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Table 1 Grading system of liver function

Definition* Grading
AST<50 and ALT<50 LDO
50=Max (ALT, AST)<100 LD1
100=<Max (ALT, AST)<200 LD2
200=Max (ALT, AST)<500 LD3
500=Max (ALT, AST)< 1000 LD4
1000=Max (ALT, AST) LDS5

*Max (ALT, AST)=Higher value between AST and ALT
Unit: TU/L
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Table 2 Distribution of persons for analysis of liver damage

No. of person who

No. of defaulters and  No. of person with

Total stopped INH tran- persons completing AST/ALT checked (B+D)/A
Clinic Age (=A siently or completely  treatment without more than once after (%)
=B+C) due to liver damage stopping INH due to starting INH among
(=B) adverse effect (=C) C (=D)

0 6 6

1-5 25 25

6-10 34 34

11-15 26 26 3 11.5

1620 91 3 88 70 80.2
Daiichiken 3125 165 6 159 118 75.2

26-30 159 6 153 129 84.9

31-40 38 1 37 34 92.1

41— 1 1

Total 545 16 529 354 67.9

0 1 1

1-5 4 4

6-10 11 11

11-15 6 6 1 16.7

1620 25 25 1 4.0
Shibuya 21-25 98 98 7 7.1

26-30 111 10 101 8 16.2

31-40 3 3

41— 1 1

Total 260 10 250 17 104
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Table 6 Liver damage and possible risk factor

R #8145 %115 20064£11 7

Liver damage
Factor Total Allliver damage® éxr;g;ehtihgal:;f)
n % p? n % p¥
Sex
Male 224 40 17.9 18 8.0
Female 173 20 11.6 0.082 8 46 0173
Total 397 60 15.1 26 6.5
Alcohol habituation
Not recorded (adult only) 265 42 15.8 19 7.2
Not drink (A) 23 2 8.7
3 days or less per week (B) 26 5 19.2 0.168 3 11.5 0.1731
4 days or more per week (C) 24 6 250 (Avs.B+0O) 2 8.3 (Avs.B+0O)
Not adult 59 5 8.5 2 3.4
Total 397 60 15.1 26 6.5
Liver damage grade before starting INH
LDO /No liver damage (A) 357 53 14.8 25 7.0
LD1 (B) 30 4 13.3
LD2 (C) 7 2 286  0.824 1 143 049371
Not done 3 1 333 (Avs.B+0) (Avs.B+C)
Total 397 60 15.1 26 6.5
Total INH dose (day) (Only cases without stopping INH)
61-90 1
121-150 31 2 6.5
151-170 52 2 3.8 1 1.9
171-190 244 31 12.7 0.043 11 45 03131
191-210 41 5 122 (61-170vs. 1 24 (61-170vs.
211-230 2 171-230) 171-230)
Total 371 40 13
No. of day without INH during treatment (calculated) (cases without stopping INH)
0 205 18 8.8 5 24
1-3 53 10 18.9 4 7.5
4-7 25 2 8.0
8-14 25 1 4.0
15-21 18 3 16.7 1 5.6
22-28 19 3 15.8 0.325 1.0007
29-35 12 1 8.3 (0-14vs. 0-14vs.
36-49 8 1 12.5 15-77) 15-77)
50-63 2
64-77 4 1 25.0
Total 371 40 10.8 10 27
Adherence (Only cases without stopping INH)
Good adherence? 223 26 11.7 8 " 36
Other 148 14 9.5 0.503 2 1.4 0327
Total 371 40 10.8 10 2.7
Dose of INH per 1 kg BW (mg/kg) ? (Only cases with record of BW)
=30 3 2 66.7
3.1-4.0 3 1 333
4.1-5.0 19 4 21.1 2 10.5
5.1-6.0 26 2 7.7 0.1591 1 38 05917
6.1-7.0 3 1 333 (=5.0vs. 0.0 (-5.0vs.
Total 54 10 18.5 3.176.5) 3 5.6 5.1-6.5)

D Total INH dose are 170~190 days, and days without INH during treatment are 14 days or less.

2 Value less than 0.1 was neglected.
» % =by Fisher’s exact test, others=by Chi-square test
% Including a inconclusive case (ND—LD1 in Table 3)
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LIVER DAMAGE IN TREATMENT OF LATENT TUBERCULOUS INFECTION
BY ISONIAZID

'Kunihiko ITO, 'Hitoshi HOSHINO, *Tomoaki NAKAZONO, *Hidenori MASUYAMA,
*Hironobu SUGITA, *Takashi YOSHIYAMA, and 'Seiya KATO

Abstract [Purpose] To study the frequency and degree of
liver damage as adverse effect of isoniazid (INH) preventive
therapy in Japanese people.

[Object and Method] Chart review of Japanese persons who
started isoniazid preventive chemotherapy in the two clinics in
Tokyo, from 2003/1/1 to 2004/12/31.

[Result] There were 779 cases who did not transiently or
completely stop INH preventive therapy because of adverse
effect, and 26 cases who stopped INH transiently or complete-
ly because of liver damage as adverse effect (total 805 cases).
In 371 cases, of those 779 cases, AST (asparate aminotransfer-
ase) and ALT (alanine aminotransferase) was measured after
starting INH at least once. In 14.9% (59/397) of these 391
cases (=371 26), liver damage as adverse effect was found.
In 1.51% (6/397), liver damage with AST and/or ALT higher
than 400 IU/L was found. Clinical hepatitis, associated with

clinical symptom of hepatitis, was seen in 0.37% (3/805).
Hepatitis with liver failure was seen in 0.12%. There was no
death due to liver damage.

[Conclusion] Liver damage as adverse effect of isoniazid
(INH) preventive therapy in Japanese people is not rare.
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