CHAPTER III

MATERIALS AND METHODS

Materials

1. Drugs

om Pharmacia (Thailand), Ltd.

e Naproxen 250 m ap émm Roche (Thailand), Ltd.

) firorm Siim Pharmaceutical CO., Ltd.
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lernational Capsule CO., Ltd.
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2. Instrument

® Mercury S from BAUM CO., Ltd

3. Record forms

o Inform consen

e [aboratory.re

e 24-hour u 1;

Compliancegcord ablet coun
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1. Definitions

o Adverse druuﬂon roﬁle

e Elderly patients: patients with an age older than 60 years old
e Musculoskeletal problems: musculoskeletal problems such as

osteoarthritis, rheumatoid arthritis, crystal induce arthritis, tendinitis
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e Underlying diseases: the chronic diseases that concomitant with
musculoskeletal problems such as hypertension (HT), diabetic mellitus
(DM), coronary artery disease (CAD) and renal insufficiency

e Medications for essential treatments: medications that patients necessarily
used for the treatment of underlying diseases

e Risk factors: renal insufficiency, hypertension (HT), diabetic mellitus

xen on renal functions
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f\"‘ (SBP), diastolic
(DBP) and mean a.ralal blood pressure (MAP)
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2.2 Potassi assessed potassium excretion in 24- hour

b od pressure

urine collection in accordance with serum potassium
e Secondary outcomes: any adverse drug reaction except renal adverse
events that occurred during the study (each adverse event was assessed by

using Naranjo's Algorithm)
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e Wash out period: the period that patients discontinued either celecoxib or
naproxen. Only paracetamol used for relieving pain and inflammation (not
more than 4 gm/day). If patients had history of GI complications from
NSAIDs, they would receive antiulcer agent (omeprazole 20-40 mg/day)
for prevent GI complications (throughout the study)

e Equation used for calculation of the creatinine clearance from

Equation 1:

CrCl (m

0.007184

ad ight (cm)

f the creatinine clearance

“fY oy'mﬂmwmm
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. Cockcroﬁ-Gmdt's equation used for calculatio

72 x Scr

Equation 4:

CrCl (ml/min)(female) = (140-age) x BW x 0.85

72 % Ser

where

BW = body weight (kg) : Scr = serum creatinine (mg/dl)
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If body mass index (BMI) > 27 kg/m2 and/or % ideal body weight
(%IBW) > 120 used ideal body weight (IBW) instead of actual body

weight
Equation 5:
IBW (kg)(male) =50 + 2.3 (height in inches-60)
Equation 6:
IBW (kg)(female 5+ 2.3 (height in inches-60)
Equation 7: N \ //

——

%IBW-=actual BV

v hidig) : H = height (m)

® Equation used for ¢ atior £} 14 weight (LBW) from
LB 0.33929H - 29.5336
-v A
0.2957W + ﬁlSBH 43.2933

||
v W (kg)(female
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Equation 11
MAP = DBP + (SBP-DBP)
3
where

SBP = systolic blood pressure (mmHg)
DBP = diastolic blood pressure (mmHg)
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2. Study design

The design of this study was experimental design: double blind randomized

crossover study.

3. Subjects

Subjects who were included into the study based on the screening criteria:

Inclusion criteria

Patients who had completed the % ere selected in this study
. Subj yere eld &n old) men or women with

eumatology Clinic at

O

‘\'\\_\:

3. Patients willing to be incl i s study and signed the patient

ns, which can affect renal
N

only medications for

;
@ i

consent form after formation about this study.

=

Exclusion criteri

—

Patientsmho had at least one of these critem were excluded from the

AU ANENINEINT..

=
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by confirmed at least one of these criteria.

- stool occult blood positive
- hemoptysis
- endoscopy

3. Anemia or malnutrition
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4. Serum creatinine level more than 2 mg/dl or creatinine clearance
less than 30 ml/min/1.73m’

5. Having an evidence of diabetic nephropathy, glomerulonephitis,
cirrhosis and congestive heart failure (CHF)

6. High blood pressure level according to stage III of JNC VI criteria’
(SBP more than 180 mmHg and/or DBP more than 110 mmHg)

8. ing ai ence off urin w ion or prostatic hyperplasia

9. i S K on: \\\ mic oxaloacetic transaminase
(SGOTYyand/o 4& - : ¢ transaminase (SGPT) more
than twg times ._-‘--v"_ \ and/or SGPT > 80U/L)

10. Active syStemic & iich would in the judgment of the

physician

4. Sample size

-

R J

The sample s do m this

N= (_a+_Zg)_

ﬂﬂﬂ?ﬂﬂﬂﬁﬂﬂ’]ﬂ‘i

= number of sample size

q W'] ﬂ@ﬂ’ﬁ(ﬂimﬂﬂ NENa Y

zp =128 (3 =0.10)
Sp =8y +S2 = 193 (from the previous study by Rossat et al.'™)
D’ =100 (from the previous study by Rossat et al.'®)

N =(1.96+1.28)’ x 193

100
N =21 (+ withdrawal 50%) = 30
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5. Step of the study

1.

The protocol of this study had been approved by the Ethic Committee of
Rajavithi Hospital.
Investigator provided complete materials for this study (drugs, instrument
and record forms).

Patients were included base on screening criteria and then ask to sign

such as labor. acteristic d renal functions.

00 mg twice daily) for 2

sover to second treatment

ﬂ ﬁﬁﬁ%m %TWﬁwTﬂaﬁwash out 2 weeks

Investigator provided these medications. Either celecoxib or naproxen was

e G P PRV M) | )

Table 13 showed overall schedule of patients in this study and Table 14 also

showed summary of primary and secondary outcomes that were collected in each visit.

7. Primary and secondary outcomes were assessed in each visit.
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8. Patients had at least one of these criteria were withdrawn from the study
8.1 Poor compliance patients: checked by
8.1.1 Tablet count: patients who had remain tablets of over or
equal to 20% during two continuous visits were excluded from
the study
8.1.2 24-hour urine collection: instructed patients and provided 24-

hour urine colle . Compliance was checked by

ich kept at 15-20 mg/LBW/day

,—d .
r@m). Patients who could not

/ TH IR owing criteria were
s tha ould not tolerate as assessed

HenBe
by physiciz _

8.3 Change df s reatining more than 0.5 mg/dl from baseline
173 Iy
Fals,

8.2 Occurzed a

8.4 Patients with [ : aria (urine output less than 400 ml/day)
8.5 Creatinine cle: ﬂ—* than 30 ml/min/1.73m’
8.6 P ged medica s that affect renal functions or

R r——— 7

9. Analyze, di H ssion and conclusion the study 'm

AU INENTNYINS
RN IUANINEIAY



Out-patients in Rheumatology Clinic

l Enrolled patients base on inclusion

and exclusion criteria

Samples

Sequence II

Naproxen 500

&

for 2 we for 2 weeks

Celecoxib 200 mg twice daily

.

»‘,"A @

VI V! il

-

Collected prima ;Ef:' e '» outcomes then wash out for 2 weeks
g - e

O 2 weeks

or €EKS
- - W

Celecoxiby 200 ice dail apd)xen 500 mg twice daily

‘r] .

RN TUNNIN

Collected primary/secondary outcomes and washed out for 2 weeks

v v

Collected baseline data after wash out period

Figure 9: The study flow chart



Table 13: Overall schedule of patients in this study
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Week 1 Visit no. 1 <+ Wash out
Week 2 P
Week 3 Visit no. 2 <+ First treatment
Week 4 —>
Week 5 Visit no. 3 < Wash out
Week 6
Week 7 Visit no. 4 econd treatment
Week 8 =
Week 9 Visit no. 5 Wash out
Week 10 < >
Week 11 Visit no.6 - d study —»
RET
f \
Table 14: Summary of ollection
.a*ﬁf o8
Visit | Demographic | CBC | LFT BL&%’- Na BP 24-hour urine Secondary
No. data e _.l;’,i,__i ol Output | Cr | Na outcomes
1 /
2 / / — / /
3 / / ./ / / /
4 / / / / / / / / / /
5 / / ¢ 2/ / / / / / / /
6o | ¢ ﬁf eINAS |-
] N = 11T 0
CBC = completed blood count - s

AN TUNRIINNAE

BUN = bloodfirea nitrogen

Scr = serum creatinine

Na = sodium

K = potassium

BP = blood pressure

Cr = creatinine
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6. Procedure of primary outcomes
1. Creatinine

Serum creatinine and urine creatinine were measured by Jaffe's reaction.
Serum creatinine was measured at the last point of 24-hour urine collection.
2. Sodium and Potassium

Sodium and potassium in serum and urine were measured by Direct Ion

3. Blood pressure me ',///
Systolic blood wP)ind wood pressure (DBP) were

measured by a mercury s er fifteen minutes of rest in

Selective Electrode method.

sitting position. Two ¢ ( ‘ easured apart five minutes
(mean of two measurem
were separated by using‘
visit time, location and te ) 1 eatt fate was also monitored.

4. Edema

The measurement used f ur- J&E kert's scale (0 to +3) in accordance with

body weight of pati¢nts that assessed by the :

. S P
0 = pitting ed€ma cot S1v€ pressure

+1 = patients o ed pitting edema when observed by extensive pressure at

o v/
"R INEUNIN p 713
observed by normal pressure at pre

+2 = patignts occurred p1tt1ng edema when
IRINTUAM INYAE
+3 =pitting edema could be seen obviously without any pressure
Criteria for significant edema has been at least one of described following
- Increased scale from baseline at least of 1 grade in edema in accordance
with 2% weight gain
- Increased scale from baseline of more than or equal to 2 grades in

accordance with or without weight gain
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7. Data presentation and statistical analysis: analysis was conducted by using the
data analysis software (SPSS for Windows version 10.07 and Number Cruncher
Statistical System, NCSS 2002)
1. Descriptive statistic: proposed demographic data and baseline characteristic
of all patients and subgroup of patients
2. Inferential statistic: proposed primary and secondary outcomes evaluation

- Change of primary ¢ es before and after receiving naproxen

group by pair T test analysis.
.05
1 celecoxib and naproxen from

alysis Slgmﬁcant level was set at

na and secondary outcomes

by using Chi-Square test.

ﬂUEJ’JVIEJVﬁWEﬂﬂ‘i
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