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ASUDX: Torif

Aterosklerotik tirak-damar xastaliyi (ASUDX-ASCVD), kaskin koronar sindromlar, miokard
infarkti, stabil va ya qeyri-stabil stenokardiya, koronar va ya digar arterial

revaskulyarizasiya, insult, kegici isemik hadisa va ya aterosklerotik mansali periferik
arterial xastalik kimi miiayyan edilir!?

o ASUDX aterosklerozun asas kliniki tazahtridir 3 \

e Ateroskleroz damarlarin an daxili tabagasinda yagli va fibroz materialin
toplanmasi ila xarakteriza olunan, aterosklerotik pilaklarin amala galmasi ilo
xarakteriza olunan xroniki, progresiv bir xastalikdir3* )

1. Arnett DK, et al. Circulation 2019;140:e596—-646; 2. Ray KK, et al
Eur Heart J 2014; 35:960-68; 3. Herrington W, et al. Circ Res.
2016;118(4):535-46; 4. Libby P, et al. Nat Rev Dis Primers.2019;5556
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ASUDX-in klinik tazahUrlari kaskin va ya xroniki ola bilar va calb olunan

damarlardan asilidir
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arteries

« Stroke
= Transient ischemic attacks

* Recurrent transient ischemic
attacks
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Thoracic aorta ©
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« Worsening renal function
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arteries
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» Acute peripheral arterial
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» [ntermittent claudication

Acute presentation

Chronic presentation

Figure from Libby et al Nat Rev Dis Primers 2019

Libby P, et al. Nat Rev Dis Primers.2019;5:56

» Ateroskleroz diffuz, yavas

inkisaf edan bir xastalikdir

Pozulmus axin vo asagi
sirtisma garginliyina maruz
galan arterial sahalar ateroma
amala galmasina xUlsusila
hassasdir.

9ksar hallarda onilliklar
arzinda asimptomatik olaraq
galir. Simptomlar luminal
stenoz (damarin daralmasi) va
ya trombotik obstruksiya gan
axini mahdudlasdirdigda
ortaya gIxir.
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Urak-damar xastaliklari diinyada élimlarin asas sababidirl=3

« Urak-damar xastaliklari (CVD) diinya ‘ UDX global miqyasda har il digar geyri-infeksion xastalilara >
Uzra buttin 6lumlarin taxminan 31%-na nisbatan daha cox hayat aparir ’
(17,9 milyon) sabab olur?

— Avropada biitlin 6limlarin 45%-i
(3,9 milyon)*

— ABS-daki butin 6limlarin 23%-i
(0,65 milyon)> ,ﬁ, Xargang

17.9 million

‘8 Urok-Damar Xastaliklori

9.0 million

« UDX ham da erkan éliimlarin aparici
sababidir va 30-70 yas arasi insanlarda I Respirator xastaliklar
har il dinyada taxminan 6,2 milyon é% 3.9 million
vaxtindan avval 6liima sabab olur.®

illik dlimlar, global data

1. Roth GA et al. ) Am Coll Cardiol. 2017;70(1):1-25; 2 WHO Fact cardiovascular-diseases May 2017

Accessed July 2020; 3. Foreman KJ et al. Lancet 2018; 392: 2052—-90; 4. European Cardiovascular Disease Statistics 2017 European
heart network; 5. Kochanek KD, et al. National Vital Stat Rep. 2019; 68(9); 6. Cao B et al., Lancet Glob Health 2018; 6: €1288-96; 7.
WHO Fact sheet _non-communicable diseases Jun 2018: Accessed July 2020;
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https://www.who.int/en/news-room/fact-sheets/detail/cardiovascular-diseases-(cvds)
https://www.who.int/news-room/fact-sheets/detail/noncommunicable-diseases#:%7E:text=Cardiovascular%20diseases%20account%20for%20most,of%20all%20premature%20NCD%20deaths.

Statinlar bir irslilayis olsa da, LDL-X-u azaldan mualicasinda iralilayiglarin
durgunlugu UD 6lumlarinin azalmasina sabab oldu.

ABS-da UD xastaliyindan 6liim nisbatlari, 100.000 nafaral2
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1. Mensah GA et al., Circ Res. 2017;120:366-80; 2. Cooper R, et al. Circulation. 2000;102:3137-47; 3. Endo
A. Proc. Jpn. Acad. 2010;Ser. B:86; 4. Toth PP and Banach M. Methodist Debakey CardiovascJ. 2019; 15: 23—
31.; 5. Roth GA et al. ) Am Coll Cardiol. 2017;70(1)

54.

:1-25; 6. McClellan M, et al. Circulation. 2019;139(9):e44-
5

| |
2010 2015

Mahdud miialice variantlari

Xolesterolun idara edilmasi 1980-ci illarda
statinlarin mévcudluguna gadar optimal
olmayan darmanlar va hayat tarzi
dayisikliklari il mahdudlasirdi33

Statinlerin genis sakilda gabulu

Statinlarin tatbigindan va UDX-in
mialicasinda digar iralilayislardan sonra
0lim nisbatinda shamiyyatli azalmalar
musahida edildi.*

Mdvcud miialica vaziyyatinin
durgunlugu

UD éliimlarinin azalmasi LDL-X nazaratini
inkisaf etdirmak G¢lin yeni bir innovasiya
dalgasi talab edir. 56


Выступающий
Заметки для презентации
[insert Reference File names here]



UDX-in shamiyyatli igtisadi yuku var

| Diinya? )
UDX ila alagali masraflar
(daha ¢ox UlX va insult)A

USS milyard

$1,044
$ 863

55%
Birbasa

| Avropa? ) | ABg34 )
UDX ila alagali masraflar, 2015 UDX (insult daxil)
€ 210 milyard USS milyard
€ 59 milyard
Qeyri-rasmi 5 » 555
el - Ol:
Birbasa 035
1 masraflar

2035 masraflar
>3x 80+ yaslilarda va

Produktivlik azalmasi

. >2x 65—79 yasllarda
2010 2030 € 45 milyard L
olacagi gozlanilir3#
Qeyri-rasmi
gy (M WA
N . Xastaxana daxili MI: USS 18,931
* Hemginin xroniki UG daxildir; Birbasa Evayazildigdan sonra 1-il: USS 8,037
* Olillik ve ya vaxtindan svval 6lim naticasinda masraflar
mehsuldarligin itiriimesi ve ya xastalik ve ya ° Xastalarin 48%-i 1 il arzinda takrar gabul
qaydiya ehtiyac sebabindan is zamani itkisi Produktivliyin azalmasi edilib®
Yiiksak LDL-X-in rahbar tévsiyalara uyqun hadlara gadar ¢atdirilmasi UDX-in idara edilmasi ila bagh xarclori
azaltmaga komak eda bilar.

1. Bloom DE, et al. The Global Economic Burden of Non-communicable Diseases. Geneva: World Economic Forum; 2011; 2. European Cardiovascular Disease Statistics 2017 European heart

network; 3. Benjamin EJ, et al. Circulation. 2019;139:e56-e528; 4. The American Heart Association Office of Federal advocacy. Cardiovascular disease: a costly burden for America. Projections
through 2035. ©2017; 5. Cowper PA et al., ) Am Heart Assoc. 2019;8:€011322; 6. Danese MD, et@l. BMJ Open 2016;6:011805
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http://www3.weforum.org/docs/WEF_Harvard_HE_GlobalEconomicBurdenNonCommunicableDiseases_2011.pdf

ASUDX:
Patofiziologiya




Aterosklerozun molekulyar patofiziologiyasi

- Miixtalif tasirlarla bas veran endotelin zadalanmasi*, T ————— = > - Tutulmus lipoproteinlsrin oksidlasmasi
onlari iltihab aleyhine hissaciklars cevirir, bu

arteriya divarinda xolesterinla zangin lipoproteinlarin
(masalan, LDL kimi) saxlanmasina va toplanmasina / da immun hiiceyraleri (masalan: monositlor,
sabab olur. : ’ T-limfositlar)

b

Monositlar dayisdirilmis
lipoproteinlari ahata edan

Monocyte
T cell
@ Macrophage ®_ &
— Q-

makrofaqlara diferensiallasir va - ey o) - a
képiik hiiceyralarina gevrilir (yagl 26 — _‘.@/cg =
e isusyt SRR TS

zolaglarin xarakterik xiisusiyyati) % R s /W
T T i, o 4

¢ ® o =
Fibroblast Adventitia /, Q @ ® @ L4

2

Y/l Hamar azale hiiceyralori ¢oxalir ve mediadan  wm wm }B - L ,
intimaya miqrasiya edir, lezyon atrafinda lifli I- Seylil Sttablll p(ljlakln kas;klln y{[rtllmgs;.isas
gapaq qurur ve kalsifikasiyani tesviq eda 5 S — |n|. neticelerasn masulolan trombotl
bilor. Irslilomis lezyonlarda kopuik hadisalara sabab olur.
hiiceyrslari naticads 6lir e
(apoptoz), terkibindeki d formation | £/8 )

lipidlarin ve hiiceyra ruptare 7
tullantilarinin (nekrotik
niiva) asasinin qurulmasina
kémak edir.

T Apnmouﬂ A
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Foam cCholesterol V|s :I:?::at e
cell  crystal vasorum

e s T e —

Adapted from Libby P, et al. Nature. 2011;473(7347):317-25
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Atherosclerosis is initiated with injury of the endothelium that can be triggered by a variety of insults including altered shear stress (areas of irregular or turbulent blood flow), hypercholesterolemia, microorganisms, and exposure to toxic chemicals in the blood (e.g. cigarette smoking).1,2
The resulting endothelial dysfunction can lead to secretion of cytokines and growth factors, impairment of nitric oxide synthesis and expression of cell adhesion molecules.1 It also alters the selective permeability of normal endothelium, allowing sub-endothelial retention and accumulation of cholesterol-rich lipoproteins [LDL].1,3
The trapped lipoproteins are modified by enzymes and are oxidized into pro-inflammatory particles, which provoke the reaction of the innate immune system within the intima.1
In addition, they reinforce endothelial cell dysfunction, evidenced by the appearance of new cell adhesion molecules and chemotactic factors followed by a robust inflammatory reaction in which plasma monocytes, T lymphocytes and dendritic cells adhere and enter the arterial intima.4 
Upon entry, monocytes become activated macrophages that express scavenger receptors, take up modified lipoproteins and progressively turn into macrophage-derived foam cells, a characteristic feature of fatty streaks.3,4
Smooth muscle cells proliferate and migrate from the media into the intima forming the fibrous cap around the lesion and can promote calcification. In advanced lesions, foam cells eventually die (apoptosis), contributing with their content to the establishment of a core of lipids and cellular waste (necrotic core).3

References:
1. Homeister JW, Kelly KL. The Cardiovascular System. In: Reisner HM. eds. Pathology: A Modern Case Study, 2019. 2e New York, NY: McGraw-Hill; . http://accessmedicine.mhmedical.com/content.aspx?bookid=2748&sectionid=230840985. Accessed December 02, 2019. 
2. Libby P, Ridker PM, Hansson GK. Progress and challenges in translating the biology of atherosclerosis. Nature. 2011;473(7347):317-325. http://dx.doi.org/10.1038/nature10146 
3. Insull W, Jr. The pathology of atherosclerosis: plaque development and plaque responses to medical treatment. Am J Med. 2009;122(1 Suppl):S3-S14. http://dx.doi.org/10.1016/j.amjmed.2008.10.013 
4. Simionescu M, Sima AV. Morphology of Atherosclerotic Lesions. In: Wick G, Grundtman C, eds. Inflammation and Atherosclerosis;10.1007/978-3-7091-0338-8. Vienna: Springer Vienna; 2012. https://link.springer.com/book/10.1007/978-3-7091-0338-8 


Pilakin tarkibi pilakin sabitliyini miayyan edir

(> * Giclii lifli gapagq ila ortlilmus fibro-lipid
:, _ Platelet lezyonlar stabil pilaklar hesab olunur?

Thrombus
formation

Fibrous cap * Proteolitik fermentin faaliyyati naticasinda
rupture yaranan fibroz kapsulanin incalmasi hassas
: hassas pilak amals gatirir.3

* Pilakin yirtilmasi trombogenik matriksin
acilmasina, trombositlarin agregasiyasina va
trombun amala galmasina gatirib ¢ixarir ki, bu da
arterial manfazi tixaya va kaskin UD hadisasina

e <~ - [~ <~ sabab ola bilar.3
e e O A e <A A

Adapted from Libby et al. Nature. 2011 !

Pilakin yirtilmasina trombotik reaksiya gisman Ipilakin tarkib hissalarinin (o ciimladan, lipidlar va toxuma
faktorunun) trombogenliyi, yerli hemodinamikasi va kasilma ila bagh trombositlarin aktivlasmasi ila
tanzimlanir.34

1. Libby P, et al. Nature. 2011;473(7347):317-25; 2. Simionescu M, Sima AV. Morphology
of Atherosclerotic Lesions. Inflammation and Atherosclerosis 2012; 3. Badimon L,
Vilahur G. J Intern Med. 2014;276(6):618-632; Cosemans JM, et al. Cardiovasc Res.

2013;99:342-52


Выступающий
Заметки для презентации
Notes:
Plaque regression 
Plaque regression can occur under a number of conditions, including a reduction in LDL, which leads to improved cholesterol efflux, decreased foam cell formation and decreased macrophage content. 1

 Plaque calcification 
Many atherosclerotic plaques can develop regions of calcification. While larger accumulations of calcium are associated with lower likelihood of triggering a thrombotic event, the spotty calcification can result in mechanical instability of plaques and may promote a rupture and thrombotic event. 2

Plaque vulnerability 
The fibro-lipid lesions covered by a strong fibrous cap are considered stable plaques. However, sometimes due to the continued proteolytic enzyme activity within the plaque, the fibrous tissue can get degraded leading to thinning and weakening of the fibrous cap.4 This thinning of the fibrous cap generates a vulnerable plaque that is prone to rupture. Plaque rupture leads to the exposure of thrombogenic matrix, platelet adherence and thrombus formation, which can occlude the arterial lumen and cause major clinical consequences of ASCVD.3,4
Thrombus formation is the critical event leading to atherothrombosis and vessel occlusion, but progression to occlusion is dependent on several factors.5
The thrombotic response to plaque rupture is regulated by factors such as the thrombogenicity of plaque constituents (including lipids and tissue factor), local hemodynamics determined by the severity of the underlying stenosis, and shear-induced platelet activation by systemic hemostatic activity.5,6 
Arterial thrombi are primarily composed of aggregated platelets, which adhere to the injured vessel wall as well as to other activated platelets. During plaque rupture or plaque erosion (intimal injury that does not exhibit plaque rupture), various sub-endothelial matrix proteins become exposed to blood, such as von Willebrand factor (vWF), fibrillar collagens, fibronectin, and laminin, which all promote platelet adhesion through specific receptors. 5,6
These adhesive interactions are responsible for the formation of stable aggregates and the promotion of thrombus growth. 6


References:
1. Francis AA, Pierce GN. An integrated approach for the mechanisms responsible for atherosclerotic plaque regression. Exp Clin Cardiol. 2011;16(3):77-86. https://www.ncbi.nlm.nih.gov/pubmed/22065938 
2. Libby P, Buring JE, Badimon L, et al. Atherosclerosis. Nat Rev Dis Primers. 2019;5(1):56. http://dx.doi.org/10.1038/s41572-019-0106-z 
3. Bentzon JF, Falk E. Chapter 47 - Atherosclerosis, Vulnerable Plaques, and Acute Coronary Syndromes. In: Ginsburg GS, Willard HF, eds. Genomic and Personalized Medicine (Second Edition);https://doi.org/10.1016/B978-0-12-382227-7.00047-1: Academic Press; 2013:530-539. http://www.sciencedirect.com/science/article/pii/B9780123822277000471 
4. Simionescu M, Sima AV. Morphology of Atherosclerotic Lesions. In: Wick G, Grundtman C, eds. Inflammation and Atherosclerosis;10.1007/978-3-7091-0338-8. Vienna: Springer Vienna; 2012. https://link.springer.com/book/10.1007/978-3-7091-0338-8 
5. Badimon L, Vilahur G. Thrombosis formation on atherosclerotic lesions and plaque rupture. J Intern Med. 2014;276(6):618-632. http://dx.doi.org/10.1111/joim.12296 
6. Cosemans JM, Angelillo-Scherrer A, Mattheij NJ, Heemskerk JW. The effects of arterial flow on platelet activation, thrombus growth, and stabilization. Cardiovasc Res. 2013;99(2):342-352. http://dx.doi.org/10.1093/cvr/cvt110 


LDL an ¢ox yayilmis aterogen lipoproteindir

e Plazmadaki lipoproteinlar lipidlari toxumalara naql edir. Apolipoproteinlar (Apo) hiiceyra reseptorlarinin
baglanmasi ligiin ligandlar va ferment aktivatorlari va ya inhibitorlari kimi faaliyyat gostaran lipoproteinlarin
protein komponentidir.?

e Diametri 70 nm-a gadar olan ApoB tarkibli lipoproteinlar [yani. kicik VLDL, IDL, LDL va Lp(a)] endoteli ke¢a bilir
va aterogenezi baslamagq ui¢iin arterial divarda saxlanilir.12

* Bu aterogen lipoproteinlar arasinda an ¢ox olani LDL-dirl—3

Dovran edan non-HDL xolesterol

3%

20%

0,
20% 57%
E ) ) @ LDL
L Il 1
T T
arterial intimaya daxil olmur arterial intimaya daxil olur

Figure from Holmes & Ala-Korpela Nat Rev Cardiol. 2019 #

* Plazma LDL-X LDL hissaciklari tarafindan dasinan xolesterin kiitlasinin dl¢listidiir va dovran edan LDL-larin
konsentrasiyasinin taxminidir.13

1. Mach F et al. Eur Heart J. 2020; 41:111-88; 2. Boren J et al. Eur Heart J. 2020; 0:1-28; 3. Ference BA et al., J
Am Coll Cardiol 2018;72:2980-95; 4. Holmes MV & Ala-Korpela M. Nat Rev Cardiol. 2019; 16(4):197-8
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ASL-X (LDL-C) ile
ASUDX arasindaki
alage




LDL-X-na uzunmiiddatli maruz galma ASUDX riskinin asas gostaricisidir

| Son 30 ilda toplanmis siibutlar )
. ooa/l 20 million
>
>200 tadgiqat 2 rmlhon Q) insan-il }SO'OQO .
istirakcl misahida UD hadisasi

Prospektiv

Mendelian randomizasiya Randomiza edilmis

epidemioloji tadgigatlan Tadgiqatlar

tadgiqatlar

Genetik tidgiqatlar

Damarlarin LDL-C-ya maruz qalmasinin miitlaq dayari ilo ASUDX riski arasinda dozadan

asili log-xattli alaga

Ference BA et al., Eur. Heart J. 2017; 38:2459-72 1 2
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Koronar aterosklerotik pilakin hacminin artmasi ASL-X saviyyalarini 1,8
mmol/L (70 mqg/dL) gadar azaltmaqgla shamiyyatli deracads azala biler.'

H ikincili profilaktika tadqigatlar
Birincili profilaktika tadgiqatlari

N
o

4 REVERSAL pravastatin

CAMELOT placebo

=
o

STADIVARIUS placebo

REVERSAL atorvastatin &) ILLUSTRATE atorvastatin + placebo

o

. PRECISE IVUS atorvastatin (ACS)

u PRECISE IVUS atorvastatin (stabil stenokardiya)

ASTEROID rosuvastatin
SATURN atorvastatin

SATURN rosuvastatin ‘ PRECISE IVUS atorvastatin + ezetimibe (stabil stenokardiya )

Ateroma Hacminin dayisma faizi
( intravaskuylar ultrasasla dl¢ilan)
_
o

[\
o

. PRECISE IVUS atorvastatin + ezetimibe (ACS)

0 0 1 1 2 2 3 3 4

. . Olda edilmis LDL-X (mmol/L) : .
0 5 0 5 0 5 0 5 0

Figure from Ference et al Eur Heart J. 2017 *
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Suboptimal mualicaya riayat etma daha ¢ox ASL-X dayiskanliyi va artan ortalama
ASL-X maruz galmasi il naticalanir

1. Brandts J and Ray KK. Circulation. 2020;141:873-76; 2.
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Figure from Brandts and Ray. Circulation. 2020*

Prescribing information evolocumab (pgcessed June 2020); 3. Prescribing information alirocumab (accessed June 2020).



https://www.pi.amgen.com/%7E/media/amgen/repositorysites/pi-amgen-com/repatha/repatha_pi_hcp_english.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/125559s019s020lbl.pdf

ASL-X-un asagl salinmasi UD naticalarinin yaxsilasdirilmasi nogtei
nazardan etibarl surrogatdir

° 26 randomiza Ed||m|§ Statin tadqiqatlnln Events (% per annum) RR (Cl) per mmol/L ASL -X azalma
(N=170,000) meta-analizi ASL-X-da 1 Sta-i”e/m"’ CO”tSf;'/'e |
. - e e o, Cox vaya az statin (bes tadqgigat 0.51 mmol/L ASL farqi)
mmOI/I azalmaya gors UD riskinin 22% Non-fatal Ml 1175 (1.3%) 1380 (1.5%) _J_I 0.71 (0.58-0.87)
(95% Cl 20-24%: P <0 0001) ahamiyyatli 0iX 8liim 645 (0.7%) 694 (0.7%) — 0.85 (0.63-1.15)
’ ’ Har hansi ciddi koronar hadisa 1725 (1.9%) 1973 (2.2%) 4> 0.74 (0.65-0.85)
daracada azaldigini gostardi.? h P<0.0001
Isemik insult 440 (0.5%) 526 (0.6%) <—|_ 0.69 (0.50-0.95)
Hemorragik insult 69 (0.1%) 57 (0.1%) 1 > 1.39(0.57-3.39)
Bilinmayan insult 63 (0.1%) 80 (0.1%) 4 > 0.63 (0.24-1.66)
e 49 tadqiqatln ba§qa bir meta-analizi Har hansi insult 572 (0.6%) 663 (0.7%) <> 0.74 (0.59-0.92)
P=0.007
— . |
(N=312,175), LDL-C-da 1 mmol/L azalma Bes todgiqat: . 3837 (45%) 4416 (5.3%) 072066000
.. e . . . har hansi ciddi vaskulyar hadisa <|>
UD riskinin shamiyyatli deracada P<0.0001
o . - Statin vs kontrol (21 trials: 1.07 mmol/L ASL farqi) I
azaldlglnl gostardlz Non-fatal Ml 2310 (0.9%) 3213 (1.2%) 0.74 (0.69-0.78)
Uix 6lim 1242 (0.5%) 1587 (0.6%) 0.80 (0.73-0.86)
_ 23% (95% Cl 16—29% P <O 001) Har hansi ciddi koronar hadisa 3380 (1.3%) 4539 (1.7%) @l 0.76 (0.73-0.79)
’ ’ P<0.0001
. . |
statinla (25 tadqlqat) isemik insult 987 (0.4%) 1225 (0.5%) '.— 0.80 (0.73-0.88)
_ o o a0/ p— . Hemorragik insult 188 (0.1%) 163 (0.1%) | — 1" 1.10(0.86-1.42)
25% (95% Cl 14-34%; P=0.002) qeyri Bilinmayon insult 555(0.2%) 629 (0.2%) S W | 0.88 (0.76-1.02)
Statin mudaxila ”a(pahriz Od tur(;usu Har hansi insult 1730 (0.7%) 2017 (0.8%) |® 0.85 (0.80-0.90)
! | P<0.0001
sekvestrantlari, ileal sunt vo 21 tadgiqat: ciddi vaskulyar hadiss 7136 (2.8%) 8934 (3.6%) ¢ 0.79 (0.77-0.81)
ezetimibe; 8 tadgiqat) p<0.0001
Biitiin 26 tadqiqat-ciddi vaskulyar 10973 (3.2%) 13350 (4.0%) ® 0.78 (0.76-0.80)
— Qruplar arasi P, e action =0-72 P<0.0001
-.- 99% vaya

0 0. 1 1. 1.
® 95% Cl 4 75 >

Kont;osl/less bet%er
SStatin/daha yaxsi
Figure from CTT Collaboration Lancet 2010 *

1. Cholesterol Treatment Trialists’ (CTT) Collaboration, et al. Lancet. 2010;,376:1670-1681;
2. Silverman MG. et al., JAMA. 2016;316:1289-97. 15
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ASL-X-nin azaldilmasi pilak hacminin inkisafini langida va/va ya reqgressiya

eda biler

Damardaxili ultrasas (IVUS) tadgigatlari ASL-X-da
statinle alagali azalmalar ve ateroma yiikii arasinda xatti
alagani gostardi.?

* Statin terapiyasinin pilak hacmina tasiri
(progress/reqressiya) terapiyanin intensivliyindan
asilidir va ASL-X-nin azalmasinin miqyasi ila birbasa
baghdir. 23

e Taxminan 1,8 mmol/L (70 mq/dL) ASL-X saviyyalarina
nail olan statin mualicasi koronar aterosklerotik pilak
hacminin inkisafini dayandirdig gostarilmisdir. 4

e ASL-X saviyyalarini tovsiya olunan hadafdan (60.8
maq/dL) asagi salan va YSL-X-ni artiran Statin mualicasi
ahamiyyatli pilak reqresiyasina sabab oldu?3

Miialicadan sonra alda edilan ASL-X saviyyalari ila
IVUS miiayinasinda ateroma hacmindaki faiz
dayismasi arasinda xatti alaga?

18 REVERSALS
: CAMELOT? Pravastatin
1.2 1 Placebo O
£ ]
- i
25 00 . A-Plusé
S 9 1 REVERSAL O placebo
g ﬁ 7 Atorvastatin @
f_s E O T T T T T T .
T O i
T o
% 1
ad 2=0.97
i ASTEROID P<.001
i Rosuvastatin
1.2 : ; , , . . .
50 60 70 80 90 100 110 120

Ortalama ASL-X, mg/dL

Figure from Nissen et al. JAMA. 2006 3

1. Nicholls SJ, et al. JAMA. 2016;316:2373-84; 2. Nicholls SJ, et al. JAMA. 2007,297:499-508; 3. Nissen SE, et al. JAMA.
2006,295:1556-65; 4. Ference BA, et al. Eur Heart J. 2017;38:2459-72; 5. Nissen SE, et al. JAMA. 2004; 291(9):15)-7é—80; 6.

Tardif JC, et al. Circulation 2004; 110:3372-77; 7. Nissen SE et al. JAMA. 2004; 292:2217-2226
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ASUDX: Birincili va
ikincili profilaktika
tcun rahbar
tovsiyalar




ASUDX kecirmamis, lakin ASUDX riski yiiksak olan saxslarda intensiv risk faktorlari
modifikasiyasi cox vacibdir

Birincili profilaktika

ikincili profilaktika

Erkan baslayan ASUDX risk faktorlarinin (masalan, yiiksak xolesterol)

Yarannmis ASUDX-in idara
garsisinin alinmasi va ya idara edilmasi!

edilmasi va xastaliyin
manifestasiyasinin qgarsisinin
alinmasi va ya gecikdirilmasi?

Dogum

KV hadise

Pilak inkigafi

Ateroskleroz yoxdur

_r @ =2 w O O O

WP

| —

Figure adapted from Ahmadi et al., J Am Coll Cardiol. 2019°

1. Grundy SM, et al ] Am Coll Cardiol. 2019;73(24):3168-209;

2. https://wa.kaigerpermanente.org/static/pdf/pubIic/guidelines/ascvd—secondarv.pdf
(Assessed: Aug 2@20); 3. Ahmadi A et al., )] Am Coll Cardiol. 2019;74(12):1608-17
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https://wa.kaiserpermanente.org/static/pdf/public/guidelines/ascvd-secondary.pdf

UDX aksar hallar potensial olaraq dayisdirila bilan risk faktorlari ila alagalidir

| Dayisdirila bilanl4 ) I Dayisdirila bilmayan3-> )
@—( Tutdin istifadasi’ irali yas j
[ Yiiksak migdarda alkoqol gabulu . .
Etnik mansubiyyat
Saglamliga zararli pahriz
Cins )
( Fiziki aktivliyin az olmasi

® {es

Hipertenziya™ )
Diabet" Erkan ASUDX aila hekayasi —@
iabe
<
. . 1-
Hiperxolesterolemiya Ailavi
Abdominal piylanma hiperxolesteremiya
(, APOB,
va PCSK9 gen mutasiyalari)
J

@-( Xroniki boyrak xastaliyi

( iltihabi xastalik

Psixoloji faktorlar

Daha avval M, isemik insult vaya PAX kegiran xastalarda galacakda UD hadisasi yasama ehtimali yiiksakdirs’
% /l
1. Yusuf S, et al. Lancet 2020; 395:795-808; 2. O’Donnell MJ, et al. Lancet 2016; 388: 761-75; 3. Mach F et al. Eur Heart J. 2020;
41:111-88; 4. Grundy SM, et al J Am Coll Cardiol. 2019;73(24):3168-209; 5. Jernberg T, et al Eur Heart J. 2015; 36:1163-70; 6. Kolls
BJ, et al. Stroke. 2019;50:1356-63; 7. Jortveit J, BMC Cardiovasc Disord. 2019;19:71

® S® e

™I, *insult
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ASUDX riskinin giymatlandirilmasi va hayat tarzinin dayisdirilmasina vurgu

birincili profilaktikanin asasi olaraq galir

| Hayat tarzi dayisikliklari va komanda yanasma5|)

¢

Cholesterol

Assess ASCVD Risk, [
personalize with risk
enhancers,
reclassify with

& CAC as
’_ needed
Tobacco ~ i Physical Activity

s .
e/ N\ Pofomisominsvecko
Prevention "'L moderate or 275mins/week of
[~

maximi{zej(iuitrat}\ of CV vigorous physical activity
\ disease / M

/o @e

Diet 4 Aspirin Use

Emphasis on intake
of vegeiables, foItS. Type 1] Diabetes
nuts, legumes, now reserved for
fish and whole Control through : select
grains diet and exercise. ™" \ high-risk patients
Metformin (primary

therapy), SGLT-2 \

Low-dose aspirin for
primary prevention

inhibitor or GLP-1
receptor agonist

(secondary) Image from Arnett et al JACC 2019 *

20

e 2018-ci il AHA/ACC tovsiyasina asasan, darman
miuialicasi yalniz orta daracada yiiksak ASL-X
saviyyalari (2160 mg/dL [24.1 mmol/L]) va cox
yuksak ASL-X saviyyalari (2190 mg/dL [24,9
mmol/L])) olan segilmis xastalardas lazimdir.?

» Ug asas yiiksak risk kateqoriyasi var : 2

— Siddatli hiperkolesterolemiyasi olan xastalar
(LDL-C saviyyalari 2190 mg/dL [>4.9
mmol/L])

— Diabeti olan boyuklar

— 40ila 75 yas arasi olan boyuklar

1. Arnett DK et al JACC 2019 ACC.org/GMSPrevention; 2. Grundy
SM, et al ] Am Coll Cardiol. 2019;73(24):3168-209
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Risk kateqgoriyalarina gora ASL-X hadaflari - 2019 ESC/EAS rahbar
tovsiyalari

ASL-X tcgun
mualice hadafi « SCORE* <1%
¢ SCORE* 21% and <5%
\ l ¢ Cavan xastalar(T1DM <35 yas;
3.0 mmol/L . T2DM <50 yas), DM muddati
(116 mg/dL) Asagl <10 il basga RF yoxdur
N l
~ ¢ SCORE* 25% va <10%
e Tak risk faktorlarinin nazaragarpacaq daracadas artmasi, TX >8 mmol/L (310
2.6 mmol/L
(100 mg/dL) Orta mg/dL) vaya ASL-X >4.9 mmol/L (190 mg/dL) vaya AT >180/110 mmHg
- ¢ FH basqa risk faktorlari olmadan
\ e Orta daraca XBC (eGFR 30-59 mL/min)
\ * Hadaf organ zadalanmamis DM, DM middati 210 il va ya digar alava risk
\ z faktoru ila
~
Bazal » ASUDX (klinik/gériintiilama)
. ¢ SCORE* 210%
sawyyadan ' \ * FH+ ASUDX vaya basqa yiiksak risk faktoru
250% R « Ciddi XBC (eGFR <30 mL/min)
* DM va hadaf organ zadalanmasi: 23 asas risk
azalma faktoru; va ya uzun miiddatli TIDM-nin erkan
\ baslangici (>20il)
Asagi Orta Yiksak Cox yuksak
KV Risk
* Systematic Coronary Risk Estimation (SCORE) for 10-year risk of fatal CVD
21

Mach F et al. Eur Heart J. 2020; 41:111-88



2019 ESC/EAS rahbar tovsiya: ASL-X azaldilmasi Gglin mialica algoritmi

Total UD risk giymatlandirilmasi

Secilmis asagi va orta riskli xastalarda

Bazal ASL-X saviyyasi

Risk modifikasiya edici amillar
Gorintiilama (subklinik ateroskleroz)
Yenidan Risk Tasnifati?

Darman mualicasi gostarisi

Miualica hadafi tayin et Hayat tarzi maslahati vaya

mudaxilasi

on yliksak potensli statin tovsiya olunur
maqsada ¢atmag lglin maksimum dozilan doza

ASL-X hadafina ¢atdig?

Har il vo ya gostariis varsa

Ezetimib alavs et
daha tez-tez izlayin

ASL-X hadafina ¢atdiq

« ikincili profilaktika(sox yiiksak risk)
e Birincili profilaktika: FH va digar asas risk

Har il va ya gostariis varsa PCSK9-I alavs et faktoru olan xastalar (gox ytiksak risk)

daha tez-tez izlayin

¢ Birincili profilaktika: FH olmadan ¢ox yliksak

PCSK9-I alava etmayi diislin o
riski olan xastalar

Mach F et al. Eur HeartJ. 2020; 41:111-88 22



ASUDX-nin ikincil profilaktikasi tictin miialica tovsiyalari: AHA/ACC va ESC/EAS
talimatlan®

Movzu 2018 AHA/ACC guidelines? @ 2019 ESC/EAS guidelines? G

Cox yiiksak risk Bircox ASUDX hadisasi vaya 1 major ASUDX Sanadlasdirilmis ASCVD va digar ¢ox yliksak riskli vaziyyatlor*
kateqoriyasi hadisasi+bir sira yuksak riskli vaziyyat

ASUDKX iigiin birinci sira Kliniki ASUDX olan <75 yasinda olan xastalards ASCVD va ya digar ¢ox yiiksak riskli sartlari olan xastalar tigiin

miialica kimi yiiksak ASL-X-da 250% azalma alda etmak ligiin ASL-X-da 50% azalmaya va miimkiinsa, ASL-X-C <55 mg/dL
intensivlikli statin yuksak intensivlikli statin terapiyasina (1,4 mmol/L) nail olmagq ligiin yiiksak intensivlikli statinlar
miialicasi baslamaq va ya davam etdirmak lazimdir. tayin edilir.
on yiiksak riskli Gox ylksak risk altinda olan xastalar tglin Cox yuksak risk altinda olan xastalar liciin (ESC/EAS
xastalarda maksimum (AHA/ACC meyarlari), agar ASL-X maksimum meyarlari), agar ASL-X maksimal dozilan statinlarla 21,4
doézilan statinlara geyri-  dozilan statinle 270 mq/dL galirsa, avvalca mmol/L (255 mq/dL) galirsa, avvalca ezetimib alavs edin;
statin terapiyasinin alava ezetimib alava etmayi diislinlin; ASL-X =70 ASL-X 21,4 mmol/L (=55 mq/dL) galirsa, PCSK9 inhibitoru ila
edilmasi mg/dL (va ya qeyri-YSL-X 2100 mg/dL) qalirsa, kombinasiya tovsiya olunur.

PCSK9 inhibitorunu alava etmayi disinn.
ASUDX olan yashlarin 75 yasdan yuxari ASCVD olan xastalarda 65 yasdan yuxari ASUDX olan xastalarda statinlarla mualica
intensiv mialicasi ASUDX riskinin azaldilmasi potensiali, manfi ganc xastalarda oldugu kimi tévsiya olunur.

tasirlar, darman-darman qarsiligh tasiri, xasta
zoifliyi va xasta secimlari giymatlandirildikdan
sonra orta va ya ylksak intensivlikli statin
terapiyasina baslamaq magsadauygundur.

* Cox yliksek riske Kliniki ve ya gériintiilemads birmanali olaraq senadlesdiriimis ASUDX daxildir. Hemginin, agirlagmalari olan DM, agir XBC, 10 illik 6lumciil UDX
riski 210% ve FH + ASUDX ve ya diger ssas risk faktoru daxildir.

1. Virani SS, et al. Circulation. 2020;141:1121-23; 2. Grundy SM, et al J Am Coll Cardiol.

23 2019;73(24):3168-3209; 3. Mach F et al. Eur HeartJ. 2020; 41:111-88
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DA VINCI study demonstrates current gaps in reaching 2016 and 2019 ESC/EAS LDL-C
goals

Overall, 54% attained overall risk- I In patients with established

based 2016 goal I Only 33% ASCVD, 2019 goal attainment
* low risk: 63% I attained overall was approximately half that of
* moderate risk: 75% I 2019 goal 2016
* high risk: 63%
e very high risk: 39% ‘ ‘
I Potential reasons for failure to achieve ESC/EAS guideline recommended LDL-C levels )

e Lack of HCP familiarity with guidelines
e High cost of medications such as PCSK9 inhibitors
* Patient reluctance to be treated with high-intensity lipid-lowering therapies

e Concern about statin-related adverse events

The authors concluded that “even with optimized statins, greater utilization of non-statin

lipid-lowering therapies is likely needed to reduce these gaps for patients at highest risk”

1. Ray KK, et al. Eur J Prev Cardiol. 2020. Zwaa047,

https://doi.org/10.1093/eurjpc/zwaa047 24
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Moévceud lipid azaldici maalicalar mahduddur, bir sira yeni mialicalar inkisaf marhalasindadir

o9nanavi mualicalar?!

e Statinlar (HMG-CoA reductase inhibitors)
e Ezetimib (Cholesterol absorption [NPC1L1]

inhibitor)
« Od tiirsiisu sekvestrantlari

Yeni mualicalarl?

* PCSK9 inhibitors
— Alirocumab (PCSK9 mAb)
— Evolocumab (PCSK9 mAb)

1. Hegele RA and Tsimikas S. Circ Res. 2019;124:386-404; 2. Takata
K and Nicolls SJ. Am J Cardiovasc Drugs. 2019;19:113-31; 3.
Globenewswire.com/news-release/2020 (Accessed on Nov 2020)

25

Inkisaf etdirilon mualicalor?-2

Inclisiran (PCSK9 siRNA; Phase Ill)
Bempedoic acid (ATP citrate lyase
inhibitor; approved?)

Evinacumab (ANGPTL3 mAb; Phase Il)

Gemcabene (ApoC-Ill and CRP modulator;
Phase Il)

Nadir genetic xastaliklar (HoFH)2

It

Mipomersen (ApoB ASO)
Lomitapide (MTP inhibitor).


Выступающий
Заметки для презентации
[insert Reference File names here]


https://www.globenewswire.com/news-release/2020/02/21/1988825/0/en/Esperion-Announces-FDA-Approval-of-NEXLETOL-bempedoic-acid-Tablet-an-Oral-Once-Daily-Non-Statin-LDL-Cholesterol-Lowering-Medicine.html

ASL-X-da faiz azalmasi mixtalif talimatlar tarafindan tévsiya olunan lipid azaldici
mualicalara gora dayisir

. ASL-X
Statinlar [ 18%—55%
o [ ASL-X
ASL-X Od tursular Ezetimib | 15%-22%
18%—25% sekvestrantlari . —
Statina alava edildiyinda, 21-27%
azalma
ASL-X azaldan
ASL-X . ali 1,2
Mipomersen* mialicalar PCSK9 ASLX
inhibitorlari | 43%—64%
LDL-C-nin 46%-73% azalmasi
yuksak intensivliya va ya maksimum
[ ASL-X Lomitapide* doziilan statina alave edildikda
44%—-50%

Statinlar tovsiyalara asaslanan tamal miialice olaraq gabul edilirt?

* Lomitapid va mipomersen natrium homozigot FH olan xastalarda ASL-X saviyyasini azaltmagq (ictin istifada edilan digar darmanlardir.
1. Mach F et al. Eur Heart J. 2020; 41:111-88; 2. Grundy SM et al. ] Am Coll
Cardiol. 2019; 73:3168-209 (and supplementary); 3. Li N et al. Am J 26
Cardiovasc Drugs. 2014; 14:367-76
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o9sas mualice Usllu olmasina baxmayarag, statin taleb edon >50% xastalor kifayat gadar
mualica olunmur

Proportion of patients treated (N=5,905)"

Tovsiya olunan
Statin Yoxdur intensivlikdan asagidir Uyqun Muialica
Umumi 25.3% 32.3% 42.4%
Birincili profilaktika 36.6% 27.3% 36.0%
ikincili profilaktika 16.4% 36.2% 47.3%

Data from the PALM Registry*

"N=5,905 statin-eligible primary or secondary prevention patients from 138 PALM (Patient and Provider Assessment of Lipid Management) registry practices.
*PALM registry: 7,938 patients from 140 cardiology, primary care, and endocrinology practices in the United States. The population is comprised of adults either on statins, at
high risk of ASCVD, or with prior ASCVD.

1. Navar AM, et al. Am Heart J.

2017;193:84-92. 27
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Statin terapiyasi alan xastalarda LDL-C-nin effektiv sakilda asagi

salinmamasina bir cox amillar kémak edir

ASL-X azalmasinda

Inter-individual dayiskanlik

26,2% -52,6% xastalar, yiiksak
intensivlikli statinlarle miialicaya
baxmayaraq, ASL-X-da 250%
azalma alda eda bilmadilar.?

Xastalarin 40%-75%-i statin
terapiyasinin baslanmasindan bir
il sonra dayandirir 2

1. Karlson BW et al Eur Heart J Cardiovasc Pharmacother. 2016;2:212-7; 2. Banach M et al.,

Int J Cardiol. 2016;225:184-96; 3. Toth PP et al.,, Am J Cardiovasc Drugs. 2018;18:157-73; 4.

Stroes ES et al., Eur Heart J. 2015;36:1012-22; 5. Colivicchi F et al. Adv Ther. 2016;
33:2049-58; 6. Phillips B et al. Br J Cardiol 2007;14:280-5.

28

Statin doziimsiizliiyi

Statin gqabul edan xastalarin 20%-
30%-i asasan azala ila alagali manfi
hadisalara gora statinlara garsi
doéziimsiizluk yasayir.3#

Statin miualicalarini birbiri

ilo dayisdirma

Xastalarin 22%-24%-i basqga bir
statina kegir. Dayisiklik shamiyyatli
daracada daha ¢cox CV artimiila
alagalandirildi>®
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Statin terapiyasi ticiin LDL-C-nin azaldilmasinda fardlararasi dayiskanlik bir nece genetik va geyri-
genetik faktorlarla baghdir

Statinlarin dasinmasinda, gabulunda
va metabolizminda istirak edan

ziilallan kodlayan genlar ( sLco1B1,
ABCB1, ABCC2, ABCG2, cytochrome P450 e 4 L Daha irali yas
izoenzimlar [CYPs])

Apolipoproteinlari kodlayan

va digar genlar " L ale Kisi cinsi
( ApoE, ApoA5, o1 41—
KIF6, HMGCR, LDLR, Lp(a), Genetik!-3
PCSK9, COQ2, CETP)
Qeyri-genetik3
Agirq n %= Yiiksak VKi

@ n® e é Asagi hsCRP saviyya

Daha asagi bazal
ASL-X saviyyasi

1. Guan ZW et al. J Clin Pharm Ther. 2019;44:858-67; 2. Karlson BW et al
Eur Heart J Cardiovasc Pharmacother. 2016;2:212-7; 3. Ridker PM et al. 29
Eur Heart J. 2016;37:1373-9
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Statin mualicssi ile alagali oldugu bildirilan potensial manfi tasirlar

Hemorragik insult riski [ —— ‘
e 9vvallarinsult kegirmis saxslarda
kicik artim

Qaraciyar simptomlari/xastaliklari
* Klinik shamiyyatsiz garaciyar fermentlarinin
yuksalmasi
== mm ® . Qaraciyar catismazhginin tezliyi: 1/100.000

Yeni baglayan diabet

e Ortaintensivlikli statin terapiyasi:
ilds 0,1%

*  Yuksak intensivlikli statin terapiyasi:
ilds 0,1%

9zala simptomlari/xastaliklori

e SAMS: misgahida tadgiqatlarinda 10% -
29% va RCT-larda 1% -2%

e Miopatiya: 1/1000

‘. = |+ Rabdomioliz: 1/10.000

Figure from Adhyaru BB and Jacobson TA. Nat Rev Cardiol. 2018*

SAMS adatan subyektiv mialgiyaidir ve tez-tez ASUDX naticalerine manfi tasir géstara

bilacak riaattkarsizliq va/yaxud darman dayandirilmalarla naticalanir.??3

1. Adhyaru BB and Jacobson TA. Nat Rev Cardiol. 2018;15(12):757-69; 2. Grundy SM et al. J] Am Coll Cardiol. 2019; 73:3168-209; 3. Stroes ES et al., Eur Heart J. 2015;36:1012-22
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Yan tasirlar va ya anormal laboratoriya gostaricilari sababindan statin gabul edan xastalarin
taxminan 2/3-0U ASL-X hadaflarina ¢catmaq Uglin digar statin va ya geyri-statin miialicasina kecmaya
hazirdir

75" B statin dayandinb [ Hal hazirda Statin gabul edir
65.4 67.3
47.9 50.0
N 42.2
b
17
Q 25 21.7
0 L
Yan tasirlora va ya anormal Statin mualicasi indiki yanasma Daha yaxsl nazarat Basqa statin Xolesterolu idara
laboratoriya naticalarina  dayandirilmasini Il xolesterin Uglin basga gabul etmak etmaya komak
gora statinlar hakimina nazarat altinda statin gabul Istayir etmak Uglin
dayandirildi bildirmayib etmaya hazirdir geyri-statin reseptina
va nazarat lglin ke¢maya hazirdir
hegna gabul etmir ) - -

—

xolesterolunun nazarat altinda olmadigi/

magsadina ¢atmadigl va ya amin olmadigl
bildirildi

Jacobson TA et al. J Clin Lipidol.

2019;13:415-24 #
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Statin terapiyasina asagi riayat olunmasi da yuksak 6lim riski ila
alagalandirilir

Veterans Affairs Health System-da ASUDX va statin reseptlari olan 347,104 xastanin
retrospektiv kohort tahlili malumatlari

Darmana sahib olma nisbatlarina asaslanan Statina riayat saviyyasina gora sag qalma ayrilari
statinlara riayatkarliq (MPR) % (MPRs ila tayin edimis)*

1.00
0, H (o)
<50% riayat 6% -
' € 0.90 1
50%—69% riayat 9% Tc"-
>0 Riayat (MPR)
8 0.85 -
| <50%
. 50%-69%
70%_89% rlayat 22% 0.80 T ] 70%-89%
s 5q( P <0.001
0.75 e . : ;
>90% riayat 64% 0 200 éﬂ‘; 600 800

risk
altinda N 347,104 325,772 304,209 229,681

*Plotted values include point estimates and 95% Cl. There is a dose-response association between adherence and survival, with the greatest survival among the most
adherent patients.

1. Rodriguez F et al. JAMA Cardiol. 2019;4(3):206-213.
32
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Bir cox amillar PCSK9 inhibitorlarinin daha six istifadasinin éntina kegir

6 Sl¢atanhq

e Cari giymata sarfali deyil 1.2

* Alirocumabin giymati ezetimib il miqgayisada sarfali olmasi tgln illik 14,560 dollardan
1974 dollara diismalidir. 2

Logistika

e ilda 12-26 inyeksiya3*

1. Korman MJ et al. PharmacoEconomics. 2018;36:1031-41; 2.
Kazi DS et al., Ann Intern Med. 2019;170:221-9; 3. Prescribing

information evolocumab (accessed June 2020); 4. Prescribing

information alirocumab (accessed June 2020).

33
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https://www.pi.amgen.com/%7E/media/amgen/repositorysites/pi-amgen-com/repatha/repatha_pi_hcp_english.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/125559s019s020lbl.pdf

PCSK9 inhibitorlari ila mialica olunan xastalards mualicanin
dayandiniimasinin ylksak nisbati geyd olunur

Odayici néviina gora PCSK9 inhibitorunun
dayandirilmasina qadar olan vaxt

100% A
Log-rank test: P=0.168

90% A .“..

80% A

M\
aann

60% - Xoastoalarin 42.6%
- 180 glinluk taqib zamani PCSK9
50% | w— ()70 inhibitorunu dayandirdi
Medicare

70%

% Dayandirmayan pasientlarin faizi

4.0%-l T T T T T T T T T T T 1
0O 30 60 90 120 150 180 210 240 270 300 330 360

Dayandirmaya qidir olan zaman (Giin)

1. Hines DM, et al. Vasc Health Risk Manag. 2018;14:409-418. 34
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ASL-X-nin ASL-reseptor tarafindan tanzimlanmasi

e LDL-C hepatositlarin sathindaki LDL reseptorlarina (LDLR) baglanir va naticada LDL-C/LDLR H‘s‘:fz.rasz
LDLR

kompleksinin endositozlar tarafindan daxililesmasi bas verir.1-?

e Kompleks, tursu pH LDL-C-dan LDLR dissosiasiyasini tasviq etdiyi klatrinla 6rtilmus vezikul ila ahata
olunmus endosoma dasinir.3

e LDL-C hissaciklari lizosomal tursu hidrolazalari tarafindan pargalanir, LDLR isa yenidan hepatositin
sathina gaytarilir.>2

$

Plasma e

LDL-C

//

DB

o

Clathrin- Lysosome LDLR
coated vesicle . ; . e I

Internalization
by endocytosis Transport to the
endosome

Lysosomal
degradation

of LDL-C
-

Endosome

1. Goldstein JL, et al. Aterioscler Thromb Vasc Biol. 2009;29:431-
438: 2. Brown MS, et al. Proc Natl Acad Sci. 1979;76:3330-3337; 36
3. Horton JD, et al. J Lipid Res. 2009;50:5172-S177
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ASL-X (LDL-C)-nin LDLR va PCSK9 tarafindan tanzimlanmasi .
B e B

PCSK9 @ LDL-C
* PCSK9 xolesterol, metabolik vaziyyat va pahriz gidalarina cavab olaraq ilk ndvbada qaraciyarda va O
kicik bagirsaqda, boyraklards va beyinds clizi migdarda ifraz olunur?
* Hepatosit sekresiyasindan sonra PCSK9 LDL-C ila eyni vaxtda sathda LDLR-ya baglanir va
endositozla daxililasdirmaya baslayir?
* Endosomdaki asidik pH PCSK9-un LDLR Ug¢ln baglanma qabiliyyatini artirir va biitiin kompleks SUC:;'Ce s

lizosomda deqgradasiyaya maruz gahr3 LDLR

e LDLR takrar emal edilmir, naticada sathda LDLR konsentrasiyasi azalir va dévran edan LDL-C
saviyyalari yuksalir?3

& €

L/

PCSK9 secretion

Decreased LDLR at the
surface

Clathrin-
coated

Lysosome

Lysosomal
degradation

Endosome LDL-C/LDLR/PCSK9
routed to lysosome

1. Krysa JA, et al. J Nutr.
2017;147:473-481; 2.Qian YW, et
al. J Lipid Res. 2007;48:1488-
1498; 3; Zhang DW, et al. J Biol
Chem. 2007;282:18602-18612 37
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Gen-Protein sintezi
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Gen-Protein Sintezi
Non-coding (Kodlamayan) RNT-lar

Small interfering RNAs (siRNA)
Kicik midaxila edan RNT-lar
(siRNA) gen susdurma
funksiyasini yerina yetiran qisa
cut zancirli ncRNT-lardjr?3

insan genomunun yalniz ~2%-i
zilallar kodlayir, shamiyyatlibir  _~ - __
hissasi isa kodlagsdirmayan RNT-
lari kodlayir (ncRNA)?

, Transkripsiya » .

K MRNA '

NcRNT-lar gen
requlyasiyasinda, RNT-nin
yetismasinda va ziilal
sintezinda istirak edir!

siRNA-lar RNT mudaxilasi
adlanan tabii mexanizm
vasitasila unikal hadaf mMRNT-
ni pargalayaraq zulal

sintezinin garsisini alir23

1. Aryal and Suarez. Vascul Pharmacol. 2019;114:64-75; 2. Lam
JKW, et al. Mol Ther Nucleic Acids. 2015;4:e252; 3. Wilson RC and
Doudna JA. Annu Rev Biophys. 2013;42:217-239 42
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Gen-Protein Sintezi
RNA interferensiyasi

RNT midaxilasi (RNAI) zilal istehsalina nazarat etmak U¢lin
MRNT ekspressiyasini degradasiyasini ardicilligla spesifik sakilda
tasvig etmakla gen eksprerssiyasini susduran tabii hliceyra

prosesdir. o %
mRNA

Uzun cit zancirli (ds) RNT (transkripsiya edilmis va ya ekzogen)
genlarin glicll va spesifik susdurulmasina vasitacilik edir.

»Sitoplazmada Dicer (Rnaza) fermentlari tarafindan qisa ciit
zancirli siRNA1-a gadar islanir.!

O V
Emal edilmis siRNA RNT-induksiya edilmis susdurucu ¥ “2 %
« ny Degraded

kompleksi (RNA-induced silencing complex) (RISC) - “m  RNA
<
E

tarafindan hadaflanir!2 passenger VYV mrva
p RISC-nin ferment komponenti olan Argonavt-2 siRNA-nin strand % °

sarnisin zancirini parcalayir va deqradasiya edir®

&

Cytoplasm

» Baladgi zancir tamamlayici baza ciitlesmasi vasitasila
RISC-ni hadaf mRNT-ya istigamatlandirir!

RISC-daki Argonaute-2, translyasiya va protein sintezinin

garsisini almagq Ggin hadaf mRNT-ni pargalayir 12 Figure from Lam JKW, et al. 2015!
1. Lam JKW, et al. Mol Ther Nucleic Acids. 2015;4:e252; 2. Wilson
RC and Doudna JA. Annu Rev Biophys. 2013;42:217-239; 3. Rand

TA, et al. Cell. 2005;123:621-629 43
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RNT Terapevtiklar
Sintetik kicik RNT

2006-ci1 ilda Andrew Fire va Craig Mello, RNT

terapevtikasinin (yiksak spesifik darmanlar)
dovrini baslatan RNTi kasflarina gora Fiziologiya
va Tibb Gzra Nobel Mukafatina layiq goruldilar!

RNT terapeuvtiklari xtisusi genlarin ifadasini
tanzimlamak igiin RNTi-nin tabii bioloji yolundan
istifads edir?

Transcription 2
DNA mRNA

RNT terapevtikasindaki iralilayislar hadaf genlari
tanzimlamak va/va ya susdurmagq Uglin siRNA da
daxil olmagla sintetik qisa ncRNA-dan istifada
edarak gen susdurulmasina yonalib?3

Sintetik siRNA unikal mRNA nukleotid ardicilligini
hadaflayir va nazari olarag maraq doguran
istanilan geni hadaflaya bilar?

1. The Nobel Prize in Physiology or Medicine 2006. NobelPrize.org.

https://www.nobelprize.org/prizes/medicine/2006/summary/.; 2. Lam JKW, et al. Mol Ther 24
Nucleic Acids. 2015;4:e252; 3. Crooke ST, et al. Cell Metab. 2018;27:714-739
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Tasir mexanizmi
Inclisiran RISC-i PCSK9 mRNT-ni par¢alamaga yonaldir, PCSK9 protein istehsalinin qarsisini alir

i .
9 Inclisiran is loaded onto the RNA-induced "USoidg SUrface
silencing complex (RISC)*2 °f”‘9pat.:>,,yte
Passenger e Argonaute-2, a

009000000900900° “xmb“‘ii %;mm component of RISC,

0 Inclisiran is released .
LITTT

'EW o 13
from the endosome W cleaves the passenger "
. £33 . e passenger strand
into the cytoplasm? - (%!QQ!Q' strand, which separates | 4 low 3
Inclisiran RISC . X R undergoes slow
it from the guide

exonuclease

{Q;{: strand* degradation*3
Guide
strand
e‘nRNA is cleaved and oe guide strand
degralded b¥1 , " eomplementary base- directs RISIC to
exonucieases e pairing between guide mRNA
B strand and PCSK9
'3 T mRNA in the RISC
o pIT
[ e 056>
e No synthesis of O i R wg
PCSK9 protein : & N i
omplementary base- ~ X &
.. 9 o/
pairing leads to mRNA <g;;;: o
The guide strand may remain bound *" cleavage by Argonaute- S .’9/'7
to the RISC for the lifetime of the cell4, 214 oot 3>
or the remaining inclisiran in the ."."",”,93933 3=
i LIl .
™ mRNA encoding
pplyote g o PCSK9

Hepatocyte

4 ¢
cytoplasm into the RISC? 6°Q\§“(° >
€ x© >
© Nucleus &

*Nucleotides re-enter the hepatic pool or are eliminated in bile

1. Tsouka AN, et al. Curr Pharm Des. 2018;24:3622-3633; 2. Khvorova A, et al. N Engl J Med. 2017;376:4-7
3. Data on file. Inclisiran. Investigator’s Brochure. Novartis Pharmaceuticals Corp; 2018; 4. Rand TA, et al. Cell. 2005;123:621-629
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Tasir mexanizmi

Hepatositlar tarafindan ASL-X-nin gabulu artir, bu da dévran edan ASL-X-nin

azalmasi ila naticalonir

e Toabii saraitde PCSK9 LDLR-ya baglanir ki, bu
da onun lizosomal degradasiyasina va
hiiceyra sathinda LDLR konsentrasiyasinin
azalmasina sabab olur?!

* O olmadiqgda, LDLR (ASLR) LDL-C- (ASL-X)-
ya baglanir, endositozla daxililasir va
huceyra sathina takrar oturalirs

* Inclisiran, PCSK9 mRNT-ni RNT-i yolu ila
degradasiya edarak onun tarciimasina
mane olur?

* Bu, sathi LDLR konsentrasiyasinin
artmasina va LDL-C-nin alinmasinin
artmasina va plazma LDL-C-nin azalmasina
sabab olur.?

1. Steinberg S and Witztum JL, et al. PNAS. 2009;106:9546-9547;
2. Tsouka AN, et al. Curr Pharm Des. 2018;24:3622-3633; 3.
Goldstein JL, et al. Aterioscler Thromb Vasc Biol. 2009;29:431-
438; 4. Khvorova A, et al. N Engl J Med. 2017;376:4-7

PCSK9 sathi LDLR-ni azaldir, serum Sathi LDLR-nin artmasi serum
LDL-C saviyyalerini artirir LDL-C saviyyalarini azaldir
GalNAc— f {IJ
s & a ) {IJ SIRNA ,"
“pcsko
LDL-C g~

conjugate,
Ly , ASGPR dv
LDLR 4 ‘
— Increased g
learance of
o LDL-C
' q'}cs:(stNA

B_{&R

.
o "\ RISC/siRNA
’ SiRNA guide strand
degradation ‘Zh targets PCSK9

LDLR &
loaded into MRNA
RISC
@ — v
Passenger ’»,,,
siRNA strand \4

degraded

mRNA encoding PCSK9

W
VI DO

Adapted from Khvorova A, et al. 20174
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Inclisiran ile mualica
Doza & tatbiq edilma

| Inyeksiyal? )

Har spritsda 1.5 mL mahlul
e 300 mginclisiran sodium*
*  Durulducu olaraq su
e Sodium hidroksid va fosforik tursu (pH 7)
e Stored at room temperature

| Doza rejimil?2 )
Miialicanin Uzun miiddatli miialica
baslamasi Har 6 ay

-

T T T

? 3ay ? 6 ay ? 6 ay H
[
ilk 2 3cil X..Doza

doza Doza Doza

1. Data on file. Inclisiran. Investigator’s Brochure. Novartis
Pharmaceuticals Corp; 2018; 2. Data on file. Inclisiran. Core Data
Sheet. Novartis Pharmaceuticals Corp; 2020
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Sahiyya
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bolgasina subkutan
inyeksiya
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Farmakokinetika va
Farmakodinamika




Inklisiranin farmakokinetik xtsusiyyatlari
Plazma

e inclisiran plazmada administrasiyadan 0,5 saat
sonra gorinur, yarimxaricolma dévria ~7,5
saatdir!

e Plazmada pik konsentrasiyasi gabuldan ~4 saat
sonra va plato tatbigdan ~12 saat sonra
musahida olunur®? Plazma

e Plazma konsentrasiyasi 24 saat arzinda -

garaciyara™ toxuma distribyusiyasi va boyrak [
klirensi sababindan siiratls azalir!

* inklisiran, bdyrak funksiyasindan asili
olmayaraq, gabuldan 24-48 saat sonra
plazmada askar edilmir?!

*Tissue (liver, heart and kidney) distribution studies carried out in monkeys
1. Data on file. Inclisiran. Investigator’s Brochure. Novartis

Pharmaceuticals Corp; 2018; 2. Data on file. Inclisiran. Core Data
Sheet. Novartis Pharmaceuticals Corp; 2020 49
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Inclisiranin farmakokinetik xtsusiyyatlari
Qaraciyar

* Qobul edildikdan sonra 8 saat arzinda ASGPR
gabulu vasitasila inklisiranin hadaflanmis
qaraciyar ¢atdiriimasi?

e Hepatositlarda inclisiran RNT mudaxilasi ila
PCSK9 mRNT-nin translyasiyasinin garsisini
alir? Qaraciyar

_— —

* inclisiran sarnisin va baladci tellari yavas
ekzonikleaz deqradasiyasina maruz galir?

e 9sas sitoxrom P450 (CYP450) izoformlarina va
ya dastyicilarina tasir gdstarmir, buna gora da
onun darman-darman garsiligli tasirina sabab
olmasi va ya CYP450 fermentlarinin va ya
dasiyicilarinin inhibitorlari va ya
induktorlarinin tasirina maruz galmasi
gozlanilmirl?2

1. Data on file. Inclisiran. Investigator’s Brochure. Novartis
Pharmaceuticals Corp; 2018; 2. Data on file. Inclisiran. Core Data
Sheet. Novartis Pharmaceuticals Corp; 2020 50
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Inclisiranin farmakokinetik xtsusiyyatlari
Boyrak

e Boyrak inklisirani xaric edan asas organdir!

* inklisiran konsentrasiyasi béyraklards da
goralar, lakin garaciyardan 2-5 dafa asagidir!

e inclisiranin 16%-i béyraklar vasitasila BSvrok
tamizlanir va terminal yarimxaricolma dovru ?X[a

~9 saatdir? / \

| |

1. Data on file. Inclisiran. Investigator’s Brochure. Novartis
Pharmaceuticals Corp; 2018; 2. Data on file. Inclisiran. Core Data
Sheet. Novartis Pharmaceuticals Corp; 2020 51
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Faza Ill tadqiqat detallari

I Plasebo nazaratli, ikiqat kor, randomiza edilmis tadqiqatlar )
@ o o
{1 i V)
H— © k)
istirakgilar Olkalar Dozalar Miialice miiddati Status
_ ABS, Kanada, Avropa,
) HeFH (N=482) Conubi Afrika 18 ay Tamamlanib
ASUDX (N=1561) ABS Inklisiran natrium 18 ay Tamamlanib
300 mq (284 mq
inclisiran) va ya
uygun plasebo
ASUDX vaya ASUDX risk Avropa subkutan yolla 182 Tamamlanib
ORION-112 ekvivalenti’ (N=1617) Canubi Afrika verilir Y
Rusiya, Serbiya, Ukrayna, 6 ay (Fazal) +18
HoFH (N=56) Tirkiys, Hong Kong, Tayvan, ay Tamamlanib
-53,4
ORION-5 Canubi Afrika, Israil (Faza Il)
Participants with clinical ASCVD and stage 3 or 4 chronic kidney disease, T2DM or HeFH
1. Raal FJ et al. N Engl J Med 2020; 382:1520-1530; 2. Ray KK et al. N EnglJ Med 2020; 382:1507-1519; 3. NCT03851705; 4.The Medicines company. Available at:

https://www.themedicinescompany.com/media/2019MediaKit FactSheet ORION-5 82119.pdf on May 7, 2020
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https://clinicaltrials.gov/ct2/show/NCT03851705
https://www.themedicinescompany.com/media/2019MediaKit_FactSheet_ORION-5_82119.pdf

Ortaq daxiletma meyarlari1-4—
ORION-9, -10, -11, -5

. ° .
Osas daxiletma meyarlaril-# ) Osas xaric etma meyarlari'* )

e Yas 218 Daha avval va ya planlasdiriimis PCSK9 mAb-

« Statin mUalicesi dan istifadasi
Randomizasiyadan sonra 3 ay arzinde MACE

NYHA class IV UC — veya LVEF 25%
Nozaratsiz agir arterial hipertenziya

Agir yanasi KV olmayan xastalik
ovvallar/planlasdiriimis diger tadqgigat darmani

O Statin va/va ya ezetimibin maksimum
tolere edilan dozalar

0 Ezetimibe icaza verilir, malumatli raziliq
talab olunur

o Tox garna TG >400 mg/mL (4,52
mmol/L)

1. Raal FJ et al. N Engl J Med 2020; 382:1520-1530; 2. Ray KK et al. N EnglJ Med 2020; 382:1507-1519; 3. CT. Gov. Available at:
https://clinicaltrials.gov/ct2/show/NCT03851705 Accessed on May 7, 2020; 4 The Medicines company. Available at:
https://www.themedicinescompany.com/media/2019MediaKit FactSheet ORION-5 82119.pdf on May 7, 2020
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https://www.themedicinescompany.com/media/2019MediaKit_FactSheet_ORION-5_82119.pdf

ORION-9,10,11: Tadgigat dizayni

Maksimum tolere edila bilan fon lipid azaldici terapiyaya alava istirak
edanlara 18 ayliq tadqgiqat darmani verildi

Randomizasiya 1:1 inklisiran sodium 300 mg (284 mg inclisiran) vaya plasebo

Vi V2 V3 V4 V5 V6 V7 V8
Gin1l GUun30 GUN90 Gun150 Gin 270 Gun 330 Gin 450 Gun510

Tadqigat i i i i i i i i A

giymatlandirilmasi

1. Raal FJ et al. N Engl J Med 2020; 382:1520-1530. 2. Ray KK et al. N Engl )

Med 2020; 382:1507-1519 54
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ORION-9, -10 and -11: Common study endpoints

i ‘ (' Miistarak asas son n6qtalar>
A

e ASL-X saviyyalarinda baslangicdan 510-cu giina gadar faiz dayismasil?

* 90-c1 va 540-ci1 glindan sonra LDL-C saviyyalarinda ilkin gostaricidan zamana uygunlasdirilmis faiz dayismasil-2

\ ‘ (' o9sas ikincili son noéqtalar )
'

e ASL-X-da baslangicdan 510-cu glina gadar mitlaq dayisiklik?

* 90-ci giin va 540-ci1 glin arasinda baslangicdan ASL-X-da vaxta uygunlasdirilmis mitlaqg dayisiklik 12
e PCSK9, TX, Apo-B va geyri-YSL-X-da baza saviyyasindan 510-cu gliinda dayisiklik

* inclisiranin tahlikasizlik va déziimlilik profili

1. Raal FJ et al. N Engl J Med 2020; 382:1520-1530; 2. Ray KK et al. N Engl

J Med 2020; 382:1507-1519 -
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ORION-9
Heterozigot ailavi
hiperxolesterolemiya




18 aydan sonra LDL-C-da gruplar arasinda mualica farqi -48% idi

Change in LDL-C over time — observed values in ITT population ).
-@-Inclisiran -®- Placebo i % change in LDL-C from Time averaged % change in LDL-C
¥ baseline to Day 510 between Day 90 and Day 540

Q

4 90 Day 90 Day 510

8 . 0 -0 = —¢—0—% Day 540
£ £ 20 1 -44.3% (95%CI -48.5 to -40.1; i

) 3 B i W 4‘\;—.

2 c -40

S 2 60

< € ] -47.9%

= 2 -80 (95%Cl -53.5 to —42.3; P<0.001)
o -100 y y y y y

g 0 100 200 300 400 500

o

Days from start of treatment

No. of

participants Day 0 Day 90 Day 150 Day 270 Day 330 Day 450 Day 510 Day 540
Placebo 240 237 238 235 233 233 229 232
Inclisiran 242 240 239 240 237 237 231 232

*Using observed numbers and not imputed for missing data

Raal FJ et al. N Engl J Med 2020; 382:1520-1530
57
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For the first primary end point:
% change in LDL-C from baseline to Day 510 
Inclisiran: 8.2% (95% CI, 4.3 to 12.2)
Placebo: 39.7% (95% CI, −43.7 to −35.7) 

For the second primary end point, 
the time-averaged percent change in the
LDL cholesterol level between day 90 and day 540
Inclisiran: 38.1% (95% CI, −41.1 to −35.1)
Placebo: 6.2% (95% CI, 3.3 to 9.2)


Inklisiran ila 510-cu giinda LDL-C saviyyalarinda 59 mg/dL miitlaqg
azalma alds edildi

|__Absolute change in LDL-C levels over time - ITT population )
-@-Inclisitan -®- Placebo § Absolute c_hange in LDL-C Time averaged % change in LDL-C
from baseline to Day 510 between Day 90 and Day 540

g 150 > —o Day 540

2 1251 -62.6 mg/dL (P<0.001)

Q 2 1001

=35 757

4 g 5071 ~-68.9 mg/dL

3 25+ (95% CI, ~77.1 to —60.7; P<0.001)

= 0 100 200 300 400 500

Days from start of treatment

No- of Day 0 Day90 Day150 Day270 Day330 Day450 Day510 Day540
participants v v v v v v v v
Placebo 240 237 238 235 233 233 229 232
Inclisiran 242 240 239 240 237 237 231 232

To convert the values for LDL-C to millimoles per liter, multiply by
0.02586

Raal FJ et al. N Engl J Med 2020; 382:1520-1530 58
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Absolute change in LDL-C from baseline to Day 510 
Inclisiran: 59.0 mg/dL (95% CI, −64.8 to −53.2)
Placebo: 9.9 mg/dL (95% CI, 4.1 to 15.8)



18 aydan sonra inklisiran, PCSK9 saviyyalarinds 78,4%
azalma alds etdi

Change in PCSK9 over time — ITT population* )2

-@-Inclisiran -@- Placebo

Day 510
—8—® Day 540

+

F — -_—
-78.4 percentage points
(95% Cl, -83.7 to -73.0; P<0.001)

o o

Percent change in PCSK9
from baseline

0 100 200 300 400 500
Days from start of treatment

No. of participants

Placebo 240 237 232 227 231

Inclisiran 241 240 238 230 232

*Using observed numbers and not imputed for missing data
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Inklisiran digar aterogen lipidlarin saviyyasini azaldir va YSL-X
saviyyalarini artinr

| Changes in lipid parameters at Day 510 ( multiple imputation, ITT population)

)

Parameter Placebo adjusted
LDL-C -41.1 +8.4% -49.5%
Total cholesterol -26.1% +6.8% -32.9%
ApoB -34.0% +2.9% -36.9%
Non-HDL-cholesterol -36.1% +7.5% -43.6%
Triglyceride (median) -11.1% -0.7% -43.6%

Lp (a)* (median) -13.5% +3.7% -17.2%
HDL-C +8.6 % +6.0% +2.6%
hsCRP mg/L (median)* 0.0 +4.0 4.0

* Day 540 sampling time point
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Istirakcilarin shamiyyatli bir hissasi ASL-X saviyyalarina catdi

| Proportion of participants achieving LDL-C target levels at Day 510* (ITT population) ).
<25 mg/dL 2 (0.8%) 0
<50 mg/dL 46 (19.0%) 2 (0.8%)
<70 mg/dL 99 (40.9%) 3 (1.3%)
<100 mg/dL 158 (65.3 %) 21 (8.8%)

*Subjects can be presented in more than 1 category
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Inklisiran yaxsi tahliikasizlik profili niimayis etdirdi

I Frequent adverse events” - Safety population*

)

Inclisiran Placebo ?éSSI((;: act:ilc))
Nasopharyngitis 28 (11.6) 20 (8.3) 1.4 (0.8-2.4)
Influenza 13 (5.4) 21 (8.8) 0.6 (0.3-1.2)
Upper respiratory tract infection 16 (6.6) 16 (6.7) 1.0 (0.5-1.9)
Back pain 17 (7.1) 10 (4.2) 1.7 (0.8-3.6)
Injection site reaction 22 (9.1) 0 NA
Gastroenteritis 11 (4.6) 6 (2.5) 1.8 (0.7-4.9)

#Defined as occurring with a frequency of 5% or more in either treatment group; *Safety population includes all participants who received
at least one dose of study medication and adverse events over the study period of 540 days.
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Inyeksiya yerindaki reaksiyalar imumiyyatla yiingiil idi va hec biri
siddatli va ya davamli olmadi

I Injection site AE — Safety population* )
Inclisiran Placebo I(RSIJSSI(O/I: act:ilc)a
Protocol-defined skin event
Any event 41 (17.0) 4(1.7) 10.2 (3.7-28.1)
Mild 37 (15.4) 4(1.7) 9.2 (3.3-25.4)
Moderate 4(1.7) 0 NA
Severe 0 0 NA
Persistent 0 0 NA

*Safety population includes all participants who received at least one dose of study medication and adverse events over the study period of 540 days.
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Laborator dayarlar plasebo ila oxsar idi

I Laboratory tests — Safety population* >
. . Risk Ratio
Inclisiran Placebo (95% Cl)
Liver function ALT >3x ULN 3(1.2) 1(0.4) 3.0 (0.3-28.5)
AST >3x ULN 2 (0.8) 1(0.4) 2.0 (0.2-21.8)
ALP >2x ULN 2 (0.8) 0 NA
Bilirubin >2x ULN 4(1.7) 3(1.2) 1.3 (0.3-3.9)
Kidney function Creatinine >2 mg/dL 1(0.4) 1(0.4) 1.0 (0.1-15.8)
Muscle CK >5x ULN 4(1.7) 5(2.1) 0.8 (0.2-2.9)
Hematology Platelet count <75,000/mm3 0 1(0.4) NA

#Defined as occurring with a frequency of 5% or more in either treatment group*Safety population includes all participants who received at

least one dose of study medication and adverse events over the study period of 540 days.
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ORION-10
Aterosklerotik
urak-damar
xastaliyi




18 aydan sonra LDL-C-da gruplar arasinda mualica fargi -52%

olmusdur

I Change in LDL-C over time — observed values in ITT population*

)

-@-Inclisiran -@- Placebo }

% change in LDL-C
from baseline to Day 510

A 4

Time averaged % change in LDL-C
between Day 90 and Day 540

O

= 20 Day 90 D

A ay 510

= e ——& =000 pyy 540

= = 20" -53.8% (95%Cl -56.2 to —51.3; i

v 1

23 -407 P<0.001) —— i o

c L -60 1

S E i -52.3%

o -80

T = (95%CI| -=55.7 to —48.8; P<0.001)

Ieb) _100 T T T T T

g 0 100 200 300 400 500

B Days from start of treatment
No. of
participants Day 0 Day 90 Day 150 Day 270 Day 330 Day 450 Day 510 Day 540
Placebo 780 762 745 724 715 698 666 670
Inclisiran 781 758 757 737 731 721 691 705

*Using observed numbers and not imputed for missing data
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% change in LDL-C from baseline to Day 510:
Inclisiran−51.3%
Placebo 1.0%




Inklisiran 510-cu giinda LDL-C saviyyalarinda 56,2 mq/dL
mutlaq azalma alda etdi

Absolute change in LDL-C levels over time — ITT population >
-@-Inclisiran -®- Placebo i Absolute change in LDL-C Time averaged % change in LDL-C
A 4 .
175 from baseline to Day 510 between Day 90 and Day 540

© 150

]

- 125 Day 90

— Day 510

53 100 oo 00 ¢ ¢ ¢ D50

e g 75 _| -53.3 mg/dL (95% Cl, -55.8 to -50.8); ]

. P<0.001) H

8 50 —

= 25 — 54.1 mg/dL

(95% Cl, -57.4 to -50.9 mg/dL; P<0.001)
I I I I I I I
0 90 150 270 330 450 510 540
Days from start of treatment

No. of
participants Day 0 Day 90 Day 150 Day 270 Day 330 Day 450 Day 510 Day 540
Placebo 780 762 745 724 715 698 666 670
Inclisiran 781 758 757 737 731 721 691 705

To convert the values for LDL-C to millimoles per liter, multiply by 0.02586
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 Absolute change in LDL-C from baseline to Day 510 
Inclisiran−56.2 mg/dL
Placebo −2.1 mg/dL




18 aydan sonra inclisiran, PCSK9 saviyyalarinda 83,3% azalma

alda etdi

I Change in PCSK9 over time — observed values in ITT population*

)

-@-Inclisiran -@- Placebo

20 —
o —> *—o
[} Ooe——"- @O - - - — - - ——— - - -
>
2 20 !
o I
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no 40 I
4 £ & l
N .60 |
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-83.3% (95% Cl, -89.3 to -77.3; P<0.001)
-100 T T T T
0 150 330 510 540
Days from start of treatment
No. of participants Day 0 Day 150 Day 330 Day 510 Day 540
Placebo 779 745 715 663 670
Inclisiran 776 754 728 688 701

*Using observed numbers and not imputed for missing data
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The percentage change at Day 510 (key secondary end point) was:

Inclisiran: 13.5% 
Placebo: −69.8% 
Between group difference: −83.3% (95% CI, −89.3 to −77.3; P<0.001)



Inklisiran yaxsi tahlikasizlik profili niimayis etdirdi

I Frequent adverse events* - Safety population )
Inclisiran Placebo
Risk Ratio
n=781 n=778 (95% CI)
No of participants (%) No of participants (%)
Diabetes mellitus 120 (15.4) 108 (13.9) 1.1(0.9-1.4)
Bronchitis 46 (5.9) 30 (3.9) 1.5 (1.0-2.4)
Hypertension 42 (5.4) 42 (5.2) 1.0 (0.7-1.5)
Back pain 39 (5.0) 39 (5.0) 1.0 (0.6-1.5)
Upper respiratory tract infection 39 (5.0) 33 (4.2) 1.2 (0.7-1.9)

Dyspnea

*Shown are events occurring with a frequency of 5% or more in either the inclisiran group or the placebo group in each trial. Some events occurred with a
frequency of less than 5% in one trial but not the other; a dash indicates that the frequency was less than 5% in that trial. The safety population included all the
participants who received at least one dose of inclisiran or placebo. Adverse events were recorded over the trial period of 540 days.
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Inyeksiya yerindaki reaksiyalar imumiyyatla yingil idi va heg biri
siddatli va ya davamli olmadi

I Injection site AEs* — Safety population >
Inclisiran Placebo
Risk Ratio
n=781 n=778 (95% ClI)
No of participants (%) No of participants (%)
Any reaction 20 (2.6) 7 (0.9) 2.9(1.2-6.7)
Mild 13 (1.7) 7 (0.9) 1.9 (0.7-4.6)
Moderate 7 (0.9) 0 -
Severe 0 0 -
Persistent 0 0 -

*Injection-site adverse events included the preferred terms injection-site erythema, injection-site hypersensitivity, injection-site pruritus, injection-site rash,
and injection-site reaction.
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Laborator dayarlar plasebo ila oxsar idi

I Laborator analizlar — tahliikasizlik populyasiyasi* >

inklisiran

Risk Ratio

n=781 (95% CiI)

Qaraciyar funksiyasi ALT >3x ULN 2 (0.3%) 2 (0.3%) 1(0.1-7.1)
AST >3x ULN 4 (0.5%) 5 (0.6%) 0.8 (0.2-3.0)
ALP >2x ULN 5 (0.6%) 3 (0.4%) 1.7 (0.4-6.9)
Bilirubin >2x ULN 4 (0.5%) 3 (0.4%) 1.3 (0.3-5.9)
Boyrak funksiyasi Creatinine >2 mg/dL 30 (3.8%) 30 (3.9%) 1.0 (0.6-1.6)
dzals CK >5x ULN 10 (1.3%) 8 (1.0%) 1.2 (0.5-3.1)

Hematologiya Trombosit say1 <75x10°%/L 1(0.1%) 0 -

*The safety population included all the participants who received at least one dose of inclisiran or placebo. Adverse events were recorded over the trial period

of 540 days.
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ORION-11
ASUDX vaya ASUDX
risk ekvivalenti




18 aydan sonra ASL-X-da qruplar arasinda mualica farqi -50%
olmusdur

I Change in LDL-C over time — observed values in ITT population* >
-@-Inclisiran -@- Placebo i % chz_;mge in LDL-C from Time averaged % change in LDL-C
baseline to Day 510 between Day 90 and Day 540

Q

a 20 Day 90 Day 510
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-E FEJ -20 -49.2% (95% CI-51.6 to —46.8; P<0.001) i
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82 -60

S E go- -49.9%

= 2 1 00 (95%CI —53.1 to —46.6; P<0.001)

§ 0 100 200 300 400 500

[}

B Days from start of treatment
No. of
participants Day 0 Day 90 Day 150 Day 270 Day 330 Day 450 Day 510 Day 540
Placebo 807 797 785 774 773 764 739 749
Inclisiran 810 790 796 778 773 768 724 742

*Using observed numbers and not imputed for missing data
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% change in LDL-C from baseline to Day 510:
Inclisiran:−45.8%
Placebo: 4.0%

Placebo:



Inklisiran 510-cu giinda ASL-X saviyyalarinda 50,9 mq/dL
mutlaq azalma alda etdi

I Absolute change in LDL-C levels over time — ITT population >

-@-Inclisiran -®- Placebo i Absolute change in LDL-C Time averaged % change in LDL-C
¥ from baseline to Day 510 between Day 90 and Day 540

125 D

- ay 90 ay 510

S 100 “o—o— ——o & ©—® pay 540

L E -48.9 mg/dL (95% Cl, -51.4 to -46.5 mg/dL; '

O 757 P<0.001) :

4%

oo 50+

_cl E 25 -51.9 mg/dL

< 0 (95% Cl, -55.0 to -48.7; P<0.001)

= 0 90 150 270 330 450 510540

Days from start of treatment

jio. of Day 0 Day 90 Day150 Day270 Day330 Day450 Day510 Day 540
participants v v v v v v v v
Placebo 807 797 785 774 773 764 739 749
Inclisiran 810 790 796 778 773 768 724 742

To convert the values for LDL-C to millimoles per liter, multiply by
0.02586
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Absolute change in LDL cholesterol level at day 510
Placebo: 1.0 mg/dL
Inclisiran: −50.9 mg/dL
The time-adjusted absolute change in LDL-C level from day 90 to day 540
Placebo: 0.3 mg/dL
Inclisiran: −48.6 mg/dL


18 aydan sonra inclisiran, PCSK9 saviyyalarinda 63,6% azalma
alde etdi

I Change in PCSK9 over time — observed values in ITT population* )

-@-Inclisiran =@- Placebo
40

20 —O— *—o

207 ~79.3% (95% Cl, -82.0 to ~76.6; P<0.001).

Percent change in PCSK9
from baseline

-40 —

-60 — PA o—0

-80 —

-100 I T I I

0 150 330 510 540
Days from start of treatment

No. of Day 0 Day 150 Day 330 Day 510 Day 540
particpants 4 4 ¥ 4 v
Placebo 803 781 767 738 746
Inclisiran 809 791 767 721 738

*Using observed numbers and not imputed for missing data
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The percentage change at Day 510 (key secondary end point) was:

Inclisiran: 15.6% 
Placebo: −63.6% 
Between group difference: −79.3% �(95% CI, −82.0 to −76.6; P<0.001)



Inklisiran digar aterogen lipidlarin saviyyasini azaldir va YSL-X
saviyyalarini artinr

| Changes in lipid parameters at Day 510 ( multiple imputation, ITT population) )2
Parameter nC e p-values
(n=810)
Total cholesterol -28.0% +1.8% <0.001
ApoB -38.2% +0.8% <0.001
Non-HDL-cholesterol -41.2% +2.2% <0.001
Triglyceride (median) -12.0% -5.0% -
Lp (a)* (median) -18.6% +0.0% -
HDL-C +10.2% +4.1% -

* Day 540 sampling time point
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Note P values are not shown for TG, HDL-C and Lp(a) as these did not take into account the multiplicity of testing and the Hochberg procedure. Thus only those key-secondary endpoints which corrected for multiple testing have P values shown. 


Istirakcilarin shamiyyatli bir hissasi LDL-C saviyyalarina ¢atdi

| Proportion of participants achieving LDL-C target levels at Day 510* (ITT population) ).

Inclisiran Odds ratio

Parameter (n=810) (95%Cl)

Global goal attainment for

ovel of rick 588 (81.2) 132 (17.9) 17.1(13.2-22.0)
<25 mg/dL 95 (11.7) 1(0.1) 78.3 (12.1-507.0)
<50 mg/dL 420 (51.9) 19 (2.4) 42.7 (26.7-68.3)
<70 mg/dL 564 (69.6) 104 (12.9) 18.5 (14.2-24.1)
<100 mg/dL 661 (81.6) 425 (52.7) 6.8 (5.1-9.0)

* Day 540 sampling time point; the percentage of individuals attaining goal reported (%) reflects the population with available data (the denominator), rather
than the whole ITT population and thus, use observed values.
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Note P values are not shown for TG, HDL-C and Lp(a) as these did not take into account the multiplicity of testing and the Hochberg procedure. Thus only those key-secondary endpoints which corrected for multiple testing have P values shown. 


Kliniki tatbiqg— ORION 10 & 11

Statinlar YSL-X-nin azaldilmasi Gglin t tovsiya olunan birinci sira farmakoloji
vasitalardir

Bununla bels, profilaktik olarag har hansi giindalik oral mualicaya riayatkarliq va
davamlliq ¢ox zaifdir. Bundan alava, statinlar zaif tolere edils bilarlar va kliniki
tasir shamiyyatli fardlararasi dayiskanlik gostara bilar.

Natica etibarils, ylksak riskli xastalarin boylk hissasi hadaf YSL-X-na ¢atmaq
Uclin alava YSL-X-azaldici mualicalara ehtiyac duyur

ORION-10 va ORION-11-in naticalari gostarir ki, fon statin terapiyasina alava
edilon inklisiran ilda yalniz iki doza il YSL-X-da effektiv va davamli azalmaya nail
olur
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