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1314 TH (Ethionamide) ¢ 1321 TH (Prothionamide)
D FFREECBE3 5 B R AYBTZE
— RARAFA—C L g —

X B ®
A% T Bl £ S KL T SR BFS IR AR 3 T

i+ FMm46 4 48208

CLINICAL STUDY ON HEPATIC DISTURBANCE DURING
ETHIONAMIDE OR PROTHIONAMIDE TREATMENT*

—— Comparative Study by Using the Same Type of
Preparation of Both Drugs —

Toshio OHSATO

(Received for publication April 20, 1971)

The clinical use of prothionamide has been increasing recently because of less frequent
gastrointestinal disturbance compared with that of ethionamide. Some workers, however,
reported the higher hepatic disturbance during prothionamide treatment than ethionamide
treatment. In Japan, the type of preparation of both drugs is different ; ethionamide is used
as the type of enteric coated tablet and prothionamide is used as the type of sugar coated
tablet.

This paper presents the hepatic disturbance during ethionamide or prothionamide treat-
ment by the using the same type of preparation. For a comparative study on hepatic dis-
turbance between ethionamide and prothionamide treatment, the enteric coated granule of both
drugs was specially prepared.

The patients who were newly prescribed TH were divided into two groups——ethionamide
and prothionamide groups——alternatively. In both groups, daily dose of drug was 0.5g,
divided into three equal dose and given after meal. In many cases kanamycin and ethambutol
were combined with ethionamide or prothionamide. The hepatic function tests during ethiona
mide or prothionamide taeatment were performed 1 to 2 times a month.

The results were as follows ;

The elevation of SGOT or SGPT unit more than 40 units was observed among 11 out of
47 cases (23.4%) during ethionamide treatment and among 16 out of 47 cases (34.0%) during
prothionamide treatment. The elevation of transaminase activity more than 100 units was
seen in 10.6% during ethionamide treatment and 14.9% during prothionamide treatment (Table
1). The hepatic disturbance appeared more frequently among prothionamide group than
among ethionamide group, but the difference was statistically not significant.

The time of the hepatic disturbance first appeared is shown in Tables 2 and 3. The
hepatic disturbance during TH treatment appeared within 6 months. The difference in the

incidence rate of the hepatic disturbance was not seen between 1 to 3 months and 4 to

* From the Research Institute Sanatorium, Japan Anti- Tuberculosis Association, Kiyose-shi, Tokyo
180-04 Japan.
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6 months.

KB 46 % 9T

The relationship between the incidence of the hepatic disturbance and the background

factors of the patients was studied (Table 4), but no relation was found.

In summary,

the hepatic disturbance was seen more frequently during prothionamide treatment than

during ethionamide treatment, but the difference was not significant.
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23, 10~13.9mg/kg 22, 14mg/kg [l I 2 @, 1321 TH
BTxrhth 21, 25 1 GICHBEMICERLEILL
nicv, BfEo{eFREMMAY 25 &L, 1314 TH T 11
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LUt AN ERI KB KM, EB THhH 5, LAED
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1314 TH B¥ 47 B4, 1421 TH B¢ 47 glic o\ T, TH
ShOHBEERBEYRADLEIDOILLTHE, T
HH GOT H B\ ik GPT p3 40 HEILLEX/R L7 b D
2 1314 TH 8T 11 &), 23.4%, 1321 TH B¥T 16 (A,
34.0% T 1321 TH BiZ®\V AN AL HERT
Ironichot, ¥, SO FREERAD S B, GOT
BB\ GPT 51100 7Ll xR L7Acd 0id 1314 TH
HSH 10.6%. 1321 TH B 7 6, 14.9% THH, *
ixh 1321 TH HicHRTHON, HEEI /)OO,

Table 1. Hepatic Disturbance During 1314 TH

or 1321 TH Treatment

1321 TH

Treatment group 1314 TH

No. of cases 47 47

No. of hepatic disturbance | 11 (23.4) 16 (34.0)
GOT 40~99 u. 3 3
; 6 9
g | GPT 40~%9u. , 1' (12.8) 3] 19.1
8 | GOT, GPT 40~99u. | 2 3
E 8\ -
5 £[ GOT 100u.< [ 1 i
o2/ GPT 100u.< ! 5 | 7
o 3 i |
83| GOT, GPT 100u.< | 2((10.6) 4((14.9,
©®| GOT, GPT 100u.< & | 2’ 31
Meulengracht 8 u.<

Notes : Treatment was performed by administration
of enteric granule of both drugs. 0.5g was
divided to 3 equal dose and given after meal.
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UEDOHMEORIU LI AR ADERDOE 2, L3iC
MLI2ZETHB, 2212 GOT A5\ iz GPT H140
LA B I L LIBATHD, L 312100 Hf7L
LELIEBETHD, W ThiehTH 6 A ETOMT
2, HREORB LICARERERLVL S THE
M 1~3 AL 4~6 AICHT TRBIEY X B L, 40 Hi{T
LAEAXRHE LIcBE, 1314 TH BECid 1~3 Ai2 47 01
b7 14.9%, 4~6 ATIX 24 B4 B 16.7% TX ik
7¢<, 1321 TH Tzt 47 fish 12 4 22.5%,
30 b 4 () 12.3% T, 1321 TH B¢ Ti2 3 B ¥ CizBFig
FORBEN K C-HREA ORI (HEZXLH D).
—H 7 ALK G #kt Lo TP E O RBIZ AL s
Mol FZCTHOHME L6 A¥ TRREHLETAHL
HEL, HEECL 5P EGAOMELM6 » B ¥ Tkt
LBz, REYORECFEENHRE T2
ETHID, 6 AXTOEREA CTHEEAXHOTAH
3L, 40 Bfrl) FoMEEz 1314 TH B¥Cit 2.2%/ A8,
1321 TH $¥Cix 3.0%/H, 100 HAr Ll o E#Ei: 1314
TH B 1.0%/R, 1321 TH £ 1.3%/R &L s %o TDH
Aicd 1321 TH B SV CHEERER TH 2 HEMN
ENZY i

KIC THIC X B FEEORR L FREFOME Y HH
LIcEBx &DFE 41T LI,

#, W KE1kg 4H o TH 58 (mg), BE
DILFREOMME, BROHE, FESHEE THiTX
FEEZEORBROMIIZE A KR—EOFEMIZED LT
MmOt FRELOLIEMLTHSHH, BHAERLE OM

Table 2. Time of Hepatic Disturbance First Appeared During TH
Treatment (GOT or GPT 40 u. or more)
Duration of treatment (month) 1 2 3 4 5 6 7~9 10~12
No. of 1314 TH group 47 40 32 | 24 19 16 | 8 I 2
No. of hepatic disturbance 2 2 3 2 1 1 0 0
% 4.3 5 9.4 8.3 5.6 6.3 ;
No. of 1321 TH group 47 42 34 30 18 16 14 4
No. of hepatic disturbance 4 S 3 3 1 0 0 0
% 8.5 11.9 8.9 10 5.6
Table 3. Time of Hepatic Disturbance First Appeared During TH
Treatment (GOT or GPT 100 u. or more)
Duration of treatment (month) ! 1 2 3 4 5 6 7~9 10~12
No. of 1314 TH group 47 40 32 24 19 16 | 8 2
No. of hepatic disturbance 1 0 1 i 1 0 2 0
|
% 2.1 31 | 42 12.5
No. of 1321 TH group 47 42 34 30 18 16 14
No. of hepatic disturbance | 1 5 0 0 1 0 |0 0
% 21 119 5.6 |
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Table 4.

1314 TH
Treatment gro VIOV S
reatment group i No. of | No. of hepatlc

{cases | disturbance

‘Male | 33 | 8 24.2
Sex ‘
Female 14 3 21.4 [
~29 14 1 7.0 |
30~39 12 | 2 16.7 |
Age i
40~59 19 | 8 42.1
60~ 2i 0 i
Dose of ~99 | 23 | 6 26.1
drug 10~13.9 | 22 | 3 13.6
(meg/ke) | 140 2 | 2 100
Durati | ~1im. | 16 | 4 25
uration
of previous' 1y.~ 14 4 28.6 |
%mw 3ys.~ 9 | 2 22.2 |
era
Y sys~ | 8 1 125
Cavit +) 36 | 10 21.8]
vy (=) 1 1 9.1 |
T Y 5 25 |
Type of ‘
CMI* oIV 13 4 20.7
‘ Unknown | 14 | 2

14.3 |

% :GOT or

% s HOR

Relationship Between Incidence of Hepatic Disturbance and Background
Factors During 1314 TH or 1321 TH Treatment

1321 TH

o.0f No. of hepatlc o GOT or
|GPT 100u. 5 % | :"eo-l dll!:ll'bl;%:‘ € i‘, G-l’l‘_lUOu.S ) f/t-.
5 15.2 | 36 10 27.8 | 2 5.6
0 n 6 55.6 5 45.5
0 13 1 7.7 1 7.7
1 8.3 11 4 16.4 0
4 211 18 9 50 5 27.8
0 5 2 0 1 20
4 113{21 7 33.3 | 3 14.3
1 4.5 25 8 32 | 4 16
0 1 1 100 | 0
2 m5;17 5 29. 4 2 1.8
2 143 17 3 17.7 1 5.9
0 [ 6 4 66.7 | 2 333
1 125 7 4 57.1 2 286
4 1.1/ 38 ! 10 26.3 3 7.9
1 91{ 9 | 6 66.7 4 444
2 10 | 25 | 8 32 , 1 4
3 wifls 6 0 | 4 267
0 | 7] 2 28.6 2 286

Note : CMI ; Cornel Medical Index, (Type I-normal, l[-almost normal, [[-neurotic inclination, IV-neurosis).
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HET oo, ARYFE—C Lo AVWALE

MNdDLEZLND,

LlEDB A SEEIRIT L 7o EFNIZ enteric coating
IBEILELORFRLTLLY, ChAvEAHRICH
Wico ZOX57cABICLIcdD0.5g 1 HELL,
Chef3 LTaR Lo GRAKKBAI®I, +
DR, TH 5 hic GOT 5\ i GPT A% 40 BEfir L)
EHR U4 i 1314 TH Bf 23.4%. 1321 TH 2f 34.0
% T, 205 100 WAL &R LA b it FREFh
10.6%. 14.9% %=L, 1321 TH B &\ FHEA A I
LRIAEEER LD,

oho THIZX HHFEEEH D 6 » AT HE
THLBbhaN, HEH:EEOERRFOMICIZE
TBIEIRTED H i hote,
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Fro THE A I ncBECHARYR—Ic Li-—8
KR E LI-¥ANIC enteric coating #13 ¥ = Licd D
—1314 TH 5\ 1321 TH ##@ik#E b 4T, 6 B%
BEC LTRSS 2TV, AAOHEEDRERY H#
L7

ZDORER, GOT BB\ ik GPT %40 BTl FA R L
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TH BTi374 Bk 16 1 34.0% T, =D 5 B 100 BT
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