CHAPTER1

INTRODUCTION

Background and rational

Musculoskeletal problems e.g., osteoarthritis (OA), rheumatoid arthritis (RA),

crystal induced arthritis, tendiﬂ&‘*#f/ain are the most common causes of
E N ; E

disability.l Treatment of - lems n reducing pain, minimizing

: &,m\ni& effects associated with

- for the treatment of

functional limitation
pharmacotherapy. 2

The commo
musculoskeletal prob
NSAIDs have anti-infl
been shown to benefit i L Wi OA . Moreover, NSAIDs are widely
used for antipyretic, sport Juﬁrés.?nda nditions. However, these drugs
have some distinctivs side_effécts. Gastrointe nal_tract injuries such as dyspepsia,
_ ¢ the most common side
effects of NSAIDs theapy' whereas r " : onsccur in small proportion of
patients treated with NSA}]&4 'Y

Principﬂ igehiahisnd 6F NSKIDS) ) didwrl [id “Be an inhibition of
cyclooxygenase%OX). The COX enzyme catalyﬁ the initial ste@,in the conversion
of araddgilc b \J fdrigh, hosatici”(pG6) [ Jirbdrane (1xa)-
Prostaglaqndins have major roles on renal functions in patients with decrease effective
volume e.g., elderly patients, hypertension (HT), cirrhosis, coronary artery disease
(CAD), diabetes mellitus (DM), chronic renal failure (CRF) and renal insufﬁciency.tw
Therefore, these conditions appear to be a potential renal risk factors of NSAIDs.

Renal complications from NSAIDs include acute hemodynamically mediated renal



insufficiency, fluid and electrolyte disturbance, hyperkalemia, interstitial nephritis and
. . 8-10
papillary necrosis
Until recently, it was demonstrated that the COX enzyme exists as two
isoforms. COX-1, is constitutively expressed as house keeping in various tissues such
as gastrointestinal, kidney and platelet. COX-2 is inducible isoenzyme which regulates

response to stress and inflammatory stimuli in many tissues. The house keeping theory

has shown that the inhibition of ' WOX -2 by NSAIDs causes efficacy by

inhibiting COX-2 and causesk g COX-1."" This knowledge is

the major cause for th@ent of h1@ve COX-2 inhibitors which
W

inhibit COX-2 while spari h\'\: receive fewer side effects
-

aQ

medication than non-sel
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NSAIDs. The Celecoxib ‘on :

aggregatlon

Regarding renauffects of highly selective COX- Mnhlbltors this question has
remained uncl ibitors might have
tewer renal sid ﬂ( mﬂtm ﬁﬁ\j@ez: on renal effects of
o R  N g o
numbers,ibaseline patient ¢ fI"é::tenstlcs dose and duration of drug treatments. The
results from recent studies support the belief that highly selective COX-2 inhibitors
may affect blood pressure, electrolyte excretion while less decreasing the glomerular
filtration rate (GFR) rather than non-selective NSAIDs.”

Recent evidences support a role of COX-1 and COX-2 on renal functions that

electrolyte excretion in healthy human can be regulated by COX-2 while GFR can be



regulated by COX —1. Therefore inferred that use of highly selective COX-2 inhibitors
may spare the kidneys.2l

A retrospective study at Rajavithi Hospital in Thailand found that elderly
patients were the most common populations received celecoxib for treatment OA,
muscle pain and RA respectively. These populations also had many risk factors such as

HT, renal insufficiency and DM, which affected renal functions during the treatment of

, there were few studies which determine

)1n these populations.
-‘ .
t—:::?sngate renal effects between

Therefore, the p of this stidy

celecoxib which is the fir ibitor and naproxen which is
non-selective NSAIDs 1y patients with underlying
diseases such as HT, re atology Clinic at Rajavithi
Hospital. This data will ‘ enal and other adverse drug
events associated with the X-2 inhibitors and non-selective
NSAIDs.
Objectives
1. To. compare renal effex “‘-‘?‘: d naproxen in elderly
patients. | j]]
2. To ﬁ ﬁﬂ E]W%W%jﬁ ﬂ ﬁxlb and naproxen in
ldeﬁa;ta{‘ﬁ
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The significance of the study
This study will provide the answer of renal effects and other adverse effects of

celecoxib and naproxen in elderly Thai patients.
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