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Onpum A. Pyrazinamide Dosing and Hepatotoxicity Incidence. Thai Journal of Hospital
Pharmacy 2010; 20(3):221-31.

The aimed of this study was to compare the incidence rate of pyrazinamide (PZA)
induced hepatotoxicity at difference doses. This retrospective cohort study was performed
using survival analysis for cases registered during October 2007-June 2009. Among
391 patients with age ranged between 16-103 years (average 49.9+17.3), 273 (70 percent)
were male, 118 (30 percent) were female, 331 (85 percent) were new cases, 89 (23 percent)
had co-morbidity associated with hepatotoxicity including HIV /cirrhosis/alcoholism/hepatitis
(B/C/unspecified), and 20 developed PZA induced hepaotoxicity. Of 84 patients treated
with PZA 15-25 milligram/ kilogram/day, 2 developed hepatotoxicity (2 per 1,000 person-
week) with incidence rates of 18 per 1,000 person-week at 2 week. Five of 160 patients
treated with PZA higher than 25 but not exceed 30 milligram/kilogram/day developed
hepatotoxicity (4 per 1,000 person-week) with incidence rates of 5, 11, 6, and 6 per 1,000
person-week at 1%, 2" 3 and 4" week; respectively. Thirteen of 147 patients treated with
PZA higher than 30 but not exceed 40 milligram/kilogram/day developed hepatotoxicity
(12 per 1,000 person-week) with incidence rates of 7, 29, 23, 24, 10, and 16 per 1,000 person-

rd

week at 1%, 2" 39 4"

, 5", and 9" week; respectively. The risk of hepatotoxicity among
those with PZA higher than 30 but not exceed 40 milligram/ kilogram/day was greater
than those with PZA 15-30 milligram/kilogram/day with statistical significance (hazard ratio
adjusted by age, sex, and co-morbidity=3.33, 95% CI 1.30-8.50, p-value=0.007). Accordingly,

PZA prescription should not higher than 30 milligram/ kilogram/day.
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Keywords: Pyrazinamide, hepatotoxicity, incidence, survival analysis.
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wag PZA filasu (Radnsasdlansas i)

11.8 (6.8-20.3)
3.5 (1.5-8.4)
2.4 (0.6-9.7)
5.9 (3.8-9.2)

HR (95% CI)

2.30 (0.96-5.52)
1

1.37 (0.41-4.68)
1.07 (0.33 - 3.48)
1

1.76 (0.23-13.24)
0.80 (0.23-2.75)
1

0.42 (0.16-1.08)
1

0.71 (0.28-1.81)
0.22 (0.03-1.80)
1

1.30 (0.47-3.57)
#
1

14.18 (0.89-226.97)
1.60 (0.21-11.97)
1

#
0.27 (0.09-0.80)
1

0.19 (0.03-1.41)
1

1.57 (0.60-4.10)
1

5.03 (1.14-22.31)
1.45 (0.28-7.50)

p-Value"

0.067

0.810

0.092

0.245

0.767

0.241

0.059

0.763

0.195

0.368

0.010

"Partial likelihood ratio test
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