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Table1 Age and sex distribution

Age M F Total
0 4 3 7
1-5 15 15 30
6-10 13 32 45
11-15 16 18 34
16-20 45 68 113
21-25 148 113 261
26-30 161 101 262
31-40 30 15 45
41- 1 1 2
Total 433 366 799
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Table 2 Distribution of total dose (day) and No. of
day without INH during treatment

No. of day without INH during

treatment ( calculated )

Tot(adl;;c;se 0 1-14  15-28 29-63 63-105  Total
-30 2 2
31-60 5 2 3 1 11
61-90 6 9 7 22
91-120 7 4 4 5 1 21
121-150 14 20 17 18 5 74
151-170 32 26 20 4 82
171-190 315 130 36 19 3 503
191-210 55 4 1 1 61
210-230 2 1 3
Total 438 195 88 48 10 779

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

INH dose per Age
body weight

(mg/kg) 0-5 6-10 11-15 16-20 21-40 Total
-4.0 1 7 8
4.1-5.0 12 11 6 7 27 63
5.1-6.0 7 10 8 10 33 68
6.1-7.0 9 12 7 6 34
7.1-8.0 2 4 3 9
8.1-9.0 1 2 3
9.1-10.0 4 1 5
10.1-12.0 1 1
Total 36 40 24 18 73 191

*INH dose per body weight (mg/kg) were recorded only in 191 of 799 cases.

3.2. HEEREMERSKOHBHEE L —BFhliz vl
dk DR

BEE % Table 41273, M oD HEERBIER % &
B12oUEELZbDIX1536 (153/799=19.1%) T
o720 TN H206 (20/153=13.1%), £H&EN2.5% (20/
799) XEHEERBIERIC X ) —BFlr 126)) 2w L&
IE(8F) 2ELTwv5 (.1LEZR), BEERBIEH
DDIZINHES 2B EL-DRL2ED1.0%
(8/799=1.0%) Tdh o7z HILZEL %\ HEEREE
He—Bhi 2 EL - BEEREEROESFDIZLEA L
X, BBBBEOLR, v ABPLHRBEHN~NONREE,
TRRAPED S OMMTEREEL LARTEE 2o
Tz,

BEEREEROHBERII20FUT L 21U LETHR
X5 ERIETI2% (21/229), #%%H T23.2% (132/570) T
HEIHBEIZZ Y (p<0.001), BLHTIREMTI16.6%
(72/433), K¥ET22.1% (81/366) THEEICKEIZZ W (p
=0.049), BE—RLEBTIIHE T17.6% (96/544), #
#T224% (57/255) THREZZ 2 d o (p=0.115),
INHD—Bs M2 LHRIE OB IX 20T & 2000

E, BLA, BRFNCRTHIThIETEZ R Ldho
7z (p>0.171),
3.3. FERERBEHOMBEE L —RPLWwLE
DR

PAERBIC A& EEERBEHOEE L Ch oRIfE
B2k 5—kHEi2 v LAPIEOBE# Table 512R3 (7
WA= VARHEOBEMIZ 21 RU EOBRAICEE). &
[BIER] DB, HLRER 59%) >BEFBREW
LERRE (4.6%) >PRAEER 4.5%) >EE (2.6%)
SHEBEE 2.5%) =7 V32— VARERER (2.5%)
SEKEMEEE (04%) > HUEBH K (03%) OME
T, —RHRFZVLPIEZETS XS 2 TBIEMA] 1,
B#E (1.3%) STHLBER (1.1%) > PHREAEER (0.6%)
S>HEERE (01%) DIETE D -7 ZEIVER B
C—HPR 2V LPLEEZETI2REIERS 47.6%) >l
LBRER (19.1%) >HEMBRER (13.9%) >BEH
VEHE (5.0%) DIETH - 720 MOBIVERE Tl —BEdiF2
FIEZETAI L3R o7,

HEEREWERIC L 2 —RhI2E L7618 L ok
BEOBER Table6, 7R L7 THhICR2 X102



BB THHIEHEL, TAINSOBICBVTHRE
DEVLDONEh o7,

4. ¥ =&

41. INH DOFEEUNORIERICOWT
INHOBIEHEZZ6NTWAH DT, ZRETH
FI)—{bL L7z s EEOBEERDICLE (EREN
TWwaY, Flzi, THLALE /HKEBR/ ARRESED
W REE, MK HOEE, NREE, E£HF
B, R IRER, BE, CRABUE, FHH SLE,
E)TIVHESETHD, LEALSHEORETIICAS
DEMERZHAL ) AL 5 RERIIRD 5% o7z,
EEEREDLEORRICE L TIE, mYM BAARE O EHE
BICINHZBEBALC—BEDORBERL RPN 16H-
1HRREBRAATH 5 720
AFZIZBITS SHEEOH T ) —I1ZE L 7-EMER
N b, MEMEE SEEEE SER/HEFE
FMEEE, KB (EBOEV), HLFER, K&
BIEERD T 22OV TRINE THREOEBEFIZLR
DHIFONRTVBELDTHBEY, TV — VATHERE
REBMEAL LTERTI2EBEFIDHT ) 20D, 89
ZRTOEMT ONHOT VI — VRBEEE~NOHE)
LEELTBYY, XMIPBLEBLOFELTVS (T
DB CRAKBEEEEROBYEFTCHOINHIZL ST
Va— g EARMEICSATYS), F-HE
BETOLRICBRTAFATHA-D, ARAETIEHZ

4 W W82% %1 % 20074 1 A
Table 4 Frequency of subjective symptom as adverse effect with or without stopping INH
% of case who stopped
No.of cases who ~ Cases who have subjective INH, transiently or
have subjective symptom as adverse effect Cases who have subjective completely, due to
Total symptom as leading to stopping INH, symptom as adverse effect subjective symptom as
adverse effect transiently or completely adverse effect, among
without stopping cases who have
INH subjective symptom as
n % n % adverse effect
(=N) (=A) (=B) (=B/N) (=A+B)  (=(A+B)N) (=B/(A+B))
799 133 20 2.5% 153 19.1% 13.1%
Age 0 7
1-5 30 4 1 33 5 16.7 20.0
6-10 45 3 3 6.7
11-15 34 2 1 2.9 3 8.8 333
16-20 113 9 1 0.9 10 8.8 10.0
21-25 261 50 4 1.5 54 20.7 7.4
26-30 262 61 8 3.1 69 26.3 11.6
31-40 45 4 5 11.1 9 20.0 55.6
4]1- 2
Sex Male 433 64 8 1.8 72 16.6 11.1
Female 366 69 12 33 81 22.1 14.8
Clinic  Diichiken 544 81 15 28 96 17.6 15.6
Shibuya 255 52 5 2.0 57 224 8.8
NoDE L OBTIIEEERE INHE ORRBBRIIS TEMER L LTHBL T BT/
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Table § Frequency of each adverse effect according to age and sex

9% of case who
No, of cases :r':nps:fn:;‘g;
who have C biective
subjective s;‘r:\;“tgvnl:‘;: zz::;ejggfe\ét Cases who have subjective  completely, due to
Cal;ggO{y of Total uymgtom leading to stopping INH, symptom us adverse effect ::?ﬁgr‘;: gzg:om
subjective symptom as adverse '
effect without transiently or completely among cases who
stopping INH have subjective
symptom as adverse
(=N) (=A) n(=B) % (=B/N) n(=A+B) % (=(A+B)N) effect (=B/(A+B))
Alcohol intolerance Total 570 14 14 2.5
(only >20 years old) Male 340 7 7 2.1
Female 230 7 7 3.0
Arthralgia/pain of limbs Total 799 2 2 0.3
Sex  Male 433 1 1 0.2
Female 366 1 1 0.3
Age 0-5 37
6-15 79
16-20 113
21— 570 2 2 04
Acne Total 799 19 1 0.1 20 2.5 5.0
Sex Male 433 2 2 0.5
Female 366 17 1 0.3 18 49 5.6
Age 0-5 37
6-15 79 1 1 1.3
16-20 113 3 1 0.9 4 35 25.0
21- 570 15 15 2.6
Lethargy/easy- Total 799 37 37 4.6
fatigability Sex  Male 433 26 26 6.0
Female 366 11 11 3.0
Age 0-5 37
6—15 79
16—20 113 1 1 0.9
21— 570 36 36 6.3
Peripheral neuropathy Total 799 3 3 04
Sex Male 433 1 1 0.2
Female 366 2 2 0.5
Age 0-5 37 '
6-15 79
16—20 113 1 1 09
21- 570 2 2 04
Skin eruption Total 799 11 10 1.3 21 2.6 47.6
Sex Male 433 5 7 1.6 12 2.8 58.3
Female 366 6 3 0.8 9 25 333
Age 0-5 37 3 1 2.7 4 10.8 25.0
6—15 79 2 1 1.3 3 3.8 333
16—-20 113
21— 570 6 8 1.4 14 2.5 57.1
Symptom of digestive Total 799 38 9 1.1 47 59 19.1
system Sex Male 433 16 2 0.5 18 42 11.1
Female 366 22 7 1.9 29 79 24.1
Age 0-5 37 1 1 2.7
6-15 79 2 2 25
16—-20 113 2 2 1.8
21- 570 33 9 1.6 42 74 21.4
Symptom of central Total 799 31 5 0.6 36 4.5 13.9
nervous system Sex  Male 433 12 1 0.2 13 3.0 7.7
Female 366 19 4 1.1 23 6.3 174
Age 0-5 37
6-15 79
16-20 113 3 3 2.7

21— 570 28 5 0.9 33 5.8 15.2
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ADVERSE EFFECT OTHER THAN LIVER DYSFUNCTION IN TREATMENT OF
LATENT TUBERCULOUS INFECTION BY ISONIAZID

'Kunihiko ITO, 'Hitoshi HOSHINO, 2Tomoaki NAKAZONO, 2Hidenori MASUYAMA,
*Hironobu SUGITA, *Takashi YOSHIYAMA, 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 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 20 cases who stopped INH transiently or complete-
ly because of adverse effect other than liver damage (total
799 cases). Of those cases, 153 cases (153/799=19.1%)
experienced one or more adverse effect other than liver
damage, and 20 cases (20/799=2.5%) of these 153 cases
stopped INH transiently (12 cases) or completely (8 cases).
For each category of adverse effect, digestive system symp-
toms were most frequent (5.9%), and then in frequency order,
lethargy or easy-fatigability (4.6%), central nervous symp-
toms (4.5%), skin eruptions (2.6%), acne (2.5%), alcohol
intolerance-like symptoms (2.5%), peripheral neuropathy
(0.4%), arthralgia or limb pain (0.3%). Adverse effect requir-

ing stopping INH transiently or completely were skin eruption
(1.3%), digestive system symptoms (1.1%), central nervous
symptoms (0.6%), acne (0.1%). Most of the adverse effect
were not serious, and not required hospitalization. In isoniazid
(INH) preventive therapy in Japanese people, adverse effect
other than liver damage were not infrequent, but most of them
are not serious, and do not disturb continuation of preventive
therapy in most cases.

Key words: Isoniazid, Treatment of latent tuberculosis infec-
tion, Preventive chemotherapy, Adverse effect
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