CAP NHAT ROI LOAN LIPID MAU

TS LE VAN CHI
Phé CT HOi Noi tiét - Dai thdo duong Viét Nam
BM Noi trwong DH Y Duoc Hué
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2018 AHA/ACC Multi-Society &= 2019 ESC/EAS

Primary prevention without diabetes or severe
hypercholesterolemia
— PCE estimates

Very high risk

L isk * High risk

= Low ris |

= Borderline risk Mode'rate risk
* Low risk

* |Intermediate risk
= High risk
Severe hypercholesterolemia
— No risk estimation indicated
Diabetes
- PCE
— Risk enhancers
Clinical ASCVD
— Very high risk
— Not at very high risk

Mach F, et al. Eur Heart J. 2020;41:111-188; Grundy SM, et al. J Am Coll Cardiol. 2019;73:e285-e350.

- KA} 20?2 HO! NGHI NOI KHoA MIEN TRUNG MO RONG

LAN THU 1Nl




2018 AHA/ACC Multi-Society &=

Xac dinh cuong do diéu tri statin phu thudc

vao mirc do nguy co BL TM do vita xo. - Statin cwong do cao: giam = 50% LDL-c ¢
mmmm) NhOM NgUY CO Cao

Muc tiéu: - Statin cwong do trung binh: giam > 30%

- Giam % LDL-c LDL-c & cac nhom khac.

- Giam gia trj tuyét doéi LDL-c

HOI NGHI NOI KHOA MIEN TRUNG MG RONG
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Treatment goal
for LDL-C

3.0 mmol/L
(116 mg/dL)

1.8 mmol/L
70 /dL
&>50% I

reduction

o 1.4 L
A mmol/
baseline (55 mg/dL)

Lipid/Lipoprotein Goals

2019 ESC/EAS

«SCORE <%

« SCORE 2 1% and <5%

* Yourg pavents (T 1DM <35 years
T2DM <50 years) wath DM duracen

<10 years without other ruk factors

+ SCORE 25% and <10%
* Mariedly elevated sngle ruk faczors, in
parccuar TC >8 mmell (310 mgidl) or
LDLC >49 memollL (190 mp/dL) or

8P = 180110 mmig

* FH wachout ccher major risk faczors

* Moderate CKD (eGFR 30-59 mLimin)

* DM wio target organ damage, with DM

durason 2 |0 years or ocher addioonal risk factor

For patients with ASCVD who experience a second vascular event within 2 years (not necessarily of the same type as the
first event) while taking maximally tolerated statin-based therapy, an LDL-C goal of <1.0 mmol/L (<40 mg/dL) may be

o 1191
considered. -

Mach F, et al. Eur Heart J. 2020;41:111-188.
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+ ASCVD (dinical maging)
« SCORE =10%
« FH waith ASCVD or with another

major risk factor

» Seyene CKD (¢GFR <30 mil/rmin)
« DM & target organ damage: 23

major risk factors; or early orset of
T1DM of long duration [>20 years




PCE, SCORE risk estimation tools (AHA/ACC, ESC/EAS)
Danh gia nguy co BLTM do vita xo trong 10 nam chi dwa vao cac YTNC.

Can tinh dén:

- YEu to lam tang nguy co (risk enhancer)

- YEu t6 lam thay d6i nguy co (risk modifier)

= xuat hién theo thdi gian va lam thay d6i nguy co ban dau.

== h{tu ich @ nhirng bnh cé nguy co gi¢i han/trung binh (AHA/ACC),
nguy co thap/trung binh (ESC/EAS)

Mach F, et al. Eur Heart J. 2020;41:111-188; Grundy SM, et al. J Am Coll Cardiol. 2019;73:e285-e350.
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Family history of premature ASCVD
Primary hypercholesterolemia
Chronic kidney disease

Metabolic syndrome

Conditions specific to women (e.g.
preeclampsia, premature menopause)

Chronic inflammatory conditions (especially
rheumatoid arthritis, psoriasis, HIV)

Ethnicity (e.g. south Asian ancestry)

Lipid/Biomarkers:

Persistently elevated triglycerides (2175 mg/dL)

In selected individuals if measured:

hsCRP 22 mg/L

Lp(a) levels 250 mg/dL or 2125 nmol/L
ApoB levels 2130 mg/dL
Ankle-brachial index <0.9

Chronic Kidney Disease (CKD,

2018 Blood Cholesterol Guideline

ASCVD Risk Enhancers




2019 ESC/EAS Guidelines

Risk Modifiers

Social deprivation: the origin of many of the causes of CVD.

Obesity and central obesity as measured by the body mass index and
waist circumference, respectively.

Physical inactivity.
Psychosocial stress including vital exhaustion.

Family history of premature CVD (men: <55 years and women: <60

years).

Chronic immune-mediated inflammatory disorder.

Major psychiatric disorders.

Treatment for human immunodeficiency virus infection.
Atrial fibrillation.

Left ventricular hypertrophy.
Chronic kidney disease.

Obstructive sleep apnoea syndrome.

Non-alcoholic fatty liver disease.

Mach F, et al. Eur Heart J. 2020;41:111-188.
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Other nsk modifiers:

ApoB

Lp(a)

Triglycerides

C-reactive protein
Presence of albuminuria




01/9/1987: Statin (lovastatin) dwoc st dung dau tién & Hoa Ky.

Hién van Ia thudc Iwa chon dau tién dé Iam gidm LDL-c.
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Duy tri nong d6 LDL-c thap kéo dai c6 loi
trén bién c6 mach mau Ién

Total Annval event rate RR (Cl) per 1 mmol/L
number incontrolarm reduction in
of MVEs (% per year) LDL cholesterol
0-1year 4680 3-8 - —— 0-91 (0-85-0-97)
1-2 years 3580 34 N 0-78 (0-73-0-85)
2-3 years 3124 36 —— 0-76 (0-70-0-82)
3-4 years 2483 3-6 S 0-72 (0-66-0-79)
4-5 years 1819 37 — - l 24%  078(071-0-87)
=5 years 1018 3.9 -— 0-76 (0-65-0-87)
All years 16 704 36 O 0-80(0-78-0-82)
Years 1-25 12024 36 0 076 (0-74-0-79)
W99 <[>95%c 05 075 1 1.25
<4— —p
LDL cholesterol LDL cholesterol
lowering better lowering worse P<0,0001
» HOI NGHI NOI KHOA MIEN TRUNG MO RONG
4 k" 202' LAN THU I ' vww.thelancet.con 38 November 19, 2C16


http://www.thelancet.com/

Thuw thach khi lwa chon statin cho bénh nhan

Tinh dung nap va tuan thu cua

. _ o
bat muc LDL- C muc tieu e A

Thir thach
lwa chon
statin

Bénh s phirc tap va dung nhiéu
thudcPc

Tac dung ngoai ybd

a. Ansell BJ. s Manag Care Pharm. 2008;14(suppl S-b):59-515; b. Meade LT. US Pharm. 2007;32:66-71;
c. Vogeli C, et al. J Gen Intern Med. 2007;22(suppl 3):391-395; d. Ito MK, et al. J Clin Lipidol. 2014;8:69-76.
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Mdc ha LDL-c trung binh cua cac statin
% LDL-C reduction

01
LDL-C |
LO|\\,I\§RI 2
EFFEC / mg
LDL
¥ 42
- %
LDL-C
LOWERI 4
NG
EFFEC, J mg
LDL
-C
- 0
47 %
Pitavastatin
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~ Hiéu qua trén phong ngira bien co tim mach cua pitavastatin
4 v@i cac statin khac

CIRCLE |
e © The total cohort

Comparison of Preventive Effect On Cardiovascular
Events With Different Statins

* Objective

To show the efficacy of statins on MACE in patients after
PCl and to compare those effects among statins

* Patients
The consecutive patients who underwent PCl (n=742)
* Method

Pitavastatin 2.3 mg (n=180, for 27 mts), Atorvastatin 11.3
mg(n=161, for 26 mts), Pravastatin 10.3 mg (n=151, for
39 mts),no statin (n=251, for 19 mts).

* Endpoint
Major Adverse Cardiac Events
*MACE is a composite of cardiac sudden death, fatal or

nonfatal myocardial infarction (Ml), death from
worsening of chronic heart failure (CHF), bypass surgery.

target lesion revascularization (TLR) and repeated PCI for de novo lesion.
*PCI : Percutaneous Coronary Intervention

LAN THU I

Event-free Sulival (%)
D
o
|

100

oo
o
|

I
o
l

N
o
|

=180

Pitavastatin
" n=161 a1y
n=151 PRV
_M

n=251 "= No statin

Log-rank p<0.001

o
o

— 1 T 1 r T 1 T 1
30 40 50 60 70

Months after PCI

@® The factors affecting Major Adverse Cardiac Events

Maruyama T et al. Circ J. 2011; 75

HOI NGHI NOI KHOA MIEN TRUNG

Multivariable analysis Hazard ratio 9526 CI
Type of device (DES vs. non-DES) o.74 0.61-0.96
Atorvastatin (vs. no statin) .73 0.59-0.89
Pravastatin (vs. no statin) O: 7O 0.65—-0.95
Pitavastatin (vs. no statin) 0.49 0.36—0.63
Pitavastatin (vs. Atorvastatin) 0.66 0.48-0.89
Pitavastatin (vs. Pravastatin) 0.61L 0.45-0.82

* DES: drug eluting stent

12




Nguy co’ tim mach ton dw ngay ca khi dung statin
cwong do manh: 56 — 76%

45 CARE WOSCOPS LIPID AFCAPS HPS CARDS ASCOT  JUPITER
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LDL-C Reduction in Clinical Studies and Current Guidelines

Cumulative LDL-C Reduction of Therapies Over the Years

200 1.

1504
g e Risk-based LDL-C target
% 100 }- - : Moderate risk (ESC, AHA)
=

High risk (ESC, AHA)
50 4 Very high risk (ESC)
0 Al Ll L .
1995: 4S 2005: TNT/ 2015: IMPROVE-IT 2017: FOURIER
Statin IDEAL Ezetimibe PCSK9i
Potent Statin

Nurmohamed NS, et al. J Am Coll Cardiol. 2021;77:1564-1575.
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In adults with diabetes and
10-year atherosclerotic car-
diovascular disease risk of
20% or higher, it may be
reasonable to add ezetimibe
to maximally tolerated statin
therapy to reduce LDL cho-
lesterol levels by 50% or
more. C

KA’ 202 HO! NGHI NOI KHON MIEN TRUNG MO RONG
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Primary Prevention

Secondary Prevention

For patients with diabetes
and atherosclerotic cardio-
vascular disease considered
very high risk using specific
criteria, if LDL cholesterol is
=70 mg/dL on maximally tol-
erated statin dose, consider
adding additional LDL-lowering
therapy (such as ezetimibe or
PCSK9 inhibitor). A Ezetimibe
may be preferred due to lower
cost.




Exploring New and Improved Strategies for
Dyslipidemia




Cac thuoc ha lipid mau ngoai statin
IMPROVE-IT FOURIER ODYSSEY Outcomes

N = 18,144 N = 27,564 N = 18,924
40 -
HR 0.936 16% - 15 -
s (CI: 0.887, 0.988) Simvastatin — 34.7% HR 0.85 14.6% HR 0.85
< il 2742 events 149 4 (95% Cl: 0.79, 0.92) (95% Cl: 0.78, 0.93)
= =0 P < .0001 12 | P=-0003
é 30 4 HR ~0.09 after year 1 129 J 12.6%
-
§ 10% — Placebo
w imibe/ k3
% aon. Ezetimibe | - Ali b
.g Shivenistutivi—B2.7% 8% Evolocumab g irocuma
o
T 2572 events 6% - S 6
w
£ 10 - 4% -
E 34
a NNT =50 2% -
7-year event rates " L ARR* 1.6%
0 T T T T T T 1 0% T T T T T 1 0 T T T |
0 1 2 3 4 5 6 7 0 6 12 18 24 30 36 0 A 2 3 4
Time Since Randomization (Years) Months From Randomization Years Since Randomization
Ezetimibe Evolocumab Alirocumab

*Based on cumulative incidence.
Cannon CP, et al. N Engl J Med. 2015;372:2387-2397; Sabatine MS, et al. N Engl J Med. 2017;376:1713-1722; Schwartz GG, et al. N Engl J Med. 2018;379:2097-2107.
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Inclisiran (siRNA Targeting PCSK9)

Uc ché sao chép PCSK9 - EMA 10/2020

PCSK9 down-regulates LDL receptors,
increasing serum LDL cholesterol levels

°.® .

PCSK9 . —_— Q receptor

3 GalNAc-sIRNA
conjugate

Asialoglycoprotein
receptor (ASGPR)

Up-regulation of LDL receptors,
decreasing serum LDL cholesterol levels

5 @

degradation

&)

PCSK9 production
and secretion

Hepatocyte

Khvorova A, et al. N Engl J Med. 2017,376:4-7.

SiRNA loaded \ Down-regulation
into RISC complex of PCSK9
LDL receptc\ @

RISC and sIRNA™N

guide strand

\ -

-

'; /'.\ -
‘ IRNA

Passenger siRNA
strand removed
PCSK9
encoding RNA

complex cleaves

ﬁ_/'

¥
-_PCSK9 mRNA / oo
degradation 0
I
Normal % %O(’)
clearance \: 7
RISC siRNA of LDL
cholesterol
PCSK9 mRNA /

LDL receptor
production and secretion



Inclisiran tiém 2 mii / nam — Bnh cé BLTMVX

= Simulation study: estimated 10-year risk of CV events at baseline with SMART
risk equation using pooled data from ORION-10 and -11 trials, comparing twice-
yearly inclisiran vs placebo

S CHatar Dlacabo * Predicted ri.sk pf CV events:
(n = 1378) (n =1379) + 15.02% with inclisiran,

mostly unchanged with

Baseline placebo

| LDL-C, mean (SD), mg/dL 106.13 (41.79) 103.47 (35.88) ‘

T ———r—— Group absolute difference
10-y risk of CV events, mean (SD), % 22.09 (13.01) 22.22 (13.57) of -7.01% (95% Cl —7.33
Follow-up —6.68)

o mgL e 5373 (27.30) 0.39 (25.45) « 31.72% lower relative risk

over 10 years, P <.001

10-y risk of CV events, mean (SD), % 15.02 (9.26) 22.16 (13.94)

LS mean change (SD) in 10-y Conclusion:

predicted risk, % -7.07 (6.29) -0.06 (3.86)
- : . ~ 50% absolute reduction

il gl st i g 7.01(:7.33, 6.68) in LDL-C translates into

. lower CV risk with twice-
‘ 10-y lower relative risk, % | 31.72 | yearly inclisiran
19

Ray KK, et al. J Am Coll Cardiol. 2021;77 (18 suppl 1): Abstract 1462.



Evinacumab
Khang thé don dong chéng lai angiopoetin-like protein 3 (ANGPTL3)
Phoi hop diéu trj trong tang cholesterol mau cé tinh gia dinh

Tiém dudi da moi 2 — 4 tuan.

o Y sl ) 4 A A 2. A
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Evinacumab & bénh nhan tang triglyceride mau nang

A. Actual Cohort 1 B. Actual Cohort 2 C. Actual Cohort 3
-»- Actual Cohort 1 placebo IV Q4W -6~ Actual Cohort 2 placebo IV Q4W - Actual Cohort 3 placebo IV Q4W
-»~ Actual Cohort 1 evinacumab IV 15 mg/kg Q4W _ =% Actual Cohort 2 evinacumab IV 15 mg/kg Q4W _ = Actual Cohort 3 evinacumab IV 15 mg/kg Q4W
140 P-value P-value P-value
120 0.9495 0.0076 0.0418
© o 7 Il )
SE 60 - | |
§§ 40 - i -
73 20 A 4 [ -
58 0. _ =
S0 201 : |
T 40 - A !
[
S~ .60 - - I i
80 ! g -
-100 - . -
| I | I | I | I | I | | I | | I I |
Baseline 2 4 6 8 12 Baseline 2 4 6 8 12 Baseline 2 4 6 8 12
Number of patients Week Week Week
Placebo IV Q4W 5 5 3 4 4 4 6 6 6 6 6 6 5 5 5 5 4 4
Evi bIV .,
T 1 f 1 1l 1l fl 9 9 9 ] 9 ] 14 1 12 1 12 12

15 mg/kg Q4W ©

Treatment with evinacumab led to 50-70% reduction in TGs

21
Rosenson RS, et al. ACC 2021. Late-breaker 406-19.



@ CoA conjugate Citrate
of BA :
ATP-citrate

| BA > lyase (ACL)

‘ poqd HMG-CoA B o Acetyl-CoA

tdng hop cholesterol, twong tw HMG-CoA Mevalon-c acid
reductase i

statin

- Tang s6 lwong thu thé LDL-c

. . , Il .
giam nong do LDL-c m
7 S ¢ LDL-C clearance
- Uong 1 lan/ngay

Bempedoic Acid

- Tac dong vao con dwong sinh
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Change in LDL-C Over 52 Weeks in Patients With ASCVD or HeFH

Bempedoic Acid
15— ® Bempedoic acid m Placebo

' B

—
© ol
}n p— ~nN n
g " TEEEE TR S e oo S Duoc FDA chap thuan:
O 5 % .
2 o - ho tro tiét thuc hoac
-
-E _15— — / . . \ A N e ?
& 0. i - khi statin dung liéu t6i da o bnh
c
s 25— i 7 v Vé
G g LS mean percent change c6 BLTMVX / tdng cholesterol mau
B3 (SE) in LDL-C from baseline:
E =5 _ Cohort 1: -17.8% (0.9) GD hoic
g = - Cohort 2: -23.3% (2.7), '

A P < 0.001 for both . A .

- ) oree - khi khéng dung nap dwoc statin

S0

T T 1 1 T T
Baseline Week 4 Week 12 Week 24 Week 36 Week 52
No. of Patients (n)
Bempedoic acid 2010 1934 1922 1882 1491 1831
Placebi 999 980 978 954 756 922

Nexletol™ (bempedoic acid) [PI] 2020.
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Rao can khi str dung statin

2
4
=
5
4
o
3
®
o
o
=
o
=
0

Tolerate statins
(70%=-80%)

Suspected intolerance
(20%~-30%)

Confirmed intolerance
(5%-6%)




* |Instead of statin intolerance, the 2018 Guideline
on the Management of Blood Cholesterol
suggested to use the terms:

L

Statin—associated side effects (SASE) Cac tac dung phu lién quan statin

or
Statin-associated muscle symptoms (SAMS)  Cac trieéu ching tai co lien quan statin

Grundy SM, et al. Circulation. 2019;139:e1082-e1143.

HOI NGHI NOI KHOA MIEN TRUNG MG RONG
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Prevalence

SAMS are observed in 5% to 20% of patients!/?]

* Myalgias reported more frequently in observational studies and clinical setting

Nocebo effect Hiéu &ng phan duoc

» May or may not be biologically related to statin, but still, patient cannot tolerate!®]

62% stopped statin because of side effects (former statin user survey)!c!

a. Grundy SM, et al. Circulation. 2019;139:e1082-e1143; b. Alonso R, et al. J Atheroscler Thromb. 2019;26:207-215; c. Thompson PD, et al. J Am Coll
Cardiol. 2016;67:2395-2410.
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Pau co’

1—-5% (RCT), 5—-10% (NC guan sat)

LEaS L CK binh thuong

activity,
— " YEu t6 lam dé:
yositis/myopathy e
(CK > ULN) with Tu~0| &N
concerning symptoms or N
objective weakness BMI th é'p

SERIIOTVONES Bé&nh kém (gan, than, tuyén giap, c6 san BL co)
(CK > 10 x ULN + renal Ngudi chau A

injury) > .

: _ Ubng ruwou nhiéu
Statin-associated ° . n
autoimmune myopathy Hd thé Iyc cwong do cao

Grundy SM, et al. J Am Coll Cardior:
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LIVES: Ty Ié tac dung phu sau 3 thang va 2 nam
dieu tri v&i pitavastatin

So6 lwong BN: 20.279 BN Nhat Ban — Real world Evidence

» Tiéu chuan chon bénh: Tang lipid mau nguyén phat hay RL lipid mau dang hén hop st dung
pitavastatin

 Theéi gian NC LIVES: 2 nam; LIVES dai han: Theo dai tiép 3 nam

Ty lé tac dung phu sau 3 thang Ty lé tac dung phu sau 2 nam
e cung DAt I 6.1% 104%
Pau co 0,36% 1,08%
Tang ALT 0,9% 1,5%
. Tang AST 0,7% 1,8%
Tang GGT —. 0,5% 1%

/

\

T — LIVE study. pn Pharmacol Ther 35: 9, 2007



1AL ANNALS O
PHARMACOTHERAPY

Table 1, Summary of Studies Evaluating Intsemimant Statin Dosing In Previously Infolarant Patients

Mo an Altainemant
Follow-Up of ATP- | Tolerabdity,
Stuay N Treatment (months) LDLC Lowering %'  Goals % - Adverse EMects
Case reports and case series
Mackie 2 PRosyvestatin 2 § mg 15  3Wand 20, respecively 50 100 None
(200" el & mg MWF
10 Rosuvasiasn §- 4 b NR 0 2 pts. with recumence of
peevous unspacibied AEs
4 » 0 100 None
- Dp<000) Fid i 13 pts. unable to tolerwte for
0 ~ ~ J 4 J 4 " A V 4 . ‘ urapeched reasons
70% bénh nhan co6 cac trieu chirng tai » me<om  w SR (T ———
A L] LI/ L] 4 MS(p«0001) R 725 10 pts. with mysiga, 1 with G
co lien quan statin (SAMS) giam khi G 1
N . < = 149 43,22 22 respectwely 17 (CHD risk- | 89 Muscle or jont pan (44), sleep
dung statin ngat quang Ao e
(prvmary 8.3
preventon)
mg) 45  LDLC noreased 101 NFF a7 3 pis. with muscular sympsoms
40 from that achweved
with dady ssatn (NS)
e2etme 10 Mg hw
weekly « colesevelam
1875 mg twnce dady
Prospective open-label study
Atyron 58  Ezetenbe 10 mg dady & Wip<005w 9w B4 B6vid4  Exetembe monctherapy. 1 pt
{2008% vi ezetenide 10 mg (p < 0.001) wih mysiga, 1 ot with ele
dady « alorvasian valed bver enzymes
10 mg twice woekly Exstrmbe + atorvastatn 1 pt
with mysiga, 2 pte. with ele-
valed ver enzymes
Randomined controlied trial
Kernedy 17 Rosyvastasn 510 mg L 122w04(p=0002. 220w BOve 882 3 pis. with myalgias ve 2 pis
Keating AJ, et al. Ann Pharmacother 2013;47:398-404. i et ooy " ————

These matenals are provided 10 you solely 85 an educational resource for your personal use. Any commercial use or distribution of these meatenials or any portion thereof is strictly prohibited.
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Predisposing

Frequency Factors

Depends on population;

more frequent if diabetes risk Diabetes risk

New-onset factors are present (BMI nz('z;?)rsl/ic RCTs/meta-analyses
diabetes > 30 kg/m2, fasting blood _ y
, : syndrome, high-
glucose = 100 mg/dL, metabolic Aenerane
syndrome, or HbA1c = 6%)

Transaminase RCTs
elevation Infrequent cohorts/observational
(3 x ULN) Case reports

Hepatic failure Rare

Grundy SM, et al. J Am Coll Cardiol. 2019;73:e285-e350.
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Statin 1am tang 9% nguy co’ dai thao dwérng méi mac

n Statin  Placebo OR (95% Cl) Weight (%)
or control
Atorvastatin
ASCOT-LLA 7773 154 134 ] 114 (0-89-1.46) 7:07%
o 114 (0-89-1.46) 7.07%

Simvastatin
HPS 14573 335 293 B 115 (0-98-1.35) 13.91%
45 4242 198 193 —— 1.03 (0-84-1.28) 8.88%
Subtotal (F=0.0%, p=0-445) <> 111(0.97-1.26) 22.80%
Rosuvastatin
JUPITER 17802 270 216 N | 1.26 (1.04-1.51) 11.32%
CORONA 3534 100 88 ™ 114 (0-84-1.55) 4.65%
GISSI HF 3378 225 215 — " 110 (0-89-1.35) 9.50%
Subtotal (P«0.0%, p=0.607) <> 118(1.04-1.33) 25.46%
Pravastatin
WOSCOPS 5974 75 93 " 079 (058-1.10) 4-24%
LIPID 6997 126 138 —— 0-91(0.71-1.17) 6.53%
PROSPER 5023 165 127 | 3 132 (1.03-1.69) 6-94%
MEGA 6086 172 164 ] 1.07 (0.86-1.35) 8.03%
ALLHAT-LLT 6087 238 12 B 115 (0-95-1-41) 10.23%
GISSI PREVENZIONE 3460 96 105 . 0-89 (0.67-1.20) 4-.94%
Subtotal (F=47.5%, p=0-090) <> Lancet 2010 103 (0.90-1.19) 40.91%
Lovastatin 91.000 bnh
AFCAPS/TexCAPS 6211 72 74 " _ 0.98 (0.70-1:38) 3.76%

o e E— 2001-2008 0-98 (0.70-1:38) 376%
Overall (=11.2%) Q 1.09 (1.02-117) 100%
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+9%

OR=1.09
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bTD
mdi mac

Liéu phap
Statin

Cl=confidence interval; DM=diabetes mellitus] OR




Statin lam gia tang 50% hguy co PTP mé&i mac
trén phu niv I&n tudi

New-Onset Diabetes by Statin Dose*

High dose 1.46 0.005

Very high dose 1.51 0.004

Medscape Medical News © 2017
Cite this article: Statins Increase Diabetes Risk by up to 50% in Older Women - Medscape - Mar 23, 2017.

M. Jones et al; New-Onset Diabetes After Statin Exposure in Elderly Women: The Australian Longitudinal Study on Women’s Health; Drugs Aging 2017
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Tien dai thao dwdng va nguy co dai thao dwdrng méi mac véi statin lieu cao

FIGURE 1 Effect of Pre-Diabetes on Incidence of New-Onset Diabetes

020 1reatment HR (95% CI
Treatment \ ) . . ot Pre-Diabetic)

+20% high vs moderate
Intensity treatment groups
Pre-diabetic has 4x more risk torva 80 m (o Dbt
to develop new-onset diabetes
than non-pre-diabetic group

0.15

Pre-diabetic n= 5924
0.104

+8% high- vs moderate
Intensity treatment groups

-+ Atorva 80 mg (Not Pre-Diabetic)
Atorva 10 mg/Simva 20-40 mg (Not Pre-Diabetic)

0.054

Probability of New-Onset Diabetes

0.00- | Not-pre-diabetic n=9132

Time From Randomization to New-Onset Diabetes (Years)
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Pitavastatin lam giam
nguy co DPTD m&i mac trén bénh nhan tién BTD

0.25 Vi

S

0 6 12 18 24 30 36 42 48 54 60 66 72

=) HR 0.82 (95% Cl: 0.68-0.99) *p=0.041

C

= 0.75 Thay déi 16i sbng 1 8 %

O !

o v

= - Pitavastatin .
> nguy co DTD méi mac
Q.

=

Théang tir lGc phan ngau nhién

556 500 405 350 277 190 123 77 42 15 5
534 475 385 320 263 178 124 101 62 30 23

S0 lwgng bénh nhan
« Thay doi 16i sbng
« Pitavastatin

= Nghién ctru J-PREDICT: nghién c(ru tién cru, da trung tdm, ngau nhién, c6 doi chirng, duoc tién hanh & 1.269 bénh nhan tien
dai thao dworng tai Nhat dé danh gia anh hwédng cla pitavastatin doi véi ty € mac bénh dai thao dwdong sau 5 nam theo doi

'\

Odawara et al. J-PREDICT Study. Oral Presentation at EADS 2013



Pitavastatin lam giémlkhéng anh hu"()’ng trén nguy co DT méi mac
qua co ché gia tang nong d6 adiponectin

Possible mechanism of the beneficial effect of
pitavastatin on new-onset diabetes

Pitavastatin

_T Adipose tissue adiponectin

< Muscle and liver Beta cell . X
E b 1 . Adipose tissue r
Insulin sensitivity _T Fun\tl:ittlgl?t;nd \} s a e

Neutral effects on new-onset diabetes

L. Amaboldi, A. Corsini / Atherosclerosis Suppl. 16 (2015) 127
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Anh hwéng cua Statin trén dwérng huyét & bénh nhan dai thao dwéng

Phan tich hdi clru so sanh atorvastatin 10mg, pravastatin 10mg va pitavastatin 10mg trong thdi gian 3 thang.
Pitavastatin va pravastatin déu khéng anh hudng dén dwdng huyét
Trong khi dé, atorvastatin 10 mg tang dang ké FBG va HbA1c

FBG HbAlc

[C] pravastatin N.S.
B atorvastatin [ |
B pitavastati 9 - *
300 N.S. |
' . ' N.S.
250 | |154 mg/dL !
N.S. 8 -
| |
200 - 155 mg/dL

150 ~

glucose (mg/dL)
HbA1c (%)

100 A

50 A

0 3M
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in va cac thuoc khac

tat

hom s
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>

P Cua caC n
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y

Twong tac thuoc thwong g

Antacids

Danazol

Oral Contraceptives
Digoxin

Rifampicin

Fluconazole / Fosfluconazole

Omeprazole, Cimetidine, Ranitidine -'

Anion-exchange resin (Colestyramine) - - '
H B
Telithromycin . ! .
Clarithromycin . ! .
=

Coumarin anticoagulants (Warfarin) -"
Nicotinic Acid !!!

Antiviral (Efavirentz)

HIV Protease Inhibitors

Itraconazole / Miconazole
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Concomitant

[
c ‘5
..m i
] @
< <
© S
a <

Rosuvastatin

-+

A

[ Pitavastatin

c
2
e}

=]

©

(3]
=
=

E

c
S
e

o
E=]
2
=

£
©

©

O
&)

H

c
(=]
=
o
B
c
-m G
d N
O Ao.
S =
3 ‘O
Z =
o
-
=)
o
=
F—
s
=
a
o
_ X
o =z
b —
£6°Q_
=1 =
o —
OF T
s O
.m.m 2 b=
£3 5.2
-\An
ww =
L |
n 2
N
A




Két luan

1. Viéc diéu trj RL lipid mau & bénh nhan cd nguy co TM cao van chua
dat muirc tdi wu.

2. Canluuy cac yéu tod lam tang nguy co (risk enhancer) va yéu to lam
thay déi nguy co (risk modifier).

3. Cdc statin van la thudc diéu tri chinh, liéu dung thudc vao nguy co
TM. Uu tién chon thudc hiéu qua va it tdc dung khéng mong muon.
Pitavastatin cé wu diém: giam LDL-c hiéu qud, giam nguy co mac
mai DTD, khong anh hudng dwong mau & bénh nhan DTD.

4. Phoi hop vdi statin dé tang hiéu qua: ezetimibe, bempedoic acid, ¢
ché PCSKO...
Jl x

- KA’ 202 HOI NGHI NOI KHOA MIEN TRUNG MG RONG

77 LAN THU I —




Xin cam on suw quan tdm theo doi cta Quy Thay Co,
cac ban dong nghiép.

HOI NGHI NOI KHOA MIEN TRUNG MG RONG
LAN THU Il




