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Lienhardt C, et al. JAMA 2011,305:1415-23.
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250 b | F4 2005 2006 2007 2008 2009 2010
0-4 2.2 3.0 3.3 1.9 2.5 1.6

; »
s 200 F | 59 23 16 19 22 20 21
2 10-14 35 35 33 40 32 26

150 F 15-19 22.7 217 199 175 20.2 17.7

= 20-24 31.0 27.9 265 284 220 21.8
100 | 25-29

33.2 269 264 273 233 244
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Definition

Baseline normal.

*AST/ALT increase >5 ULN If asymptomatic
*AST/ALT increase >3 ULN If symptomatic
Bilirubin increase >3 mg/dL

Basealine abnormal:
eAST/ALT increase >2 basdline

Responsibledrug: INH, RMP, PZA, FQ
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Isoniazid > Acetylisoniazid | o @
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Hydrolase ... e :
Hydrolase vy
M v i Hepatotoxic
. . .
Hyd[azme — Acetylhydrazine substance
Amidase
0%
% NAT?2
PZA + glucuro.nidation
totoxicit : : sulphation
€pa Diacetylhydrazine glutathione conjugation
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+ High initial HBV VL

60 - p=0.005 ¢ Low/Undetectable initial HBV VL p=0016 p<0.001

50 - f \ m High initial HCV VL { \ f \
HBV/HCV®| .-
B Low/Undetectable initial HCV VL

39
0
Yo 40 - ¢ 35 p <0.001

o | 3.3 A Not infected ¢ /—)H
25 25
VL and -

! 4
= :14
. o= 1 A & g 5 " 3
Hepatitis »{ ¢ s, o=, % :
0 o ®o0 , 0 0 o
A
0 r—o—— -6 & —ik
\AII INH RIF PZAIuncIear} |
Y Virus
Drug
No. (%) 59 (16.4%) 8 (2.3%) 11 (3.1%) 40 (11.1%) 9 (2.5%)
Onset (days): 34 21.5 31 35 31
median [range] [2 -130] [12 - 58] [14 - 130] [2 -117] [2 - 153]
Peak AST/ALT (ULN): 7.2 1.7 10.5 6.7 9.2

median [range]  [3.6 - 47.3] [5.8 - 28.7] [3.7 -13.0] [3.6-47.3]  [3.7-25.5]
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2 INH 200 mg

3~5 INH Full dose +
6 + RMP 150 mg
7 + RMP 300 mg

8~10 + RMP Full dose +
11 + PZA 250 mg
12 + PZA 500 mg
13 + PZA Full dose +
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;N 15 mg/kg — 1.1%
o >
20 mg/kg — 1.9%

Ethambutol dose (mg/kg)

Int J Tuberc Lung Dis 2006;10:1318. Taiwan CDC
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——@ Empty stomach

— 8 - B———a 100 g glucose
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Urticaria

Maculopapular rash

Erythema Steven-Johnson
syndrome

multiforme

Toxic
epidermal
necrolysis
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50 mg
100 mg
Full dose
150 mg
300 mg
Full dose
200 mg
400 mg
Full dose
250 mg
500 mg
Full dose
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Metabolic Pathway of PZA

L. UA excretion

Deamidase

PZA » 2-pyrazinoic acid iPyraZ{nurlc
acid
xanthine oxidase xanthine
2 oxidase
Allopurinol
v \4
5-OH-PZA > 5-OH-pyrazinoic acid
Deamidase
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Systemic clearance 4.11 3.97 4.16
AUCo-168 (mg*h/L) 2189.2 2267.00 2162.94
Cmax (mg/L) 20.2 33.8 67.5
Time > 20 mg/L (%) 9 24 23
Time > 10 mg/L (%) 67 49 35
Time > 5 mg/L (%) 92 74 48

= N
Pasipanodya JG. AAC 2010;54:2847-54. If:m,ﬂgcgig
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