


- Bénh khép thwdng gap nhat, ngay cang gia tang

- WHO (2003): Ware tinh trén toan cau 9.6% nam va 18.0% nir trén
60 tuoi co THK co triéu chirng.

- M6t trong 10 bénh gay tan phé nhat

« Tang nquy co tr von
ol

Population-based cohort 35+ years with hip/knee OA recruited from 40 GPs in 1994-95
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Nuesch et al BMJ 2011

Liebermann et al. PNAS 2017
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Knee osteoarthritis
— Total population
----Women
- =Men
Hand osteoarthritis
—— Total population
----Women

- Men
Hip osteoarthritis
—— Total population
----Women
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Table A: 2016 ACR revised Criteria for early diagnosis of knee OA *

Entry Criteria:
Knce pain and/or knee bony tenderness

Absence of exclusion critenia °

Mechanical knee pain ©
Knee bony tenderness
Crepitus on knee motion
Compatible synovial fluid ¢
Domain 11:
40< Age at onset <50 years old
Agec at onsct > 50 years old
Knece bony enlargement ©
Osteophyte in knee X-Ray or compatible knee MRI

* In the presence of 3/10 at least 1 point from Domain
Il along with all entry criteria, the diagnosis of Knee
OA can be established

2016 ACR REVISED CRITERIA FOR EARLY DIAGNOSIS OF KNEE OA
http://aperito.org/uploads/pdf/ADTAOA-3-118.pdf




* Kiém soat triéu chirng (dau)

’

Cdc bién phap: Cha yéu kiém soat triéu chirng
1. Khéng dung thuoc

2. Dieu tri Néi khoa %/ s mansgement capeicin.

(] C éc I i é u p h é p g i é m d a u Land-/water-based exercise |gral COX-2 inhibitors

R ‘{Valkintg cane |Intra-articular glucocorticoids
lomecnanical Interventions
® SYSAD OAS Balneotherapy Duloxetine
[ 4 = A L4 - A N y
e Cac liéu phap tiem noi khép N

= - Orthopaedic surgical intervention

- after more conservative treatment
3 y N go g | kh o a options have been exhausted

Surgical




Thoai hoa khép gai cé triéu chivng

SU dung SYSADOA dai han +

R - Diéu tri nén
paracetamol khi can thiét ;

Néu van con triéu chirng
v

B sung NSAID thoa tai cho

Néu van con triéu chirng, hodc cd triéu ching ndng

NSAID uéng lién tuc hodc titng dot | - Lua chon NSAID

tuy co dia BN,
dam bao an toan

Néu van con triéu ching |

Tiém nQi khép corticoid va/hoac HA

Opioid yéu ngan han, chang han
tramadol (hoac duloxetine)

Ngoai khoa/opioid

PHARMACOLOGIC APPROACHES

KNEE

Oral NSAIDs

ical NSAIDs Topical NSAIDs

I-A Steroids

l I-A Steroids (Imaging-Guidance for Hip)

Acetaminophen

Tramadol

Duloxetine

\

Chondroitin ‘ | Topical Capsaicin

e &

Conditionally
recommended

\ J/ &

Strongly
recommended

J




Knee studies

Battle-Gualda 2007 - -0.32(-0.63,-0.02)
Bradley 1991a -046 (-0.90,-0.02)
Bradley 1991b -0.35 (-0.79, 0.09)
Case 2003 -0.36 (-0.90, 0.18)
Geba 2002a -0.16 (-0.56, 0.24)
Geba 2002b - -0.13(-0.54,0.27)
Geba 2002¢ -0.46 (-0.87,-0.05)
Golden 2004 -0.24 (-0.46,-0.01)
Schnitzer 2005a" -0.22 (-0.44,0.01)
Schnitzer 2005b" - -0.30 (-0.55,-0.086)
Schnitzer 2005¢" -0.35(-0.57,-0.12)
Schnitzer 2009a* -0.07 (-0.37,0.24)
Schnitzer 2009b* - -041(-0.72,-0.10)
Shen 2006 - -0.39 (-1.28, 0.50)
Williams 1993 - -0.31(-061,-0.02)
Subtotal (-squared = 0.0%, p = 0.968) -0.28 (-0.36, -0.20)

Heterogeneity between groups: p = 0.848
Overall (-squared =0.0%,p =0.777) -0.29(-0.35,-0.22) 100.00
T

Favors NSAID

s g International descriptive study for comparison of treatment
patterns in patients with knee osteoarthritis between Korea
and Japan using claims data

No-medication Non-selective Cox-2 inhibitor  SYSADOA Pain killer CS (oral) CS (intra-  hyaluronic acid
articular  (intra-articular
injection) injection)
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Nghién cu NSAIDs Thdi gian Hiéu qua
Lindel 1996 Meloxicam 6 tuan Tuang
vs. piroxicam duaong

Yocum 2000 Meloxicam 12 tuan Tuang
vs. Diclofenac duong

J.PValat 2000  Meloxicam,  7-14 ngay Tuaong
vs. diclofenac duaong

Hawkey 2004 lumiracoxib, 13 tuan Tuang
vs. celecoxib, duang
vs. ibuprofen

Gottesdiener Etoricoxib, Tugng :
2002 vs. diclofenac dudng Thoi gian dung thude (thang)

NSAIDs trong THK: V¢iliéu thong thwong @ Hiéu qua cac
NSAIDs trong THK nhin chung khéng khac biét
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(N =17,105)

Nguy co’ Tieu héa

%A
A 0,3
126 A -
l B R = .
B -

Tubi>65 TScotich Sirdung Liéucao Sirdung TSloét  DUng  TSloét
(n=13011)  DD-TT  Aspiin ~ NSAID khang déng DDkhéng Corticoid DD co
(196234)  (ne3652)  (ne3466)  (n=2159) biénchimg  (n+13%) bién chimg

(n= 2116) (n=571)

Lanasetal, BMC Med. 2011

N=16.470

Nguy co Tim mach

34,6
26,6 26,2

6,9
04 53
| . :
Nguy co’ Nguy co tiéu hoa Nguy co tiéu
tidéu hoa thap trung binh hoa cao
(n=1206) (n=5244) (n=10020)

B Khéng tién st tim mach l Cé tién sir tim mach
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Sé ca tlr vong

e\(.-
Cac nguyén nhan t&r vong (Hoa Ky, 1997)

Wolfe et al., NEJM 340:1888-1899 (1999)




Table 1. Meta-analyses of nonselective nonsteroidal antiinflammatory drug use with GI end points*

Author (ref.), year

End point

No. of studies pooled

G risk, OR/RR
(95% CI)

Ofman (85), 2002

Bollini (82), 1992
Gabriel (83), 1991
Hernandez-Diaz (84), 2000

PUBs

Gl tract diseaset
Gl Alst
Upper GI bleed§

16 placebo RCT

9 cohort

23 case-control

34 studies (7 cohort and 27 case~control)
16 studies (7 cohort and 9 case-control)
18 studies (3 cohort and 15 case~control)

5.4 (1.8-16.0)
27 (2.1-3.5)
3.0 (25-3.7)
3.0 (1.9-4.7)
2.7 (25-3.0)
3.8 (3.6-4.1)




NSAIDs KHONG CHON LOC
(NSAIDs CO DiEN)

NSAIDs *C CHE CHON LOC
COX 2

Aspirin (1853)
Phenylbutazone
Indomethacin
Ibuprofen
Fenoprofen
Ketoprofen
Naproxen
Tiaprofenic acid
Sulindac

Diclofenac
Flurbiprofen
Diflunisal
Piroxicam
Tenoxicam

Mefenamic
acid

Meloxicam (1996)

Nimesulide (rut khéi thi trwong)
Etodolac

Nhém COXIBs:

Celecoxib

Valdecoxib (ruat khai thi treong)
Rofecoxib (rut khai thi treong)
Parecoxib

Lumiracoxib
Etoricoxib

Céc NSAIDs ¢6 dién
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Thai gian s

Ty Ié BN gap tac dung phu tiéu hoa (%)

Meloxicam (n= 1.176)
Nhém so sanh (n=5.690)

Diclofenac 100 mg
Meloxicam 15 mg
Meloxicam 7.5 mg
Placebo

Y
U dung thuoc (ngay3

% bénh nhan bi PUB 3727 bénh nhan RA, OA

2.4

2.0

1.6

1.2

0.8

* p<0.05 vs meloxicam 15 mg 27

B Placebo

Meloxicam 7.5 mg
~ Meloxicam 15 mg
I Diclofenac 100 mg SR 1.2%
B Piroxicam 20 mg
B Naproxen 750-1000 mg

0.6

Distel et al. BJR 1996:35 (suppl 1):68-77




TABLE 78 Data for main Markov cycles®

Risk of any Gl event’

Ibuprofen
Diclofenac

Absolute or relative risk (95% CI)

31.15 per 100 person years
37.21 per 100 person years

Celecoxib
Etodolac
Etoricoxib
Lumiracoxib
Meloxicam
Rofecoxib
Valdecoxib

RR 0.84 (0.78 to 0.89)
RR 0.85 (0.72 to 1.01)
RR 0.48 (0.24 to 0.96)
RR 0.94 (0.90 to 0.98)
RR 0.66 (0.58 to 0.75)
RR 0.84 (0.45 to 1.60)
RRO.71 (0.62 to 0.82)

No NSAID
Adding PPI

RR0.48
RR0.40 (0.32t0 0.51)

Source and comment

CLASS®¢

CLASS™¢

Assessment group meta-analysis
Assessment group meta-analysis
Assessment group meta-analysis
Assessment group meta-analysis
Assessment group meta-analysis
Assessment group meta-analysis
Assessment group meta-analysis
Assumed equivalent to lowest COX-2
Rostom et al.'® and Ekstrom et al. ™%




Nguy co’ cao Tién st loét co bién chirng
Co > 2 yéu tb nguy co

Nguy co Tubi > 65

trung binh Dung liéu cao NSAID

(1-2 yéu to Tién st loét khong bién chirng

nguy co) St dung déng thoi Aspirin), corticoid, thudc
khang dong

Nguy co’' thdp | = Khéng cé cdc yéu td nguy cotrén

2. Cac bién phap phong nguwa

» BN c6 nguy co tiéu hoa cao nén chon thudc thay thé, néu bugc
dung NSAIDs, str dung NSAIDs chon loc COX-2 + lieu cao PPI

« Nguy co trung binh: COX-2 hoac nsNSAID + PPI




N I c National Institute for
Health and Care Excellence
I Osteoarthritis
Care and management in adults
Issued: February 2014

Where paracetamol or topical NSAIDs provide insufficient pain relief for people
with osteoarthritis, then the addition of an oral NSAID/COX-2 inhibitor to

paracetamol should be considered.

Use oral NSAIDs/COX-2 inhibitors at the lowest effective dose for the shortest

possible period of time.
When offering treatment with an oral NSAID/COX-2 inhibitor, the first choice

should be either a standard NSAID or a COX-2 inhibitor
In either case, co-prescribe with a proton pump inhibitor (PPI),
choosing the one with the lowest acquisition cost.

© NICE 2014. All rights reserved. Last modified February 2014




- C6 bang chirng: NSAIDs co thé tang nguy co doét qui,
bénh mach vanh, huyét khoi, THA

* Viéc Vioxx (rofelecoxib) rut khaoi thi trwedng - Liéu
NSAIDs (-) chon loc COX-2 (coxib) c6 nguy co TM
cao hon cac nsNSAIDs?

« Moi NSAIDs déu c6 nguy co, mrc d khac nhau

Gia thuyet Fitzerald FDA Alert 4/7/2005: FDA has concluded that
an increased risk of adverse CV events appears to
be a class effect of (NSAIDs) (excluding aspirin).
g FDS black boxed warning of potential increased
Ue chie el risk of CV events and the well described risk of
serious, and potentially life-threatening,
gastrointestinal bleeding. FDA has also requested
that the package insert for all NSAIDs be revisedto

include a contraindication for use in patients
immediately post-operative from coronary artery
bypass (CABG) surge
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Meloxicam, n= 19087
Celecoxib, n=17458
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Huyét khdi tdc nghén Huyét khdi tac nghén Huyét khéi tdc nghén
tim mach mach mau nao tinh mach ngoai vi




Ibuprofen
Cardiovascular death
Coronary death or Mi

Fatal or non-fatal stroke
Diclofenac
Cardiovascular death.
Coronary death or MI.
Fatal or non-fatal stroke.
Rofecoxib
Cardiovascular death,
Coronary death or Mi,
Fatal or non-fatal stroke,
Celecoxib
Cardiovascular death;
Coronary death or Mi;
Fatal or non-fatal stroke;
Naproxen
Cardiovascular death:
Coronary death or Mi:
Fatal or non-fatal stroke:




FDA Strengthens Warning

of Heart Attack and Stroke
Risk for Non-Steroidal Anti-
Inflammatory Drugs

ext time you reach into

the medicine cabinet

seeking relief for a
headache, backache or arthritis,
be aware of important safety
information for non-steroidal
anti-inflammatory drugs.

FDA is strengthening an existing
warning in prescription drug labels
and over-the-counter (OTC) Drug
Facts labels to indicate that non-
steroidal anti-inflammatory drugs
(NSAIDs) can increase t ance of a
heart attack or stroke, either of which
can lead to death. Those serious side
effects can occur as early as the first
few weeks of using an NSAID, and the
risk might rise the longer people take
NSAIDs. (Although aspirin is also an
NSAID, this revised warning doesn't
apply to aspirin.)

Active ingre
NSAID (non-st

The Risks and What's New
Prescription NSAIDs are an impor-
tant treatment for the symptoms
of many debilitating conditio
including osteoarthritis, rheum:

dient (in eac

eroida

h caplet)

| anti-inflamma&ory drug)

es
various symptoms, such
mptom cold products,
contain NSAIDs.
“Be careful not to take more than




Cardiovascular and Bleeding Risks
Associated With Nonsteroidal

Anti-Inflammatory Drugs Aftzggo

Myocardial Infarction

Dong Oh Kang, MD, -* Hyonggin An, PuD, ** Geun U Park, MS," Yunjin Yum, MS," Eun Jin Park, MD,

Yoonjee Park, MD," Won Young Jang, MD,” Woohyeun Kim, MD," Jah Yeon Choi, MD, Seung-Young Roh, MD,
Jin Oh Na, MD, PuD," Jin Won Kim, MD, PuD," Eung Ju Kim, MD, PuD," Seung-Woon Rha, MD, PuD,

Chang Gyu Park, MD, PuD, Hong Seog Seo, MD, PuD, Cheol Ung Choi, MD, PuD

ABSTRACT

BACKGROUND Limited data are available regarding the risk for adverse clinical events with concomitant nonsteroidal
anti-inflammatory drug (NSAID) treatment after myocardial infarction (Ml).

OBJECTIVES The aim of this study was to investigate the risk for cardiovascular and bleeding events according to
groups of antithrombotic medications and subtypes of NSAIDs in patients with MI.

METHODS This was a nationwide cohort study to enroll a study population from the Health Insurance Review and
Assessment Service database in Korea between 2009 and 2013. Patients were divided into groups on the basis of the
prescribed antithrombotic medications. The primary and secondary outcomes were thromboembolic cardiovascular
and clinically relevant bleeding events. The risk for adverse clinical events was assessed by ongoing NSAID treatment and
subtypes of NSAIDs.

RESULTS In total, 108,232 patients (mean age 64.2 + 12.8 years, 72.1% men, mean follow-up duration 2.3 + 1.8 years)
with first diagnosed MI were enrolled. Concomitant NSAID treatment significantly increased the risk for cardiovascular
events (hazard ratio [HR]: 6.96; 95% confidence interval [Cl]: 6.24 to 6.77; p < 0.001) and bleeding events

(HR: 4.08; 95% CI: 3.51 to 4.73; p < 0.001) compared with no NSAID treatment. Among NSAID subtypes, the risk

for cardiovascular and bleeding events was lowest with the use of celecoxib (HR: 4.65; 95% Cl: 3.17 to 6.82; p < 0.001,
and 3.44; 95% Cl: 2.20 to 5.39; p < 0.001, respectively) and meloxicam (HR: 3.03; 95% Cl: 1.68 to 5.47; p < 0.001,
and 2.80; 95% Cl: 1.40 to 5.60; p < 0.001, respectively).

CONCLUSIONS Concomitant NSAID treatment significantly increased the risk for cardiovascular and bleeding events
after MI. Although NSAID treatment should be avoided after MI, celecoxib and meloxicam could be considered|

las alternative options in cases in which NSAID use is unavoidable| (J Am Coll Cardiol 2020;76:518-29)

© 2020 by the American College of Cardiology Foundation.




CENTRAL ILLUSTRATION Adjusted Risk for Cardiovascular Events According to Subtypes of
Nonsteroidal Anti-Inflammatory Drugs in a Contemporary Cohort of Patients With Myocardial Infarction

Cardiovascular Risk of Concomitant NSAIDs Treatment After Ml

Groups by NSAIDs use Adjusted HR (95% Cl)
No NSAIDs - : 1.00 (reference)

Any NSAIDs 6.96 (6.24-7.77)
Celecoxib - 4.65 (3.17-6.82)

Meloxicam - v i 3.03(1.68-5.47)

Aceclofenac A 5.85(4.38-7.81)

Diclofenac A 7.27 (6.34-8.38)
Naproxen - 10.60 (6.77-16.59)

Ibuprofen - 8.17 (5.38-12.41)
Dexibuprofen 4 [ 4 12.96 (7.37-22.79)

Zaltoprofen - 5.75 (3.66-9.02)




Groups by NSAIDs use Adjusted HR (95% CI)

Celecoxib - 1.00 (reference)

Meloxicam{ : : 0.92 (0.32-2.59)

Aceclofenac -+ : { 2.91(1.42-5.56)

Diclofenac A 2.82 (1.60-4.97)
Naproxen ' { 10.36 (2.93-36.65)

Ibuprofen - ' { 3.46 (1.15-10.40)

Dexibuprofen - b { 9.91(2.14-45.92)
Zaltoprofen 4 ' { 2.23 (0.88-5.65)

1
Kang, D.O. et al. J Am Coll Cardiol. 2020;76(5):518-29.

Results are adjusted for age, sex, baseline medical comorbidities, and concomitant medications prescribed within 30 days after the index myocard
infarction episode. No nonsteroidal anti-inflammatory drugs and the celecoxib group were defined as the reference groups for the A and B, respecti




FIGURE 1 Adjusted Risk of Bleeding Events According to Subtypes of NSAIDs in the Overall Population

Risk of Bleeding Events in the Total Group

Groups by NSAIDs use Adjusted HR (95% ClI)

No NSAIDs -
Any NSAIDs -
Celecoxib A
Meloxicam -
Aceclofenac A
Diclofenac +
Naproxen A
Ibuprofen -

Dexibuprofen -

Zaltoprofen -

10

1.00 (reference)
4.08 (3.51-4.73)
3.44 (2.20-5.39)
2.80 (1.40-5.60)
4.15 (2.98-5.79)
4.15 (3.45-4.99)
6.15 (3.31-11.43)
3.69 (1.92-7.09)
3.91(1.47-10.40)
4.59 (2.61-8.09)

Adjusted risk for bleeding events. Results are adjusted for age, sex, baseline medical comorbidities, and concomitant medications prescribed
within the first 30 days after myocardial infarction. Cl = confidence interval; HR = hazard ratio; NSAID = nonsteroidal anti-inflammatory

drug.




FIGURE 2 Adjusted Risk of Bleeding Events Compared With Celecoxib in the Subgroup of NSAID Users

Risk of Bleeding Events in the Total Group
Groups by NSAIDs use . Adjusted HR (95% Cl)

Celecoxib - E 1.00 (reference)

Meloxicam - b : { 1.04 (0.37-2.91)

Aceclofenac - [ ] 1.47 (0.73-2.94)

Diclofenac - [ i 1.68 (0.91-3.08)

Naproxen ; 2.90 (1.02-8.22)

Ibuprofen - b ! 1.20 (0.41-3.49)
Dexibuprofen 4 + i 1.16 (0.28-4.73)

Zaltoprofen [ | 1.15 (0.40-3.32)

10

Adjusted risk for bleeding events. Results are adjusted for age, sex, baseline medical comorbidities, and concomitant medications prescribed
within the first 30 days after myocardial infarction. Abbreviations as in Figure 1.




* CO bénh than man - tranh dung NSAIDs

» Bé€nh nhan co nguy co tieu hoa, tim mach thap = Lua

chon bat ky nsNSAIDs hoac chon loc COX-2 (xem xét
cac chong chi dinh khac)

» Nguy co’ tim mach va tiéu hoa déu rat cao = Co ganh
tranh dung NSAIDs/coxibs

» Co nguy co TM hoac TH (khéng qua cao)

« Twong dbi an toan hon trén tim mach (so véi NSAIDs khac):
Naproxen, celecoxib, meloxicam

« Twong doi an toan hon trén tiéu hoa (so véi nsNSAIDs):
Meloxicam, Coxibs




Know the risks
associated
th NSAID use

L4

MAKE SURE YOU ARE EDUCATED
BEFORE YOU ARE MEDICATED!
It could save your life.

Know the risks
assoclated

BEFORE YOU ARE MEDICATED!
It could save your life.

Know the risks

@ associated
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MAKE SURE YOU ARE EDUCATED

BEFORE YOU ARE MEDICATED!
It could save your life.







