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13 S M INH B kb A7 A INH B 55

i< BT
o & #F F
1 # -3

INH Bl Adkic ARG T % BA i st
INH B (DT EE MR %) OR K12 1L
i, Mk b RXCEARRBM I L 2 CAEEI
3 D~0,  ULd UEAC DO TIEEASE s hizdga1ns
INH BhTh 20, H2WETOFEETD 2010 &
STERWH B EFLNTNEDD, FLHFEEOHE
iiE, BWEHHRICE DT ERRET S E0ODN, T
KD @R IO TROBEOH A, FHEFE
B tr A INH RBRICERT 20, RTES 21774
5% IHMS (Isonicotinyl hydrazide methansulfo-
nate) OBAICIHIZIZFEEETD 555, INHG (Sodium
gluculonate isonicotinyl hydrazon) MDFEITIIRIR
RAIN E RN, X HICEREAD AR RE R DL
U, B3, ¥ELZHNT INH, IHMS, INHG
ORIORMERBE L, THMS, INHG ORAKE
T, REHEEINZIEE INH ERIUTH %05, BT
T ABE T —CED I BRltE b b iR, F
O INH FEAEOBE LD ORINA INH (2l
TEBET HD2BDTNAE, CHHDOPFRE, Wind
INH, THMS, INHG Z0AMKICHd 2 H50E
WCBE LTI Cd %o bhvbhidk, (ughiEr: INH
WEOHE LD INH, ITHMS, INHG 2fA#S5U
72& XD HEFOMBEED 3858 %, 72 h QR
(256 #l) 1IToOWTEEYD, 36 THMS 2[FA—FlIC
FixDFHHETHRE LT, FREHEMOMTHEREDZR
WL U, IMUFREEE % < MERE T B 100 D IERERLBE SR
PERsRT 2 C EMTEXIDTL CILHET o

I INH, IHMS, INHG A5

CHFZMPREDOHS

D) SBRPR b OB

5 Wb 5

UTE N

o SV T T S

Z P W36 411 A 27T A

MURITABR ORI X X R EE 2B S0 ER 2,
M, MRSy, IRBUCI D b 7 AEPEZRHIH U TIITE
fEUTz, INH I3 4 mg/kg, THMS i3 7.9 mg/kg,
INHG T3 10.8 mglkg %, ZnZh 45 1 B, % 2
™, 3 BhcE L, #E% 2, 4, 6 R EICHRE
IR & D Bl U PRERRIERRIO (T X o T TR
MAPEE 2 ER LTz, DWTH 4 B 55 5 8L 6 Bt
wonTik#h £0 INH 8 mg/kg, THMS 15.8

mglkg, INHG 21.6 mglkg % {HihEcRARE
U, [FRciss 2, 4, 6 FRREClurh e 2 ME ik

Utz CHHEBOWMERIIER 1 OLBHTH %,

Table 1. Numbers of Male and Female
Cases of Oral Dosage
~ Drug ‘ t
™~ INH | IHMS | INHG Total
Amount - ‘
of oral dosage " ‘ .
Group I‘Group 2/Group 3
4 mg kg e S 140(38)
58(14) | 46(12) | 36(12)
|
Group 4!Group 5/Group 6
8 mglkg || 94(34)
30(12) l 39(15) | 25 (7)
Total | 83(26) 85(27) | 61(19)  234(72)

Numbers of female cases are put in brackets.

i) SRR

AERMECHE Ui, SRV ORE LS
T % 2B O Fh O RMBFUSEC: 8 > TRD U,
FRISEE DM & XiciE,  0.04 7 M B EFELTT
K1z, bhbnOERFETE, NIRRT 55
PR O BDFE T LIRS E I INH 0.04 7/cc,
THMS 0.08 7/cc ThhH, INHG Tix 0.087/cc &
0.16 7/cc DITITHMEDMHEBE LN TN B,

Yoshinobu YAMAMOTO and Yasuo

SAKAMOTO

(Hyogo Prefectural Kaibaraso Hospital,

Kaibara-cho, Hikami-gun, Hyogo Prefecture, Japan) : Studies on Methods of Administration of
INH from the Viewpoint of Concentration of Active INH in Human Serum—Kekkaku, 37 (2):

92~98, 1962.
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# 2 FEBHCOWTO JE R O B>
FHOE SR E FEETOM P EEDSEE 2R L1260
Thhr, LT, B 1 #HIOE 6 BFTaRMTOM
s OS2 R LTz 6 DD L Th e

Table 2.
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TR 5 2B 58 3 BRCISO TIMBLIE MO 2 1F
& D 4 B, 4 BRELD 6 BE~OHEBIONT
LR, A%, TRCHU CESEZRDIZLONE 3
TdH b

Comparison of Concentration of Active INH in Serum by Oral Dosage of Different Drugs

(Distribution in percentage at each concentration-unit

and mean values

(y/cc) of every 2 hours)

Time of obtammg

SET—

\\‘ e of blood 2nd hour | 4th hour | 6th hour
S Drug| g ’ IHMS = INHG | INH } IHMS } INHG INH ; IHMS ! INHG
Amount of | I !
osage ! ’ [
Rate of | 4.0 8.0‘ 7.9115.8110.8 21.6, 4.0 8.0' 7. 9 ‘ 15.8110.8 | 21. 6 4.0 ‘ 8. 0 7.9 ‘ 15. 8' 10. 8 21.6
__ dilution of serum i N | ‘ I ] l B :
160 % 010 0 0 0 0 0] 7 0 310;o 0 0‘0 0 0 0
80 X 5027 4 11 01253 10 7 10 0 4 0 10 4 10 0 0
40 X 36 43;22‘26‘ 44 14 30@22 5001128 2,10 9 33 6 16
20 X ‘40120‘50‘38 28 40 53;’54 33 39 52| 1430 30 138 | 3 24
10 X ‘19\020518‘33‘833 0117;336}12‘31?43‘48‘18%42‘36
5 % 0 0 4 8 8 8 10 0 0 0 14 4 38 7| 9 0 5 24
0 0,0 0 0 0O 0O 0 0 00 0O 0 16:0 0 0 0 0
L 28.5%X 0 24.3X  19.0X  20.0X  26.5X | 16.5% 8.5X  18.3X 9.4%
Mean values 4mg Eq./kg ; !
| S L3y 0977 0.797 0 0.80 7 1.O57  0.667  0.337 0.737  0.387
Rate of dilution 55.3X . 28.3X | 34.0X | 41.0X ‘ 39.7X | 26.2X | 22.7X } 31.0X | 14.4%X
and 8 mg Eq./kg I | [ |
concentration 2207 L1377 1367 1.647" 1597 | 1,057 0.907 1.247 0.58 7
Table 3. Percent of Cases as Changes in Concentration of Active INH
Determined at the Successive Two Points of Hours
———— e
T T Hour 2nd hour —> 4th hour 4th hour —> 6th hour
N \ Change\ e ; _—
Group of ~._of concen- 7 |
Drug experiment &ation Increase No change | Decrease Increase No change ‘[ Decrease
— ! |
Group 1 9 31 60 0 14 86
INH
Group 4 3 43 53 3 7 90
} ;
Group 2 26 63 | 11 0 37 63
IHMS ‘
Group 5 54 38 8 8 51 40
Group 3 17 47 36 0 31 69
INHG
Group 6 12 48 40 0 32 68

ST, FTRBEUCONTAH B & 1 BE 6 HERIBD
MAAEELS < 0.2 v/cc D{D»
EHTRbIE, Chid 54 % b b 58 Fik 31 41
LT D, ECAVBEPIO 2 BERIEE 4 FRE 7% 3
NDE, THEN =167 OLDOR, 2 B A
= 1.6 7 2RTHDOBADET 6 Fldh hPBEAL

rapid inactivator

TZEIVE DT NP EEZLT, L THC &Lk
b 2 B, 4 R E i < 0.8 7 Dy DR ED
& E @ rapid inactivator L& INB DI, 25 )
I b 43.1 % Lixol, WEID ik h RN SR
T2k 9 DA AL rapid inactivator % /3Hd

50T, INH 4 mglkg WRE: 6 FEREfEOHE R EIC
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Fig. 1.
v/ cc
L5l 2nd hour 4th hour 6th hour
1.0} ¢
Group 1
Group 2
0.5k Group 3
0 A
Time
Group 4
0.5¢ Group 5
Group 6
v
1.OL
1.5}
INH
20 [HMS
[ ]-----INHG
2.21
v/ cc

SWTREZBE U T 25, W% 2 FRIE, 4 K
R % FRHCIE U EERO & ) BHEIBED L O 2RI
139 DSEEREGEBIED Y A bIRFERTEZ W &35
A%bo

2 B, 45 3 BECRBMME—ISHT 5 &, HiRD &
5 7¢3EMC rapid inactivator &AL IND b DI
2 BT 4 ) (8.7 %), B 3 BET 14 #] (38.9 %) T
ITHMS HRBTELLDR0, Wi 6 BiE T =
0.8 ¥ @ slow inactivator [t >\ THB &, 1
Ti 9 Bl (15.5 %), i 2 BT 20 H (43.5 %),
M5 3 Mk 3 4l (8.4 %) T IHMS WHRERE U
(e XS mEEbnbhE Y D T & B
sampling ORFHFODIEC L B D EREANTI V. T
bbb, THMS WIROBAEDAE, £ 3 ORI LI
1, IR R DRI E B2 D TV B D T
INH WIREHCHO 2 RSO BERTATH Y, &
BT BB % & D THMECHR T 2 BED D o

RT3 C D L PP L BE ODFR I O HERS %2 SEAB i & >
THbE, 2 WRME, 4 R, 6 Ff{ET INH T

b 4 forse
A 7t

37 % B2 E
i 1,13 7, 0.80 7, 0.33 7 &IRITEMENCH LD A
SEABTTFREL TS, 2 BREE i 3 BEDs b
BEBELZRT. bbNiZ Dk 5 SmdEEOH
B "INH B” ERRUIZL,. &AM THMS T
2 FEREME 0.97 7 &b 4 BRI 1.05 1 &L
A EROBEMEZRL, £ 3 OXIiccOMic LR
BT D 26 % LY TRh, Fio 4 R
b 6 WHME0.737 ~DBETOES "INH #” i
HUTAEL, £E UThmhBEOHRI: 4 K’
HREEET AL b EEBEZE LTV, b
bz, <hz "IHMS WIRE” EFRU 720
INHG IT2oWTid "INH B” &” THMS HWRA”
EORIEPEICIT 2 C & XM BRECHE 2R L,
2 WEREME 0.79 7, 4 FERAME 0.66 7, 6 WyfHifE 0.38 1
THDI,

wic, INH 8 mg/kg, T1HMS 15.8 mg/kg,
INHG 21.6 mglkg PR ULDIE 4 B H 5
T M5 6 BfTRENThE 1B, 55 2 B, B 3Bt
EHBU TTRCEERTRL, SHETE 4 #T
2 BERGE 2.21 7, 4 WEREIMGE 1.64 7, 6 B ] fE
0.91 v TdoT, i 1 BHTHAT 2 FEE, 4 1%
T 2 1%, 6 BRI TR 3 5% R L,
NS ORBFIHER L, Y “INH B” 2RUT
Whe 55 BECIE, 2 MEEME 1.13 7, 4 FEREME
1.59 7, 6 FffiE 1.24 ¥ THDT, 4 2 BHTIB
% EFRT 6 FERMEE, 25 4, 5, 6 BRI CHRANM
2R L, REHERE "ITHMS HARM” Th b, H
6 FETIE, 2 FRROME 1.36 7, 4 FEREE 1.05 7, 6 A%
B 0.58 v &72¢h, ©ixh "INH EI” & "IHMS
PR & DIRIZ RN A RERIHERS 2 7R U C
Who

m #E5AECKIMPBEOHBOE

i) fifsx

bbbt INH, INHG kb4 IHMS DIiF 5
DR OB RE I AR EE DD BN T 5 T & 2T
Wie IHAIC X AUETHD (& Azotometrie % iy T
THMS »ifhod INH FHEHCHUTRTES, AR
5 & ICHERN THIRINAZIC INH [Z/2 5 &R
NTEY, bbb biTobA LT 2IEHROH
Bz X A sEED bioassay (3t UTid, fid INH.
FHELDL O EVAERMOVBVEKTHS EHEAD
N3, LIth>T, THMS HHIREHC "ITHMS WIR
7 Qi EEOHRE 2R THE 2, bhbiid, [F—
N, IEROOMES%% Fva T & k> THY]
ULH2DTREWNEEL, IDITRDT & XERPTT
BDODTH %,
KRR s & T BRI

ii)
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HIRHEAABEHRORBED 5 blfitHM e X 72 LT3 B
DElEE, M &HEUEEOBRE 2 GICELMIE %
1720 2 BT ot, BT BE 13 flicik, THMS
0.5 & ZRAKE, KTFES, #IREHDO 3 20Xk
ICEOTHEEL, ZOMEOMAEE»HER 2, 4,
6 FENCHIE Utz 1285 8 B 9 filic Dy T,
THMS 1.0 g 2RROBEUTH 2, 4, 6 Bricim s
E2HIEL, DWTR—AI ITHMS 1.0 g % 500 cc
DWEEIPRIKICERR L, B8 45 HoOMdE X T
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BFEOERBIRN~SFHELT, EEERE 1 2,
4 B EE R RE U, Jeds,  ESH THMS
i, E-sggdatoirEc L v B shizb 0T,
20 cc 7 U7 VHICIEREIC 1.0 g 2{RBFHTICEL 0 T
HREAINTIEOTHh %R 10 cc OREAE 1
AR CTHREUTHN,
i) SEBRARE

%7 BUCOWTRIEEIC IS 3 BEHEHOE B 7l
BRI ZTOEEBRELZRUIIONE 4-2a TH

Table 4-a. Difference in Concentration of Active INH in Serum by
Various Administration of the Same Amount of IHMS in Group 7

(Distribution of cases at each concentration-unit and

mean values (y/cc))

i
i

ST—— Hour 2nd hour 4th hour 6th hour
ptd of Gi Gi Gi Gi Gi Gi
Rate of mlﬂls_ . wven wven Given . ven wven Given . 1ven iven Given
ate, trat trave- bcuta- trave- bcuta- trave- beuta-
afion Nfion | intave: | swheuter | Grffy | imbrave- | sbeute | SRR | infraver | subout | CloG
80 X 1 4 0 0 { { 0 1
40 X 5 4 5 2 3 1 3 1
20 X 3 5 6 2 3 7 1 0 2
10 X 4 0 2 5 4 2 1 0 5
5 X 0 0 0 4 2 0 4 7 4
0 0 0 0 0 0 0 6 3 0
29.2 X | 44,6 X [ 26,1 X | 14.6 X |23.8 X | 23.5 X 6.9 X | 11,9 X | 17.7 X
Mean values
1,17 ¢ 1,78 7 1.04 7 0.58 1 0.95 7 0.94 7 0.28 7 0.48 7 0.71 7
Table 4-b. Difference in Concentration of Active INH in Serum
Administered by Intravenous Drip and Orally
\\
T Hour 1st hour 2nd hour 4th hour 6th hour
Method of
&ministration Gi b Gi b Gi b | Gi b
JIVER BY | Given 2IVen bY | Given Given by | Given JWER BY | Given
Name and sex \\ riglﬁ;a\:isip orally rllgltxga‘éiip orally xigxtlrsagf‘ipg  orally xigtéagf‘i-p orally
E 80 X | _— 80 X | 30 x| 40X | 60X _— 60 X
B 160 X | 80 X 20 X 80 X 40 X | 7 80 X
H 160 X | _— 320 X | 160 X | 160 X | 160 X | _— 80 X
B 40 X | 7 80 X 30 X 40 X 60 X | _ 40 X
Il ¢ 40 x| _— 40 X | 20X | 80 X | 30x%X| _— 20 %
B 160 X | 7 160 % 10 X 40 X 40 x| 40 X
I 160 % | _— 160 X | 60 X | 80 x 80 X | _— 60 X
I 160 X |\ _— 160 X | 40 X | 40 X 60 X | 40 X
I 80 X | 80 X 0% | 40x | 20X _~ 10 %
115.6 X 128.9 X | 42,2 X | 66.7 X | 61.1 X 47.8
Mean values - - X
4.6 7 5.2 7 .77 2.77 2.4 7 .97
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D, ZOVEHBPELRRULOMN 2-a Thb, F
BTH % &HIRES IO REEE, 2 R 1.17 7,
4 BEREME 0.58 7, 6 BRRAME 0.28 7 Tad b, BTN
B G REGRI S A EERE L D LD, 2 W AN
1.78 v, 4 F§RSM4 0.95 7, 6 REfME 0.48 7 L/sDT
WAY, MHEOMABEORR N H# B L, BWL»T
"INH B” 2R LT 5 EEEIET 5. RIRRHCE,
2 WHRAME 1.04 v, 4 FEROME 0.94 v, 6 BEREE 0.71 7
Lish, E—2id 4 BREEIES0, PR Yl
A "IHMS WHRE” 2R LTV 5,

Fig. 2-a.
e
2.0} m _ _--Given intravenously
1.78
i 5 B ——--Given subcutaneously
L5 :]-—»-Givcn orally

THMS 0. 5gr
O.‘9‘5O. 94

Time by hours

Fig. 2-b.

7/ cc

-»wGivvn by intravenous drip
E~--—vaen orally

ITHMS 1.0gr

5.0

4.0F

3.0

2.0

7] Assumed value

Lor

0 Time by hours

WITEE 8 B9 HliconT, 1 flT &icllEM 2 ER
UM TOFEE2RT EH 4-b BIOK 2-b &
the FHEEEICIEN 2 FEERET VA, 2 B
ISR 2T 2TV ARPOMTH b, MRS
BITATOLD 4 FEfiEd 2% 6 BEE T, M
BEETOREERE 7 BOBRI DR LT, "INH
B % L BIXTTH %,

i 8 PED A EIER O, 1 FEfEN S TIT 4.6
TR AEEETRL, 2 BHTIZ5.67 LI BICERL

W Sk Hen

4 BEMET Y723 2.7 7 ZIRLTCW0WA. U U 6 K
e, LROMHEIVEE 1.3 7 SHELTELNT
HAY. —HNREECE, 2 BERIE 1.7 7, 4 BREE
2.4 7, 6 WERE 1.9 r THOT, COH 1 HelfE
2177 UTFThHEEZZONDIOA, MEEEZIT
motoE xo 1 FEEE, 2 R RRON RS
WHUTELWEHEZR LTS, £UT, 4 FET
L BHBEOEZ DD EEb DT b, T bDYHE
B T BOMEE LT, 4 BEEMEE TR, HE
OB, RTENOEZEEDEEDEELTINTD
A9

v & 2=

INH ZFH &2 AECEE U TO b, MiEHEE
INH % bioassay Xk hHIET ARAICIVL
T DD U TERMBEMEHICHEE LT O 123G M
INH 2FHUA TOAPEDIIDOVTIE, HmOFET
LA THbD. INH HEEOEFARBOIM L S
B YERRIT & AHRBEIRD, &2 WVIIEREBIENT
DHEID T DN TR T TIRELVWHED H 503,
TS A ORICELT 52T, EENT—
A INH 28279 A THUNEEONETIE LS
DBEBTH S, U Hid THMS, INHG i, C
NHMRFEEM S N flic Y B INH 225 O T
ZINEZFOIERETHCEETERZNTHA I,
UL» U INH ZFEES AMEN Tx b TR INH
Wi EVITERRREE R KI5 50, DL
INH ZFEEOZY 2D UD B &EBHEL TN DY
n&Ed, —HTiE, FHAFC IHMS, INHG OW
RS B REGRP DT TVD EWV I WEDZ D TD
H1)~16), bivbid P Ed#E%E L b bioassay C kD
TR SNl EE 2Dz &b, FRciiEhic
SENTWATEE INH BEORMEEAZLI S & D
LEAITIDTH %,

3T, AgEICk-T, ROBERICE, THMS,
INHG O EEOHRIZ INHOWR X 51250
ThdHTERED, ZPATL ITHMS BV TEH
M4 4 BeffER e —2 L9202 E BERERET
DIEE R HRBMERELCER D, 2L T W
TOHEBIT L > T—RicmpicE sh 251, 1
A ORI IZIE T OESN D& 3 F LL, LIz
POT (1) B, (2 RTEMERAKRE, @) AMHE
ORIl FPIREE D S & F s INg 2 C & 21D
120 TIZEBEEEDEAE, BESH IR h TR
EOHEROCE SMABEOCIET 2RI, RBEA
O x b TEWIFFRE 252 5N 2 FRVED 5
NOTH 5,

INHOELD, MPEENE 231D DOFME2E



196242 A

REANCRD BT EMNTE S EEZL, DhbhiZ 3 big,
WD G2 UE U,

N %80 UCHhBcHWsh 2 —iER a g O
BHIBEDOBDICT a/N g FoRE5 3N §DER
FET D, T OEANIMRH 22 2 DTHSDED
WL U T BB gHAIRER 1 &AL T2E
X, P EHORDIC X (X <1) wETRAT
HEDERET S, U EXIE, & N 20K IC
TE9 2 M EEFIEE, R TREEHN D,

a
N X (X X2 +X2+X+1)

TIIDIT a g DIRFIEIMA—FiC BE anizk
SO N 50K Ol EFRE,
axXn= Ef X (X714 X0l oo X071 X01)
N ¥

M- kh X>0 X<17220%
Wi (1) > ©) RS %o

1 1 1 1 1
EQ (1)—2(2)=N' {i’ﬁ_—l+‘fﬁ+---+?+§+l}

@ ITBNT XA/ IWNEE (1) = @ 1FKkER
%,

T b b—EBOIAH N FOMICE 4T i #%
Eans&xo N 3EOMAEER, —BECihzi
EINtzExD N SBOMPEEX D & B @5,
oY A MR LEETT (REHEEIS) Mg
BN EMEORNDHRIZAE 2B EHTHIN
2o

RO ICISVWT INH, THMS, INHG
HEHFEYT B, BITE, Th SIEFORIEM % &
BRI NUE 72 5RO T—ERTIZWV A 50Ds, e
BT 20X DTk, ZTOEI LFFMELETERIN
RITZ 520 KL ThhbhdFEE2HNTY, &
D& b AR MR OREMEDIE 5 h 2 IEHI PSS
ORBEICHT 5 TN RERE NI DEEZ %,

V BEZSUCER

AEIC INH & 203 THMS, INHG 28501
MiEHEY INH BB OHR % bioassay (T ko THIE
U, INH 2 AKITEDL S BB TEDL 5 2 HETH
E42&%, ok b3RE BB HT 2 0 %
BEREAE UL,

1) INH 4 mg/kg, THMS 7.9 mg/kg, INHG
10.8 mg/kg D%, 4y, MR, WHREC»»D Y
IEERHIHI UTC 3 Mol icl#E L, #54
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2, 4, 6 WRICHM U T I8 E OHER 2 ik Utz SF
BEICOWTIRANS &, 2 FEEiEciE INH »3 1,13
rlec & 3 FHDI bREMAZRT A, 4 HEE 0.80 7,
6 IG[EME 0.33 ¥ LW ORGHE & & 3 AR TEITIRIE
ERICTHT %2, bhbhidchn%’z "INH B” #R

CHRIACEET S, THMS #ERTIE 4 B
1.05 7 DI 9 A5 2 KefE 0.97 ¥ L v UA ERHOME
m2mRL, 6 REHE 0.73 7 ~REICTHT %, 2 DHE
Bz, 4 BHERZC— 2 T2 @RoMEEE L, Dh
bhudnze "IHMS PIRE” B EANT I CEE
35, INHG T 2 Bsf{E 0.79 7, 4 KA 0.66
7, 6 B 0.387 &7sh, “INH®M” & “IHMS
PAREL” - & OHICAIT 2 HER 279, wicbhvbi
i, IhLEFOMERHNO 3 BHclE UTH UER
BA{Folops, MBHREE INH BEE, MEBROX
GTAELVALPICEL, Z20HBIE, BEAERU
Bl & D1,

2) 2 Bowkgic, 1 Bk THMS 0.5¢2 24
WTRENCETE, RTE, ROBE2TR0, T
THMS 1.0g % 500 cc OAEFPIAEKICIEEL, 15
3K 45 ORI THREEEL, IR U2
A#RE U TIHBEDOHRE 2 i 2 &, ZhEFhEE
Mz 2 R T0bb, #E#k 2, 4, 6 FBEEED
MR, ¥EETIk 1,17 7, 0.58 7, 0.28 ¥ Td
b, RTEHTIE 1.78 7, 0.95 7, 0.48 7 THLEF L
DIig DTEMETIE D 2 05 & HICRRERAHE B o dh Hi
"INH B” 27 RUTCWACERERTRETHDEE
A %o WIC EDIRRAKEIEICIY 2B, kD
1313 "ITHMS BB %2/RU T\,

IHMS 1.0 & FMEER T, B5MKBE 1, 2,
4 FEECHUREE 2HE Utcds, €h<h, 4.6 7, 5.2
7, 2,77 Lz, MEROEER 2, 4, 6 FEITOFE
BMHEETHS 1.77, 2.4 7, 1.97 EHiEL, 4
REEECREETD D, ZLhATL 2 BREIEEL
CEWV. FMEERTe o8 XOMPEEE, Ccok
IICHBER R T2 C EWBRTD 5,

3)  FHIDMAEREDHR 2, #E & MEHILOWMETF
ROCTHEFMICER Uz, ZORE, —EROHRK»
—RERFHIAC, R A ICHER IR ~ S U CHlE Uiz
MARER, ThRik UD—Eics U T—ERE#Ic
E UM BB X D RICE <, BRIt DE N
B EMBFBORNDIERIIKE 725, DT Eizbhb
NOFEDTEIZERERD R » EHFI 3 DTH
%,

MERb2ITHII Y RIIOED b X 2RI 2 TH 1
IR OBIRATREICEH OB 2 E LE T,
AWML OEE L, # 36 [ AARHIFEBR LT
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Studies on Methods of Administration of INH
from the Viewpoint of Concentration of Active
INH in Human Serum.

Two-hundred-fifty-six patients with pulmonary
tuberculosis were divided into 8 groups, These
groups were studied using oral administration
of INH, IHMS and INHG and parenteral admin-
istration of THMS. In the latter regime IHMS
were given intravenously, subcutaneously and
by intravenous drip,

(1) Oral administration (a) INH 4 mg/kg,
THMS 7.9 mg/kg, INHG 10.8 mg/kg were given
to patients of each 3 groups, checking the con-
centration of biologically active INH in serum at
2, 4, 6 hours after administration, Mean values
of levels of active INH were compared,

The mean level of active INH at 2 hours of
the group administered with INH showed the
highest of all 3 groups, being 1.13 7/cc and fell
rapidly to the levels of 4th hour (0.80 y/cc)
and 6th hour (0.33 7/cc).
active INH at 4 hours of the group administered
with IHMS showed the highest (1.05 7/cc),
rising from the level of 2 hours (0.97 7/cc) and
gradually fell by the 6th hour (0.73 y/cc), This
level of the 6th hour showed the highest of
any of these 3 groups, It seemed remarkable
with IHMS that the level of active INH rose to

The mean level of

a peak at 4 hours and gradually fell to the level
of the 6th hour,
studied using oral dosage of INH 8 mg/kg, IHMS
15.8 mg/kg and INHG 21.6 mg/kg.
active INH at this time were higher than those

(b) Three other groups were

Levels of

of 3 groups of (a), but each curve of change of
active INH levels of every 2, 4, 6 hours after
administration coincided with those of the same
drugs of (a).

(2) Parenteral administration. Thirteen
cases were studied using 0.5 gr. of ITHMS which
were administered intravenously, subcutaneously
and orally by the same patients. Nine cases
were studied using 1.0 gr. of IHMS orally and
1.0 gr. of IHMS was dissolved in 500 cc of nor-
mal saline and was given intravenously to the
same 9 patients at a rate of ca. 45 drops per
minute. The curves of change shown from
levels of active INH administered with ITHMS oral-
ly in these 2 groups were quite alike to those
of the oral dosage of IHMS of (1). However, the
curves of intravenous and subcutaneous adminis-
tration of THMS were quite alike to the curve
of oral administration of INH, and the peak of
2 hours fell rapidly to the level of the 6th hour.
Levels of active INH by intravenous drip of
THMS by 2nd and 4th hours showed the highest
of any of the methods tested.

(3) Under mathematical consideration we
found that: it would be the fundamental condi-
tion so as to keep active INH level higher at
the end of a definite period of time that the
drug of definite amount had to be given into
blood little by little continuously during the
definite period, not to be given at the beginning
at once. This seemed to explain precisely our

clinical data above mentioned,



