2010-12-01

Ankylosing spondylitis on NSAID
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US mortality data in 1997

15th cause of death in USA
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Singh et al. J Rheumatol 1999

A double-edged sword
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Dyspepsia= 01 < S06tCt

» Dyspepsia: at least 10% - 20%

» Within a six-month period of treatment, 5% -
15% of patients with rheumatoid arthritis
discontinue NSAID therapy due to dyspepsia.
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1. Silverstein FE et al. Ann Intern Med. 1995;123:241-249.
2. FDA Arthritis Advisory Committee; February 8, 2001; Gaithersburg, Md
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TABLE 2. Relative risk of ulcer bleeding according to type

of NSAID**

Nonuse Reference
Celecoxib LOv04-2.1)
Diclofenac 3.1(2.3-42)
Ibuprofen 41(31-53)
Naproxen 7.3(4.7-11.4)
Lomoxicam T7(24-244)
Ketoprofen 8.6(2.5-29.2)
Indomethacin 9.0(3.9-20.T)
Meloxicam 98 (4.0-2338)
Piroxicam 12,6 (7.8-20.3)
Ketorolac 14.4(52-39.9)

NSAID, nonsteroidal antiinflammatory drug.

Lanas. Am J Med Sci 2009;338(2):96-106
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Asymptomatic

Symptomatic

81%

\ 19%

US observational cohort study?
Singh et al, 1996

42% | 589

-

UK epidemiological study?®
Armstrong, Blower, 1987

Armstrong. Gut 1987;28:527-532; Singh. Arch Intern Med 1996;156:1530-1536.

NSAID2t & A & do| S elXt

—

Prior complicated ulcer

0 13.5

Use of multiple NSAIDs

[
(including aspirin)
High-dose of NSAIDs P:O 7

Anticoagulant therapy 6.4
Prior uncomplicated ulcer 6.1
Age > 70 years 5.6
H. pylori infection 35
Glucocorticoid therapy 2.2

Gabriel. Ann Intern Med 1991, Garcia Rodriguez. Lancet 1994, Silverstein. Ann Intern Med 1995
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Age Case Control RR
N=1,457 | N=10,000

25-49 374 5561

50-59 250 1740 1.6

60-69 376 1630 3.1

70-80 457 1069 5.6

* Aging is one of the most important risk factors for everything in medicine.

Rodriguez LAG. Lancet 1994,343:769
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Huang. Lancet 2002;359:14-22
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Gl risk factors in Korean population taking NSAIDs
2008 Gl risk assessment stuay
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| Data on file (GI risk assessment study, presented at 2008 fall congress of Korean Orthopaedic Association on Oct 16, 2008) %
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Data on file (Gl risk assessment study, presented at 2008 fall congress of Korean Orthopaedic Association on Oct 16, 2008)

The Relatnre Eﬂlt.al:las of Gaslroprclnch\re Strategies in Chronic Users of
it Drugs

* We used the Manitoba Population Health Research Data Repository
to perform a population-based matched case-control analysis

Takle 4. ORs and P Values for Comparisons Batween Gastroprotective Strategies for Upper GI Complications Secondary o
Peptic: Ulcer Disease

0.63(0.25-1.60)
20

. b
P D01*
ASNSAID + low sksa

o PANSAID ¢ PP+ COX2 inbsbitar + PRI

misegrestol

HOTE. DR for relatve risk reduction versus nsNSAID users alone shown in parentheses
Differences are statistically sigrificant.

Targownik. Gastroenterology 2008;134:937-944

¢ 1 1 3 45 6 7 8 3 w0nuny
Time after random assigrement (months)
Numbser at risk
Celecontbwithmsomepeaole 117 136 136 136 136 13§
Celeconibwithplacsbo 136 137 130 17 w5 1A

Chan. Lancet 2007,369:1621-1626
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Risk groups and recommendations

LOW el High Gl risk Very high Gl risk
risk
Not on nsNSAID + Coxib +
aspirin eI PPI/misoprostol | PPI/misoprostol
o et INereen Naproxen + Avoid NSAIDs or
P P PPI/misoprostol | coxibs if possible

Graham. Gastroenterology 2008;134:1240-1246
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« Dyspepsia: change of the medication, dose reduction,
empirical treatment with H,RA or PPI

« H. pylori infection: eradication treatment in patients with
risk factor(s)

« Active ulcer (NSAID discontinued): H,RA or PPI

« Active ulcer (NSAID continued): PPI

« Prophylactic therapy: misoprostol, PPI, COX-2 selective
agent

Lee JH. Korean J Gastroenterol 2009;54:309-317
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Vergara. Aliment Pharmacol Ther 2005;21:1411-1418
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NSAID enteropathy

Increased in mucosal
permeablility

-Mucosal inflammation
- Fecal occult blood loss
- lleal dysfunction

- Malabsorption

-Anemia

- Bleeding/ Perforation

- Exacerbation of underlying disease
- Diverticultitis

- Strictures

- Ulcerations

- Colitis

. Chronic inflammatory bowel disease
-Angiodysplsatic lesions
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Over the last 10 years, there has been a decreasing trend in the rates of hospitalisations due to
upper Gl complications in contrast with an increasing trend of lower Gl complications.

The clinical impact and severity of hospitalisations due to lower Gl events were greater than
those of upper Gl events.

Lanas. Am J Med Sci 2009;338:96-106
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ns-NSAIDs significantly increase lower Gl
tract clinical outcome: bleeding

%0 86 %

Il Ns-NSAIDs
80| =1 Controls

Pts with hematochesia or LGIB, %

Holt et al.t Lanas et al.2
(n=98/95) (n=21/138)

Wilcox et al.®
(n=105/1895)

Holt. Dig Dis Sci 1993:1619, Lanas. Gastroenterology 1992:862, Wilcox. Dig Dis Sci 1997:990

ns-NSAIDs significantly increase lower Gl
tract clinical outcome: perforation

=1 Controls
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Pts with hematochesia or LGIB, %

Lanas et al.?
(n=16/152)

Langman et al.t
(n=17/107)

Langman. Br Med J 1985:347, Lanas et al. Gastroenterology 1997:683

NSAID-induced small bowel ulcers

Aspirin-induced small bowel ulcers
mimicking SMT (F/57)
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Aspirin-induced small bowel ulcers
mimicking SMT (F/57)
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@ 0.055 s Indomethacin
3 180 mg {n = 26)
€ £ o050
EE
E 500
T %
é ; 0.040 Plocabo (n = 29)
= & 0.035 e ==we Ratecoxit 50 mg
ac n=27)
5 5 0030 ~=a Rofecoxib 25 mg
& n = 28
“ 0.025 L

Baseline Day 7

Five hour geomerric mean urinary excretion
AlL-rhanmnose at baseline and on day 7
swho received placebo, rofecoxib 25 mg, rofecoxib
S0 mg, and indomethacin 150 mg (per protocol analysis).
Indomethacin 150 mg significantly mcreased the

e ~rhantnose ranio compared with baseline

eho, rofeconib 25 mg, and rofecoxib 50
mg did mor. *p<0.05 versus baseline values

Sigthorsson. Gut 2000;47:527-532

COX-2 selective agent= ZEHAIZ2Z
2 &8t mucosal breakJt = Ct

Healthy
subject

Naproxen
Celecoxib +
Omeprazole

Placebo

Goldstein. Clin Gastroenterol Hepatol 2005;3:133-41
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Goldstein. Clin Gastroenterol Hepatol 2005;3:133-41
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1.0 0.46(0.22-0.93)
P=0.03
0.8

0.6 m Rofecoxib
(n =4,047)

[ Naproxen
0.4 (n = 4,029)

0.2

% of Patients with Serious Lower GI
Events per 100 Patient-Years

Laine. Gastroenterology 2003;124:288-292

But, there are some controversies

@ Pationts o8 k.

« In MEDAL study, there were no benefits of etoricoxib
over diclofenac when looking at in the incidence of
lower GI complications.

Laine. Gastroenterology 2008;135:1517-1525
Lanas. Am J Med Sci 2009;338:96-106
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Spectrum of NSAID-related large bowel
diseases

* Ulcers: usually, right-sided. bleeding, perforation
« Strictures: diaphragm-like and broad-based
 Colitis:

— diarrhea with/without bleeding

— eosinophilic, collagenous, pseudomembraneous, nonspecific
— especially, mefenamic acid and flufenamic acid

* Anorectal inflammation, ulceration, stricture

* NSAIDs may exacerbate preexisting lesions,
including diverticulitis, reactivation of
inflammatory bowel diseases, and intestinal
bleeding from angiodysplastic lesions.

Lanas. Am J Med Sci 2009;338:96-106

Colon ulcer associated with NSAID

54-year-old woman presented
with severe iron deficiency
anemia, cramping abdominal
pain and watery diarrhea.
During endoscopy, long, linear
ulcers were found in the
transverse colon near the right
colonic flexure. Histologic
examination of the biopsy
specimens taken from this area
was suggestive of ischemic type
lesions as seen with chronic
NSAID use.

Celecoxib may be safely used in the setting
of inflammatory bowel disease

« Atotal of 222 patients with ulcerative colitis in
remission were randomized to receive oral celecoxib
200 mg or placebo twice daily for 14 days.

« Results: Three percent of patients in the celecoxib group
experienced disease exacerbation through day 14, as
compared with 4% in the placebo group (P =.719).

¢ Conclusion: Therapy with celecoxib for up to 14 days
did not have a greater relapse rate than placebo in
patients with ulcerative colitis in remission.

Sandborn. Clin Gastroenterol Hepatol 2006;4:203-11

Hospitalization for gastrointestinal bleeding associated with
non-steroidal anti-inflammatory drugs among elderly patients
using low-dose aspirin: a retrospective cohort study

E. Rahme', M. Bardou?, K. [)asuupm'. Y. Toubouti', J. Ghosn' and A. N. Barkun'?
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Rahme. Rheumatology 2007;46:265-272

Clopidogrel is safe?

- Risk of gastrointestinal bleeding
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Control Clopidogrel Clopidogrel and ns-
NSAID

Jelaney. CMAJ 2007;177:347-51

Management of rheumatoid arthritis

- a multidisciplinary approach

Rheumatologist

Endoscopist
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Some issues regarding the management of o=
the patients with bleeding complication ==
* NSAID/aspirin ArZXHUHIA HES Kl S Sot
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Gastroenterology ¢ ns-NSAID 2t aspirin o)

« Issue 1: Is the consultation to the Rheumatology mandatory during >
the admission? Do the rheumatologists want it? How can we give e r=01=] oco=2T 2=
the related information to the doctors in other department? OCZERH A& X ROt
« Issue 2: How long the patient should be followed in the
Gastroenterology department? Life-long or just a few weeks...
« Issue 3: Who will give the preventive medicine to the patient?




