vyssSimu véku,
krehkosti, socioekonomickym
podminkdm je nutno lécbu
individualizovat ....Nutno vzit v potaz
Zivotni prognozu nemocnych, vyse
zminéné faktory, ocekavany benefit,
leékové interakce apod.
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Md& SDN pruniky s KV onemocnénim?
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> 1. Vak 7% Zi/o 5% 10%

Z hlediska rizikovych faktoru:

» 2. Neuropatie — periferni senzorimotorickd a autonomni
(asymptomatické priznaky ICHS, ICHDK, AN- nahld umrti,
klidovd tachykardie, orthostaticke hypotenze, snizend
variabilita srdecni frekvence)

..... Studie Elrefaia a spol. prokazala alespon jeden typ neuropatie u 89% pacientt , pfiznaky
autonomni neuropatie byly nalezeny u 12% nemocnych se SDN

Janbakhsh A, et al. J Educ Health Promot. 20
Elrefai JM. Neurosciences (Riyadh). 2009



Figure No.1: ORs (95% Cls) of new carotid plagues calculated for

various types of chronic infections.
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» 3. Infekce

Priblizné 50% to 60% diabetickych ulce Rty

zAQvazné a tezce infikovanych ulcerac RSasaEaBit iy IRt
Chronic / recurrent urinary infection

Other infections

Opakované infekce potencuji proces
o’rerosklerézy IgA antibody titer to C pneumoniae >16

IgG H pylori antibody = 16 U/mL

IgG cytomegalovirus antibody > 20 U/mL -|=ii=i.|

Herpes zoster h!’b"-—li
Chronic active hepatitis B/C Fed= (i

i | i ' !
0.5 1.0 2.0 3.0 40 50 6.0 7.0 8.0

Odds ratio of early atherogenesis

Armstrong DG, et al. JAMA. 2023.
Kiechl S, et a. Circulation. 2001.




Md& SDN pruniky s KV onemocnénim?

» 4. Komorbidity — zejména CHRI

» Dle studie Bonneta a spol. vice nez 40% pacientii S DM rozvine CHRI

» Studie Ndipa a spol. prokazala u 11% pacienti s DM a CHRI/CHRS
DFU.

..... U HD pacientii jsou diabetické ulcerace cCastéjsi oproti nemocnych s I RN R
CHRI/CHRS bez HD (21% vs. 5%).....méeli castéji diabetickou neuropatii 3 Ving ¥
(79% vs. 65%), ICHDK (64% vs. 43%), predchozi amputaci (15% vs. : e 2

6.4%) a ulceraci v anamneéze (32% vs. 20%).

» DFU a CHRI maji spolecné patofyziologické korelaty — ICHDK,
diabetickou a uremickou neuropatii a malnutrice

» Jupiter ve své studii prokazal, Ze CHRI je nezavislym rizikovym
faktorem pro vyssi mortalitu u nemocnych se SDN.

Bonnet JB, Sultan A. Kidney Int Rep. 2021
Jupiter DC,et al. Int Wound J. 2016
Ndip A, et al. Diabetes Care. 2010 Aug;33(8):1811-6.
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Small artery disease....Ize odhadnout dle pritomnosti
mediokalcinozy.....

o MAC / SAD skore signifikantné koreluje s
klasifikacnimi systémy pouzivanymi ke
strafifikaci nemocnych s ICHDK (GLASS,
Graziani).

Calcium

MAC
length IAC score

1 '
Sum all .
| points up | 0-1 =no MAC

yes
= 2 ? }‘L'\ eeeee——————
yes = 1 of no =0 q 2-3 = moderate MAC
+ 1
VoS or no
m? | 1

4-5 =severe MAC

o NizsSi MAC/SAD skore je spojeno s
dlouhodobou horsi prognézou hojeni ran
a amputacemi dolnich koncetin.

Jarosikova R, Fejfarova V, et al, send to DMRR



|ICHDK

» Vyskytuje se zhruba u 10-30% nemocnych s DM, ale vice nez 2 nemocnych je
asymptomaticka !l (dano AN - protepleni, lokaci [€zi a periferni neuropatii — projevy

az hodné pokrocilych ndlezd véetné CLTIII).

O All-cause mortality
W CVD mortality

Baseline ABI

Skin Skin
microcirculation microcirculation
in healthy subjects in diabetic patients

Capillary

‘ o, Precapillary
C vasoconstriction

AV shunt
normal contraction AV shunt
dilated due to
denervation

Stoberock K,et al. Vasa. 2021  Leibson CL, et al. Diabetes Care. 2004
Resnick HE, et al. Circulation. 2004  Brownrigg JR, et al. Eur J Vasc Endovasc Surg. 2013
Silvestro A, et al. Vasc Med. 2006



Diagnostika ICHDK je klicova pro uréeni pravdépodobnosti hojeni, prognézy amputaci,
rizika rekurence a rizika pravdépodobného vyskytu jinych KV onemocnéni.

Description

I (lschaemia)

fl (foot Infection)

Mao uleer (ischaemic rest pain)

Small, shallow ulcer on distal leg or foot without gangrene

Deeper uleer with exposed bone, joint or tendon £ gangrenous changes limited to toes

ABI

Ankle pressure (mmHg)

Extensive deep ulcer, full thickness heel ulcer * calcaneal involvement + extensive gangrene

Toe pressure or TcPO;

=080

= |00

=i

0.60-0.7%

70-100

40-59

0.40-0.59

50-70

30-39

<0.40

Mo symptoms/signs of infecton

<50

<30

Local infection involving only skin and subcutaneous tissue

Local infection invelving deeper than skin/subcutaneous tissue

Systemic inflammatory response syndrome

Example:A 65-year-cld male diabetic patient with gangrene of the big toe and a <2 em rim of cellulitis at the base of the toe, without any clinical/bislogical sign
of general infection/inflammation, whose toe pressure is at 30 mmHg would be classifed as Wound 2, lschaemia 2, foot Infection | (WA 2-2-1). The clinical stage
wauld be 4 (high risk of amputation). The benefit of revascularization (if feasible) is high, also depending on infection contral.

ABl = ankle-brachial index; TcPO2 = transoutanecas oxygen pressure.

Abovans V., et al. Eur Heart J, 2018
Mathioudakis N, et al. J Vasc Surg 2017
Mills JL st., et al. J VAsc Surg 2014
Armstrong DG, et al. N Engl J Med. 2017




Ischaemia - | Ischaemia -2 Ischaemia = 3

19%
| 6% I . @ ESC European Heart Journal (2018) 39, 763-821 ESC GUIDELINES
z N

European Society 4oi10.1093/eurheartj/ehx095
|4 of Cardiology
& i

7%

CAD Carotid Stenosis >70% LEAD (ABI <0.90) 2017 ESC Gmdell.nes on the letgno‘sm and
= Treatment of Peripheral Arterial Diseases,
Il cAD W Carotid stenosis >70% ] LEAD (ABI <0.90) [J] RAS >75% 3 in collaboration with the European Society

for Vascular Surgery (ESVS)




Diagnostika ICHDK

Kazdorocné je doporuceno vysetrit moznou ICHDK v vsech
diabetikU véetné pacientu se syndromem diabetické nohy
(SDN)....

PAD guideline

-ANAMNEZA

MAKROCIRKULACE - PALPACE PERIFERNICH PULSACI, DOPPLEROVSKE
VYSETRENI TEPEN — ABI/SYSTOLICKE TLAKY, PALCOVE TLAKY (+ TBI) i na
ostatnich prstech, DUPLEXNI ULTRAZVUK

ICHDK je méné pravdépodobna , pokud je ABI 0,9-1,3, TBI = 0,70

a pokud je detekovéna trifazicka/bifazicka pedalni dopplerovska
krivka.

MIKROCIRKULACE — TRANSKULATNNI TENZE KYSLIKU, LASER DOPPLER
FLOWMETRIE

NORGREN, L., et al. Inter-Society Consensus for the Management of Peripheral Arterial Disease (TASC II). J Vasc Surg, 2007.
IWGDF guidelines 2019; KDP SDN 2021



/ hlediska |éclby SDN
» 4. Odlehéeni je z&kladem terapie SDN
..snizeni FA...zvyseni rizika obezity...KV rizika

<<Prev FIGURE2 Next>>

FIGURE 2

Systematické review
van Nettena prokdzalo
na zakladé 27 studii
signifikantni redukci
fyzické aktivity dle rizika
SDN a u nemocnych s
jizrozvinutym SDN

STEPS/DAY

H

"
2
5
R

1
11

WGD

E%
1}

g
i
F

ISK R 2 IWGDF RISK 3 FOOT ULCER

Mean steps/day in studies in people with diabetes at risk of or with a foot ulcer. Mean (solid line) and weighted mean (dashed line) are shown per group. IWGDE,

International Working Group on the Diabetic Foot

Jarl G, et al. Diabetes Res Clin Pract. 2021
van Netten JJ, et al. Diabetes Metab Res Rev. 2022




Proto je klicovy multidisciplinarni pristup k Iécbé SDN
vcetné managementu KV rizik.

DVA San Francisco Podiatry Protocol for Diabetic Foot Ulcer Management Ko m pe nzace D M
je— Kontrola KV rizik
oy Lecba komorbidit

*$PP<30

Management malnutrice

foot Sereenngilouczton
Prysician Daender/PCP

Consulk Services

A2
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ESC GUIDELINES Guidelines (2023 update)

THE 2023 IWGDF GUIDELINES ARE AVAILABLE!
o

2023 ESC Guidelines for the management of
cardiovascular disease in patients with diabetes

Developed by the task force on the management of cardiovascular Guidelines
disease in patients with diabetes of the European Society of

Cellulitis/Osteo

Cardiology (ESC)

Authors/Task Force Members: Nikolaus Marx @ *, (Chairperson) (Germany),

Massimo Federici (& *1, (Chairperson) (Italy), Katharina Schiitt © #, (Task Force

Co-ordinator) (Germany), Dirk Miiller-Wieland ®¥, (Task Force Co-ordinator)

(Germany), Ramzi A. Ajjan @ (United Kingdom), Manuel ). Antunes © (Portugal),

Ruxandra M. Christodorescu (Romania), Carolyn Crawford (United Kingdom),

Emanuele Di Angelantonio ® (United Kingdom/Italy), Bjérn Eliasson @ (Sweden),

Accommodate: Christine Espinola-Klein (Germany), Laurent Fauchier (France), Martin Halle

Acutely = TCC,iTCC or equivalent (Germany), William G. Herrington @ (United Kingdom),

Yongter = b Fiotics shos devt Alexandra Kautzky-Willer © (Austria), Ekaterini Lambrinou © (Cyprus), Definitions
ng Maciej Lesiak @ (Poland), Maddalena Lettino @ (Italy), Darren K. McGuire and
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Naveed Sattar © (United Kingdom), and ESC Scientific Document Group



http://www.google.cz/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjphtOH_MDPAhWHWRQKHUZCDIEQjRwIBw&url=http://jdfc.org/spotlight/preventing-diabetic-foot-amputations-podiatry-protocols-and-perfusion/&bvm=bv.134495766,d.d24&psig=AFQjCNHdVr6hGlCLFTeCgN-FkYhMcOMR8A&ust=1475664301257465

Table 7 Cardiovascular risk categories in type 2

@ESC ESC GUIDELINES oo

. Society -ropean Heart joumal (2023) 44, 40434140 Very high CV Patients with T20M with:
uropean Society hitnefdoiorg/10.1093/eurheartjehad 192
of Cardiology risk + Clinically established ASCVD or

= Severe TOD or
+ 10-year CWD risk >20% using SCORE2-Diabetes
Patients with T20M not fulfilling the very high-risk

2023 ESC Guidelines for the management of
cardiovascular disease in patients with diabetes

criteria and a:
« 10-year CWVD risk 10 to <20% using
SCOREY-Diabetes

. Patients with T2DM not fulfilling the very high-risk

Developed by the task force on the management of cardiovascular criterta and &

disease in patients with diabetes of the European Society of + 10-year CVD risk 5 to <10% using

Cardiology (ESC) SCORE2-Disbetes
Low CV risk Patients with T2DM not fulfilling the very high-risk

criteria and a:
+ 10-year CWD risk <5% wsing SCORE2-Diabetes

Recommendation Table 16 — Recommendations for
patients with type 1 diabetes

Patient with ASCVD or severe TOD? Recommendation Class® Level®

In patients with T1DM, it is recommended that
adjustrment of glucose-lowering medication follows

principles of patient seff-management under the 1 C

!
®
guidance of the diabetes healthcare muttidisciplinary

Scnrmg” team
SCORE2-Diabetes

I I particularly in those with established CV
Statins should be considered for LOL-C lowering in
10% to <20% 5% to <10% adults older than 40 years with T1DM without a lla B
history of CVD to reduce CV risk.™
l L Statins should be considered for use in adults
Very high risk Lo rick younger than 40 years with T10M and other risk
factors of CWD or microvasoular end-organ damage lla B

or 10-year CVD risk =10% to reduce CVD
r.isk_?ﬂ? T8

Avoiding hypoglycaemic episodes is recommended,
[y 7E0-7az

The use of the Scottish/Swedish risk prediction
madel may be considered to estimate 10-year CVD lib B
risk in patients with T1DM.™

£ BSC 20213
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Patients at risk
Progression 53
None 472
Regression 80

Overalllog-rank test P = .0025

Progression (37.5%)

None (25.2%)

Regression (8.9%)

2 3
49 43
438 421
79 78

368 314 233
71 52 41

119

17

Kaplan-Meier curves of 8-year all-cause mortality; none indicates no progression/regression group.

P

CV risk categorization in patients with T2DM based

Very high risk

4

(<55 mg/dL)
. (s

on ASCVD, severe TOD, or SCORE2-Diabetes

4

4 s R T T (I,
DLC<I8mmoll  LDL-C <26 mmollL
(<70 mg/dL) (<100 mg/dL)
(Class 1) J k (Class 1)

@Esc

Pokud maiji nemocni opakované cévni
prihody v poslednich 2 letech, cilime
LDLcholesterolu < 1,0 mmol/L. ....(cave mdlo
dukazU pro nemocné s DM a CLTI)

Lipids and diabetes—>3Section 5.5

A PCSK9 inhibitor is recommended in patients at
wvery high CV risk, with persistently high LDL-C levels
above target despite treatment with a maximum
tolerated statin dose, in combination with ezetimibe,
or in patients with statin intolerance.

If a statin-based regimen is not tolerated at any
dosage (even after re-challenge). a PCSK? inhibitor lla B
added to ezetimibe should be considered.

If a statin-based regimen is not tolerated at any
dosage (even after re-challenge), ezetimibe should be lla C
considered.

Ndrepepa et al. Am Heart J 2016;177:9-16



» Statiny UCinné zabranuji KV prihoddm a snizuji KV mortalitu, maji pomeérné
mdlo nezddoucich UCinkO (ROSUVASTATIN, ATORVASTATIN)

U pacientd s DM - 1.volba - intenzivni terapie zalozend na individualizaci

» Ezetimib nebo inhibitor proprotein convertase subtilisin/kexin typu 9(PCSK9) -
(evolocumab or alirocumab) - samotne nebo do kombinace se statiny,
nebo u intfolerance statinU—dalsi snizeni LDL-cholesterolu u nemocnych s
DM....(novymi alternativami inclisiran, kys bempedoovad)- 2.volba

» Fibraty (Iépe ester kys.eikosapetaenove)....3.volba




Figure 2: Primary Endpoint Figure & HbAlc over timd
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— = Bormpedos: acicd 180 mg

| Hazard ratio: 0,796
B Logg=rank P valee: 2819

Onset of diabetas, %

Kyselina bempedoovd

150 180 210 240 Z7F0 300 330 360
Time, days

3 Ll a3 AE3 &

» Kyselina bempedoova (inhibitor ATP citrat lyazy), u niz bylo prokazan s
LDL cholesterolu (LDL-c) o 17-28 %, ovliviuje syntézu cholesterolu v | e
mechanismem jako statiny.

— — Bempedoic acid 180 mg ——— Placebo

Hazard ratio: 0536
P yabpe: 1232
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Bempedoic acid in patients with type 2 diabetes mellitus, e ESERESE EEER S

prediabetes, and normoglycaemia: A post hoc analysis of = Ponod o on no
efficacy and glycaemic control using pooled data from phase 3 — — Bempedok: acid 180 mg
clinical trials | Hazard rabo: 1,468
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Lawrence A. Leiter MD &4 Maciej Banach MD, PhD, Alberico L. Catapano MD, PhD, P. Barton Duell MD,
Antonio M. Gotto Jr MD, DPhil, Ulrich Laufs MD, PhD, G. B. John Mancini MD ... See all authors ~
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Surgery or Endovascular Therapy for Chronic Limb-Threatening Ischemia

Alik Farber, M.D., Matthew T. Menard, M.D., Michael S. Conte, M.D., John A. Kaufman, M.D., Richard ). Powell, M.D.. Niteesh K. Choudhry, M.D., Ph.D., Taye H. Hamza, Ph.D.,
Susan F. Assmann, Ph.D., Mark A. Creager, M.D., Mark . Cziraky, Pharm.D., Michael D. Dake, M.D., Michael R. Jaff, D.O., et al., for the BEST-CLI InvestigatorsT
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Antiagregace/antikoagulace

> S ohledem na ICHDK - Iécba ASA, Iépe u DM 2.typu Clopidogrel ((CAPRIE trial.....redukce
KV rizik bez vyznamného rizika krvacivosti — cave pouze 21% mélo DM.

» Lze zvazit u nemocnych s ICHDK a SDN (COMPASS) a s vysokym rizikem rekurence
kardiovaskuldarnich prihod, bez vysokého rizika krvaceni kombinaci rivaroxabanu (2x 2,5 mg
denne) + ASA (100 mg)...redukce MALE i u CLTI

» (Best Practice Statement) - po revaskularizaci se ma u nemocnych bez vysokého rizika
krvdcivosti zvazit aplikace 1-6 mésicU dudini antiagregace (ASA + clopidogrel) nebo
rivaroxabanu (2x 2,5 mg denne) + ASA (100 mg) - VOYAGER

Unplanned Index Limb

VOYAGER PAD Primary Results e sl oy

- 6,564 Patients with Symptomatic Lower 0086 YRGS IR0
2 | Wawv Extremity PAD* (CLI or Claudication) ARR 2.6% NNT 39 % ARR 2.5%, NNT 40
*rox%% Jndergoing Peripheral Revascularization ’ 2% i

Started < 10 days - actual 5 (2-7)

Risk of Cardiovascular

éo
b
]
3 06
:
5
g 04
3
£
3

Km(%)at3years

Cumulative

TMiMsjor Bleeding ESVM Guideline on peripheral arterial disease. Vasa.
On Treatment- HR 1.43

fll[:;o;zv:.:r;‘mudolcm/ncludmg: ‘I;}:_E,Sg”m 2019 Sep;48(Suppl 102):1-79
+ Clopidogrel perinvestigator ! S.S. Anand, F. Caron, J.W. Eikelboom, et al.

J Am Coll Cardiol, 71 (2018), pp. 2306-2315

A randomised, blinded, trial of clopidogrel versus aspirin in
patients at risk of ischaemic events (CAPRIE). CAPRIE Steering

Committee. Lancet. 1996




Short life expectancy

Relax glycaemic targets
HbAlc <69 mmol/mol (<8.5%)*

\

|

Tighten glycaemic targets
but AVOID hypoglycaemia®
HbAlc <53 mmol/mol (<7.0%)

Give priority to agents with
* Proven CV benefit®

» Low hypoglycaemic risk

@ESC—

Cave fragilni, riziko hypoglykémii

Cardiovascular disease

Type 2 diabetes mellitus

type 2 diabetes mellitus

l

Type 2 diabetes mellitus
and ASCVD

!

To reduce cardiovascular risk
independent of glucose control

(Chsst)

All therapies are recommended independent of glucose control and

l

Type 2 diabetes mellitus Type 2 diabetes mellitus

and HF and CKD
To reduce heart failure
hospitalization in all padents To reduce cardiovascular
with T2DM and HF and kidney failure risk
(HFpEF. HFmrEF, HFrEF)

in addition to standard of care

ESC—



LéCba dle KV rizika — efekt na glukdza nezdvisly

edformin
sc;\_‘\")_ inhibitor

LP-1 RA
(C\aSS \Ib)

‘ \JD or severe TOD

C
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o P Dhberes 210%
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» SGLT2-inhibitor canagliflozin byl spojen s vysSsim rizikem vysokych amputaci (RCT-
CANVAS, ne v CREDENCE). Nebylo prokazano ostatnimi studiemi véetné
prospektivnich.

» Ale data z realn¢ praxe popsala vyssi vyskyt amputaci— dokonce data z danskeho a
Svedskeho registru prokazala, ze SGLT-2 inhibitory az zdvojnasobuji riziko amputaci
DK (2,7 vs. 1,1 na 1000 pacientil) v porovnani s analogy GLP-1 — nezavisle na
pritomnosti ICHDK.

» BEST PRACTICE STATEMENT...Inhibitory SGLT-2 maji benefitni efekt na KV
riziko a jsou renoprotektivni 1 u nemocnych s ICHDK...cave pacienti s ulceracemi byli
ze studie vytrazeni. Infekce a operativy mohou zvysit riziko ketoacidoz.

>
...proto u nemocnych bez 1écby by se SGLT-2 inhibitory u SDN nemély nasazovat, u
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Arnott C, et al. Heart Fail Clin. 2022 Khouri C, et al. Diabetes Obes
Metab. 2018
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» Pacienti se SDN patri vesmeées do kohorty nemocnych s vysokym a velmi
vysokym rizikem KV onemocnéni.

» Management rizikovych faktort vedoucich nejen ke KV chorobdm, ale i
SDN, a jejich screening by mély byt agresivni jiz od Casné diagndzy
predevsim DM 2. typu nebo dele trvajiciho DM 1. typu a hlavné u viech s
jiz manifestovanymi komplikacemi diabetu.
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Infekce

The Bruneck Study is a prospective population-based survey
on the pathogenesis of atherosclerosis. In 826 men and
women 40 to 79 years old (1990 baseline), 5-year changes in
carotid atherosclerosis were thoroughly assessed by high-
resolution duplex scanning. The presence of chronic
respiratory, urinary tract, dental, and other infections was
ascertained by standard diagnostic criteria. Chronic infections
amplified the risk of atherosclerosis development in the carotid
arteries. The association was most pronounced in subjects
free of carotid atherosclerosis at baseline (age-/sex-adjusted
odds ratio [95% CI] for any chronic infection versus none, 4.08
[2.42 to 6.85]; P:<0.0001) and applied to all types of chronic
(bacterial) infections. It remained independently significant
after adjustment for classic vascular risk attributes and
extended to low-risk individuals free of conventional risk
factors. Among subjects with chronic infections,
atherosclerosis risk was highest in those with a prominent
inflammatory response. Markers of systemic inflammation,
such as soluble adhesion molecules and circulating bacterial
endotoxin, and levels of soluble human heat-shock protein 60
and antibodies to mycobacterial heat-shock protein 65 were
elevated in subjects with chronic infections and predictive of
an increased risk of atherosclerosis.

Conclusions: The present study provides solid evidence for a
role of common chronic infections in human atherogenesis.
Induction of systemic inflammation and autoimmunity may be
potential pathophysiological links.

of new carotid

Variable

Chronic infection

COPD with infect exacerbation
Chronic bronchitis / sinusitis
Chronic / recurrent urinary infection

Other infections

IgA antibody Qter to C pneumoniae >16
IgG H pylori gatibody = 16 U/mL
IgG cytomegza

Herpes zoster

Chronic activeghepatitis B/C

plaques calculated for various types of chronic infections. Adjustment,
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P < 0.05
ORs of new carotid plaques according to chronic infection status and level of C-reactive protein. ORs were

adjusted for age, sex, and lg%seline atherosclerosis. *Numbers of subjects with incident atherosclerosis per
k S.

number of patients at ris

P <0.001
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Odds ratio of early atherogenesis

109/403* 76/155%

CRP CRP CRP CRP

93/132* 112/136*
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| n C | IS I rO n L e I O Action of PCSK9 protein Action of inclisiran
1. PCSK9 is produced using mRNA 1. Indlisiran binds to ASGPR receptor and
2. PCKS9 is secreted is endocytosed
3. PCKS9 binds to LDL receptor 2. Endosome is degraded releasing siRNA
4. LDL receptor is degraded 3. SiRNA loaded into RISC complex

4. Complex binds to PCSK9 mRNA and

Malé molekuly RNA destroys it

(siRNA) interferujici s = J\ il
expresi specifickych genu ¥ oo J\ 'L

ovliviuji hepatalni
produkci PCSKO.

Inclisiran

®

E Inclisiran sodium 300 mg

subcutaneous twice yearly

(4) pcska mRNA

-804

Mean percentage change in LDL cholesterol from baseline

ceptor; PCSK9 = proprotein convertase subtilisin-kexin type 9;
romplex; SIRNA = small interfering RNA.

—100 Al T 1 T 1 L L} T T T 1 L T T 1 L L 1 1
Baseline 30 90 180 210 270 360390 450 540 570 630 720 810 870 990 1080 1170 1260 1440
Patient 277 276 277 277 274 269 266 262 264 264 261 253 242 213 225 225 231 219 22¢ 232
number at
each visit

Ray KK, et al. Lancet Diabetes Endocrinol. 2023 Feb;11(2):10¢



