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* The content that will be presented represents the opinions and experience of the respective
presenters only and does not necessarily represent the views or recommendations of Viatris
Vietnam in any manner whatsoever.

Images/ citation seen in this presentation either belong to the speaker or have been sourced by
the speaker.

Viatris Vietnam has reviewed the content to meet specified standards in this document but not to
ensure references are correctly cited and copyrights for the images/citations. Viatris Vietnam, its
subsidiaries or affiliates does not, in any manner, owe any responsibility or liability for the
accuracy or correctness of the content in the presentation.
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CAC YEU TO NGUY CO VA BENH TIM MACH

Framingham Nguy

co' tim mach nén Bénh déng
ting: mach vanh

Tai ciu
tric co
tim

* Cholesterol
* Hut thude 13

* Tang huyét ap . T ‘
* Dai thio dwéng —— e
Chudi bénh Iy tim mach

Adapted from Dzau, Braunwald. Am Heart ] 1991;121:1244-1363

NGUY CO TIM MACH TOAN BO

(1) Khéng can cdc md hinh wéc lwong nguy co tim mach khi ¢é cac dic
diém sau:

* Bénh tim mach da xac dinh

» Dai thao duwong

» Yéu td nguy co ca nhan rat cao
* Bénh thdan man

(2) d6i v&i cac ddi twong con lai, st dung hé thong wéc Iweng nguy cor
chang han SCORE dwoc khuyén cdo dé wéc lwong nguy co tim mach
toan bo.

Eurapesn Heart Journol (2016) 37, 2999-3058
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NGUY CO’ TIM MACH: TANG HUYET AP

Phan tich gdp 61 nghién ciru tién ciru, quan sat
- 1triéu nguweilén
- 12,7 tridu bénh nhan - nam
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Giam 10
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— Diéu tri THA |a can thiét

Lewington 5 et al. Loncet 2003;380:1903-1913,
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TANG LDL-C LAM TANG NGUY CO TIM MACH O CAC DAN sO
KHAC NHAU

45-pi
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Ly ascor
A CARDS
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45=3candinavian Simvastatin Survival
Study
CARDS-Rx +* CARDS-PI A AFCAPS=Air Force/Texas Coronary
/ .’f_\. ASCOT-PI Atherosclerosis Prevention Study

CHD Events (%)

/ C D AFCAPS-PI ASCOT=Anglo-Scandinavian Cardiac
ASCOT-Rx ‘é‘ AFCAPS-Rx Outcomes Trial
T T T T T T 1 CARDS=Collaborative AtoRvastatin
Diabetes Study
1.3 1.8 2.3 2.84 3.36 3.87 4.39 491 5.43 CARE=Cholesterol and Recurrent Events
HP3=Heart Protection Study
End of Study LDL-C (mmol,"L} LIFID=Long-Term Interventicn with
Pravastatin Group in |schaemic Disease
WOSCOP5=West of Scotland
Coronary Prevention Study Group

CHD=coronary heart disease; LDL-C=fow-density lipoprotein cholesteroi;
Rx=drug group; Pl=placebo group.
Adagpted from Kostelein UP. Atherosclerosis 1999:143 (suppl 1);517-521.
Lancet 2002;360:7-22.
Sever Ps et ol. Loncet 2003;361:1149-58.
Cothoun HAM et ol. Lancet 2004,354:655-06.

NGUY CO' TIM MACH: LDL-C

* Meta-analysis CTT (Cholesterol Treatment Trialists) d3 chirng minh duoc méi lién hé
gilra viéc giam LDL-C mot cach hiéu qua va an toan bang statin vdi giam két cuc [am
sang (26 thir nghiém |am sang trén 170,000 bénh nhan)

Giam LDL-C, giam bién c6 tim mach LDL-C 4
0 Immol/l

Major coronary events

Major vascular events {nggfdl}

Ti 1& gidm bién ¢ TM
tuong trng (%)

Bién co Bién cd tim
mach vanh mach chinh

1 23% 4 21%
0.5 1.0
Reduction in LDL-C (mmol/L)

Baigent C et a/. Lancet 2005;366:1267-78 Lancet 2010;376:1670-81
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_ LQIICH TIEM NANG CUA HA KEP HUYET AP VA MO MAU
TREN TU’' VONG DO BENH MACH VANH (MOI 100,000 BENH NHAN-NAM)

n=108 879 men

BP

CHD mortality 100,000
Patient-Years

SBP Quartile

Cholesterol Tertile (mm Hg)

(mg/dL)

SBP=systolic blood pressure.
Adapted from Thomas F et al. Eur Heart J 2002;23:528-35.

DU’ LIEU QUAN SAT CHO THAY CAC TUONG TAC GIJ'A MO MAU VA
HUYET AP (DU’ LIEU TU NC TNT)

Lipid Tertiles

BP

TNT Endpoint (%) (mm Hg)

<73 74-94 295
mg/dL mg/dL  mg/dL

Primary Endpoint 2140
(Major CVD Events) <140

CHD Death/ 2140
Non-fatal Ml <140

2140

Fatal/Non-fatal Stroke

<140

pAl=rmyocardial infarction.

Adapted from Kostis J et al J Olin Hypertens 2008,10:367-76.
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ASCOT: NGHIEN CU'U TREN BENH NHAN TANG HUYET AP
KEM NHIEU YEU TO NGUY CO TIM MACH KHAC

Hypertensive patients with =3 additional CV risk factors

\j

Randomized
N=19,342
I
| I

Amlodipine * perindopril + Atenolol + bendroflumethiazide-K* +
doxazosin GITS doxazosin GITS

L

Eligible for lipid-lowering arm i = g
(TC <6.5 mmol/L [<250 mg/dL]) [n-10,305) Not eligible for lipid-lowering arm
Double-blind randomization Qv B meL|

= 5-Year Planned Follow-up
Atnrmusal::ﬁn LEOEL = Primary Endpoint: Non-fatal Ml
o] and Fatal CHD

GITS=gastrointestinal therapeutic system; TC=total cholesteral.
Adapted from 1. Dahldf B et al. Loncet 2005,366:895-006. 2. Sever PS et al. Lancet 2003;361:1145-58.

ardiac Dutcomes Trial

NHANH ASCOT-LLA: 136% CAC BIEN CO MACH VANH ;
KHI ATORVASTATIN BUQ'C THEM VAO TREN NEN DIEU TR] TANG HA'

Théi gian nic duy kién ban dau 5 nam

Thei gian nic thuc té 3.3 nam (NGUNG SGM)

Atorvastatin 10 mg (n=5168)
— Placebo (n=5137)

P=0.0005

Proportion of Patients (%)

HR=0.64 (0.50-0.83)

Significant
benefits
observed in
90 days?

HR=hazard ratioc.
Adapted from 1. Sever PS et al. Lancet 2003;361:1149-58. 2. Sever PS et al. Am J Cardiol 2005;96:39F-44F.
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PHOI HOP ATORVASTATIN VO AMLODIPINE CO HIEU QUA
NGU'A BIEN CG MACH VANH >3X VS PHOI HOP VOl ATENOLOL

= QObservations suggest risk for future CV events was lowered most for patients in
ASCOT-LLA treated with amlodipine + atorvastatin combination

Antihypertensive + atorvastatin
Antihypertensive + placebo =
16% reduction

reduction P<0.0001
P=NS

Atenolol + atorvastatin Amlodipine + atorvastatin

Vs

vs
atenolol amlodipine

NS=not significant.
Adapted from Sever P et al. Eur Heart J 2006;27:2982-8.

CHEN KENH CALCI GIAM BIEN THIEN HATT GIUA
CAC CA THE TOT HON CAC NHOM HA AP KHAC

Phan tich gép 389 N/C

Tac dong cua diéu tri 1én | Variance Ratio
, bien thién giira cac ca (95% CI)
Nhom thuoc ha ap the P-value
Nhom st dung so véi tat ca cac nhom khac
CCB 0.81 (0.76-0.86) <0.0001
Loi tiéu phi-quai 0.87 (0.79-0.96) 0.007
ACEI 1.08 (1.02-1.15) 0.008
ARB 116 (1.07-1.25) 0.0002
BB 117 (1.07-1.28) 0.0007
CCB so gia duoc 0.76 (0.67-0.85) <0.0001

- Trong tét ca N/C, tac déng giam HATT va bién thién HATT lam giam nguy co
« Néu VR bién thién HATT = <0.80, nguy co twong déi cla dot quy = 0.79; 95%
P <0.0001

AR, alpha-1 blocker; ACEI, angiotensin-converting enzyme inhibitor;
ARB, angiotensin receptor blocker; B8, beta-blocker; BP, blood pressure; BPW, BP variability;

Webb Al, et al. Lancet. 2010;375:506-915. iccB, calcium channel blacker; ©i, confidence interval; VR, variance ratio.
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ASCOT-LLA TOM TAT 2X2 : GIAM BIEN c6 TIM MACH

= Observations suggest risk 'I"or_ futurg CV events was lowered most for patients in

Amlodipine Atenolol

Fatal CHD + non-fatal Ml 53% 16%
Total CV events and procedures 27% 15%

Fatal + non-fatal stroke % 31%

Adapted from 1. Sever PS et al. Lancet 2003;361:1149-58. 7. Sever P et al. Fur Heart /1 2006;27:2082-8.

CAC PHOI HOP NAO?

» Céc thudc huyét dong: vién don cho mot YTNC

» Céc thudc huyét dong va chuyén hda véi nhau: vién don cho nhiéu YTNC

. Drug 2:
Drug 2: Anti- Cholesterol
hypertensive Lowering

Drug 1: Anti- Drug 1: Aljti-
hypertensive hypertensive
Hypertension

Baigent C et ai. Lancet 2005;366:1267-78 Lancet 2010;376:1670-81
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VIEN KET HQP AMLODIPINE/ATORVASTATIN :
CHU'ONG TRINH NGHIEN CU'U

FDC:
I
studies
Single-pill Adherence
Studies Studies

GEMINI &
CAPABLE JEWEL cusp TOGETHER CRUCIAL
GEMINI (AALA)

Blank 1 et al. i Clin Hypertens 2005,7:264-73.
Erdine 5 et al. J Hum Hypertens 2008,23:105-210.

NGHIEN CU’'U CUSP: KET LUAN

The use of a calcium channel blocker/statin combination in the
management of hypertension and dyslipidemia: a randomized, placebo-
controlled, multicenter study

* Diéu tri vdi vién don (aml/ator), cung vai thay doi |6i sdng (TDLS),
hiéu qua hon trong viéc dat muc tiéu kép HA"/LDL-C™" so véi chi
TDLS & bénh nhan THA va RLLP vao th&i diém tuan 4 va 8.

* Diéu tri voi vién don (aml/ator) dung nap t6t trong 8 tuan diéu tri
bénh nhan THA v&i nguy co tim mach thap va trung binh.

"Based on the JNC 7 guidelines (JAMA 2003;289:2580-72). *"Based on the NMCEP ATP Il guidelines (JAMA 2001; 285: 2486-87).

Adapled from Meutel JM et al. J Glin Hypertens 2008;11:22-30.
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NGHIEN CU’'U TOGETHER : KET LUAN

Simultaneous treatment to attain blood pressure and lipid goals and reduced
CV risk burden using amlodipine/atorvastatin single-pill therapy in treated
hypertensive participants in a randomized controlled trial

* Diéu tri v&ivién don (aml/ator), cung véi thay doi 16i séng (TDLS),
hiéu qua hon dé dat muc tiéu kép HA*/LDL-C™ hon chi amlodipine
+ TDLS & nhitng bénh nhan THA phong nglra tién phat va co céac
yéu t6 nguy co tim mach két hop.

* Ca hai liéu phap déu kha an toan

*Bazed on the JNC 7 guidelines (JAMA 2003;289:2560-72).
**Based on optimal goal from the NCEP ATP Ill guidelines (JAMA 2001;235:2486-97).

Adapted from Grimm R et al. Vasc Health Risk Manag 2010;6:261-71.

NGHIEN CU'U CRUCIAL: KET LUAN

« Chién lwoc can thiép xir tri da yéu t6 nguy co chd déng dua trén Vién két hop
(aml/ator) hiéu qua hon trong viéc giam nguy co bénh mach vanh so véi cac bac
sT 1am sang tw phdi hop, & bénh nhan THA va cé YTNC két hop, véi ting nhe m&
mau.

* Giam nguy co BMV 10 ndm du dodan theo Framingham dugc cho |a do gidm huyét
ap tAm thu va m& mau chd déng bdi vién két hop

* Tac dung phu va an toan cla vién két hop (amlodipine/atorvastatin) twong tu cac
nghién clru trwdc vé cac thuoc nay.

Adapted from Zamorano J et al. Curr Med Res Opin. 2011;27:821-33.
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CARPE-P: LIEU PHAP VIEN KET HQP CAI THIEN MUC BO TUAN TRI| HON
CAC VIEN ROI

= Adherence (PDC 20.8) was significantly higher in single-pill amlodipine/atorvastatin cohort vs all

0001

F statin ¢

100%

Unadjusted Proportion of Patients Achieving Adherence

80% 67.7%

60%

40%

Patients with PDC 280%

20%

(i}
0% Single—pil Amlodipine s AmM €+ Other CCB + _Other CCB +
Amlodipine/ atorvastatin other statin atorvastatin  other statin
atorvastatin

Adapted from Patel BV et al. Vasc Health Risk Manag 2008;4:673-81.

CARPE-P: LIEU PHAP VIEN KET HQP CAI THIEN MUC BO TUAN TRI
HON CAC VIEN RO1 O THOI DIEM 18 THANG

= Patients on SPAA were more likely to be adherent vs CCB/statin patients (OR 4.7 [95%CI 4.22,
5.23]; P<0.001)

6 Months
Patients with PDC 280%
Mean PDC (SD)
Median PDC

12 Months
Patients with PDC >80%
Mean PDC (SD)
Median PDC

18 Months
Patients with PDC =80%
Mean PDC (SD)
Median PDC

SPAA=single-pill amlodipine/atorvastatin.
Adapted from Chapman RH et al. BMC Cardiovascular Disorders 2010;10:29.
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CARPE-M EVENTS: BENH NHAN Bu"su TRI VIEN KET HOP CO Ti LE BIEN
CO TIM MACH QUA THO'l GIAN THEO DOI THAP HON
BENH NHAN DIEU TRI VOl CAC VIEN ROI CCB + STATIN

= Non-adherent patients and CCB/statin patients experienced higher CV event rates than adherent
and smgle-plll amlodlpme]aturvastatm paﬂents

12-month Event Rate

Total Events (N)

Total Person-Years

Incidence Rate per 100 person-
years

Overall Event Rate

Total Events (N)

Total Person-Years

Incidence Rate per 100 person-
years

SPAA=single-pill amlodipine/atorvastatin.
Adapted from Chapman RH et al. BMC Cardiovascular Disorders 2010;10:29.

KET LUAN

 Cdc yéu té nguy co tim mach (YTNC-TM) thuéng khéng xudt hién
don déc va viéc kiém sodt tét phdn Ion cac YTNC-TM giup cdi thién
ddng ké duv héu.

» Djéu tri vdi vién két hop amlodipine/atorvastatin cting vdi thay déi
161 séng kiém sodt muc tiéu kép HA va LDL-C hiéu qua hon diéu trj
cdc vién roi & bénh nhdn THA va cé cdc YTNC-TM két hop.

» D liéu an todn cua vién két hop twong tw nhw viéc diéu tri cdc
vién rdi, tuy nhién, vién két hop cé s tudn trj cao hon nhiéu.
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