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DISCLAIMER

« N6i dung trinh bay chi thé hién quan diém va kinh nghiém ctia bao cdo vién va khéng nhat thiét
thé hién quan diém hay khuyén nghi clia Pfizer duéi bat ky hinh thirc nao.

« Hinh anh/néi dung trich dan trong bai bao céo thudc vé bao céo vién hodc st dung b&i bao céo
vién.

« Pfizer da kiém tra ndi dung dé ddm bao thda mot sé tiéu chuén cu thé nhwng khéng dam bao
s chinh xéac trong trich dan tai liéu, va ban quyén hinh anh va néi dung trich dan. Pfizer, cac
coéng ty con hodc cdng ty lién két khéng chiu trach nhiém dwdi bat ky hinh thérc ndo cho tinh
chinh xac cua néi dung bai bao cao.



CAC YEU TO NGUY CO VA BENH TIM MACH
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Adapted from Dzau, Braunwald. Am Heart J 1991;121:1244-1263



NGUY CO TIM MACH TOAN BO

(1)[Kh6ng c‘z?m]céc mo hinh wdc lwong nguy co’ tim mach khi ¢é cac dac
diém sau:

 Bénh tim mach da xac dinh

e Pai thao duong

* YEu td nguy co ca nhan rat cao
e Bénh than man

(2) ddi vé&i cac doi twong con lai, sir dung hé thong wéc lwong nguy co’
chang han(SCORE)dwoc khuyén cido dé wéc lwong nguy co’ tim mach
toan bo.
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European Heart Journal (2016) 37, 2999-3058



NGUY CO TIM MACH: TANG HUYET AP

Phan tich gép 61 nghién ctru tién clru, quan sat
- 1triéu nguoi lon
- 12,7 triéu bénh nhan - nam
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Lewington S et al. Lancet 2002;360:1903-1913.



Ti LE THA O VIET NAM GIA TANG DANG KE &
Ti LE KIEM SOAT HA CHi KHOANG HO'N 30%
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Tang huyét ap trén toan qudc nam 2015

Tdng huyét dp khi

HA tém thu 2 140 mmHg va/hodc
HA tam truwo'ng 2 90 mmHg va/hodc
dang diéu trj thudc ha huyét dp

Diéu tra dich té Viét nam
5454 ngudi trudng thanh
Quan thé: 44 triéu

Figure 1: Prevalence of hypertension in developing countries with national surveys
Data are from references 4, 5. 21, and 24-27

Lancet 2012; 380: 611-19
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TANG HUYET AP

Quan thé: 20.8 triéu

Huyét &p binh thudng
52.8% (2877/5454)
Quan thé: 23.2 triéu

http://vnha.org.vn/upload/hoinghi/hntha2016/nguyen-lan-viet-THA dieutra final.pdf. Accessed: 8Mar2020
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TANG LDL-C LAM TANG NGUY CO TIM MACH O CAC DAN SO
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- A HPS
A Ascot
Lipid-PI A cARDs

. CARE-Rx
HPS-Rx A WOs-Pl 4S=Scandinavian Simvastatin Survival
X WOS-Rx Study

CARDS-Rx #” CARDS-PI A @ AFCAPS=Air Force/Texas Coronary

V4 A ASCOT-PI Atherosclerosis Prevention Study
/ A . AFCAPS-PI ASCOT=Anglo-Scandinavian Cardiac

ASCOT-Rx AFCAPS-Rx Outcomes Trial
] ] T T | | ] ] CARDS=Collaborative AtoRvastatin

Diabetes Study

1.3 1.8 2.3 2.84 3.36 3.87 4.39 4.91 5.43  cARE=Cholesterol and Recurrent Events

HPS=Heart Protection Study

End of StUdy LDL-C (mmoI/L) LIPID=Long-Term Intervention with

Pravastatin Group in Ischaemic Disease
WOSCOPS=West of Scotland

CHD=coronary heart disease; LDL-C=low-density lipoprotein cholesterol; .
Coronary Prevention Study Group

Rx=drug group; Pl=placebo group.
Adapted from Kastelein JIP. Atherosclerosis 1999:143(suppl 1);S17-S21.
Lancet 2002,360:7-22.
Sever PS et al. Lancet 2003;361:1149-58.
Colhoun HM et al. Lancet 2004;364:685-96.



NGUY CO TIM MACH: LDL-C

. [Meta-analysis CTT](ChoIesteroI Treatment Trialists) d3 chirng minh duoc mai lién hé
gitra viéc[giam LDL-C mot cach hiéu qua va an toan bang statin|véi giam két cuc lam
sang (26 thi nghiém 1am sang trén 170,000 bénh nhan)

Gidm LDL-C, giam bién ¢d tim mach

——— Major coronary events
— Major vascular events

v

Ti l& gidm bién c6 TM
tuong ing (%)

Bién co Bién cd tim
mach vanh mach chinh
l 1 23% 121%

0.5 1.0 1.5 2.0
-10 —Reduction in LDL-C (mmol/L)

Baigent C et al. Lancet 2005;366:1267-78 Lancet 2010;376:1670-81



CAC PHOI HOP NAO?

« Cac thudc huyét dong{vién don cho mot YTNC

* Cac thudc huyét déng va chuyén hoéa véi nhau{vién don cho nhiéu YTNC|

Drug 2:
Cholesterol
Lowering

Drug 2: Anti-
hypertensive

Drug 1: Anti- Drug 1: Anti-
hypertensive hypertensive

Hypertension

Baigent C et al. Lancet 2005;366:1267-78 Lancet 2010;376:1670-81



LOT iCH TIEM NANG CUA HA KEP H yYE'T AP VA MO MAU TREN TU VONG
DO BENH MACH VANH (MOl 100,000 BENH NHAN-NAM)

n=108 879 men /B Cholesterol

Lowering
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CHD mortality 100,000
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_ 130-139 SBP Quartile
<130 (mm Hg)

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



DU LIEU QUAN SAT CHO THAY CAC TUO'NG TAC GITA MG MAU
VA HUYET AP (DU’ LIEU TU NC TNT)

/ Lipid Tertiles \
~

TNT Endpoint (%) (P >
P 0 (mm Hg) <73 74-94 295
mg/dL mg/dL  mg/dL
Primary Endpoint 2140 9.3 y 12.3
IElEr e 2er <140 7.1 9.2 111
CHD Death/ 2140 5.9 /7}4 9.5
Non-fatal M <140 5.5 6. 8.7

Fatal/Non-fatal Stroke

Ml=myocardial infarction.

Adapted from Kostis J et al. J Clin Hypertens 2008;10:367-76.



SPRINT: STANDARD VS. INTENSIVE TREATMENT

Average SBP: 121 mmHg (2.9 meds) vs. 134 mmHg (1.9 meds)

150

140— Standard treatment

130+

‘1!\
120 &\.\‘——k"‘*“’—!/!\s— — N—{

L i

Systolic Blood Pressure (mm Hg)

Intensive treatment

110
T T T T T T
0 1 2 3 4
Years

No. with Data
Standard treatment 4683 4345 4222 4092 3997 3904 3115 1974 1000 274
Intensive treatment 4678 4375 4231 4091 4029 3920 3204 2035 1048 286
Mean No. of Medications
Standard treatment 1.9 18 1.8 1.8 1.8 1.8 1.8 1.8 1.8 1.9
Intensive treatment 2.3 2.7 2.8 2.8 2.8 2.8 2.8 2.8 2.8 3.0

1. SPRINT Research Group, NEJM 2015



SPRINT Primary Outcome

Lame]
© Hazard Ratio = 0.75 (95% CI: 0.64 to 0.89)
- Standard
(319 events)
5 8-
T
5 Intensive
§ § . (243 events)
% = During Trial (median follow-up = 3.26 years)
Number Needed to Treat (NNT)
to prevent a primary outcome = 61
< I I i I 1 ]
0 1 2 3 4 5
Nurqbgr of 4683 4437 4228 2829 721
Participantsnt 4678 4436 4256 2900 779

Primary outcome: CVD composite: first occurrence of Myocardial infarction (Ml), Acute coronary syndrome (non-MI ACS), Stroke,
1. SPRINT Research Group, NEJM 2015 Acute decompensated heart failure (HF), Cardiovascular disease death



ASCOT: A STUDY IN HYPERTENSIVE PATIENTS AT

BPLA!
f

LLA2
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LOW-TO-MODERATE CV RISK

f
.
I : I
Eligible for lipid-lowering arm . . .
(TC £6.5 mmol/L [£250 mg/dL]) (n=10,305) Not eligible for lipid-lowering arm
Double-blind randomization (TC >6.5 mmol/L [>250 mg/dL])
|
| | e 5-Year Planned Follow-up
At:r':vsa]ﬁ:tin ;;iziz e Primary Endpoint: Non-fatal MI
10meg and Fatal CHD

Anglo-Scandinavian

GITS=gastrointestinal therapeutic system; TC=total cholesterol. aS‘ ‘ ’t
Adapted from 1. Dahlof B et al. Lancet 2005;366:895-906. 2. Sever PS et al. Lancet 2003;361:1149-58.

Cardiac Outcomes Trial



ASCOT-LLA: EFFECT OF STATIN + ANTIHYPERTENSIVE
THERAPY ON LDL-C AND BP

= There were minimal differences in BP and lipids in each treatment arm

LDL-C (mg/dL) Blood Pressure
140 - 165 (mm Hg)
130 1 !:.’;\‘ 155
\ * >3 SBP
120 71 145 4 \
\ e
110 T —e -
135 -+
100 A 7
95
90 T - DBP
_—r/‘
—
30 - 85 Q% P
0 /Ir 1 1 1 1 75 1 1 1 1 1 1
Baseline 1 2 3 Lipid 0 1 2 3 4 Lipid
lose- lose-
Years Close Years Close
out out

Atenolol + atorvastatin  ——  Amlodipine + atorvastatin

—e— Atenolol + placebo —=—  Amlodipine + placebo Anglo-Scandinavian

DBP=diastolic blood pressure. aS‘ ( ,t
Adapted from Sever P et al. Eur Heart J 2006;27:2982-88.

Cardiac Outcomes Trial



ASCOT-LLA:|GIAM 36%

NMCT KHONG TU VONG VA BMV TU

VONG KHI CHO THEM ATORVASTATIN VAO PIEU TR| THAL

Originally planned length of trial: 5 Years

< >
Actual length of trial: Median 3.3 years
4 >
Atorvastatin 10 mg (n=5168)

g 3 1T Placebo (n=5137)
£ Trial stopped early
a P=0.0005
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0.0 0.5 1.0 1.5 2.0 2.5 3.0 33 5.0
Years

HR=hazard ratio.

Adapted from 1. Sever PS et al. Lancet 2003;361:1149-58. 2. Sever PS et al. Am J Cardiol 2005;96:39F-44F.

Anglo-Scandinavian

aAScOL

Cardiac Outcomes Trial



ASCOT: MUC TIEU NGHIEN cUU

BNham [danh gia twong tac tiém nanglgitra statins va
cac thuoc diéu tri ha ap khac nhau {amlodipine vs
atenolol) trén tiéu chi chinh, bién boé tim mach toan bd
va thu thuat

Amlodipine + Atenolol + Atenolol +
Placebo Placebo Atorvastatin
(n=2554) (n=2583) (n=2584)

Anglo-Scandinavian

Adapted from Sever P et al. Eur Heart J 2006;27:2982-8. aSC< ,t

Cardiac Outcomes Trial



THEM ATORVASTATIN DIEU TRI CUNG AMLODIPINE LAM[TANG GAP 3
QUA GIAM BIEN CO MACH VANH SO VOI KHI DUNG CHUNG VOI ATENOLOL

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

36%
reduction
P=0.005

Antihypertensive + atorvastatin
Vs
Antihypertensive + placebo

16% 53%
reduction reduction
P=NS P<0.0001

Atenolol + atorvastatin
Vs
atenolol

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

Amlodipine + atorvastatin
Vs
amlodipine

LAN HIEU

Anglo-Scandinavia

ascot

Cardiac Outcomes Trial



ASCOT-LLA TOM TAT 2X2 : GIAM BIEN CO TIM MACH

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

Fatal CHD + non-fatal Ml

Total CV events and procedures

Fatal + non-fatal stroke

36%

21%

27%

Amlodipine

)
53%

27%

31%
—

Adapted from 1. Sever PS et al. Lancet 2003;361:1149-58. 2. Sever P et al. Eur Heart J 2006;27:2982-8.

Atenolol

16%

15%

24%

Anglo-Scandinavia

ascot

Cardiac Outcomes Trial



VIEN KET HOP AMLODIPINE/ATORVASTATIN :
CHU'O'NG TRINH NGHIEN CUU

Co-
[ administered }<_

studies

Single-pill Adherence
Studies Studies

T
}




NGHIEN C’'U CUSP: KET LUAN

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

 Piéu trj vdi vién don (aml/ator), cung vai thay doéi 16i séng (TDLS),
[hiéu qua hon|trong viéc dat muc tiéu kép HA*/LDL-C** so vd&i chi
TDLS & bénh nhan THA va RLLP vao thoi diém tuan 4 va 8.

* Diéu trj vdi vién don (aml/ator)(dung nap tot]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;289:2560-72). **Based on the NCEP ATP Il guidelines (JAMA 2001; 285: 2486-97).

Adapted from Neutel JM et al. J Clin Hypertens 2009;11:22-30.



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

 Piéu tri vdi vién don (aml/ator), cung véi thay doi 16i sdng (TDLS),
hiéu qua hon|dé dat muc tiéu kép HA™/LDL-C™* hon chi amlodipine
+ TDLS & nhitnglbénh nhan THA phong nglra tién phat va ¢ cac
yéu td nguy co tim mach két hop.

* C4 hai liéu phdp déu khé(an toan|

*Based on the JNC 7 guidelines (JAMA 2003;289:2560-72).
**Based on optimal goal from the NCEP ATP Il guidelines (JAMA 2001;285:2486-97).

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



NGHIEN CU’'U CRUCIAL: KET LUAN

« Chién lwoc can thiép x& tri da yéu t6 nguy co chld dong dua trén Vién két hop
(aml/ator) hiéu qua hon trong viéc gidm nguy co b&nh mach vanh so vdi cac bac
si 1am sang tuw phoi hgp, & bénh nhan THA va cé YTNC két hop, vdi tang nhe m&
maul.

* Giam nguy co BMV 10 nam du doan theo Framingham duoc cho la do giam huyét
ap tdm thu va m& mau chd dong bdi vién két hop

* Tac dung phu va an toan cta vién két hop (amlodipine/atorvastatin) twong tyu cac
nghién clru trwdc vé cac thudc nay.

Adapted from Zamorano J et al. Curr Med Res Opin. 2011;27:821-33.



CARPE-P: LIEU PHAP VIEN KET HOP CAI THIEN MUC DO TUAN TRI
HON CAC VIEN RO

= Adherence (PDC 20.8) was significantly higher in single-pill amlodipine/atorvastatin cohort vs all
other CCB + statin cohorts (P<0.0001)

Unadjusted Proportion of Patients Achieving Adherence

Patients with PDC 280%

Single-pill Amlodipine +
Amlodipine/ atorvastatin
atorvastatin

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



CARPE-P: LIEU PHAP VIEN KET HOP CAI THIEN MUC DO TUAN TRI
HON CAC VIEN ROI O THOI DIEM 18 THANG

= Patients on SPAA were more likely to be adherent vs CCB/statin patients (OR 4.7 [95%Cl 4.22,
5.23]; P<0.001)
= Adherence remained higher throughout the 18-month follow-up for SPAA

6 Months
- - ) Y
Patients with PDC >80% 868 56.5% 3825 21.4% <0.001
Mean PDC (SD) 0.73 (0.26) 0.49 (0.31)
Median PDC 0.83 0.50 <0.001
12 Months
Patients with PDC 280% 712 46.3% 3529 19.7% <0.001
Mean PDC (SD) 0.66 (0.30) 0.46 (0.31)
Median PDC 0.75 0.46 <0.001
18 Months
Patients with PDC >80% 650 42.3% 3342 18.7% <0.001
Mean PDC (SD) 0.62 (0.31) 0.43 (0.32)
. — =
Median PDC 0.72 0.42 <0.001

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



CARPE-M EVENTS: BENH NHAN BIEU TR| VIEN KET HOP CO TI LE
BIEN CO TIM MACH QUA THO! GIAN THEO DOI THAP HON BENH
NHAN BIEU TR| VG1 CAC VIEN ROI CCB + STATIN

= Non-adherent patients and CCB/statin patients experienced higher CV event rates than adherent
and single-pill amlodipine/atorvastatin patients

= Being adherent to either regimen was associated with lower risk of CV events (HR=0.77,
P=0.003)

12-month Event Rate

Total Events (N) 433
Total Person-Years 19,447 4693 14,754 1537 17,910
Incidence Rate per 100 person- 2.32 1.88 2.47 1.24 2.42
years

Overall Event Rate

Total Events (N) 818 164 654 38 780
Total Person-Years 38,074 9139 28,935 2734 35,340
Incidence Rate per 100 person- 2.15 1.79 2.26 1.39 2.21
years — D —

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) thuong khéng xuét hién
don déc va viéc kiém sodt tét phdn Ion cdc YTNC-TM gitip cai thién
ddng ké dv héu.

« Diéu tri vdi vién két hop amlodipine/atorvastatin cling vdi thay déi
16i séng kiém sodt muc tiéu kép HA va LDL-C hiéu qud hon diéu tri
cdc vién roi & bénh nhén THA va cé cdc YTNC-TM két hop.

* Di¥ liéu an todn cua vién két hop twong tuw nhuw viéc diéu tri cdc
vién roi, tuy nhién, vién két hop cd sw tuén tri cao hon nhiéu.
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