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Table 1  Age and sex distribution

Age b F Tonul
0 4 3 7
1-5 15 15 30
o-—10 13 32 43
11-15 1& 19 K|
16-20 45 68 113
21-25 148 113 61
26-30 161 101 02
31-40 3 13 A3
41- 1 1 2
Toal 413 £l Tae
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Table 2 Distribution of toral dose (day) and Mo. of
day withoul INH during treatment

Mo. of day withow! INH during

treatment { calculated )

e D 1-14  15-28  20-61 &3-105  Toul
30 2 2
31-60 5 2 3 | a
61-90 5 9 7 2
§1-120 7 4 4 5 ! 21
121~ 150 14 20 17 18 5 74
151170 %2 26 20 a 82
171190 35130 36 19 1 503
191-210 55 4 1 1 61
210-230 2 L 3
Total 438 195 88 48 10 779

Table 3 Distribution of INH dose per body weight (mg/kg) *

[NH dose per Age
ighl

ks 0-5 6-10 1-15  16-20 20-40  Toul
40 | 7 8
3.1-50 2o 6 7 27 63
5.1-60 710 8 10 33 68
6.1-7.0 9 12 7 6 34
T1-50 2 4 E} 9
21-90 H 2 3
9.1-10.0 a I 5
10.1-12.0 1 1
Total % 40 24 18 73 191

*INH dose per body weight (mg/kg) were recorded only in 191 of 799 cases.
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Table 4 Fraquency of subjective sympiom as adverse effect with or without stopping INH
% of cade wh sluppel i
Na. of cwies wha Cases who have subjective INH, iraeiently o
have subjective Sympuim a4 adverse eifect Cases who have subjective completely, Jdue 1
Toual Sytnplam as leading w stepping 1NH, sympton as adverte effact subpective ~}enplom Ju
adverse effect transiendy oF compbelely adverse wlfect. amiing
withoul slopping cases whn hne
INH subjective sy miplom as
n % n % adverss ctfect
=N (=A} =8 {=B/N) {=ATH) {=[a+BIMN {=HIA+B
199 133 20 2.5% 153 19.1% 13.14%
Age )] 7
-5 30 4 1 33 5 1687 0.0
a- 10 45 3 3 6.7
L] ~1i5 34 2 1 29 3 8.8 333
16 -2G L13 9 | 09 10 2.8 [DAY
21-125 261 30 4 1.3 34 20.7 74
20-30 202 al 8 ER | 69 26.3 1.6
31-40 43 4 5 1l 9 200 536
4]~ 2
Sex Male 433 64 1.8 72 16.5 1.1
Female 366 69 12 33 g1 22 148
Clinic  Diichiken 544 BI 15 28 95 17.6 . 158
Shibuya 255 52 5 20 57 224 88
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Table 5 Frequency of each adverse effect according 10 age and sex
% of cast whe
Meo. of cases stopped IMH,
whe hove Cases wihi have subgeciive sasienily or
. subjertive symplom a5 adverse ciizct Cuscs who huve subjective Combiziely, due to
Cuegory of Total  symprom leading 15 stopping INH, symptom as adverse effeqy  Suhjeclive symplon
Eubjective Sympuom a8 anlwerse nansiently or completzly s adverse effect,
effacy wilhiou amony cases whe
stopping INH have subjactive
SYMPOM as adverse
(=M (= A) n{=B) %(=BM)  n(=A+B} %Bi=[a+Blmy cllccri=Bila+B]
Alcohol inwlerance Total 570 14 14 .3
{only 220 years old) Male 349 7 2 21
Female 130 7 7 KX
arthralgia/pain af limbs Toral 9 2 2 G}
Sex  Male 433 | L 02
Female 366 t | HE
Ape  0-5 7
&-15 9
16-20 113
21- 570 z 3 04
Acne Tonal %9 34 L ol 20 25 ERL
Sex  Male 433 2 2 0.5
Female 36h 17 1 2.3 18 49 36
Age (-5 7
&-13 70 1 1 L3
16—X) 113 3 l 0.9 4 35 250
- 570 L5 13 1.4
Lethargyfeasy- Tolal 799 37 37 4.6
farigability Sex  Male 433 26 2 40
Female 366 11 1 10
Ape (-5 37
a-15 79
L6=20 113 H i 09
- 570 1 k. 6.3
Peripheral neuropathy Total 7199 3 3 04
Sex  Male 433 i 1 0.2
Female 366 z 2 0.5
Age 0O-5 »
$-13 79
1620 113 | 1 0.9
20~ 570 z 3 04
Skin sruption Toial 99 11 10 1.3 20 14 476
Sex  Male 433 5 7 16 12 .8 381
Female Jog & 3 L83 2 2.5 313
Age  0-3 37 3 1 27 4 10.8 250
=13 79 2 1 1.3 3 38 313
16-20 113
2i- 370 & 8 1.4 14 2.3 31
Sympom of digestive Total 199 38 o 1.1 47 59 19.1
system Sex  Male 433 16 2 05 13 4.2 I
Female ki 22 1 1.9 9 19 4.0
Age -3 kr) t L 27
615 70 P 2 23
16-20 113 2 2 1.8
21- 370 33 9 1.6 43 14 4
Syrupiem o central Total ™ 3l 5 [1X 36 4.5 13.9
ferious system Sex  Male 433 12 1 nz 13 10 13
Female 364 1% 4 11 23 6.3 174
Age  0O-3 LT
=13 9
1H=20 113 3 3 27
2= 570 28 5 09 kk! 3.2 132




Table 6 Summary of cases who siopped [NH transieaily due to subjective sympiom as adverse effect

From starung Duration of
) IHH 1w zoepping Caregory of Derail of sIpping
g‘f"'e Clinic Zex Age ﬁ‘“; dose IMH due 1o subtpchive subjechive Commen| INH due 10 I;::&:;:I:;
- 2 (mg)  adverse effeci  symplom* FYMpom adwerse ¥
{day} elfect (day)
A-l Daiichiken F n 300 1 D MNausea After nausea was disappeared, [INH was restanied with 100 mg/day and 2 179
increused o0 300 mg/day in 3 days, and at the $ame time was taken before
bed, afier that na recurrence of nNavsta was séen.
A7 Daiichiken F 24 300 9 o Mausea Liver enzyme was normal when INI was siopped due to nausea, Afier 2 194
nausea was disappeared, INH was restaried with 100 mg/day and
increased gradually. After thar no recurrence of nauses was seen.
A- Daiichiken M 34 70 300 12 B Nausea After nausea was disappeared, INH was restarted with 100 mg/day and 2 150
increased Lo 300 mgfday in 9 days, and ar the sare Lime was taken before
bed. After Ihai, b had slight nausea again withoul necessary 1o stop INH,
A-4 Shibuya F 28 300 13 D Nausea Slight liver dysfunction was seen belore INH started, bul liver enzynie 4 180
was normal when INH was sippped due o nausea. Afier resianiing TNH
no recuimence of nanses was seen.
A-5 Datichiken F 37 300 18 D Nauses After restarting IMH, na recumence of nausea was seen. 4 180
A-G Dratichiken F 29 300 ) D+CN  Nauseatheadache  Afler symptom was disappeared, INH 100 mgfday was challenged without 1 174
no recumrence of symplom. After restarting INH a0 300 mgiday, no
recurrence of symptom was seen.
AT Shibuya F 27 300 6 CN Headache Afler headache was diznppeared, INH was testartad with 100 meg/day and 1 180
increased lo 300 mgiday in 2 weeks, withoul tecuirence of symplom.
A8 Shibuya F 26 300 7 SE Exacetbarion of Causalily was undelermined. 4 180
atopic dermatilis .
A9 Daiichiken M | 10 50 .l SE Suspect of drug Caugality was widetermined. Challenge lest was done, and no induction 43 174
induced skin of skin eruption was seen,
cTuprion
A-10 Daiichiken F 25 35 300 13 SE Suspect of drug Causality was undetermined, bui desensilizanon of INH was done 7 114
induced skin succasgully,
TN DN
A-11 Daiichiken M 14 Ao 26 SE Suspect of drug Causality was uwetermined. Alier skin eruption was disappearsd, INH 71 179
induced skin wag testantsd with 100 mg/iday and increased to 300 mg/day in ¥ days,
Eropion and a1 the same lime was taken belore bed. Alier that no recucrencs of
skin eruplion was seen.
A-12  Daiichiken M 28 300 122 SE Suspevt of drug Causality was undeteratined, but desensitizanon of INH was done vy 166
induced skin succesalully.
RPN
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ADVERSE EEFECT OTHER THAN LIVER DYSFUNCTICN IN TREATMENT OF
LATENT TUBERCULOQUS INFECTION BY ISONIAZID

"unihika ITQ, 'Hiteshi HOSHINO, Tomeaki NAKAZONO, Hidenori MASUYAMA,
Hironobu SUGITA, "Takashi YOSHIY AMA, and "Seiya KATO

Abstract [Purpose] To study the frequency and degree of
adverse effect, other than liver dysfunction, of isoniazid (INH)
preventive therapy in Japanese pecple.

§Object and Method] Chart review of Japanese persens who
stacted isoniazid preventive chemotherapy in the two clinics
in Fokyo, from 2003/1/1 to 200471 2131

[Result] There were 779 cases who did not manstently or
comptetely stop [INH preventive therapy becavse of adverse
effect, and 20 cases who stopped INH transiently or complese-
Iy becanse of adverse effect other than liver damage {roral
799 cases). Of those cases, 153 cases (153/799=19.1%)
experienced one or more adverse effect ather dan liver
damage, and 20 cases (20/799=2.5%) of these 153 cases
stopped INH transiently (12 cases) or completely (8 cases).
Eor each category of adverse effect, digestive system symp-
1oms were most frequent (5.9%), and thes in frequency order,
lechargy or easy-fatigability (4.6%), central nervous symp-
torms £4.5%), skin eruplions {2.6%), acne {2.5%), alcohol
inmlerance-like symptoms (2.5%), peripheral neusopathy
(0.4%), anthsalgia of limb pain (0.3% ). Adverse effect requir-

ing stopping IINH transiently or completely were skin eruption
(1.3%), digestive system symptoms (1.1%), central fervous
symptoms (0.6%), acne (0.1%). Most of ihe adverse effect
were not serious, and not reguired hospitalization. bn isoniazid
(INH) prevemive therapy m Japaness people, adverse effect
other than liver damage were not infrequent, but most of them
are not serious, and do not disterb continualion of preventive
therapy in most cases.

Key words . Isoniazid, Trearment of laten wberculesis infec-
tion, Preventive chemotherapy, Adverse effect
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