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NHUNG Al HAY Bl PAU CO’

XUONG KHOP

« Nguwoi tré: chan thwong, bénh ly bAm sinh, bénh Iy khép viém, bénh
ly tw mién,...
* Nguwoi gia: thoai hoa khép, bénh ly khop viém,...

« PAU van la triéu chirng chinh.
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DIEU TRI DA MO TH UC Healthcare Profesionals

i THUUC POLYME EXTR,A Pharmacotherapy Physical Therapy
Tdc dung nhanh, ddc tri cdc con déi, gidm nhanh

cdc triéu ching stress , dau budn , hén dai...

Treatment Approaches J

Complementary
and Alternative

Medicine ‘ |
/ Exercise ‘
‘ Psychological Support \

ban Dugc sTbiét tac dung dac biét cua thudc nay cho?
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Efficacy of Combination of Meloxicam and Pregabalin for Pain in Knee Osteoarthritis

Mean=SEM i
Meloxicam Pregabalin Meloxicam+pregabalin P
Pain score, visual analogue scale

*1

1wk 4.6:2.4% 4.4+2.1" 3.442.0° 7

0.02
0‘04*_1
% ! $

2 wks 3.6:2.0 3.5£1.9 2.2+1.7 0.035"
*1

4 wks 20:2.1% 20422 1.0£12' b

0.03
WOMAC score (4 wks)
i 0.043*
Pain 6.3+2.3* 6.6+3.0' 3.6+1.7" gt
i 0.03%7
N * 1 3

Stiffness 4925 4.5+2.2 2.5t12 0.025"
*1

Physical function 30.0£10.0% 293:11.4' 18.348.4° g-ggf,
*1

Total 41.2+10.5* 40.4+9.3' 24.4+72' 8‘31

There was significant difference in all scores in the meloxicam+pregabalin group compared with the meloxicam or

pregabalin only groups.
*¥p<0.05.
T¥p<0.05.

No significant difference in all scores was seen in the meloxicam only group compared with the pregabalin only

group (*,Tp>0.05).



PHAN LOAI bAU

« Theo cap — man:

— Man: Pau 2 3 thang (chronic/persistent pain)
« Theo co’ ché SLB:

— Pau cam thu (Nociceptive)

— Pau than kinh (Neuropathic)

— Ho6n hop (mixed/ combination)
 Theo nguyén nhan:

— Do K — Khong do ung thw

— Do chan thwong — Khéng do chan thwong

— Do viém nhiém — khong do viém nhiém...



PHAN LOAI PAU

« 4 kiéu dau thwong gap
— Pau co hoc
— Pau do viém

— Pau xo co
— Pau than kinh



TIEP CAN BENH NHAN DAU

 Bénh sur:

Kiéu dau:

— Viém: kiéu nhv RA cing khép hon 30p sang, triéu chirng mét mai
toan than do IL va TNF

— Co hoc: kiéu nhu thodi hoa khép, ciing khép budi sang 5-10p, dau
khi van dong. khong biéu hién toan than

— Dau xo co: dau cling budi séng, gidm budi sang muén hay dau gio
chiéu, dau va mét maoi chiéu téi. ngu kém, nh& kém, lam viéc nhe
ciing mét va dau.

— DPau than kinh: cham chich, kién bo, néng rat, lanh bubt....




PIEU TRI

Thuoc NSAID hodc corticoide
Thuodc dac tri (DMART, sinh hoc)
Cat bao khép, mang bao gan
Khéang sinh néu nhiém tring



VI TRi CUA NSAIDs TRONG THANG DIEU TRI PAU
CUA WHO

Figure 1. WHO Analgesic Ladder

Strong Opiold + Non-Oploid
+Adjuvant Agents

Inadaquate Aebef

Weak Opioid + Mon-Cpioid
sAdjuvant Agents

Nen-Opioid Analgesics

+Adjuvant Agents
World Health Organization

Simple analgesics

Step 1 Mild pain e.g. paracetamol, cnm-ntla
with or without co-analgesics
Weak opioid

Step 2 Moderate pain | . g dihyarecedeine, dexrepropoxyphens with or witheut
adjuvant analgesics, e.g. gabapentin

Strong opioid

Severe pain e.g- marphine, lantamny, with or withoul aduvan! analgescs a.g

gabapeéentin, In clinical practice adyvant analgesics may contribute
to the relief of pain without being classical analgesics




THUOC CHONG VIEM KHONG STEROID
(NSAIDs)

= M&t trong nhirng nhém thube dwoc st

dung phd bién nhat trén toan cau

= Hiéu qua gidm dau t6t hon paracetamol

% 80

70

NSAIDs/COX-2 (-) .

Salicylates .

Giam dau uong .

Giam dau thoa .

Corticosteroids Y
Dich khép

TP chlrc nang l:

0%

25% 50%

No-medication Non-selective Cox-2 inhibitor  SYSADOA

Knee studies
Battle-Gualda 2007
Bradley 1991a
Bradley 1991b
Case 2003
Geba 2002a
Geba 2002b
Geba 2002c¢
Golden 2004
Schnitzer 2005a"
Schnitzer 2005b™
Schnitzer 2005¢"
Schnitzer 2009a™
Schnitzer 2009b™
Shen 2006
Williams 1993

Subtotal (l-squared = 0.0%, p = 0.968) !!

Heterogeneity between groups: p = 0.848 .
Overall (-squared = 0.0%,p=0777) &>

-0.32(-0.63,-0.02) 454
-046(-0.90,-0.02) 2.15
-035(-0.78,009) 217
- -0.36(-0.90,0.18) 144
-0.16(-0.56,0.24) 263

e -0.13(-054,027) 256
-0.46(-087,-0.05) 251

-0.24(-046,-0.01) 831

-0.22(-044,001) 838

-0.30(-0.55,-0.08) 7.19

-0.35(-057,-0.12) 8.35

—_— -0.07(-0.37,0.24) 454
—_— -041(-0.72,-0.10) 431

-+ -0.39(-1.28,050) 053
-0.31(-0.61,-0.02) 481
-0.28 (-0.36,-0.20) 6442

-0.28(-0.35,-0.22) 100.00

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

Pain killer CS (oral) CS (intra-  hyaluronic acid
articular  (intra-articular
injection) injection)



THUOC CHONG VIEM KHONG STEROID
(NSAIDs)

« NSAIDs |a mét nhém thudc co chi dinh rdng rai nhat: diéu tri hau hét

cac chieng dau va/hoac viém
« Chiém 5-10% trong tat ca cac thudc dwoc ké toa méi nam
- Dan s6 ngay Cang gia héa va Bénh ly co xwong khép, bénh khép

chuyén hoa ngay cang gia tang.

Wongrakpanich S., et al. Aging and disease 2018, 1(9):143-150



BN CXK THUONG CO NHIEU BENH PHOI HOP
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TDKMM CUA NSAIDs

« Hé tiéu hoa: day bung; néng rat; viém, loét dwdng tiéu hoa;
xuat huyét tieu héa; thang da day ruét.

« Hé tim mach: gay ra/ lam tram trong thém THA, suy tim,

nhoi méau co tim, dét quy,
« Than: suy than, phu ngoai vi
« Da: phan rng da nghiém trong

« Gan: tang men gan



CAC YEU TO NGUY CO GAY BIEN CO TIEU HOA

KHI DUNG NSAIDS

Tién st bi loét, bién chirng loét !
Dung nhiéu loai ns-NSAIDs! 9
Dung liéu cao ns-NSAIDs? 7
Dung kém thudc chéng déng? 6.4
Loét khong triéu chirng? — 6.1
Tudi > 70" I 5 ¢
Nhiém Helicobacter pyloriZ | NN 35

Dung Corticosteroids! _ 2.2

135

0 2 4 6 8 10

Relative Risk

1Garcia Rodriguez et al. Lancet. 1994;343:769-772; 2Huang et al. Lancet. 2002;359:14-22.

12 14 16



FDA

www.fda.gov/consumer

ANH HPONG CUA NSAIDs TREN TIM MACH

Consumer Health Information

FDA Strengthens Warning

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

ext time you reach into
N 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 the chance 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 aspirinis also an
NSAID, this revised warning doesn’t
apply to aspirin.)

ctive ingredient

NSAID (non-stef

The Risks and What's New

Prescription NSAIDs are an impor-
tant treatment for the symptoms
of many debilitating conditions,
including osteoarthritis, rheuma-

FDA Drug Safety Communication (2015)

oidal an

(in each caplet)
ti-inﬂammatory drug)

tion, some combination medicines
that relieve various symptoms, such
as multi-symptom cold products,
contain NSAIDs.

“Be careful not to take more than




Sw can thiét cia moét thuoc khang viém an toan la tec ché men COX mét cach can bang,
khong lam qua tang nguy co’ bien co tim mach va ca nguy co’ bién co tiéu hoéa

NSAIDs, COX Selectivity, and Risk Profile

Cardiovascular Risk GastrointestinallRisks
Stroke Perforation
/ Thrombosis Bleeding
Ayocardial infarction Gl ulcer

Congestive heart fallue

Discontinuation Discontinuation
Hypertension Vomiting
Edema Nausea
Heartburn
Dyspepsia

Fig. 1 The class of NSAIDs contains drugs that exhibit pronounced COX-2 selectivity (such as rofecoxib) on the one hand
or pronounced COX-1 selectivity on the other hand (such as ketorolac)

Varrassi G, et al. Adv Ther 2020; 37:61-82.
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Varrassi G, et al. Adv Ther 2020; 37:61-82.
Grosser T, et al. J Clin Invest 2006; 116:4-15 .



NGUY CO XUAT HUYET VA BIEN CO TIM MACH KHI SU? DUNG
THUOC KHANG VIEM NON-STEROID SAU NHOI MAU CO’ TIM

Cardiovascular and Bleeding Risks
Associated With Nonsteroidal
Anti-Inflammatory Drugs After
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 (MI).

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 4+ 12.8 years, 72.1% men, mean follow-up duration 2.3 + 1.8 years)
with first diagnosed M| 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% Cl: 3.51 to 4.73; p < 0.001) compared with no NSAID treatment. Among MSAID 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 NMSAID 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|

[as 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.

Journal of the American college of cardiology a 2020 by the American College of Cardiology foundation published by Esevier



CAC DU LIEU TIM MACH CUA NSAIDs QUA CAC NCLS:
Nguy co tim mach cua cac NSAIDS khac nhau

Téng hop dir liéu 2000 - 2010

Etoricoxib | 12.05
Etodolac [ 1.55 Nguy co’ cao
Rofecoxib [N 1.45 \ hon nhém
Diclofenac N 1.4 A
Indomethacin G | 3 TR G LS
Meloxicam |G 12 -
Ibuproten |GG 1.18 h
Celecoxib | 1 1.17
Naproxen [ 1.00 > th’ing kljé’c biéf o) \’I\O’I nl'iém
. chirng cd y nghia thong ké
Piroxicam |GGG 1.05
CONTROL NN 1 J
0) 0.5 1 1.5 P 2.5

Nguy co twong doi so v&i khdng ding NSAIDs

30 NC ca bao gém 184,946 BCTM, va 21 NC doan hé mo ta KCTM trén >2.7 triéu nguei dung.
McGettigan et al. PLoS Med. 2011;8(9):¢1001098



Huéng dan sit dung NSAIDs cho bénh nhan THK ¢ nguy co
(CV risk and Gl risk)

Patient requires

NSAID therapy

!

LOW HIGH LOW
CVrisk CVrisk CVrisk
Avoid NSAID
if possible or Celecoxib Na p;::xen Any
naproxen + PPl + ’
or low-dose PPI Iﬂ'li‘\"'dﬂs-g ns-NSAID
celecoxib + PP celecoxi
Low-dose celecoxib = 200 mg once daily *In selected patients, gastroprotection with a PPl may be indicated

» Healicobacter pylori infection should be tested and treated, if present, in patients with peptic ulcer history

ASA = aspirin; CV = cardiovascular; Gl = gastrointestinal; ns-NSAID = nonselective NSAID; PPI = proton pump inhibitor
Adapted from BMC Medicine 2015;13:55.

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 For the International NSAID Consensus Group. BMC Medicine 13(1):55 - December 2015.



Khuyén cao cta NICE 2018 ve str dung NSAIDs

trén BN c6 nguy co ton thwong than

- NSAIDs gay ra tinh trang thiéu méau cuc bd & than, tdng Creatinin méau
- Nén tranh ding NSAIDs néu cé thé & BN co yéu td nguy co v&i than
+ Nguoi cao tudi
+ Tinh trang gidm thé tich, suy tim sung huyét
+ Xo gan
+ BDa u tdy xwong
+ Pang diéu tri v&i thudc: UCMC, UCTT angiotensin |1, lgi tiéu

- Theo ddi ndng dd Creatinin mau sau khdi tri NSAIDs & nhirng BN c6
nguy co suy than va & nhirng BN dang dung thuéc UCMC, UCTT AT1

4

Nén tranh str dung NSAIDs & nhirng bénh nhan suy than

murc d6 trung binh/ nang (GFR <60ml/phat)

NICE Non-steroidal anti-inflammatory drugs (NSAIDs): reminder on renal failure and impairment. https://www.gov.uk/drug-safety-update/non-steroidal-anti-
inflammatory-drugs-nsaids-reminder-on-renal-failure-and-impairment (accessed 22 Jan 2018);



HUONG DAN CUA FDA VE NSAIDs

NSAIDs chi nén st dung
* Chinh xac theo don
- Liéu thap nhat c6 thé cho nhirng diéu tri can thiét.
« Thoi gian can thiét ngan nhat.

NSAIDs khéng st dung cho phu n& mang thai, ddc biét sau 20 tuan
do lam giam lwong dich 6i

Khdéng dung NSAIDs khi
« Trong con hen, may day hodc phan &ng di (rng véi aspirin hodc bat ky
NSAID nao khac
«Dé gidm dau NGAY TRUOC hodc SAU phau thuat md bac cau ndi
chu - vanh

FDA 2016. Medication Guide for Non-Steroidal Anti-Inflammatory Drugs (NSAIDs). U.S. FDA.

FDA 2020 Drrrrrrrrrug Safety Communication
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TOM TAT NHUPNG NGUYEN TAC CHUNG
TRONG S’ DUNG NSAIDs

. Danh gia tinh trang bénh, co dia BN, cac bénh kém theo, cac thudc dang
s dung nham lwong gia cac yéu t6 nguy co

. Can nhac loi ich — nguy co trwede khi st dung

. Chon lya thuéc NSAIDs phil hop (bénh Iy nén va dac diém bénh nhan)

. Tén trong cac chdng chi dinh va twong tac thubc

. Khéng phoi hop cac thuéc trong nhém NSAIDs hodc véi thuée nhom
Steroids

. St dung liéu thap nhat c6 hiéu qua, trong thdi gian ngan nhat cé thé (Ilwu y
phdi hop céac thudce diéu tri bénh gbc)

. Thdng b&o cho bénh nhan nhirng tdc dung ngoai y c6 thé gap

. Theo ddi, kiém tra thwérng xuyén va cé cac bién phap bao vé (tim mach,

tiéu hoda...) khi budc phai str dung dai ngay



Kinh nghiém str dung

Thoai héa khép goi:

- Sy dung linh hoat cac thudc gidm dau:
Para/tramadol. Udng/thoa

- Phoi hop: tiém tai chd (Cor/chat nhon).

- Phuc hoi chtrc nang(Van déng/vat Iy)

- Tw van bé&nh nhan chon Iywa dwa trén yéu td nguy co.



Kinh nghiém str dung

Gut:

- Sw dung linh hoat cac thuéc gidm dau, khang viém:
Colchicin/Para/tramadol.

- Udng/thoal tiém tai ché.

- Phoi hop thudc nglra con (colchicine + NSAIDS liéu
thap khi can)

- Tw van bé&nh nhan chon Iya dwa trén yéu td nguy co.



Kinh nghiém str dung

Viém khép dang thap/Viém cét song dinh khép:

- Sy dung linh hoat cac thudc gidm dau:
Para/tramadol.

- Ubng/thoa/chich/chuwdm lanh

- Phéi hop: DMARD cb dién/sinh hoc

- Phuc hdi chtrc ndng (Van déng/vat ly)



Kinh nghiém str dung

Pau lwng man tinh:

- Sw dung linh hoat cac thudc gidm dau
- Udbng/thoal/chich

- Phuc hoi chrc nang (Van dong/vat ly)
- Phau thuat



TRAN TRONG CAM ON !

When Prescribing NSAIDs...

O ©

USE THE FOR THE

LOWEST SHORTEST
EFFECTIVE PERIOD OF

DOSE TIME
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