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Théng tin thuoc
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injection

(inclisiran) 284 mg/1.5 mL
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( TONG QUAN VE TANG LDL -CHOLESTEROL

1. LDL -Cholesterol m

LDL -Cholesterol, hay lipoprotein cholesterol ti
trong thap, 1a chat béo Iwu thédng trong mau, di
chuyén cholesterol quanh co thé dén noi can
thiét dé slra chiva t& bao va lang dong bén trong
thanh déng mach.

Ty tron el
Lipoprotein yrong thwée | Lipid chinh Apoprotein chinh
(9/mL) (nm)

. ) . . Apo B-48, Apo C, Apo
Chylomicrons <0.930 75-1200 Triglycerides E, Apo A-l, A-ll, A-IV

VLDL 0.930-1.006 30-80 Triglycerides  Apo B-100, Apo E, Apo C

1.019-1.063 18-25 Cholesterol Apo B-100

Lp (a) 1.055-1.085 = Cholesterol Apo B-100, Apo (a)

1. Pirahanchi Y, Sinawe H, Dimri M. Biochemistry, LDL Cholesterol. 2022 Aug 8. In: StatPearls [Internet].
2. Feingold KR. Introduction to Lipids and Lipoproteins. 2021 Jan 19. In: Feingold KR, Anawalt B, editors.

phosphalipid triacylglycerol
monolayer

cholesteryl esters

free (unesterified)
cholesterol

LDL chuyén ché phan I&n lwong cholesterol
trong tuan hoan.

Suw phong phu cta cac hat LDL nhé, dam dac
dwoc thay co lién quan dén tang triglycerid mau,
merc HDL thap, béo phi, dai thao dwdng type 2,

cac tinh trang nhiém tring va viém nhiém.
4



(n TONG QUAN VE TANG LDL -CHOLESTEROL

1. LDL -Cholesterol

*+ Cac hat LDL nhé, dam dac dwoc coi la c6 kha «» Muc LDL-C:
nang gay xo vira hon so v¢i cac hat LDL I&n vi

mot sb ly do: ;

C6 ai lwc gidm doi vai thu thé LDL

— Théi gian Iwu gitr kéo dai trong tuan hoan. Toruu < 100 mg/dL

i Gan toi wu 100 — 129 mg/dL
Dé dang xam nhap vao thanh déng mach hon
va lién két chat ché hon véi cac proteoglycan
trong déng mach Cao gi¢i han 130 — 159 mg/dL
— Bi mac ket trong thanh déng mach.

Cao 160 — 189 mg/dL

Dé bi oxy héa hon )
— Dé bi hap thu bé&i cac dai thwc bao. Rat cao > 190 mg/dL

Feingold KR. Introduction to Lipids and Lipoproteins. 2021 Jan 19. In; Feingold KR, Anawalt B, editors. Endotext [Internet]



(n TONG QUAN VE TANG LDL -CHOLESTEROL

m o

< Toan cau, 2019:

* IHD da gay ra 8,54 triéu ca ttr vong (3,78 trieu
ca do ndng do LDL -Cholesterol huyét twong

cao).

» Dot quy do thieu mau cuc bd gay ra 2,73 triéu
ca ttr vong (0,61 triéu ca do nong do6 LDL - =2
Cholesterol huyét twong cao). =

IHD (Ischemic Heart Disease): Bénh tim thiéu mau cuc bd

< Viét Nam, 2020: Nghién ctru cat ngang dwoc
thwe hién trén 1910 nguwdi tredng thanh & tinh
Thai Binh, Viét Nam.

» Ty & roi loan m& mau la 56,1% (24,7% do
LDL -Cholesterol huyét twong cao).

Ti 1é tir vong toan cau tr IHD do réi loan lipid mau (2019)

1. Pham Thi Dung, Nguyen Trong Hung, Pirillo A, Casula M, Olmastroni E, Norata GD, Catapano AL. Global epidemiology of dyslipidaemias. Nat Rev Cardiol. 2021 Oct;18(10):689-700 6
2. Do Van Vuong, Pham Ngoc Khai, Pham Thi Kieu Chinh, Phan Huong Duong, Ninh Thi Nhung. Prevalence of Dyslipidemia and Associated Factors among Adults in Rural Vietnam. SRP.

2020



(n TONG QUAN VE TANG LDL -CHOLESTEROL

3. Nguyén nhan

= Tang cholesterol mau gia dinh di
hop tor (HeFH).

= Tang cholesterol mau gia dinh dong
hop t&r (HoFH).

» Cha me truyép bénh FH (Familial Hypercholesterolemia) cho
con do dét bién gen & moét trong ba gen cé thé xay ra.

- Mét gen chira cac hwdng dan dé san xuét thu thé LDL
(LDLR), gitp loai bé LDL-C.

« Nhi*ng nguoi bi FH c6 mét sy thay dbi trong gen nay khién ho
khéng thé san xuat LDLR.

— LDL-C tich tu trong méau va lang dong trong mach mau.

> Nhirng thay dbi trong gen APOB va PCSK9 ciing 1a nguyén
nhan lam tang mec LDL-C.

BLOOD CHOLESTEROL RETRIEVED 03/01/2023, FROM https://www.nhlbi.nih.gov/health/blood-cholesterol/causes



Thoi quen sinh hoat
khéng lanh manh

Ché dé an nhiéu chat béo
chuyén hoa hoac chat béo
khéng bao hoa

Thiéu hoat déng thé chat
Hat thuoe

Cang thang

Ubng qua nhiéu rwou

(n TONG QUAN VE TANG LDL -CHOLESTEROL

7

Bénh ly

Thudc

Bénh than man tinh

Bénh dai thao dwong
Nhiém HIV

Suy giap

Bé&nh ban dé

Thtra can va béo phi

Hoi chirng budng trirng da
nang (PCOS)

Chirng ngwng thé luc ngu

BLOOD CHOLESTEROL RETRIEVED 03/01/2023, FROM https://www.nhlbi.nih.gov/health/blood-cholesterol/causes

Thubdc diéu tri loan nhip tim
Thudc chen beta

Thudc héa tri

Thudc loi tiéu

Thuébc trc ché mién dich
Retinoids

Steroid



(n TONG QUAN VE TANG LDL -CHOLESTEROL

1

« Cung giac mac. i
- Ban vang & mi mat. |
|

I

|

|

\- Nhiém lipid véng mac
Bién (lipemia retinalis)
chirng . G.aAn nhiémﬂmc")’
« Viém tuy cap.

- U vang & gan khuyu tay, dau gbi,
ban tay, got chan, mang xwong.

Noi tang

HUONG DAN CHAN DOAN VA BIEU TR| BENH NOI TIET - CHUYEN HOA - BYT - 2014



(n TONG QUAN VE TANG LDL -CHOLESTEROL

Normal Artery

Xo vira dong mach
Bénh viém man tinh anh hwéng dén thanh
d@ng chh va duoc dac trwng bdi su tich
tu dan dan cua lipid trong khéng gian dwoi
noi mo.

Ton thwong déng mach c6 khau kinh trung binh

va lon:

< DOng mach vanh > nhdi mau co tim.

<+ Mach mau ndo — tai bién mach mau néo.

< Dong mach hai chi dwdi > viém téc thiéu mau
hoai t&r ban chan.

10

HUONG DAN CHAN DOAN VA BIEU TR| BENH NOI TIET - CHUYEN HOA - BYT - 2014



(n TONG QUAN VE TANG LDL -CHOLESTEROL

Thay d6i 16i song sinh hoat

v" Chon thuc pham it chat béo bao hoa, chat béo chuyén hoa, natri
(muoi) va dwdng bo sung.

v/ v" An thwec phdm giau chét xo tw nhién.
- v Duy tri can nang khée manh.

NEN v Hoat déng thé chat thwong xuyén.

x Lwa chon thwe pham giau chat béo bao hoa.

x Hut thube 4.

Tl el * Uong ruou bia.

Prevent and Manage High Cholesterol. Cholesterol. CDC

11



(n TONG QUAN VE TANG LDL -CHOLESTEROL

aom e

Statin Co ché
Uc ché enzym HMG-coA The MVA pathway
- Tang téng hop thu thé LDL-C Acetyl-CoA
— Tang thu gilr LDL-C tai gan
- Giam LDL-C HMG-CoA
Statin  ==ereeses B> l
__________________ - Mevalonate

« Atorvastatin: 10-20 mg/ngay
* Rosuvastatin: 10-20 mg/ngay
« Simvastatin: 10-20 mg/ngay

|

l

: IPP
« Lovastatin: 20-40 mg/ngay :

|

l

* Fluvastatin: 20-40 mg/ngay
* Pravastatin: 20-40 mg/ngay

Cholesterol EPP

Protein isoprene

HMG-CoA: Hydroxymethylglutaryl CoA Reductase GoPP

1. HYONG DAN CHAN DOAN VA PIEU TR| BENH NOI TIET - CHUYEN HOA - BYT - 2014 12
2. Zhu, P. F., Wang, M. X., Chen, Z. L., & Yang, L. (2021). Targeting The Tumor Microenvironment: A Literature Review Of The Novel Anti-tumor Mechanism Of Statins



(n TONG QUAN VE TANG LDL -CHOLESTEROL

arm

Ezetimibe Resin Acid Nicotinic
(Bile acid sequestrants) (Niacin, vitamin PP)
(e ché hép thy Trao doi ion CI- véi acid méat
cholesterol tai rudt ~ Tang tong hop acid mat tw
> Giam LDL-C cholesterol

- Tang bai tiét mat va cholesterol & gan
> Giam téng hop thu thé LDL-C

(TTTTmmmmTETT , ~ Tang thai LDL-C

: 10 mg/ngay I

- e e mm e mm o mm o mm 4
I’ Cholestyramin: 4 - 8 g/ngay I
1+ Colestipol : 5-10 g/ngay : [T T T T T s s ~
|« Colesevelam: 3,75 g/ngay , | 100 mg/dL |
S e e I 250 mg/dL :

\ 500 mg/dL )

13

HUONG DAN CHAN DOAN VA BIEU TR| BENH NOI TIET - CHUYEN HOA - BYT - 2014



(n TONG QUAN VE TANG LDL -CHOLESTEROL

aom e

[ PCSKOi ] Co ché
2 . . i PCSK9 mAb @)
» Cac khang the véi PCSK9 can tré sy gan két cua né O @\ e
v6i LDLR. g B o
- LDLR cao hon va LDL-C thap hon. T &Fﬁ /‘T

> Ty |é tai ché LDLR cao hon doi véi bé mat té bao gan. \
> Gan loai bd nhiéu LDL-C hon khdi tuan hoan. : 5 )

==( O = LDL-R

o, T
> C6 it PCSK9 tw do hon trong huyét twong dé lién két QK ) \
vOi LDLR.

> Giam LDL-C ,.
l l
Tiém dwai da 140 mg/2 tudn 75 mg/2 tudn - 0

- . = ” . < Lysosome @ %{:g
Tang lipid mau gia dinh ®

Tiém dwdi da 420 mg/thang 150 mg/2 tuan
Liéu 420 mg/2 tuan (néu sau 12 LDLR (LDL receptor): thu thé LDL
thang khéng c6 y nghia lam sang) PCSK9: Proprotein convertase subtilisin/kexin type 9

13

PCSKQ9 inhibitors: Pharmacology, adverse effects, and use, MD (Nov 2022). Uptodate



(n TONG QUAN VE TANG LDL -CHOLESTEROL

Phéc do diéu tri tang LDL -Cholesterol

HOI TIM MACH HQC VIET NAM



( TONG QUAN VE TANG LDL -CHOLESTEROL

m Phéc do dieu tri tang LDL -Cholesterol
. Khuydncdo | Nhém | Mircdd déichirng

Ké don Statin liéu cao nhat dwoc khuyén cdo ma A. S6 liéu ttr nhiéu thwe nghiém
bénh nhan cé thé dung nap dé dat dwoc muc tiéu |. Phai dung lJam sang phan nhém ngau nhién
diéu tri. hodc phan tich gop.

Néu khéng dat dwoc muc tiéu diéu tri thi phdi hop B. S6 liéu tr 1 thlr nghiém 1am
Statin v&i thube e ché hap thu Cholesterol |. Phai duing sang phan nhém ngau nhién
(Ezetimibe), nhat 1a trong chirng bénh canh CKD hodc nhiéu nghién ctru Ién khéng
hodc sau héi chirng mach vanh cép. ngdu nhién.

CKD (Chronic Kidney Disease): Bénh than man tinh

13

HOI TIM MACH HOC VIET NAM



(n TONG QUAN VE TANG LDL -CHOLESTEROL

Ché db tiét thwe hop ly.

Tang cwdng van dong, tap luyén thé luc.

Xét nghiém lipid mau dinh ky (dai thao dwdong, béo phi...).
Khi phat hién cé réi loan lipid mau nén diéu tri som.

HUONG DAN CHAN DOAN VA BIEU TR| BENH NOI TIET - CHUYEN HOA - BYT - 2014



Lich str phat trién

I I . Coché '
o . Thdong tin thuéc
INCLISIRAN - “HUONG . Két qua thtr nghiém |am sang
bl MOl CHO B,E[‘fH . Vi sao néi Inclisiran 1a “Hwéng di
CHUYEN HOA mé&i cho bénh chuyén h6a”?




(“ INCLISIRAN — HPONG Pl MOl CHO BENH CHUYEN HOA

1. Lich str phét trién

Novartis mua lai TMC, cun
VO cac quyen toan cau dée

. phat trién, san xuat va tiép thi FDA chap thuan dé diéu
R S Leqvio, theo gidy phép va tri cho ngwoi 1on bi tang
dwoc phat tr_|en b&i Alnylam théa thuan hop tac VOi Uy ban Chau Au (EC) LDL-C dang duing ché do
Pharmaceuticals, Inc. Alnylam. cap phép tiép thj. statin dung nap téi da.
l l l :
| 1 i |
| 1 i |
l l l :
i 2013 i 10/2020 i 08/2021 E

12/2021

12/2020

01/2020

2 Alnylam

Al gl EE o wel g CHMP dua ra y kién tich Novartis ky théa thuan thwong

Medicines Company (TMC) dé cuc ve Lequio dé dieu tri mai voi NHS dé nhirng bénh
thic déy cac thir nghiém lam cho nguwoi lon bi tang nhan du diéu kién trén khap
sang va ho tro thuong mai hoa cholesterol mau hoac roi nuwdc Anh co thé tiép can Leqvio.

thudc. loan lipid méau hén hop.

19

Leqvio (inclisiran) for the Treatment of Hypercholesterolaemia. (21/01/2022).



(“ INCLISIRAN — HPONG Pl MOl CHO BENH CHUYEN HOA

LDL-C reduction

INCLISIRAN P Inclisiran dwg'c chuyén dén té bao gan théng
sense + antisense
strand ond GalNAc tail & More LDL-C uptake qua ASGPR.
Asialoglycoprotein receptor x. ) . ; oA p .
?T Chudi antisense cua n6 sau do lién két voi
i 21“{8{3333:,'?3 LDL receptor RISC.

RNA Induced
SINONON ‘Silengin;cgomplex —— \( _( Q LDL-C
S két hop cua RISC va gia d& antisense sau

i ﬁ —( @  ddlien két PCSKO mRNA, dén dén suy

RISC antisense strand

DNs PSR NUCLEUS G A giam PCSK9 mRNA va it tdng hop protein

receptor by Lysosome \ LessPCKd PCSK9 horn.

\ available to bind

l / Less PCSK9 LOL receptor
synthesis and \

§£0000N w — el ey *Chirc nang cua PCSK9 Ia diéu khién thy thé

¢ LDL (LDLR) dé lysosome phan hay.
Degrodation of PCSK9 mRNA GOLGI APPARATUS
HEPATOCYTE Do co it proteln PCSK9 hon nén cang nhiéu
. ASGPR: thy thé asialoglycoprotein LDLR c6 thé duwoc tai ché dén mang gan dé
« PCSKO9: proprotein convertase subtilsin-kexin loai 9 hap thu LDL-C.

* RISC (RNA Induced Silencing complex): phirc hgp yén lang cam trng RNA
(A) Tong quan don gian vé co ché hoat dong cua Inclisiran

Cupido AJ, Kastelein JJP. Inclisiran for the treatment of hypercholesterolaemia: implications and unanswered questions from the ORION trials. Cardiovasc Res. 2020 Sep 1;116(11):e136-e139

20



(“ INCLISIRAN — HWPONG Bl MOl CHO BENH CHUYEN HOA

Ho tro’ diéu tri cho ngwdi trwdng thanh bi:
L E Qv I o® > Tang cholesterol méau gia dinh di hop tir (HeFH),
A » Bénh tim mach do xo vira (ASCVD),

injection » Nhirng ngwdi can gidm thém cholesterol lipoprotein ty
(IﬂC| ISIT an) 284 mg/1.5 mL trong thép (LDL.C).

@Q

4 , )
THAN TRONG KHI SU’ DUNG

Thubc dwoc thai tro qua than, do d6 khong nén thyc hién
chay than nhan tao it nhat 72 gi& sau liéu inclisiran.

- J

1. LEQVIO® (inclisiran) injection, for subcutaneous use. (12/2021). 21
2. Leqvio® 284 mg solution for injection in pre-filled syringe. (07/2021).



(“ INCLISIRAN — HWPONG Bl MOl CHO BENH CHUYEN HOA

3. Théng tin thudc
Thanh phan Dang bao ché

« Mudi natri inclisiran (300 mg inclisiran

Dung dich tiém 284 mg/1,5 mL (189
mg/mL) inclisiran dwdi dang dung dich
trong suét va khéng mau dén vang
nhat trong mét éng tiém nap san liéu

natri trong 1,5 mL dung dich nwéc
twong dwong voi 284 mg inclisiran)
 Nuwdc pha tiém
» Natri hydroxit

. Cm s duy nhét.
« Axit photphoric dam dac y
®
%2 LEQVIO" 284 mg
solution for injection in pre-filled syringe
inclisiran
Subcutaneous use f/ﬁ
i Fm::l] 7
1 pre-filled syringe — : 2%
'“'“ec\\oﬂ AR~
U0 NOVARTIS ||.M — -.::\'\s‘\ra“ ks .

22

LEQVIO® (inclisiran) injection, for subcutaneous use. (12/2021).



(“ INCLISIRAN — HWPONG Bl MOl CHO BENH CHUYEN HOA

3. Théng tin thudc

Liéu khuyén céo: 284 mg.
. Nhac lai sau 3 thang va sau dé
méi 6 thang.
ANOTHER THEN THAT'S
INITIAL 3 MONTHS ONCE EVERY 2 DOSES
DOSE LATER 6 MONTHS A YEAR

Pwong dung

Quén lieu

* <3 thang ké tir ngay tiém thdong thwong:

Dung liéu d6 cang sém cang tot va tiép tuc theo lich ban dau.
* > 3 thang:

Bd qua liéu da quén,bat dau lai v&i lich mai: liéu ban dau, 13p lai
sau 3 thang va sau d6 moi sau 6 thang.

Tiém dwéi da vung bung, canh
tay trén hoac dui.

23
LEQVIO® (inclisiran) injection, for subcutaneous use. (12/2021).



(“ INCLISIRAN — HWONG Bl MOl CHO BENH CHUYEN HOA

Ty |é cac ADR thuwong gap

8.2
5
5
4.4 4.3
I I |

Phan t'ng Dau khép Nhiém trung Viém phé Tiéuchdy Pautirchi Khoé the
tai cho tiém dwong tiet quan
niéu

D

w

N

=

o

mTi1E % ;

Inclisiran (Rx). Medscape.



(“ INCLISIRAN — HWPONG Bl MOl CHO BENH CHUYEN HOA
Lwu y trén moét so doi twong dac biét

> Tranh tiép xac voi inclisiran trong t& cung vi

c6 thé gay hai cho thai nhi.

» Ngwrng inclisiran ngay khi phat hién co thai.

Phu nir cho con bu

Inclisiran: Drug information. Uptodate.

Inclisiran dwoc hap thu qua dwdng tiéu hdéa kém,
néu co trong sita me thi khéng cé kha nang anh
hwédng dén sw phat trién cua tré so sinh.

g

Theo nha san xuat, phu nir cho con bu trong
khi diéu tri nén can nhac nguy co phoi nhiém &
tré so sinh, logi ich cla viéc cho con bu dbi voi tré
so sinh va lgi ich cta viéc diéu tri dbi véi ngudi me.

25



INCLISIRAN — HWONG Bl MOl CHO BENH CHUYEN HOA

4. Két qua thtr nghiém |am sang

Orphan Drug designatian -
{HoFH) in USA (Jan) B NDA submitied in USA (Dec)
Paadistric Pasitive CHMP apinion
Invissligaion Plan inEU (Oct)
Phase  ilsin hypercholsssrolsemia b e dinEl
¥ {niated (Dec) Sep) B Approved in ELI (Dec)

orion-1 vcTozsariz)
10

Esl Feb 2022
Est Chac: 2024

ORION-5 (NCTO3B51705)
ORION- (NLTO3814187) Est. Dac 2023

ORION-8 (NCTO3387121)

ORION-10 (NCTO3353570)

ORION-13 (NCTO4653663) | st Aup 2023

ORION-16 (NCT04652726) D s 5ep 20

I Phiase i vials
B Phase 11 trials

Lamb Y. N. (2021). Inclisiran: First Approval. Drugs, 81(3), 389-395

Key clinical trials of inclisiran

Drug(s)
Inclisiran, PL

Inclisiran, PL

Inclisiran, PL

Inclisiran, PL

Inclisiran, PL

Inclisiran

Inclisiran, PL

Inclisiran, PL
Inclisiran, PL

Inclisiran, evo-
locumab

Inclisiran,

socC

Inclisiran,
placebo

Indication

Adolescents with HeFH
and elevated LDL-C

Adolescents with HoFH
and elevated LDL-C

ASCVD or ASCVD
risk equivalents and
elevated LDL-C

ASCVYVD and elevated
LDL-C

HeFH and elevated
LDL-C

ASCVD, ASCVD risk
equivalents, HeFH or
HoFH and elevated
LDL-C

HoFH and elevated
LDL-C

ASCVD

High cardiovascular risk
and elevated LDL-C

ASCVD or ASCVD
risk equivalents and
elevated LDL-C

HoFH and elevated
LDL-C

ASCVD or ASCVD
risk equivalents and
elevated LDL-C

Phase Status

I

1

m

I

I

m

m

m

I

I

I

11

Mot yet recruiting
Not yet recruiting

Completed
Completed
Completed

Active, not recruit-
ing

Active, not recruit-
ing
Recruiting

Not yet recruiting

Active, not recruit-
ing

Completed

Completed

Location(s)

Multina-
tional

Multina-
tional

Multina-
tional

uUsa
Multina-
tional
Multina-
tional
Multina-
tional
United
Kingdom

Japan

Multina-
tional

Multima-
tional

Multina-
tional

Identifier

ORION-16;
NCTO4652726

ORION-13:
NCTO4659863

ORION-11:
NCT03400800; MDCO-
PCS-17-08

ORION-10:
NCT03399370; MDCO-
PCS-17-04

ORION-9;
NCT03397121; MDCO-
PCS-17-03

ORION-§;
NCTO3814187: MDCO-
PCS-17-05

ORION-5:
NCTO3851705: MDCO-
PCS-17-02

ORION-4: NCTO3705234

NCTO4666298

ORION-3:
NCTO3060577: MDCO-
PCS-16-01

ORION-2;
NCTO2963311: MDCO-
PCS-16-02

ORION-1;
NCT02597127; MDCO-
PCS-15-01

26



(“ INCLISIRAN — HWONG Bl MOl CHO BENH CHUYEN HOA

4. Két qua thtr nghiém |am sang

Te NEW ENGLAND JOURNAL of MEDICINE

Adults with CVD and elevated LDL

ORION-10
U.S.)
O

\ e

(N=1561)

—51.3% with Inclisiran
Percentage change

in LDL cholesterol
at 510 days

Difference, —52.3%
(95% CI, —55.7 to —48.8;
P<0.001)

+19% with Placebo

K.K. Ray et al. 10.1056/NEJMoal912387

Inclisiran in Patients with Elevated LDL Cholesterol

TWO PHASE 3, DOUBLE-BLIND, RANDOMIZED, CONTROLLED TRIALS

ORION-11

(Europe and South Africa)

(N=1617)

—45.8% with Inclisiran

Difference, —49.9%
(95% CI, =53.1 to —46.6;
P<0.001)

+4% with Placebo

Copyright © 2020 Massachusetts Medical Society

Chi tiéu danh gia cua 2 thw
nghiém ORION-10 va ORION-11

Tiéu chi danh gia chinh
% Thay déi LDL -C so v&i ban dau &
ngay 510.
% Thay ddi LDL -C so véi ban dau dugc
diéu chinh theo th&i gian tir ngay 90 dén
ngay 540.

Tiéu chi danh gia phu
Sw thay déi tuyét déi vé nong do LDL -C
& ngay 510.

% Thay d6i PCSK9 so v&i ban dau &
ngay 510.

27

Ray, K. K., Wright, R. S., Kallend, D., Koenig, W., Leiter, L. A., Raal, F. J., Bisch, J. A., Richardson, T., Jaros, M., Wijngaard, P. L. J., Kastelein, J. J. P., & ORION-10 and ORION-11 Investigators (2020). Two

Phase 3 Trials of Inclisiran in Patients with Elevated LDL Cholesterol. The New England journal of medicine, 382(16), 1507-1519.



(“ INCLISIRAN — HWPONG Bl MOl CHO BENH CHUYEN HOA

4. Két qua thtr nghiém |am sang

Bang déc diém nhan khau hoc va lam sang
ban dau cua bénh nhan cua 2 thir nghiém
cho thay:

> Ty I& bénh nhan diéu tri statin liéu 6n dinh:
 89,2% trong ORION-10.
 94,7% trong ORION-11.

» Sl dung ezetimibe don doc hoac két hop

v@i statin chiém ti 1é thap:

* 9,9% trong ORION-10.
 7,1% trong ORION-11.

» Murc LDL-C trung binh lic ban dau:
« 104,7 £ 38,3 mg/dL trong ORION-10.
« 105,5 £ 39,1 mg/dL trong ORION-11.

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (Intention-to-Treat Population).*

Characteristic

ORION-10 Trial

ORION-11 Trial

Inclisiran Placebo Inclisiran Placebo
(N=781) (N=780) (N=810) (N=2807)
Age —yr 66.4+8.9 65.7+8.9 64.8+8.3 64.8+8.7
Male sex — no. (%) 535 (68.5) 548 (70.3) 579 (71.5) 581 (72.0)
White race — no. (%) 653 (83.6) 685 (87.8) 791 (97.7) 796 (98.6)
Cardiovascular risk factors — no. (%)
ASCVD 781 (100) 780 (100) 712 (87.9) 702 (87.0)
ASCVD risk equivalent: 0 0 98 (12.1) 105 (13.0)
Current smokerf 123 (15.7) 111 (14.2) 160 (19.8) 132 (16.4)
Hypertension§ 714 (91.4) 701 (89.9) 640 (79.0) 661 (81.9)
Diabetes§ 371 (47.5) 331 (42.4) 296 (36.5) 272 (33.7)
Heterozygous familial hypercholesterol- 8 (1.0) 12 (1.5) 14 (1.7) 14 (1.7)
emiaf
Concomitant Iipid-modifying therapy — no. (%)
Statin 701 (89.8) 692 (88.7) 766 (94.6) 766 (94.9)
High-intensity statin 525 (67.2) 537 (68.8) 640 (79.0) 631 (78.2)
Ezetimibe 80 (10.2) 74 (9.5) 52 (6.3) 62 (7.7)
Lipid measures — mg/dl
I LDL cholesterol 104.5+39.6 104.8+37.0 107.2+41.8 103.7+36.4
Total cholesterol 180.6+46.1 180.6+43.6 187.3+48.2 183.3+42.8
Non-HDL cholesterol 134.0+£44.5 134.7£43.5 137.6x46.9 133.9+41.0
HDL cholesterol 46.6+14.3 45.9x14.4 49.7+15.5 49.3+13.8
Apolipoprotein B 94.1+25.6 94.6+25.1 97.1+28.0 95.1+5.2
Lipoprotein(a) — nmol/liter
Median 57 56 42 35
IQR 18-181 20-189 18-178 18-181
Triglycerides — mg/dl
Median 127 129 135 135
IQR 92-181 96-182 96-181 102-185
PCSK9 — pg/liter 422.1+176.9 414.9+145.7 355+98.9 353+97.4
28
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Chi tiéu danh gia chinh

A Percentage Change in LDL Cholesterol, ORION-10 Trial

Thor nghiém Nhom Nhom 2
ORION-10 (Hinh A) Inclisiran | gia dwoc : N G i
SE 0
. - A > v
% Thay dbi LDL-C so v&i ban dau & i L8 401
N - ol. + 1.09 £ -
ngay 510 51 3 /0 1 0 /0 §I§ -60+ Inclisiran
-4 -80
> T -100 T T T T T T T
% Thay doi LDL-C so v&i ban dau dwoc 0 9 150 270 330 450 510540
diéu chinh theo thdi gian tr ngay 90 -51.3% + 2.5% f Days
X \ No. of Patients
dén ngay 540 Placebo 780 762 745 724 715 698 666670
Inclisiran 781 758 757 737 731 721 691705

N . ’ ) C Percentage Change in LDL Cholesterol, ORION-11 Trial
Thw nghiém Nhom Nhom ) .
ORION-11 (Hinh C) Inclisiran gia dwoc Y R o 2

&
(1]}
£2E£ 20
u'e
%g -404
55 60 Inclisiran
& 80
0 R - _ ry . )\ _100
% Thay doi LDL-C so voi ban dau o % B 20 B 4 sosk
dwoc dieu chinh theo thdi gian tir ngay - 45.8% + 3.4% Days
90 dén ngé.y 540 No. of Patients
Placebo 807 797 785 774 773 764 739749
Inclisiran 810 790 796 778 773 768 724742
Ray, K. K., Wright, R. S., Kallend, D., Koenig, W., Leiter, L. A., Raal, F. J., Bisch, J. A., Richardson, T., Jaros, M., Wijngaard, P. L. J., Kastelein, J. J. P., & ORION-10 and ORION-11 29
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Chi tiéu danh gia phu

Th l]’ ng h iém N h é m N h é m A Percentage Change in PCSK9, ORION-10 Trial B Absolute Change in LDL Cholesterol, ORION-10 Trial
ORION-10 Inclisiran | gia dwoc ] L T ]
. [ 1Y SRS = et N AT 18 z 7
> _‘g%ng 20 g 1254 Placebo
0 Ai i U'g 85 1004
7 Thay do1 PLSKD S0 VOIDaN 69896 +13,506 | i B
dau & ngay 510 (Hinh A) E5 60 S s —
e = o—0 a nclisiran
& -80 = Inclisiran 9 25
-100 - T — T T T T T LI
Sw thay déi tuyét déi vé néng - 56.2 -2.1 0 150 i 510540 P e a0 0 sIes
l: rd \ : N . . Days Days
do LDL-C o ngay 510 (Hlnh B) mg/dL mg/dL No. of Patients No. of Patients
Placebo 779 745 715 663 670 Placebo 780 762 745 724 715 698 666670
iRelisivan 776 754 728 688 701 Inclisiran 781 758 757 737 731 721 691705
C Percentage Change in PCSK9, ORION-11 Trial D Absolute Change in LDL Cholesterol, ORION-11 Trial
Th l]’ ngh iém N h é m 40 T 5 125 Placebo
= = [ 20 . > R
ORION-11 Inclisiran R ) S st s
? 2 0 g3 757
© (]
%nl; -40- ﬁ g 504 Inclisiran
g é -60- P 3 254
& -80- Inclisiran 9
-100 T T — 0 T T T T T T
0 150 330 510540 0 90 150 270 330 450 510540
R & Ao A A Days Days
Sv thay doi tuyét doi vé nong - 50.9 + 1.0 — No. of Patients
& > \ N Placeb 807 797 785 774 773 764 739749
dé LDL-C & ngay 510 (Hlnh D) mg/dL mg/dL rr:ﬁiﬁzn gg; i A r s indisiran 810 790 79 778 173 768 724742
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4. Ket qua thir nghiém Iam sang 4.2. Tinh an toan Cac bién c6 bat Igi (AE) va ket qua xét
nghiém can lam sang chinh trong 2 thar nghiém
Table 2. Adverse Events and Key Safety Laboratory Findings.”
> Ty Ie CaC AE o Inclisiran OR;:N:OT'iGIR'kRal Inclisiran OR:N-:]HM Risk Rati
73,5% bénh nhan dung Inclisiran va 74,8% dung gia duoc A ot P el e
trong ORION'lO. AT’:::T::N 574 (735) 582 (748) 10(039-1.0) 671 (82.7) 655 (81.5) 1.0 (0.9-1.1)

~ ~ AN - - \ AY [ d

* 82,7% bénh nhan dung Inclisiran va 81,5% dung gia dwoc T
=1 Serious adverse event 175 (224)  205(26.3) 0.9(0.7-1.0)  181(22.3) 181 (225)  10(048-12)
trong ORION'll. Death ; 12 (1.5) 11(14)  11{05-2.4) 14 (L7} 15 (1.9) 09 (0.4-19)
b , , < o . eat ardiovascular causes 7 (0.9) 5(06)  1.4(0.4-4.4) 9 (L1 10(12) 09 (0.4-2.2)
) Phan Io’n CaC AE Ia nhe hoaC trung blnh. 1(0.1) 3(04)  0.3{0.0-3.2) 3 (0.4) 3 (04) 1.0 (0.2-4.9)

- > %

4 H 3 1A . Other cardiovascular adverse events
> CaC A E tal c h o t I e m - Prespecified exploratory cardiovascular end 58 (7.4) 79(102) 0.7 (0.5-1.0) 63 (7.8) 83 (10.3) 0.8 (0.6-1.0)

New, worsening, of recurrent cancer 26 (3.3) 26(33) 10{05-17) 16 (2.0} 20 (2.5} 0.8 (0.1-15)

* Xay ra thwong xuyén hon & Inclisiran so v&i gid dwoc trong €& e e vy wecsy wia - zar e
2 thl], nghiém. :':c:::::“d“m“emi 20 (2.6) 7(0.9) 2.9(1.2-6.7) 38 (4.7} 4 (0.5) 9.4 (3.4-26.3)
* Phan I&n la nhe, khdng c6 trvong hop nao nghiém trong hodc v TN e e G i e

dai dang. S —

Frequent adverse events§

> Kh 2 th & kh 3 th 3 : Diabetes mellitus 120 (15.4) 108(13.9) 1.1(0.9-14) 88 (10.9) 94 (11.7) 0.9 (0.7-1.2}
ang e ang uoc- Nasopharyngitis 91 (11.2) 90(11.2)  1.0(0.8-13)

by N < ™ ~ < . . Bronchitis 46 (5.9) 30(3.9)  15(1.0-24)
 Lanlwotla 2,0% va 2,5% bénh nhan dung Inclisiran trong e T T
O R I O N _10 Va O R I O N _ 11 . ::::‘::: ratory tract infaction 39 (5.0) 33 [.:z 12 (07,7771.9) ij :: ;: zj :f (1): i: Lz;l j:
« Hiéu gia thap, thwong thoang qua va khéng lién quan déen i woo woo towers oo
~ R L I’\ A Y . l’\ l( 4 s o Y hY Labontoryvsuh:

nhirng thay doi trong bat ky bién s6 dwoc ly hoac lam sang nao o~ . o
: < S ltosme < Mo - S
« Khong co khang thé khang thuoc tang cwong diéu tri. e T g =
Bilirubin =2x ULN 4 (0.5) 3(0.4) 1.3 (0.3-5.9) 6(0.7) 8(1.0) 0.7 (0.3-2.1)
Kidney function: creatinine >2 mg/d| 30 (3.8) 30 (3.9) 1.0(0.6-16) 5 (0.6} 11(1.4) 05 (0.2-13)
Muscle: creatine kinase »5x ULN 10 (1.3) 8(1.0) 1.2 (0.5-3.1) 10 (1.2} 9(L1) 1.1(0.5-2.7)

Hematology: platelet count <75%107/liter 1(0.1) 0 0 1(0.1)
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4. Két qua thtr nghiém |am sang

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Two Phase 3 Trials of Inclisiran in Patients
with Elevated LDL Cholesterol

Kausik K. Ray, M.D., M.Phil., R. Scott Wright, M.D., David Kallend, M.D.,
Wolfgang Koenig, M.D., Lawrence A. Leiter, M.D., Frederick J. Raal, Ph.D.,
Jenna A. Bisch, B.A., Tara Richardson, B.A., Mark Jaros, Ph.D.,

Peter L.J. Wijngaard, Ph.D., and John J.P. Kastelein, M.D., Ph.D.,
for the ORION-10 and ORION-11 Investigators™*

F. J., Kallend, D., Ray, K. K., Turner, T., Koenig, W., Wright, R. S., Wijngaard, P. L. J., Curcio, D., Jaros, M. J., Leiter, L. A., Kastelein, J. J. P., & ORION-9 Investigators (2020). 32
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5. Vi sao noi Inclisiran 1a “hwéng di méi cho bénh chuyén héa"?

ORION-10 Waterfall plot
1 LDL-C

-_‘3150

$100

Placebo Inclisiran

_ £100 -
50 50 -
% 0 & 0

5 50 S0 -
100 100 -

ORION-11 Waterfall plot
y LDL-C
»;’.‘30 -

Inclisiran

Placebo

LDL-C & nhom Inclisiran giam ro rét so v&i nhom gia dwoc

Biéu doé thac nwéc cho cac
thtr nghiém ORION-10 va
ORION-11

« Cho thay suw thay déi vé
LDL-C gilra duwdng co s
va ngay 510 dbi véi moi
bénh nhan.

« Bénh nhan dwoc sap xép
ther tw tir bénh nhan co
LDL-C tang cao nhat dén
bénh nhan c6 LDL-C giam
cao nhat.

Cupido AJ, Kastelein JJP. Inclisiran for the treatment of hypercholesterolaemia: implications and unanswered questions from the ORION trials. Cardiovasc Res. 33

2020 Sep 1;116(11):e136-e139.
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5. Vi sao noi Inclisiran 1a “Hwéng di m&i cho bénh chuyén héa"?

Ngay 12/12/2021 - Novartis cdng b6 sy chap thuan cltia Co quan Quan ly
Thwe pham va Dwoc pham Hoa Ky (FDA) déi véi Legvio ® (Inclisiran).

Liéu phap can thiép RNA nho (siRNA) lam giam cholesterol
dau tién va duy nhat, lién quan dén sw suy giam cua PCSK9
MRNA va it tong hop protein PCSK9 hon.

o —
W -

SiRNA (small interfering RNA)

Giam cholesterol lipoprotein ty trong thap (cholesterol xau) v&i hai lieu mot nam,
sau lieu ban dau va mét liéu sau ba thang.

34
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5. Vi sao noi Inclisiran 1a “Hwéng di m&i cho bénh chuyén héa"?

> Gidm biéu hién ciia PCSK9 mRNA bang liéu phap can thiép RNA

(SIRNA). Giam nong dé LDL-C
> Giam thoai hda ctia cac thu thé LDL. trong huyét twong
> Tang hap thu cua cac hat LDL trong té bao gan.

s T EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEmEEmE—_— ~
. > , 2 A n - e e \
|{ » Giam dang ké nong dé LDL-C, khoang 50% so v&i gia duoc. :
: > Trong diéu tri 6n dinh, Inclisiran chi dwoc tiém dwéi da 3 - 6 thang :
. Mot lan, dam bao tuan thu cai thién so v&i cac thude udng hang I
| ngay trong th&i gian ngan va co thé trong théi gian dai. /I
\ -
Meréep, |., Frigi¢, N., Strikié, D., & Reiner, Z. (2022). Advantages and Disadvantages of Inclisiran: A Small Interfering Ribonucleic Acid Molecule Targeting PCSK9- 35

A Narrative Review. Cardiovascular therapeutics, 2022, 8129513.
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5. Vi sao noi Inclisiran 1a “Hwéng di m&i cho bénh chuyén héa"?

> ADR c6 thé duoc nhan thay trong twong lai sau vai nam diéu trj vi
hoat déng cla inclisiran van ton tai trong 6 thang.

> Inclisiran dwoc st dung cling véi thudc uong, vi vay trén thuc té,
it nhat ban dau inclisiran sé dwoc S‘l]’ dung CL‘mg v@i thudc udng
chtr khéng phai la phwong phap diéu tri thay thé.

> Chi phi khodng $3,432 cho lwong cung cép 1,5mL dung dich tiem
dwéi da Leqvio (284mg/1,5mL) tuy thuéc vao hiéu thudc.

Mercep, I., Friggié, N., Striki¢, D., & Reiner, Z. (2022). Advantages and Disadvantages of Inclisiran: A Small Interfering Ribonucleic Acid Molecule Targeting PCSK9-A Narrative 36
Review. Cardiovascular therapeutics, 2022, 8129513
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5 . b !;ngi?ra!)‘moa;ﬂm 284 mg/1.5 mL
Tong ket s |



(i) TONG KET

» LDL -Cholesterol 1a chat béo Iwu théng trong méau, di chuyén
cholesterol quanh co thé dén noi can thiét dé stra chiva té bao
va lang dong bén trong thanh dong mach.

» Tang cholesterol mau gia dinh la mét trong nhirng nguyén nhan
lam tang LDL -Cholesterol.

> Bién chirng nguy hiém cta tang LDL -Cholesterol 1a xo vira

déng mach.
o e » Inclisiran st dung co ché: Can thiép RNA, diéu khién qua trinh phan hdy xdc tac cla
MRNA déi véi PCSKO.

° ANOTHER = L& liéu phap can thiép RNA nhd (siRNA) dau tién va duy nhat.

CaTer 2w Inclisiran c6 thé 1am gidm dang ké ndng dé LDL -Cholesterol khoang 50% so véi gia duorc.

| = Ho tro diéu tri cho ngwoi I&n bi tang cholesterol mau gia dinh di hop t&¢ (HeFH) hoac bénh

o ONCE tim mach do xo vira (ASCVD).

EVERY 6 I " .

MONTHS = Liéu dung: 284 mg, tiém dwdi da.

2 DOSES A

YEAR

38



WORMAL '

CHOLESTEROL
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