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Pat van de

» Bénh ly co xwong khép la van dé thwdng gap & nhom bénh
nhan tim mach

« NSAID Ia nhom thudc théng dung co/khéng ké don duoc sty
dung rong rai trén bénh nhan viém khép

. Ngoal tree asplrln liéu thap, hau hét cac NSAID déu lién quan
dén gia tadng cac bién cb tim mach nhw t& vong, NMCT, suy tim,
doét quy

« Can cb cac nguyén tac tiép can s dung NSAID hop ly trén
nhom bénh nhan tim mach



Co ché tac dung cua NSAIDs

« Cac NSAID tac dung dwa trén &c ché Prostaglandin, thdng qua
(rc ché 2 enzyme Cooxygenase 1 va Cooxygenase 2 (COX-1,
COX-2)

- COX-1: enzyme nén, tac dung bdo vé cac co quan trong co
thé, giup can bang hoat déng sinh ly cla té bao.

- COX-2: enzyme phéan trng, khi bj kich thich sé& tang cao gap
nhiéu lan so vé&i néng dd ban dau, tdc dung gidn mach, tang
tinh thAm thanh mach, biéu hién hién twong viem




Phospholipid mang té bao
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Vi sao NSAIDs gay bién co tim mach
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Tinh choc loc cua NSAIDs

Figure 2. NSAID Selectivity

Meloxicam, dicloTeTreenalads
indomethacin, piroxicam
Celecoxib nnabumetm, gullndac Ibuprofen, naproxen

00X-2 Selective NSAID Semiselective NSAIDs Nonselective NSAIDS m;mb,"‘m
* Increased risk for CV * Increased affinity for COX-2 but | | Decreased risk for « Cardioprotective at

events still retain activity for COX-1 CV events o Gae
* Decreased risk for * Use with caution in patients at | | * Increased risk for o Incroased isk for

Gl side effects increased CV risk Gl side effects ol side effects

COX: cyclooxygenase; CV: cardiovaseular; GI: gastrointestinal; NSAID: nonsteroidal anti-inflammatory drug. Source: References 3, 17.
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Twong tac gitva NSAID va aspirin?

* Aspirin lam tang déc tinh caa NSAID

« Mot s6 NSAID lam can tr¢ tac dong
khang tiéu cau cla aspirin

 Su hién dién NSAID canh tranh vi tri tac
déng cua aspirin

. Dung NSAID sau khi asplrln da tac dong
vao tiéu cau nham gidm twong tac

Cyclooxygenase-1 cua tiéu ciu

Kénh tidp cén

Tibu chu

Vé&i aspirin

Ibuprofen

Aspirin-—

1. Schuijt MP, Huntjens-Fleuren HW, de Metz M, Vollaard EJ. The interaction of ibuprofen and diclofenac with aspirin in healthy volunteers. Br J Pharmacol 2009;157:931-4
2. Anzellotti P, Capone ML, Jeyam A, et al. Low-dose naproxen interferes with the antiplatelet effects of aspirin in healthy subjects: recommendations to minimize the functional

consequences. Arthritis Rheum 2011;63:850-9.
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Tac dung phu cua NSAIDs

Tim mach: Gilr nworc, tan huyet ap, phu, nhéi mau co tim,
suy tim sung huyét, huyet hoi dong tinh mach rung nht.

Tieu hoa: Pau bung, budn ndn - néN, loét hodc chay mau.

> Tat ca NSAID déu kich thich da day va co thé lién quan dén loét tiéu
hoa @ mét mirc dd nao do

Than: Suy than, tang kali mau va protein niéu
Hé than kinh trung wong: Nhirc dau, U tai va chéng mét.

Huyét hoc: Gidm tiéu cau (hiém gap), gidm bach cau trung
tinh hoac thiéu mau bat san.

Gan: bat thwdng chrc nang gan va suy gan (hiém gap)
Phoi: Hen suyén
Da: Phat ban (du loai), nglra



Tac dung phu cua NSAIDs

Tim mach: Gilr nwdc, tang huyét ap, phu, nhéi mau co tim,

suy tim sung huyét, huyét khoi dong tinh mach, rung nhit.

Tiéu hoéa: Pau bung, budn ndn - ndn, loét hodc chdy mau.

> Tat cd NSAID déu kich thich da day va co thé lién quan dén loét tiéu
hoa & mot mire d6 nao doé

Than: Suy than, tang kali mau va protein niéu
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Tom tat lich st nghién ctvu tim mach ciia NSAID

VIGOR cho thay

tang nguy co TM |

rofecoxib vs. naproxen?

CLASS cho thay khong tang NCTM gitra
celecoxib vs. ibuprofen va diclofenac?

APPROVe cho thdy su gia tdng NCTM véi
rofecoxib
Merck ridt Rofecoxib khoi thi truong

APC cho thay celecoxib ting dang k& NCTM
so vdi gia duoc i

TARGET cho thay lumiracoxib tuwong du‘o!ng?
NCTM vs naproxen, ibuprofen:

PreSAP* & ADAPT® khong cho
thay su gia tdng NCTM giita
celecoxib so v&i gia duoc

PRECISION
B3t dau tién hanh

MEDAL cho thay Etoricoxib
khong thua kém hon
diclofenac vé NCTM

ACCEPT & SCOT cho
thay celecoxiB twong
duong NCTM vs ns-
NSAIDs

{ | PRECISION
i | Cong bd két quatl
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i rofecoxib

FDA approves
valdecoxib : loc
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FDA dé nghi Rofecoxib cé

canh bdo tim mach trén ghi

‘ nhan

Tang cudng canh bdo tim mach, than
trong trén BN c6 nguy co bénh Iy TM

EMA chéng chi dinh cac chat U'C chon
trén BN cé bénh ly tim

mach : tiéu hda®

truong

FDA khuyén nghi canh bao cac
NSAIDs vé nguy cw tim mach va

Pfizer rut valdecoxib khéi thi

006 2007 20

lumiracoxib
approved in
Europe

i FDA khong phé duyét luu

i hanh do quan ngai
tim mach, va lumiracoxib do
i quan ngai vé gan.

EMA khuyén cdo rat
3 8

ADAPT: Alzheimer's Disease Anti-inflammatory Prevention Trial. APC: Adenoma Prevention with Celecoxib. APPROVe: Adenomatous Polyp Prevention on Vioxx.
CV: Cardiovascular. Gl: Gastrointestinal. FDA: U.S. Food and Drug Administration. I[HD: ischaemic heart disease. CBVD: cerebrovascular disease. PAD: peripheral arterial disease OTC: Over the counter. PreSAP: Prevention of Colorectal Sporadic Adenomatous Polyps. VIGOR: VIOXX Gastrointestinal Outcomes Research.

1. Bombardier C et al., N Engl J Med 2000;343(21):1520-1528. 2. Silverstein FE, et al. JAMA 2000;284(10):1247-1255. 3. Bertagnolli MM et al., N Engl J Med 2006;355(9):873-884. 4. Arber N et al., N Engl J Med 2006;355(9):885-895. 5. ADAPT Research Group. PLoS Clin Trials 2006;1(7):e33.doi:10.1371. 6. FDA Public Health Advisory, 2005. 7. EMA - London, June 27, 2005 Doc. Ref. EMEA/207766/2005. 8. EMA Referrals Lumiracoxib. www.EMA.Europa.eu

9.FDA Safety Announcement, 2015; 10. Nissen S et al. N Engl J Med. 2016 Dec 29;375(26):2519-29.

2003 - 2013: Phan tich gop lon
Celecoxib, naproxen, ibuprofen NCTM thap nhat, twong duong gia dugc

Rofecoxib, etoricoxi

ib, diclofenac c6 NCTM cao nhat

15 2016

FDA cap nhat canh bdo vé tim
mach cho toan bd NSAIDs ké toa
va khong ké toa, lam cho nhém
thudc nay bi han ché chit ch&
hon?

12



Tat ca cac NSAID déu gia tdng nguy co bién ¢ tim mach tdng thé
SO VOi gia duoc
Téng hop dir liéu 2000 - 2010

Etoncoxib 1 2.05
Etodolac NG 1 55
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Nguy co trong déi so véi khéng ding NSAIDs

1. McGettigan et al. PLoS Med. Cardiovascular Risk with Non-Steroidal Anti-Inflammatory Drugs: Systematic Review of Population-Based Controlled Observational Studies,
2011;8(9):e1001098
2. Graham DJ, et al. Increased risk of cardiovascular events with coxibs and NSAIDs Lancet 2005;365:475-481



NSAID lién quan dén viéc gia tdng cac b

Myocardial infarction
Naproxen
Ibuprofen
Diclofenac
Celecoxib
Etoricoxib
Rofecoxib

Lumiracoxib

Cardiovascular death
Naproxen
Ibuprofen
Diclofenac
Celecoxib
Etoricoxib
Rofecoxib

Lumiracoxib

Trelle S, Reichenbach S, Wandel S, et al. Cardiovascular safety of non-steroidal anti-inflammatory drugs: network meta-analysis.
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tlr vong do

tim mach, nhoi mau co’ tim va dét quy
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Stroke
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Death from any cause
Naproxen
Ibuprofen
Diclofenac
Celecoxib
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Rofecoxib
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1.76 (0.91 to 3.33)

- @ 3.36(1.00t0 11.60)

2.86 (1.09 to 8.36)
1.12 (0.60 to 2.06)
2.67 (0.821t08.72)
1.07 (0.60 to0 1.82)
2.81 (1.05 to 7.48)

1:2310.7 110 2.12)
1.77 (0.73 to 4.30)

——— 2.31 (1.00to 4.95)

1.50 (0.96 to 2.54)

+—m— 2.29(0.94t05.71)

1.56 (1.04102.23)
1.75(0.78 t0 4.17)

BMJ 2011; 342:¢c7086.



NSAID ciing lién quan dén cac bién co quan trong khac bao

gom tang huyét ap, suy tim, rung nhi va huyét khoi tinh mach

' CENTRAL ILLUSTRATION Adjusted Risk for Cardiovascular Events According to Subtypes of
Trials=4: n= 27 Nonsteroidal Anti-Inflammatory Drugs in a Contemporary Cohort of Patients With Myocardial Infarction
Piroxicam o
Triols=33; n=395 Cardiovascular Risk of Concomitant NSAIDs Treatment After MI
Indomethacin —o—
Trials=5i n=63
| ——
buprofen ! Groups by NSAIDs use Adjusted HR (95% CI)
Triols=1; n=11
Tiaprofenic Acid ' +-— = No NSAIDs - & 1.00 (reference)
Triols=1 n=4 Any NSAIDs - - 6.96 (6.24-7.77)
Diclofenac ' Ot
: Celecoxib A — — 4.65 (3.17-6.82)
Trials=2: n=39
Naproxen |+ i 4 Meloxicam —_ 3.03(1.68-5.47)
Trigls=4 n=40 Aceclofenac - — — 5.85 (4.38-7.81)
Flurbiprofen - —» '
g : Diclofenac 4 - 7.27 (6.34-8.38)
Triols=7: n=85
¢ e 4’ 4 - - . - -
Sulindae Naproxen — 10.60 (6.77-16.59)
Triols=8; n=105 Ibuprofen - ——t 8.17 (5.38-12.41)
Aspirin ' ‘: :
: Dexibuprofen Ry 12.96 (7.37-22.79)
] L L 1 P
Zaltoprofen A —_ 5.75 (3.66-9.02)
-60 30 0 30 60 P
1 10

Blood Pressure Change (mm Hg)

1. Johnson AG, Nguyen TV, Day RO. Do nonsteroidal anti-inflammatory drugs affect blood pressure? A meta-analysis. Ann Intern Med 1994; 121:289.
2. Journal of the American college of cardiology a 2020 by the American College of Cardiology foundation published by Esevier



Moi NSAID déu gia tang bién cd tim mach

Théng bédo cua FDA ngay 7/4/2005 lién quan dén céc thuéc KVKS irc ché chon loc va khéng chon loc COX-2

“Céc thubec NSAIDs (tree Aspirin) déu cé thé gay huyét khéi, phu, tdng huyét 4p do vay co
thé lam ndng hon tinh trang suy tim & huyét, kho kiém soéat huyét ép, lam tdng cac nguy
co tim mach (dét quy, nhdi méu co tim...). Nguy co thay déi theo NSAID dwoc lwra chon,
thoi gian dung, liéu cta ching va dac diém tirng bénh nhén”

Boers, Lancet 2001; 357: 1222-1223



Nguy co tim mach lién quan dén rat nhiéu yéu to
ndi tai cua ngudi bénh

Céac thudc khang viém

/ (NSAIDs)

Lipid Disorders
(LDL ¢, HDL|, TGY)
Hypertension Type 2 Diabetes
_ _ - Increased
Smoking, Physical Inactivity Cardiovascular High CRP

Risk

m
Age, Race, Sex Metabolic Syndrome

Genetic Variations/Family History

r




Nguy co’ tim mach thap hon & nhom

T6ng hop dir liéu 2000 - 2010

Etoricoxib
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Rofecoxib
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Indomethacin
Meloxir=""
ibuprofen
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Nguy co trong dbi so véi khéng ding NSAIDs

Comtoi
reecte el

Celecoxd® BReprolen Noproxes Sufecce® Rofecosd

25 mg »15 ™9

» Nghién ctru khong chuyén vé tim mach ,
» Thuwc hién trén dan s6 c6 nguy co tim mach thap
> Khong lay tim mach lam két cuc chinh => mang tinh tham khéo

Deborah Layton et al.Comparison of the incidence rates of thromboembolic events reported for patients prescribed celecoxib and melloxicam in general practice in
England using Prescription-Event Monitoring (PEM) data. Rheumatology 2003;42:1354—1364, doi:10.1093.



Co sy doi 1ap tinh an toan gitra
TIEU HOA va TIM MACH?
=

e ché chon . _NSAIDs
loc COX-2 " khéng chon loc

BAO VE TIM MACH

BAO VE DA DAY

> S dung Coxibs gidm t6i thiéu nguy co trén dwdng tiéu hoa, dac biét
vé&i BN tim mach dung nhiéu thudc chdng ddng

» Coxibs (Celecoxibs) co thwc sw an toan cho tim mach nhw cac NSAID
khdng chon loc (naproxen, ibuprofen)

Boers, Lancet 2001; 357: 1222-1223



‘\ Nghién ctru I&'n nhat va duy nhat danh gia vé tinh an
_f REC' S I O N toan tim mach khi sir dung NSAID lau dai ¢ bénh
\‘/ nhan viém khé’p va co nguy co’ cao bénh ly tim mach
hoac da cé bénh ly tim mach

4

ﬁ > Mot nghién ctru khong thua kém c6 két cuc
1,000 chinh vé tim mach- mach mau nao, nhwng
Sundy 2 dong th&i cling nham danh gia tinh an toan
toan thé (tiéu hoa, than,...)
§=2 > Thoi gian dung thudc TB: 20.3 thang
24,000 | » Thoi gian theo doi TB: 34.1 thang
Os/t)‘gouelﬁhﬁgg or - .
pezupsiogt Primary Endpoints

Ti 1é xay ra lan dau cac bién co6 tim mach:
> tw vong do nguyén nhan tim mach,
13 o » nhoi mau co’ tim khong tor vong,

5 Ce(l)(r:::((i)r?(santsz » dot quy khong twr vong



Bénh nhan s dung’ Celecqxib va naproxen co nguy co nhap vién do
Tang huyét ap thap hon nhdm str dung ibuprofen

0.6 - Celecoxib vs Ibuprofen, HR 0.59 (95% CI, 0.36-0.99), P = .04
) Celecoxib vs Naproxen, HR 0.69 (95% CI, 0.41-1.17), P= .17 Ibuprofen
Ibuprofen vs Naproxen, HR 1.17 (95% CI, 0.74-1.84), P = .51 e
g 0.5 — Naproxen
g
> 0.4 —
m = o .
<~ I_'_'_r Celecoxib
S 034 - s ———
; .—1_0_1 . . <
5 o2- -
it [a— '
o 1
0.1 - c—
0.0 | | | | | | I | | I | | I | I
@) 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Months Since Randomization
No. at Risk:

Celecoxib 8072 7841 7674 7558 7456 7317 7236 7082 7013 6908 6639 6446 6240 5990 5832 5673
Ibuprofen 8040 7797 7599 7458 7347 7218 7135 7002 6931 6830 6536 6331 6105 5833 5704 5544
Naproxen 7969 7772 7607 7439 7360 7223 7145 7020 6942 6847 6537 6358 6148 5874 5713 5543

*NoniNissen S et al. NEJM. 2016,375 (26):25419 — 2529 21
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Celecoxib cé nguy co tim mach thap hon ibuprofen va naproxen
theo tieu chi chinh

Intention-to-Treat

Cele vs. Ibu, HR 0.85 (0.70-1.04), P<0.001*
Cele vs. Nap, HR 0.93 (0.76-1.12), P<0.001*
Ibu vs. Nap, HR 1.08 (0.90-1.31), P<0.02*

ibuprofen
= aproxen
== elecoxib

0

Q)
I\
0
I\
N

*NoniNissen S et al. NEJM. 2016,;375 (26):25419 — 2529
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On-Treatment

Cele vs. Ibu, HR 0.81 (0.65-1.02), P<0.001*
Cele vs. Nap HR 0.90 (0.71-1.15), P<0.001*
Ibu vs. Nap HR 1.12 (0.89-1.4), P<0.025*

ibuprofen
=N aproxen
= elecoxib
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St dung hop ly NSAID trén bénh nhan tim mach

Scarpignato et al. BMC Medicine (2015) 13:55
DOI 10.1186/512916-015-0285-8
BMC Medicine

GUIDELINE Open Access

Safe prescribing of non-steroidal anti-inflammatory
drugs in patients with osteoarthritis — an expert
consensus addressing benefits as well as
gastrointestinal and cardiovascular risks

Carmelo Scarpignato' , Angel Lanas?, Corrado Blandizzi®, Willem F Lems®, Matthias Hermann®
and Richard H Hunt®, For the International NSAID Consensus Group

Scarpignato et al. Safe prescribing of non-steroidal anti-inflammatory drugs in patients with osteoarthritis — an expert consensus addressing benefits as well as gastrointestinal
and cardiovascular risks, BMC Medicine (2015) 13:55



Nguyén tac chung

« K& NSAID & liéu thap nhat co hiéu qua va trong thdi gian ngan nhat

- DOI v&i hau hét bénh nhan mac bénh tim mach can NSAID, nén st
dung cac thu6c giam dau thay thé (vi du: acetaminophen <3g/ngay)
bat c khi nao co thé

Toi wu tac dung giam
dau va bao vé chirc nang

Han ché toi thiéu nhat
cac tac dung phu

Farrar JT et al. Pain 2001; 94(2): 149 — 58; Gilron et al. CMAJ 2006; 175(3): 265-75



S dung NSAID can bang loi ich tim mach-tiéu hoa

fF 3

Patient requires
NSAID therapy

HIGH LOW
Gl Risk Gl Risk

Figure 1 Algorithm for long-term NSAID therapy according to a patient’s Gl and CV risk factors.

Scarpignato et al. Safe prescribing of non-steroidal anti-inflammatory drugs in patients with osteoarthritis — an expert consensus addressing benefits as well as gastrointestinal
and cardiovascular risks, BMC Medicine (2015) 13:55



Giam twong tac voi aspirin trén BN tim mach

» DUNg aspirin it nhat 2 gi® trwée khi ste dung NSAID
« Can nhac duy phong PPI khi phdi hop aspirin va NSAID 1au dai

Scarpignato et al. Safe prescribing of non-steroidal anti-inflammatory drugs in patients with osteoarthritis — an expert consensus addressing benefits as well as gastrointestinal
and cardiovascular risks, BMC Medicine (2015) 13:55



Cac NSAID déu lam tadng nguy co
bién co tim mach (NMCT, dét quy)

Han ché& NSAID trén BN tim
mach bang cach thudc giam dau
thay thé

KET LUAN

St dung NSAID & liéu thap nhat co hiéu
qua vdi thoi gian ngan nhat

7
‘e

Khi can dung kéo dai, liéu thap
Celecoxib cé thé dwoc cAn nhac & 0

BN tim mach nguy co cao




Thank you so much




