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Bénh tim thieu mau cuc bo

Nguyvén nhan tu vong hang dau tren the gidi

Bénh tim mach - Vi tri diu tién Bénh tim thiéu mau cuc bo - Vij tri
trong nhém‘lo bénh c’é twr vong dau tién trong nhom 10 nguyén nhan
hang dau trén the gi&i gay tie vong hang dau

Share of deaths by cause, World, 2017 Top 10 global —_— deaths, 2016

Data refers to the specific cause of death, which is distinguished from risk factors for death, such as air pollution,

diet and other lifestyle factors. This is shown by cause of death as the percentage of total deaths.
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Bénh tim thieu mau cuc bo

Nguvén nhan tu vong hang dau ¢ Viet Nam?

Top 10 causes of deaths Top 10 causes of deaths

in low-income countriesin 2016 in lower-middle-income countries in 2016
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Su dich chuyén lién tuc cua bénh DMV

Xo hod mang Nt loét
vita xo gay bién co

Tébaobot Vétma  Tonthuong  viraxo

Adapted from Stary HC et al. Circulation 1995,;92:1355-1374. Hansson GK. N Engl J Med. 2005,;352:1685-1695.






Mang xo vira va huyét khoi PM vanh

Goldstein JA, et al. N Eng J Med. 2000;343:915-922
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Tu vong tiép tuc tang sau hoi chirng

mach vanh cag
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Trong bénh viéen Trong 1 nam 1-5 nam 10 nam

242.866 MI 3183 ACS 311 MI 2763 Ml
2015[1] 2008-2010[2] 2004-2008[3] 2002-2004[4]

[1]. Hui Chen, et al. J Am Heart Assoc. 2018;e008131. [2]. Fu-Tien Chiang,et al. Journal of the Formosan Medical Association. 2014;113:794e802.

[3]. Saga Johansson, et al. BMC Cardiovascular Disorders. 2017;17:53. [4]. Ygal Plakht, et al. Journal of Cardiology. 2016;65:216-223



Bu'dc tién trong diéu tri bénh nhan

Hoi chirng vanh cagp

Anti-thrombin RXx

Heparin LMWH Bivalirudin Fondaparinux
Antiplatelet Rx
. GP lib/llla _
Aspirin blockers Clopidogrel Prasugrel Ticagrelor
Treatment Strategy
Conservative Early invasive
PLATO
PRISM-PLUS REPLACE 2 HORIZON Ml
PURSUIT CURE QASIS-5 § TRITON
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Hiéu qua va an toan cua thuoc khang tiéu cau

Thu nghiém 1am sang

Aspirin

Clopidogrel
+ ASA Prasugrel Ticagrelor

+ ASA + ASA
Clopidogrel -16%
+ ASA 19%
-15%

+440
+38% 44%

Placebo APTC CURE CURRENT TRITON-TIM

OASSIS7
No Single Dual Dual Antiplatelet Dual Antiplatelet
Treatment Antiplatelet Antiplatelet with double dose with higher IPA
mmmm Nguy co' XUAt huyét e w— Bién cb tim mach

Antithrombotic Trialists’ Collaboration, BMJ 2002;324:71-86; Mehta S et al. Lancet 2001;358:527-533

Wiviott SD et al. NEJM 2007;357:2001-15; Wallentin L et al. NEJM 2009;361:1045-57



Lua chon thuoc U‘c ché P2Y12

cho bénh nhan ACS, CAD

Khuyén céo Class Level

Clopidogrel (loading 600mg, duy tri 75mg moi ngay)
phéi hop vé&i aspirin dwge khuyén cio cho bénh
_nhan:

= Bénh mach vanh én dinh dwgc PCI va,

= Héi chirng mach vanh cap chi dung Clopidogrel khi
~ khong thé sir dung Ticagrelor hodc Prasugrel,

bao gém bénh nhan co6 tién s xuat huyét ndi so hoic
6 chi dinh thuéc khang déng dwéng uong.

European Society
of Cardiology

26-30
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2017 ESC Focused Update on DAPT in Coronary Artery Disease, developed in collaboration with EACTS

(European Heart Journal 2017 - doi:10.1093/eurheartj/ehx419)



A

Piéu tri thudc khang tiéu ciu kép cho

bénh nhan STEMI

Khuyén céo Class Level

Aspirin lieu thap (75-100mg) méi ngay

Liéu phap trc ché két tap tieu cau kép gom aspirin phoi
hop Ticagrelor hoac Prasugrel (hodc Clopidogrel néu
Ticagrelor hodc Prasugrel khong c6 san hodc chong chi
dinh) nén dwoc str dung dén 12 thang sau PCl néu khong
cO CCP hoac nguy co xuat huyét nang.

PPI phoi hgp véi ligu phap khang ket tap tiéu cau kép
dwoc khuyén cao cho bénh nhan c6 nguy co xuat huyét
tiéu hda cao.

RESS pm Y ‘,« .

2630 Auguse

2017 ESC Guidelines for the Management of AMI-STEMI

(European Heart Journal 2017 — Doi:10.1093/eurheartj/ehx095)


http://www.escardio.org/guidelines

Khang huyét khoi ¢ bénh nhan

NSTE-ACS PCI

Khuyén céo Class | Level

Aspirin dwgc khuyén cao cho tat ca bénh nhan néu khong cé
chong chi dinh v&i lieu nap 150-300 mg dwong uong
(hoac 75-250mg i.v), duy tri véi lieu 75-100mg kéo dai moi ngay.

Thuoc (rc ché P2Y12 khuyén céo ding phoi hep Aspirin,
duy tri trén 12 thang neu khong c‘(’) chong chi dinh nhw nguy co
xuat huyéet nang. Cac lwa chon gom:

» Prasugrel & bénh nhan dwec PCIva chwa dung thuoc trc che
P2Y12 nao trwére dé (lieu nap 60mg, duy tri 10mg moi ngay)

» Ticagrelor bat ké phac d6 str dung thudc trc ché P2Y12 trwére
do (lieu nap 180mg, liéu duy tri 90mg 2 lan/ngay)

- Clopidogrel (lieu nap 600mg, duy tri 75mg moi 'ngay) chi khi
Prasugrel/ Ticagrelor khéng cé san hoac bi chong chi dinh

TTKT tai Viét Nam, Ticagrelor dwoc chi dinh cho bénh nhén HCMVC dén 12 thdng

2018 ESC/EACTS Guidelines on myocardial revascul

European Heart Journal (2018) 00, 1-96



Su dung DAPT cho bénh nhan ACS

dieu tri noi khoa

Khuyén céo Class | Level

Bénh nhéan ACS dwgrc diéu tri ndi khoa véi DAPT,
dwoc khuyén céo duy tri liéu phap wec ché P2Y12
(Ticagrelor hoac Clopidogrel) trong 12 thang.

Ticagrelor dwgc khuyén céo hon Clopidogrel, néu
nguy co xuat huyéet khong cao hon lgi ich thieu mau
cuc béd.

@ESC

European Society
of Cardiology

74

ESC CONGRESS m? f;

2017 ESC Focused Update on DAPT in Coronary Artery Disease, developed in collaboration with EACTS

(European Heart Journal 2017 - doi:10.1093/eurheartj/ehx419)



Ca ché tac dong khac biét tao u'u viéet

* Ticagrelor thuéc nhom héa hoc méi CPTP
(cyclo-pentyl-triazolo-pyrimidine).

* Ticagrelor - thuéc WCKTTC khéng thudc
nhom Thienopyridine ( vd: Clopidogrel,
Prasugrel).

- Pem lai nhiéu wu diém hon

1. Husted S, et al. Eur Heart J. 2006;27:1038-1047; 2. Gurbel PA, et al. Expert Opin Drug Metab Toxicol. 2009;5(8):989-1004.
3. Van Giezen JJ, et al. J Thromb Haemost. 2009;7:1556-1565.




Chuyén héa cua cac thuéc nhéom P2Y12

a Ticagrelor:
KHONG yéu cau chuyén hoa

Chét c6 hoat tinh . , ,
® ' dé thanh dang cé hoat tinh

@ Chat chuyén héa trung gian

@Tién thudc
Oxi hdéa
phu thuécCYP
: CYP3A4/5
[ Ticagrelor ] \ o CYP2B6 °
N~ 4 CYP2C19 = .
{ ) Thay phan CYR26¢ Gan ket )
r ~ z(\ 5 b&i esterase Tiéeu
Prasugrel {1 ; o @= iy
Clopidogrel » @ P2Y 1,
. _J Oxi hoa
phu thuécCYP
1 CYP2C19
CYP3A4/5
CYP2C1 CYP2B6

Figure adapted from Schémig A (2009). CYP, cytochrome P450.

Schomig A. N Engl J Med 2009;361:1108-1111.



Uc ché CO hdi phuc va khéng canh tranh
- sém hoi phuc chirc nang tiéu cau

Thienopyridine (clopidogrel, Ticagrelor &rc ché c6 hodi phuc va
prasugrel) trc ché canh tranh, KHONG canh tranh tai vi tri khac
khéng hoi phuc bang lién két véi ADP trén thu thé P2Y,,, va
cdng hoa tri trén thu thé P2Y,,, khdong anh hwong téi viec ADP
lam thay déi cau tric qua dé gan véi thu thé

ngan chan vinh viéen ADP hoat

hoa tiéu cau.

Savi P, et al. Proc Natl Acad Sci USA 2006;103:11069-74



Co ché tac dung KEP hoan toan khac biét

/ Héng cau
ENT-1 /\
Adenosi

N€ ADP

AC

/\PZle

cAMP ©

Tiétjiéu
——— “,,A,M

Hoat h6a/Két tap Tiéu cau

Ticagrelor

Uc ché thu thé P2Y,

v Tac dung rc ché tiéu cau

Tang nong dd Adenosin théng
gua wrc ché van chuyen ENT-1:

v' Téng hiéu lyc (rc che két tap/hoat hda
tieu cau

v' Bao vé tim mach
v' Gidn mach
v' Kiém soét phan rng viém

v' Kho thé

*See back-up slides for further information; TSee figure. Figure adapted from Nylander S, et al. (2013).

AC, adenylyl cyclase; ADP, adenosine diphosphate; cAMP, cyclic adenosine monophosphate; ENT, equilibrative nucleoside transporter.

References in slide notes.




Dugc dong hoc khac biét

Ticagrelor Clopidogrel Prasugrel
NHOM HOA HOC CPTP Thienopyridine
U’C CHE TIEU | C6 hoat tinh tryc tiép Cé Khéng
CAU
Uc ché P2Y12 C6 hoi phuc Khéng hoéi phuc
Duy tri nong d¢ thudc cé 24 gi® 2-4 gio
hoat tinh trong huyét
twong
TAC DONG QUA Co Khdng co dik liéu
ADENOSIN Uc ché van chuyén ENT-1 BGET R e Re L)
Adenosin)
GIAM DAP NG bé&i men CYP2C19 Khéng Cé Khong

Angioliillo D . Expert Rev. Cardiovasc. T 158 her. 8(2), (2010)




PLATO: Thiéet ke nghién ciru

Tiéu chi hiéu
qua chinh:
Bién co gbp
= X \ . cla t& von
N 18’624,( Lieu khéi dau 180-mg »mg bid + lieu duy tri ASA . h g
BN HCMV cap tim mach,
(NMCT ST » TAt c& bénh nhan nhap vién véi khi phat triéu chimg <24 gio: NMCT, hoac
chénh*, NMCT * B&nh nhan co thé dang uodng clopidogrel & thdi diém phan ngau nhién d@t CIUI
khéng ST Liéu kh&i dau 300-mgt mg qd + liéu duy tri ASA
chénh lén, DTN : — -
khéng 6“ dlnh) ClOpIdOgI‘E| Tieu Ch| an
- (n=9,291) toan chinh:
Y . Xuat huyét
Phan ngau nhién o h
Lan kham 2 Lan kham 3 Lan kham 4 Lan kham 5 Lan kham 6 nang (’t,\ ung
- | | | | | ~ | theo tiéu
Tam soat <24 gi> Théng 1 Thang 3 Thang 6 Thang 9 Thang 12| chudn PLATO
I

*Bénh nhan NMCT ST chénh |én dwoc chuan bj PCI tién phat dwoc phan ngdu nhién; tuy nhién,
ho c6 thé khéng dwoc diéu tri PCI.
fLiéu khéi dau 300-mg clopidogrel dwoc cho phép & nhirng bénh nhan khéng duoc diéu tri trudc
- Didu tri néi khoa (n=5,216 — 28.0%) day v&i clopiogrel, véi 300 mg bd sung dwgc cho phép theo quyét dinh ctia nghién ctru vién.
- Didu trj xam I4n (n=13,408 — 72.0%) ‘Nghién ciru PLATO m¢& rong dinh nghta cla xuét huyét nang rong hon so voi nhirng nghlen
clru trwée day trong bé&nh nhan HCMV cép. Tiéu chi an toan chinh & sy xuét hién lan dau cua
béat ky bién cb xuét huyét nang nao.

Phwong phép diéu tri khéi dau:

Wallentin L, et al. N Engl J Med. 2009;361:1045-1057. James S, et al. Am Heart J. 2009;157:599-605.




PLATS™ Ticagrelor giam bién co tim mach & khong

tang xuat huyéet nang chung so vai Clopidogrel

BIEN CO TIM MACH Tieu chi an toan chinh
(Tw vong TM/NMCT/dot quy) (Xuat huyét nang chung)
(N=18.624)
12 - Clopidogrel 11-7% 3 45
gm— 8% D Ticagrelor 11.6%
. | 5 ——
'S 8 Ticagrelor © 10 ] 11.2%
E, _ Ei Clopidogrel
10
g6 g -
"‘?ﬁ' “g‘ 5 .
4 -
2 2 P=0,43
c -
T 2 HR 0.84 (95% CI1 0.77-0.92), g HR: 1.04 (95% Cl, 0.95-1.13)
P<0.001 X
0 - T T T T T T 1
0 60 120 180 240 300 360

0 2 4 6 8 10 12 ‘
Thang Ngay

Ticagrelor lam giam bién ¢6 tim mach nhwng KHONG lam ting ty 1€
xuat huyét nang so voi Clopidogrel

Wallentin L et al. N Engl J Med 2009;361:1045-1057



Ticagrelor giam 21% nguy cg tu vong tim mach so

v@i clopidogrel

Tiéu chi chinh, n (%)
T vong tim mach + NMCT + dot quy, 864 (9.8) 1014 (11.7) 0.84 (0.77-0.92)
Tiéu chi phu, n (%)
Tw vong chung + NMCT + dét quy, 901 (10.2) 1065 (12.3) 0.84 (0.77-0.92)
Tw vong tim mach + NMCT + dét quy +

ty 1é thiéu méau + con thoang thiéu mau 1290 (14.6) 1456 (16.7) 0.88 (0.81-0.95)
nao + bien co6 huyét khoi dong mach

NCMT 504 (5.8) 593 (6.9) 0.84 (0.75-0.95)
T vong tim mach 353 (4.0) 442 (5.1) 0.79 (0.69-0.91) 0.001
Dot quy, 125 (1.5) 106 (1.3)  1.17 (0.91-1.52)
Ty Ié ttr vong chung 399 (4.5) 506 (5.9) 0.78 (0.69-0.89) <0.001

Ticagrelor |a thuoc WCKTTC duy nhat chirng minh giam tr vong tim
mach so v&i Clopidogrel

Wallentin L et al. N Engl J Med 2009;361:1045-1057



Hiéu qua va an toan cua thudc khang tiéu cau

Phan tich tong hop

Phan tich gop tir 9 nghién ciru Iam sang ngau nhién véi 106.288 BN

~N

.

OR(96%Cl) A: MACE
A: MACE
Ticagrelor versus Clopidogrel KA 0.85 (0.78-0.93) Treatment - SUCRA
Prasugrel versus Clopidogrel KA 0.87 (0.80—-0.94) TiCBnglOf 0.870
Prasugrel 0.795
Clopidogrel versus Placebo 0.38 (0.83-0.93) -
Clopidogrel 0.333
Wmv—m. — R RE—T 1 =
: C: CV Mortality
C:CV Mortality \
Ticagrelor versus Clopidogrel oA 0.83 (0.70-0.99) BRI 1i1i =118 SUCRA
Ticagrelor versus Prasugre! HOoH 0.90(0.73-1.12) Ticagrelor 0.808
Prasugrel 0.652
Prasugrel versus Clopidogrel oA 0.92 (0.81-1.05) |Clopidogrel 0.351
- Dlarcohn nie7z
klﬁoidogrel versus Placebo FoH nazainat_1n \
_ E: Stent thrombosis
E:Stent Thrombosis
Prasugrel versus Clopidogrel —— 0.48 (0.36 - 0.64) Treatment SUCRA
: Prasugrel 0.993
Prasugrel versus Ticagrelor —0— 0.65(0.45-0.94] — g
Ticagrelor 0.502
Ticagrelor versus Clopidogrel = 0.74 _{D-SB- D'Q‘?] Clopidogrel 0.003
— ,

Rahman Shah, et al. American Journal of Cardiology. 2017. DOI: 10.1016/j.amjcard.2017.03.011




Hiéu qua va an toan cua thudc khang tiéu cau

Phan tich tong hop

Phan tich gop tir 9 nghién ciru Iam sang ngau nhién véi 106288 BN

Major Bleedlng OR (95% CI)
Clopidogrel versus Placebo HA 1.23(1.07-142)
|
Prasugrel versus Clopidogrel o 1.26 (1.03-1.56)
Prasugrel versus Ticagrelor = 1.20(0.95-1.51)
1
Ticagrelor versus Clopidogrel A 1.05 (0.96—- 1.15)
J
1
Favours Treatment 1 Favours Treatment 2

Rahman Shah, et al. American Journal of Cardiology. 2017. DOI: 10.1016/j.amjcard.2017.03.011
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Lgi ich - nguy co chay mau khi dieu tri
thudc khang tiéu ciu

Thudc S0BN | Nam dieu Lovi ich Nguy co chay
diéu tri tri Mau nang

6 (5 NMCTvalTw 3 (cha yéu

Aspirin 10.000 12 thang

vong mach mau) XHTH)
Clopidogrel 1000 9-12 thang 23 (bién ¢6 TM chinh) 10 (1/3 XHTH)
Prasugrel 1000 15thang 19 (bién ¢6 TM chinh) 7
Ticagrelor 1000 12 thang 22 (bién ¢6 TM chinh) 6

Ticagrelor giam bién co tim mach, trong do co tu vong,
nhiéu hon, nhung khong tang nguy co chay mau nang hon
so v@i clopidogrel hay prasugrel,

Athanasios Pipilis, et al. Hellenic J Cardiol 2014; 55: 499-509
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Nghién ciru PRACTICAL:

Ticagrelor giam ty lé bién co tim mach & tur vong
trén BN HCMVC so vai Clopidogrel

Death, Ml or stroke Clopidogrel = Ticagrelor
i)
Q 0.10-
iF]
§ 0.08-
= adj HR:0.85 (D.78, 0.93)
g 0.06-
g
= 0.04-
=3
O 0.024
0.00- | | | | | | |
0 100 200 300 400 00 600 700
© Death
=
=
2 0.06-
2 adj HR-0.83 (0.75, 0.92)
S 0.03-
E
3

| | | 1 |
0 100 200 300 400 500 o600 70O



Nghién ciru PRACTICAL:

Két qua nghién ciru dong nhat va@i nghién ciru PLATO

Unadjusted HR Adjusted HR

Ticagrelor* | Clopidogrel* (95% ClI) (95%Cl)

Tiéu chi chinh
Twvong + NMCT + dot
quy.

Tiéu chi thir phat

11.7% | 223% | 049(0.46-053) | 0.85(0.78-0.93)

Tir vong . 58% | 12.9% | 0.43(0.39-047) | 0.83(0.75-0.92)
NMCT 6.1% 10.8% 0.52 (0.47-0.58) 0.89 (0.78-1.01)
Pot quy, - 18% 38% . 053(0.44-0.63) = 0.81(0.65-1.01)

Bién c6 xuat huyét

Nhap vién v&i xudt huyét | 55% 5.2% . 1.0(0.92-1.20) = 1.20(1.04-1.40)

Xuat huyét trong bénh
vién lién quan den PCI

*Cumulative probability of events per 100 patient-years at 24 months



Ticagrelor co dir lieéu nghién cifru phan anh day du

quan thé bénh nhan HCMVC trong thuc té

Tudi & gioi

Mirc db bénh

Thuodc dung kém

Trung binh 60, 15% bénh nhan >75 tudi, ni chiém 30%
Bao gom ca ngwdi da trang, ngwdi da den & chau A

Hoi chirng mach vanh cap khé&i phét trong vong 24 gié,
chwa chup mach vanh, bao gom ca 3 thé NMCT ST
chénh 1én, NMCT ST khong chénh |1én & Dau that nguc
khéng én djnh

Bénh |y tim mach
Tang huyét ap

Dai thao dwong typ 2
Suy than

Aspirin liéu nap va duy tri theo phac do6 hién hanh
Thuoc ha ap, thuoéc diéu tri tang cholesterol mau

Can thiép: nong mach vanh, phéu thudt bat cau
Khéng can thiép: ndi khoa bao ton

Wallentin L, et al. N Engl J Med. 2009;361:1045-1057. James S, et al. Am Heart J. 2009;157:599-605. Cannon CP, et al.

Lancet. 2010;375:283-293




Nghién ctru chi phi — hiéu qua ticagrelor
so vGi clopidogrel trong diéu tri hoi
chirng Vanh cap tai viét nam

Don vi chu tri: Trung tdm Khoa hoc Cong nghé Dwoc Sai Gon (Pai hoc Y Dwoc TP HCM).
Cha nhiém nghién clru: PGS.TS. D6 Van Diing — Pho hiéu trwéng Dai hoc Y dwoc TP HCM,
TS. Nguyén Thi Thu Thay — Khoa Dwoc, Pai hoc Y dwgec TP HCM
Pon vi phdi hop nghién ciru: Bénh vién Dai hoc Y Dwore Thanh phd H6 Chi Minh, Bénh vién Cho
Ray, Vién Tim Mach Viét Nam, Vién tim Ha Néi.

* Nghién ctru dwoc tai tro boi Astra Zeneca



Phuong phap nghién ciru

Xay dwng mo hmh danh gia chi ph| — hleu qua cua tlcagrelor so vé&i clopidogrel

| M6 hinh cay quyét dinh I

Khéng c6 thém

S Khong
Ngudi bénh hoi bién co
chirng mach NMCT
vanh cép khéng gay t&r vong R A

; . bQ khong tw

(tham gia nghién Sau NMCT N“:I;U;:an a Voﬁzg
clru)

bét quy,

khéng gay tir vong

Sau dot quy
T
Tir vong

\ Il | v'Trang thai Markov : 6 trang thai.

v Chu ki Markov : 1 nam.
v Thoi gian Markov : toan thoi gian song
v Chuyen dICh trang tha|

M6 hinh cay quyét dinh Bat dau ¥ran9 thai

1 ndm dya trén di lieu trong mo hinh
PLATO Markov dai han

ikolic E. Janzon M. Hauch O. et al. Cost-effectiveness of treating acute coronary syndrome patients with ticagrelor for 12 months: results from the PLATO study. Eur

Heart J. 2013;34(3):220-8



Két qua nghién ciru

Phan tich chi phi — hiéu qua

Panh gia ngwéng chi tra (TIC so véi CLO)

tr

VND/QALY |
Nguwdng chap nhan
il c6 diéu kién
160,8 Ngwdng chap nhan
107,2

53.6 / Ngwdng hoan toan chap nhan

ICER = 50,99tr VND/QALY

Ticagrelor c6 tinh hiéu qua vé kinh té -y té




Phan tich chi phi

Branded
Clopidogrel
Chi phi diéu tri/ ngay
(VND) 17,704
Chi phi BHYT chi tra 14.163

(VND)

Branded
Ticagrelor

31,746
17,777
| ttrvong T™M

| bién c6 T™
Khuyén cao wu tién



« H6i chirng mach vanh cap l1a nguyén nhan chinh dan dén tir vong tim mach
« Khuyén cdo ESC 2017:

. Ticagrelor dwore wu tién Iwa chon hon Clopidogrel & tat ca ca thé 1am
sang va chién lwoc diéu tri

 Duy tri DAPT dén 12 thang

 Div lieu hiéu qua va an toan cua Ticagrelor dwoe thé hién qua nghién ctru
PLATO:

- Ticagrelor giup giam bién ¢6 tim mach va tir vong tim mach so véi
clopidogrel

« Khdng khéc biét ve ti 1é xuat huyét nang
- Két qua tir RWE dong nhat vé&i két qua tie nghién clru PLATO
- Ticagrelor c6 hiéu qua vé kinh té - y té so vé&i clopidogrel



Xin cdm on qui dong nghiép da

lang nghe




