NSAIDS SAFETY CONCERNS

NSAIDSE ZE3H0F GH= SRS SHRHIAL
OIZRIHIO AIBHRIH RSt OIS SAIN T24GH0F BHLICH>

> 2= NSAIDs= A H A2 FAE s S7AIZU

COX-1/COX-2 MEiMoj| = NSAIDs £ 58 7|2 NSAIDs 28 &txto|

Qe e

b
b

Cardiovascular risk
Thrombosis, myocardial infarction
Gastrointestinal risk
Bleeding, ulcer complications

%
> g o : ' g of 4 0%
o A .
ey S (,0*\?18(\’&0 & o =
<&° Q&e Q}Z‘\%\L\Q \Q\)Q V\?&
& N i BRI S 5 AIEREE) NSADS7| DIX|= SIS BUISH]| 2l
COX-2 < - P COX-1  Gamo aix 7 7a3mnt uimarses ixt 2322952 ohSlsiol Al
Degree of selectivity SHLICHOIy [ TS E o

ES5-Z50| AXTZHIOH AR AYU=E SHISHLICE®

CVrisk

Moderate

High 1.4% © 21.3% 15.5%

Moderate 1.8% E 21.5% 5.3% E
Low 10.3% 15.5% 1.5%

(N =3,248)

T&2I=I Gl risk factor| S5 2 SCORE 22 742 SHXIQ] GI/CV riskE 37H2] 1= (low, moderate, high) 22 2& 5t
NSAIDs7} 2Rt Z2PHH 2Kt 3,293 H0M A HREA| L A2 2t =S Holoty | ISt ST, O 2 2 ot

COX-1, cyclooxygenase 1; COX-2, cyclooxygenase 2; CV, cardiovascular; Gl, gastrointestinal; NSAID, nonsteroidal anti-inflammatory drug; SCORE, systematic coronary risk evaluation.
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l mov O \ If you have osteoarthritis (OA), rheumatoid arthritis (RA), or ankylosing spondylitis (AS)

IMPORTANT HEALTH FACT

1 in 4 patients who take daily NSAIDs (like naproxen)
is likely to suffer from ulcer complications!

EFFECTIVE SIMPLE AFFORDABLE

Naproxen ranked most effective
when treating pain and function
(2018 AAOS Network Meta-analysis) ™"

Ww715"
(2 medicines in 1 tablet)

Just 1 tablet,
twice a day
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AAQS, The American Academy of Orthopaedic Surgeons; HA, hyaluronic acid; 1A, intra-articular; OA, osteoarthritis; PRP, platelet rich plasma.
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WHY ESOMEPRAZOLE ?

WHY NAPROXEN ?

WHY VIMOVO® ?
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Esomeprazole 40mg

Rabeprazole 20mg 12.1
Omeprazole 20mg 11.8
Lansoprazole 30mg 11.5
Pantoprazole 40mg 10.1
(I] 1I+ ili 1I2 1I6

Hours intragastric pH >4 on day 5
12 15 % "p <0.001 vs. all other comparators

Gastroesophageal reflux disease 342 711 34H2| BHXIE CHAOZ PPI (esomeprazole, rabeprazole, omeprazole, lansoprazole, pantoprazole)2|
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Study 301 Study 302

307 m EC naproxen + IR esomeprazole (n=218)

B EC naproxen (n=216)

B EC naproxen + IR esomeprazole (n=210)
B EC naproxen (n=210) 243

23.1

Patients (%)
Patients (%)

Months
"X} "4 "p < 0.001 vs. EC naproxen
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EC, enteric coated; PPI, proton pump inhibitor:
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CEce Rate ratio QEEN:E'QQE Rate ratio
(95% credibility interval) QISt AN (95% credibility interval)
Naproxen 0.82(0.37 to 1.67) Naproxen + 0.98(0.41 t0 2.37)
Ibuprofen 1.61(0.50t0 5.77) Ibuprofen —— B~ 239(0.69t08.64)
Diclofenac 0.82(0.29 t0 2.20) Diclofenac —  398(1.48t012.70)
Celecoxib 1.35(0.71 t02.72) Celecoxib —Jl—  207(0.98t0455)
Etoricoxib —a— 0.75(0.23t0 2.39) Etoricoxib —®  407(1.23t015.70)
Rofecoxib B 21202035 Rofecoxib O 158(0.88t0 2.84)
Lumiracoxib ——— 200(0.71t06.21) Lumiracoxib —— W 189(0.64t07.09)
02 051 2 5 02 051 2 5

Favours NSAID  Favours placebo
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NSAIDs (naproxen, ibuprofen, diclofenac, celecoxib, etoricoxib, rofecoxib, lumiracoxib)2| MEEA| NS HItst7| S 317K SH7E(116,429H)
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Favours NSAID  Favours placebo

Naproxen2 placebo CHHI
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Summary rate ratio
(95% CI) (NSAID vs. placebo)

Coxib” Diclofenac Ibuprofen Naproxen E

1.37 1.41 1.44 : 0.93 :
(1.14-1.66) (1.12-1.78) (0.89-2.33) ) (0.69-1.27) ]
p=0.0009 p=0.0036 p=0.14 ' p=0.66 '

"Non-fatal myocardial infarction, non-fatal stroke, vascular death * Celecoxib, rofecoxib, etoricoxib, lumiracoxib

Diclofenac 75mg BID, ibuprofen 800mg TID, naproxen 500mg BID

A 2t (30| =2 BHXI0i| A NSAIDs 7o APt U IR IREE Hlw HIt57| I8 280712| &t HTHNSAIDs vs. placebo) & 474712
QA HTLNSAIDs vs. another NSAIDs)0f| CHEH HIEHEA]

BID, twice a day; TID, 3 times a day.
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! Vimovo®! Celecoxib  Placebo ! Vimovo®} Celecoxib  Placebo
1 (n=246) 1 (n=242) (n=124) 1 (n=246) 1 (n=242) (n=124)
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i Vimovo®; Celecoxib  Placebo i Vimovo®; Celecoxib  Placebo
' n=263) 1 (n=245) (n=122) ' (n=263) v (n=245) (n=122)

“No information about p-value vs. Placebo
Vimovo® 124 23| £047} S22 SEEO| 25 L SAR|Z0f| 2104 celecoxib 200mg 12 13] £0{2L0| HIFSAS Q1=517| LIsH 50M| 0|l SIXIES
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AE, adverse events; UGI, upper gastrointestinal; WOMAC, Western Ontario and McMaster Universities Arthritis Index.





