summaried in table 7 a an

CHAPTER IV

RESULTS

Demographic data

Twenty-seven patients ﬁ, eir demographic data were

tai hm of each individual patient were

Number of patients
N = 27(%)
Sex
Male 25(92.59%)
Female 2(7.41%)
mean age (yrs.) = 60 37 rrm,
mean height (cs 9 'J
mean weigh (kg¥=66.43 £ 11.46 (range;43-91)
| mean BMI (kg q,. 7 £ 4.10 (ran;
10(37.04%)
Male U ¢ 8(29.63%)
F BB i i E . r . e L -
‘ in L [ 3 L 4 ‘
it u J v E II d (74.1%)
Ypyslipideamia 18(66.7%)
Chronic renal disease 6(22.2%)
Diabetes mellitus 3(11.1%)
Coronary artery diszase 3(11.1%)
Concomitant medications
ACEI 7(25.9%)
Low dose Aspirin (<2g/day) 6(22.2%)
Prednisolone 4(14.8%)
Thiazide diuretic 3(11.1%)
NSAIDs 1(3.7%)
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Table 7 b : Age, sex, weigh, and duration of gouty arthritis of each individual patient.
Patient no. Age (years) Sex Weight (kg.) Duration of gout
1. 43 Male 83 8 yr.
2 59 Male 89 8 yr.
3 70 Male 66 1yr.
4 49 Male 54 3 mth.
5 73 Female 70 1yr.
6 49 Male 91 1 mth.
7 73 Male 60 1 mth.
8 70 4yr.
9 62 3yr.
10, 59 3yr.
11 47 8 yr.
12 51 5yr.
13 59 1 mth.
14 42 1yr.
15 73 3 mth.
16, 49 5yr.
17 65 3yr.
18 69 20 yr.
19 73 10 yr.
20 69 2yr.
21 57 9yr.
22 68 3yr.
23 48 4yr.
24 50 5yr.
25 66 3yr.
26, 58 3 mth.
2 79 5 mth.
tophl '

Mean age of patients wi ‘f
Mean duration of gout of panEs with top

L 4
‘.4,” t tophi (n=17); 62.71+9.33 years
ears, pat@s without tophi (n=17); 3.8+5.2 years

Mean weight of patients with topel (n=10); 69.65+10.40 ears patients without tophi (n=17); 64.53£11.92 years

e S} HE AT ﬂm LN -
) LRI L IR 1T 1

from 1 month —
patients(29.63%) had alcohol intake.

hypertension (74.1%) and dyslipideamia (66.7%).

years and ten patients were chronic tophaceous gout. Eight

Most common underlying diseases were

The laboratory data (BP, WBC, K, Na) of each patient at baseline, before initially

received allopurinol therapy, were mostly within normal levels. These data were

presented in appendix B
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Effect of standard dose of allopurinol (300 mg daily) on renal function in gout

patients with renal insufficiency.

The changes in renal function after allopurinol treatment was observed. The
variables composed of creatinine clearance (CrCl) measured by 24 hour urine collection,

blood urea nitrogen (BUN), serum creatiqine (Scr), urine volume, creatinine and protein

AULINENINYINS
RINNTUUNIN N Y
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Table 8 : Scr, BUN and 24 hour urine collection before and after receiving allopurinol

treatment
24 hour urine collection
Scr BUN Urine Creatinine Proteins crcl’
patient (mg/dl) (mg/dl) volume (g/24 hrs) (mg/24hrs) (ml/min)
no. (ml/24hrs)
BL After BL After | BL | After | BL After | BL | After | BL After Tx.
Tx. X TX; TX: Tx.
1 2.2 24 28 32 2940 | 1.67 1.40 961 1235 | 45.71 | 35.57
2 1.5 1.5 16 18 1.35 1.30 98 131 | 54.00 | 52.06 | <>
3 12, 1.3 11 8( 00 1.10 48 56 5995 | 60.15 | <>
4 1.2 08 | 13 2 0.74 344 192 | 51.70 | 49.30 | <>
5 2.1 1.9 2 0.75 212 175 | 32.90 | 27.60
6 1.5 1.4 e R7 ) 0 0 17 59 59.18 | 63.41
7 1.5 1.5 (! 63 65 51.80 | 55.68 | <>
8 1.5 1:5 451 318 | 60.00 | 61.90 | <>
9 1.6 1.4 68 84 46.09 | 4424 | <>
10 | 13 | 14 50 | 109 | 4847 | 5500 T
11 1.3 1.3 3778 | 4009 | 51.86 | 51.86 | <>
12 1.6 1.4 87 455 | 36.70 | 40.40 | <>
13 13 | 13 50 | 33 |31.70 | 36.99 I
14 1.3 1.4 1053 | 345 | 58.80 | 49.66
15 1:3 11 37 45 46.20 | 47.90 | <>
16 1.6 1.4 83 41 49.73 | 44.87
17 1.3 1.2 57 43 57.00 | 61.18
18 1.2 1.2 96 58 45.80 | 44.07 | <>
19 1:3 1.3 38 35 49.00 | 48.17 | <>
20 1.1 1.1 47 26 51.40 | 55.08 | <>
21 1.8 1.7 486 723 | 50.30 | 46.17
22 LS 1.7 71 79 33.80 | 40.87
23 1.4 135 4 63 38.02 | 39.52 | <>
24 | 13 | 14 |54 16 |2640 | 3 | 103 | 47.70 | 58.70
25 1.3 1:2 30 9 238 | 59.48 | 64.03
26 2.5 2.6 .32 | 143 : 87 | 1256 | 28.64 | 24.50
27 15 | 13 | 1™ 6701 91 | 108 | 33.49 | 3481 | &

Mean | 1.49 | 1.46 [ 19.70"] 19.11 [ 1552 [ 1790 | 1.00 | 0.984 379 | 373 | 47.36 4791
+SD | #0.33 | #0.35 | £7.22 |.+6.02 | +603 | +685 | +0.28 | +0.25 | +771 | +798 | +9.48 +10.67

p-value 0.294",0.2‘ﬁT 054" 467, 891.,0.801° 0.562°
4 0

BL = baseline , * = CrCl 11 ion y test, * = Wilcgxo igned rang test ,

|=CrCl decreased > 4 lim, 1= CrCl decreased > 4{11! /min, <> = changed within + 4 ml/mm

ANAANDINAMANEIRY.......o.

BUN, urine volume, creatinine in urine, proteinuria and CrCl.

From a statistical point of view, there were no statistically significant difference
between before and after allopurinol treatment with respect to mean of measured CrCl
using 24 hour urine collection, Scr, BUN, urine volume, proteins and creatinine excreted

in 24 hour urine output. These findings were parallel with previous studies' ~ which
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reported that allopurinol 300 mg daily for 6 weeks had no effect on renal function of

gout patient with renal insufficiency.

Table 9 : Pharmacokinetic parameters of oxypurinol in 27 patients.

Patientno. | C_ (ug/ml) | C_ (ug/ml) | Kd(hr) [ T, (hr) vd (1) Cl(ml/min)
1. 27.73 20.34 0.016 42.48 26.64 217
2 29.48 2337 »0.012 56.69 32.73 6.50
3 2224 15.33 ‘ ( 35.39 28.32 9.17
4, 17.23 33 i 21.46 23.28 12.33
5. 35.09 0.89 19.47 5.50
6 17.41 ‘ 32.22 11.67
7 34.02 66.30 517
8. 28.27 16.03 7.50
9. 27.66 17.86 7.67
10. 16.81 23.34 13.00
11. 23.26 18.63 9.33
12. 41.70 31.32 4.50
13. 4736 22.19 4.00
14. 48.13 15.40 4.16
i5. 22.74 42.29 8.50
16. 25.69 25.64 7.67
17. 29.82 24.81 6.67
18. 34.88 14.26 6.00
19. 36.70 21.41 5.7
20. 25.72 46.35 30.73 7.67
21. 26.62 29.88 7.50
39, 4399 - T P 17.38 4.50
23. 27.33 216 1 Q01+ 6279 =4 38.52 7.00
24, 30.96 S 1975 6.67
25. 1798 ' 16.14 13.17
26. 8885 | | 7770.00 102.92 18.63 217
2. 30.18 0.013 53.72 29.19 6.33

Mean 397 9T [ 4718 7.28
(+SD) (tﬁi& (0.17)

C,., = maximum oxyput'iﬁ

C_.. = minimum oxypurinol concentration at steady stat;

i R 113 T NN ENA Y

T,, = half hfe
Vd = volume of distribution

Cl = clearance of oxypurinol

Table 9 showed the trough and peak plasma oxypurinol concentrations of each

individual patient along with his/her pharmacokinetic parameters.
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Figure 3 : Relationship between CrCl (ml/min) and clearance of oxypurinol (ml/min).

124 y=0.1583x - 0.5358 .

10 - R2=0.4022

clearance of oxypurinol (ml/min)

Figure 3 showed : Sig : i correlation between CrCl and
clearance of oxypurinol ( 0.6 = 01, n=25 when patient no. 4 and 27
were excluded because of C : | 0 mg/kg). Clearance of oxypurinol could

be predicted from CrCl b

where y=clea._ﬂceo oxypurinol and X = CrCl ||

et W AVENANEN o
AANAINIUNIIAN AR e e

before and after treatment, there were several patients whose CrCl were decreased or

increased more than 4 ml/min, the data were then further analyzed to investigate whether
or not there were any relationship between the levels of plasma oxypurinol and the

changes in CrCl.
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Table 10 : Percentages of patient with decrement and increment of CrCl >4 ml/min and

within 4 ml/min after treatment within various levels of trough plasma oxypurinol

concentration.
Number of patients within Number of patients with change in CrCl
Troughy plasma the plasma concentration n(%)
oxypurinol

concentration (pg/ml) ’a?%"'s CrClv >4 | crc11 >4 | ciCl+4

1 ml/min. ml/min. ml/min.

<5 . 0 ' 0 0 0

5-15 ‘ 0 3(60.0%) 2(40.0%)
15-25 3(21.4%) 2(14.3%) 9(64.3%)
25-35 - (25.0%) 1(25.0%) 2(50.0%)

>i35 ‘ 1%9(50.0%) 1(25.0%) 1(25.0%)
total 7(25.9%) 14(51.9%)

"= proposed therapeutic range " \\‘

In table 10, the p tratified 2] ﬁps according to their through
plasma oxypurinol con i ‘. i pe \\\\. patients whose CrCl were
owrete 1. with increasing trough plasma
oxypurinol concentrations. Howeves ically difference among groups were
found (p=0.356). At the same i " C, 8V h shi.the percentage of patients whose CrCl
were increased more it —— :—— t the lov :_-_Q level of plasma oxypurinol

')
snsistently with the increase in

[

concentration range, 'iif |

plasma concentrations.

ﬂUﬂ"J‘i’lﬂ‘ﬂ‘ﬁWMﬂ‘i
’QW'lﬂ\ﬂﬂ‘iflJ AN Y
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Table 11 : Percentages of patient with decretment and increment of CrCl >4 ml/min and

within 4 ml/min after treatment within various levels of peak plasma oxypurinol

concentration.
Number of patients within Number of patients( o»/v;th change in CrCl
peak plasma oxypurinol | the plasma concentration 5
concentration (pg/ml) ranges CrCl \L >4 | CrCl T >4 CrCl+ 4
(n) v ml/min. ml/min. ml/min.
L 0 0 0
5-15 0 0
15-25 3(42.9%) 4(57.1%)
25-35 2(15.4%) 8(61.5%)
35-45 1(25.0%) 2(50.0%)
> 45 1(33.3%) 0(0%)
total 7(25.9%) 14(51.9%)

"= proposed therapeutic ran

Table 11 strati y .- SIX g0 -cording to their peak plasma
oxypurinol concentrati eS il ients whose CrCl were decreased or
increased or changed withi ‘ 1 afte nol treatment for 6 weeks were
demonstrated. Same as ftr & he percentages of patients whose CrCl
were decreased more than ‘_r_v.!;w-k | \ded: e increased with higher peak plasma
concentration hém:t; frterence among groups were

a

found (p=0.142). m m

Relationship ﬂﬂeﬁj&ﬁm&uﬁpwﬂ'lm T,,. Vd and Cl) and
“‘““Wﬁ NIl UNIINYNa Y

The patients were divided into three groups, group 1 consisted of patients whose
CrCl were changed within 4 ml/min (n=14), group 2 consisted of patients whose CrCl
were decreased more than 4 ml/min (n=6), and group 3 composed of patients whose

CrCl were increased more than 4 ml/min (n=7).
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Table 12 : Comparisons of pharmacokinetic parameters among patients whose CrCl were

decreased, increased and changed within 4 ml/min after allopurinol treatment.

pharmacokinetic Mean + SD e
parameters Gr.1 Gr.2 Gr.3 prvate
Gr.1 vs Gr.2 = 0.492
Kd(hr'l) 0.019+0.010 0.015+0.004 0.024+0.013 Gr.1 vs Gr.3=0.189
Gr.2 vs Gr.3 =0.095
Gr.1 vs Gr.2 =0.932
T, (hr) 50.84+33.06 35.73+£16.27 Gr.1 vs Gr.3 = 0.257
Gr.2 vs Gr.3 =0.303
Gr.1 vs Gr.2 =0.207

vd (1) 55 614858 22.26+5.39 Gr.1 vs Gr.3=0.163
Gr.2 vs Gr.3 = 0.954

Gr.1 vs Gr.2 =0.221
Gr.1 vs Gr.3 =0.360
Gr.2 vs Gr.3 =0.072

Clearance(ml/min)

Gr.2 = CrCl decreased > 4 ml/mia
Gr.3 = CrCl increased > 4 ml/min frg
p-value = using by ANOVA ; Post Hog

Table 12 showed €ompari irmacokinetic parameters among group and

.p
‘U‘J

found that there were no s1gmﬁ ptdiffe

- ..\\"‘,'.fa" 4 ..»‘!
three groups. Although, m A Cldaranc oroup 2 and group 3 showed no

K‘, T,,, Vd, and clearance among the

‘
AULINENINYINS

Efficacy of standard dose of allo rm(?ﬁmﬂ mg dai é)lm coifrolling serum uric

wia n S s ey, | 3 V1)1 6 EJ

statistically significanfly ﬁcantly different at p<0.1

(p=0.095 and 0.072, remectively 3

Efficacy of allopurinol treatment was assessed by using outcomes composed of

serum uric acid and uric acid excreted in 24 hour urine output.
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Comparison of mean serum uric acid and urate excreted in 24 hour urine collection

before and after treatment.

Table 13 : serum uric acid and urate excreted in 24 hour urine collection before and after

treatment.

Serum Uric acid excreted 24 hr urine output

No. mg/dl) collection (mg/24 hr)
' baseline After Tx.
I 815 347
2 785 425
3 442 242
4 400 181
5 347 136
6 656 490
7 _ 371 142
8 963 294
9 719 261
10 432 353
11 752 422
12 379 169
13, 278 127
14 255 103
15 293 64
16, 484 164
17 138
18 - 251
19 o 132
20 : 164
21 R 360
22 8 : 60
23_ 14.9 6 500 100
24 i 3 236
s AUEVIPNGNE e e
26 4 . 3 118
27 = 9.7 g 4.7 o 4282%28%1 2214-1434
e QSR £l AN AW Bhida) 2] ey

"= tophi, = p<0.001

Table 13 showed serum urate level at baseline and after treatment and urate
excretion in 24 hr urine collection at baseline and after treatment of each individual
patient along with the mean(+SD) and the statistical comparisons.

The results indicated that mean serum urate level after treatment was

significantly lower than serum urate level at baseline (p<0.001). In addition, mean urate
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excretion after treatment was also significantly lower than urate excretion at baseline
(p<0.001).

The goal of urate-lowering therapy is to reduce the serum urate to less than 6.0
mg/dl or preferably less than 5.0 mg/dl if patients have evidence of tophi. Table 14
showed proportions of patients with and without tophi who could reach the

aforementioned goal. The result indicated that with the present standard treatment

Table 14 : Proportion of patienis® hof v hout tophi . which their serum urate level

could be controlled after // erdpy \

Evidence " ’ m ymt 1}\%% ; (%)
: ’ ’ M @\:\ oputinol treatment

o fpnd 5 6mg > 6(mg/d])
No (n=17) i 5(29.41%)
Yes (n=10) 7(70.00%)

Total 12

(0=27) (44.44%)

Relationship betweelﬂ)las G centrﬁon and the controlling of

serum uric acid

ﬂUH’WlBWﬁWMﬂ‘i

Table 15 : Comparlson of mean trough and peak plasma oxypurinol concentration

betwee%tﬂf]va Sehf ughte bied ket 6 Wal (eheph Lhnd patiens with

serum urate after treatment > 6 mg/dl (group II)

plasma oxypurinol group I group II p-value
concentration (pg/ml) (n=15) (n=12)
mean trough level + SD 27.48+16.25 18.43+7.64 0.044
mean peak level + SD 35.31+17.07 27.35+8.64 0.078

; significant p<0.05 (1-tailed) analyzed by Independent t-test
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As presented in table 15, the mean trough plasma oxypurinol concentration of the
patients whose serum urate after treatment were < 6 mg/dl, was significant higher than
the mean trough level of the patients whose serum urate were >6 mg/dl (p=0.044).
However, the mean peak plasma concentration between the two groups showed no

statistically significant different at p < 0.05 but showed significant different at p < 0.1

(p=0.078). Therefore, reducing of serum urate level could be more depended on plasma

sma oxypurinol concentration

between patients with c bt schur : (group I) and patients with

plasma oxypurinol y 51 group II p-value
concentration (pg/ml) ZiAnE13) 2/ (n=14)

mean trough level £ S ] 0.003"

mean peak level + SD 4 35.07%17.04 =0 0.008

" significant p<0.05 2-tailed) an

31]

To ens Lej,l wgtﬂ hﬁd responsibility on the
decreasing of sequm urate level, patients were agam d1v1 ed 1nto two groups based on

o VRN E LN D

means offtrough and peak oxypurinol level in these two groups were significantly

different (p=0.003, p=0.008; respectively), as shown in table 16.
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Table 17 : Proportion of patients with serum urate level < 6 mg/dl and with change of
serum urate level > 5 mg/dl after allopurinol treatment at various levels of trough plasma

oxypurinol concentration

Levels of trough Number of No. of patients with No. of patients with
plasma oxypurinol patients the change of serum | serum urate level <6
concentration (n) urate level > 5 mg/dl ; mg/dl : n(%)
(pg/ml) n(%)
<5 . 0 0
5-15 1(20.0%)
15-25 // 2.9%) 7(50.0%)
25-35 / %) 4(100%)
=35 1(100 3(75.0%)
total 8 15(55.6%)
"= proposed therapeutic range o

Previous studies ki 0 ypunnol concentration in the

range of 5 — 15 pg/ml wag thé optin é ra \\ \. e or effectively decrease serum

-ﬂ’lg:f I

uric acid to the target level and feduceriskofiseric -\- verse events . In order to find

the optimum plasma conces aEi Sranges e patients were stratified into 5 groups

according to their trough plasma &
-"'.-r’:--

with change of serum ufric , ga 'ng with increased plasma

1 -

/n in table 17. The percentages of patients

oxypurinol concentrat fs’ the change of serum urate

level > 5 mg/dl were

(using Pearsonﬁrﬁ;1 i ﬂaﬂﬂﬂ%ﬂhﬁ TT? of patients with serum

urate level <6 mg/d treatment were also tended to increase w1th increasing plasma

R TR IOM T T e v

concentration > 35 pg/ml) which his or her serum uric acid had not met the target level

gmﬁcantly different among grotps of different trough levels

of <6 mg/dl since his or her baseline serum uric acid was as high as 14.5 mg/dl. The
proportions of patient with serum urate level < 6 mg/dl after therapy among groups of

different plasma trough levels were significantly different at p=0.088.



49

Figure 4 : Relationship between trough plasma oxypurinol concentration (pg/ml) and the

change of serum urate level (mg/dl) after allopurinol treatment.

10 7
°T 3= ¥ .
4 8 B
*
g E
3 oF
E &
s <
(=] '
2 o R’=0.416
o g
s 8 y =0.153x + 1.364
&)
40 50
Moreover, figure 4'defmons ere were significantly linear correlation

between trough plasma levelS an: ate levels after therapy (R’=0.42,

r=0.64 , p=0.002, n=26 when p _j_:_j_" no. 2 xcluded because of outlier data, or R’=

0.256 , = 0.506, p=9.907, n=27)
\7

AULINENINYINg
AN TUAMINYAE
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The relationship between plasma oxypurinol concentrations and the changes in

serum urate level were further observed with peak plasma concentrations.

Table 18 : Proportion of patients with serum urate level <6 mg/dl and with change of
serum urate level > 5 mg/dl after allopurinol treatment at various levels of peak plasma

oxypurinol concentration

Levels of peak f || Nof obpatients with | No. of patients with
plasma oxypurinol atie: ‘ serum serum urate level <
concentration _— : 5 6 mg/dl : n(%)

(ug/ml) .

0 . 0
5-15 0
15-25 3(42.9%)
25-35 6(46.2%)
35-45 gl ¥ 09 4(100%)

> 45 \ 00 ) 2(66.7%)
total 7] m "._j\ C‘:u ) 15(55.6%)
"= proposed therapeuti€ rauge of ox 10
£\
.nﬂ‘!:-"'f‘

Table 18 showed the ents whose serum urate levels met the

recommended target: wh he-patients wes ified into six groups based on their

peak plasma oxyp | .,,_ : plasma concentrations, the
percentages of patients whose plasma uric acid evels@:et the proposed targets were
increased with increasing peak plasma oxypurinol concentrations. Using Pearson Chi
Square analymﬂxueﬂn’tl nﬂtylsﬁdw El ’]ftlrgt of changing serum uric
acid level > S m dl were mgmﬁcanﬁy different afiton ﬁsro s of'different peak plasma

’%1& BV DT DM L L e vt ot <

mg/dl, the significant difference was found at p = 0.234.
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Figure 5 : Relationship between peak plasma oxypurinol concentration (png/ml) and the

change of serum urate level (mg/dl) after allopurinol treatment.

R*=0.265
y=0.117x + 1.170

50

changes of serum urate (before-after Tx.;mg/dl)
()]

Figure 5 showed thaf thertwere signi y linear correlation between peak

plasma levels and the changes o urate levels after therapy R’= 0.27, r=0.52 ,

p=0.007, n=26 when pti cause 8f putlier data; or R’=0.18 , =

YR | ' f

0 _—1
cosony MBI ED T e oo
o RTNIIEIMATNY 18 Y

Since there was significantly lower amount of urate excreted in 24 hour urine

0.43, p=0.026, n= 27

collection after allopurinol treatment, allopurinol should efficiently reduce serum urate

production.
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Table 19 : Proportions of patients whose urate excretions in 24 hr urine collection were

decreased >100 mg/24hr and >200 mg/24hr from baseline at various levels of trough

plasma oxypurinol concentration

Trough Number of patients ; n(%)
oxypurinol Number of Decreasing in urate excretion in 24 hour urine collection
concentration patients (n)
(pg/ml) > 100 (mg/24hr) > 200 (mg/24hr)
<5 0
S5 2 (40.0%)
15-25 10 (66.7%)
25-35 4 (100%)
>35 1 (25.0%)
total 17(63.0%)

"= proposed therapeutic

Table 19 demon whose urate excretion were

N\

decreased for more thagt10§ /24,ﬁ‘v
4 \ \

However, there were no g 1%%
trough level groups (p=0/615) using P C 1square analysis). Similarly, the

reased at higher trough levels.

pse proportions among different

proportions of patient wi ﬂ!"g,\i pent of more than 200 mg/24hr were

mostly increased wit é"‘m“"t"“""““'— Again, the ‘ erence in these proportions
i |

were not statistically ﬁm

Pearson chi-square analysis),

ﬂﬂﬂ?ﬂﬁlﬂ‘ﬁ?‘lmﬂ‘i
’QW'lﬁﬁﬂ‘iﬂJ AN Y

ou% level groups (p=0.791, using
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Table 20 : Proportion of patients whose urate excretion in 24 hr urine collection were
decreased >100 mg/24hr and >200 mg/24hr from baseline at various levels of peak

plasma oxypurinol concentration

peak Number of patients ; n(%)
oxypurinol Number of Decreasing in urate excretion in 24 hour urine collection
concentration patients (n)
(ug/ml) 2 100 (mg/24hr) 2 200 (mg/24hr)
<5 0 0 0
5=15 0 0
15-25 7 4(57.1%)
25-35 13 9 (69.2%)
35-45 4 4 (100%)
> 45 3 0
total 2 17(63.0%)
"= therapeutic range of
Same as thosg __trougl entra 'ons, table 20 showed that

) more than 100 mg/24hr tended
to be increased at higher pea However, the ere no significantly different in
those proportions among differgit peak ley ps (p=0.940, using Pearson chi-square
analysis). Similarly, there we; ',."5?;..1" it .:' ortions of patients with urate excretion
more than 200 mgR24hr, 1n_the sroups s xhose peaic were higher, except for the

LOUDS .d

group with peak level r 1on was reduced to 0% which

might due to the amoun§ of uric acid excreted in the urine of the patients in this group

were already ﬂ ub&,:l’} Viikd %@W@ﬂﬂnﬁym the differences in

proportions am&lg different peak leyel groups we&sxgmﬁcant atp 7 0.051.

ARIANN I UA1INYINY



figure 6 : Relationship between trough plasma oxypurinol concentration (pg/ml) and
percent change of uric acid excreted in 24 hour urine collection (mg/day); before-after

allopurinol treatment

90

%change of urate excreted in 24 hr urine

figure 7 : Relationship betwee -_' asma oxypurinol concentration (ug/ml) and

percent change of uric ol tion (mg/day); before-after

allopurinol treatmgnit ’ .r ¢

]
quﬁﬁwawiﬂawnﬁ
RaaenInl ) 38

urine

 ~J

=]
L
*

%change of urate ecregM
13y
S

40 'S
30 & R*=0.2878
20 o y = 69.85 logx — 46.35
10
0 1 1 S B ! T
0.9 10 1.3 1.5 1.7 1.9

log[peak level]
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From these results, it was quite possible that higher plasma oxypurinol
concentrations should be related to higher decrement in urate excretion. Figure 6 and 7
showed that there were significantly relationship between trough and peak oxypurinol
levels and percentage of decreasing in urate excretion from 24 hr urine output,
respectively. For trough concentration, R2=0.36, r=0.60, p=0.002, n=25 when excluded 2
outlier data, patient no.18, 26; if included R2=0.23, r=0.48, p=0.01, n=27. For peak

Adverse Drug Reactions

Any ADRs that purmol treatment for 6 weeks

were monitored. None of n rash, serious adverse events or

a:r ?\\\ W
AHS. However, two pati AC o \§ mptoms of adverse reactions after

allopurinol treatment, consisg = ._mt."f vomiting in one case (patient no.8), also

malaise, headached and dlzzme Sinanothe; e (patient no. 1).

:,f
AY )

9
ﬂ‘lJEl’JVIEWI‘ﬁWEI’]ﬂ‘i

’QW’lﬁﬁﬂ‘iﬂJ UANINYAY
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Table 21 : Comparision of SGOT, SGPT, eosinophil, Hct, Hgb, Plt at baseline and after

treatment.
SGOT (U/L) SGPT(U/L) | Eosinophil (%) |  Hct. (%) Heb. (g/d1) Pit. (/mm’)
_ (0-40 UIL) (0-40 U/L) (0-75%) (M40-52%) | (M,14-18 g/d]) (130,000-
pEut (F37-47%) | (F,12-16 g/d) 400,000/mm’)
% 17 BL |aomw | BL |steec| BL | afer | BL | Afer | BL | afec BL aflerx
tx tx tx
I 31 29 35 30 4 41 | 38 13 13 | 172,000 | 164,000
3. 32 29 41 41 7 41 | 36 | 13 12| 260,000 | 279,000
3 16 18 14 14 |y 38 | 36 12 12| 190,000 | 202,000
4. 21 24 19 1944 41 12 13 | 397,000 | 269,000
5¢ | B 25 19 ™ 32 1 11 | 212,000 | 263,000
6. 30 38 49 — 37 13 12| 177,000 | 172,000
7 32 42 28 . 4 14 13| 108,000 | 180,000
8. 37 62 46 ,‘," 13 13| 197,000 | 227,000
9. 34 45 » 12 12 | 424,000 | 458,000
10. 17 53 fo | 13 12| 277,000 | 242,000
i | 27 38 12 14 | 251,000 | 257,000
121 | 43 57 13 12 | 285,000 | 252,000
' | 72 11 10 | 228,000 | 296,000
14. | 20 21 12 12 | 350,000 | 331,000
15. | 74 38 11 13 | 416,000 | 370,000
16. | 28 30 17 15 | 279,000 | 244,000
iz Il 93 22 16 15 | 239,000 | 305,000
18. 17 25 10 13 14 | 231,000 | 190,000
9. | 23 31 24 13 14 | 305,000 | 246,000
20. | 20 27 20 41 13 14 | 213,000 | 178,000
21 23 22 13 12 | 265,000 | 343,000
2. | 28 2 15 15 | 177,000 | 169,000
23, | 23 26 & | 33 | 4 | 3 | gp i L 16 15 | 165,000 | 161,000
2. | 37 29 13 13| 233,000 | 211,000
25. | 31 20 14 13 | 203,000 | 246,000
2. | 28 26 10 10 | 319,000 | 264,000
27. 21 31 12 12 186,000 | 168,000
Mean | 30.37 | 33.41 . 12.79 | 250,333 | 247,667
D) | (14.89) | 1 (k. (1.46) | (78.754) | (71,345)
i 0.093" 281° 0.775°

= analyzed by Wilcoxon sngncd rangs tcsl, = analyze@y Pair t-test, = feﬂc patient

’QW’WG\"Iﬂ‘im 1RINYA Y

Table 21, compared several laboratory data at baseline with those after treatment.

All patients had Eosinophil, hematocrit(Hct), hemoblobin(Hgb), Platelet (plt) within

normal ranges in both periods, however, eight patients showed slightly high SGOT

and/or SGPT level (>40 U/L) at baseline, but not more than two times of the normal

range (patient no. 2, 6, 8, 12, 13, 15, 24, and 25). Overall, there were no significant

differences in these data between before and after treatment.
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Two patients had their SGPT level increased more than 2 times of its upper limit
after treatment (patient no. 8 and 10). However, both patient did not show any clinical

sign of adverse events and were still continued on allopurinol therapy.
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