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The main route of metabolism of isonicotinic acid hydrazid (INH) in man is its
conjugation with acetyl coenzyme A to form acetyl-INH. The reaction is catal-
yzed by an N-acetyl transferase in the liver. The acetylated drug can be’excreted

by the kidney more efficiently than INH, and the biological half-life of the drug

in the body depends upon how rapidly the drug can be acetylated.
This report measured the concentration of INH in the blood of 147

individuals 6
hours after they received a standard dose

(9.8mg/kg) and plotted the data as a
frequeney distribution hiotogram. There was bimodality, with a mean for one subp-
opulation at approximately 0.6~0.8 mcg/ml., and a mean for the other subpopul-
ation between 2.8 and 4.0mcg/ml.

As might be expected slow acetylators of INH are more likely to develop a cu-
mulative toxicity to the drug. The principle toxicity to INH is a peripheral neuritis
but this adverse effect can be prevented by given extra pyridoxin to the patients,
and the vitamin does not alter the antitubercular activitygof INH. This report carried
out that pyridoxine does not alter the ratio of free INH to the total INH in blood.
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Aol vhel 5 2o ® INHS BB £ A A = Tk INHE 745 4%, a-ketog-
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Evans%®-& INHE #H3 o3 684 INHY midhsxd st BETER (rapid
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Ee MEste2A il = kol ZEMES Vel S el dnl
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INHY BEREHALE 20l 9she] BRBHE Jehl 429> Hugyess03
Devadattag'V¢ INHY 3 FE Rigieselet sz, o BIffAle pyridoxine 2 fj
1% 4 glow Hletal e INHY HE#ERG S 4 98&€ vAA .gohn ek old #F
e INHY AcetyUE(RiEEAL) ol ol A RETERRA BEFEEAEE Rs=
+ £E0] Y58 BRI MEEC pyridoxing #EI o8 INHO RiE{tel] pyridoxin
of ojuj gt J&& A EslE BRI Hstd A¥e Ada EFY mRE dqulel s
< ol ot :

B B 5 &

RE 9 B¥ - Ammonium sulfate (GR), borax (GR), methanol (GR), KMnO, (GR),
Ceric sulfate (GR), trichloro acetic acid (GR), ascorfic acid (GR), Isoamyl alcohol
(GR), Ethyl ether (GR), 1-chloro- 2,4-dinitrobenzene (GR) ¥l ammonia <+ (A%
oF 400mls] K,HPO, 87gmel NH,Cl 107gm% S8 A7) 2 H7]od #eln) o}(28%) 6.7ml=E
bt A =kg 500ml= st} ) spectrophotometer (Shimadzu MPS 5000)

# ¥l—isonicotinic acid hydrazid (USP XIX), pyridoxin HCl (USP XIX)

maESe] &Rk 3 & INH| M3 A 143A0A INH #5E51 48mMRd & fhgdy
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INH Bmfmngel go] o-&o EEFHkd o} #M 2 & INHS fiEsad.
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Figure 1. — Plasma concentration of INH 6 hours after oral administration of INH
(9.8mg/kg) to 143 volunteers.
INHY BES AET JUEMS histogram, Fig. 14 BiRstArh. oo 2= TEES Jebil
ou] 0.6~0.8meg/mlo] A HEES el Bfsl 3.0~3.2meg/mloj A THEE JehilE B
o2 RHE 5 k.

Evans$% 29 HBERAA MEURE M (rapid inactivator) 3 EEREM (slow
inactivator) o & FHS = “HEMS KARARERA s 4EN EEHERE IE
gl gleh, CIEES JE e SRE A EvansSPo] @& mpREns 44 ¥
oh. AcetylftAe] oiqt —#ihe EHI st BBRE TAdA 500mge] INHE st
4IRS RIS 2~ 4Rl —E B RE Heste] W 2 $8 INHY B¢ MiEsta
# INHel 3t G2l INHS BH4H%8¢ Fistel 24504 Table lab et

of AYAAE WEgHK Wt 3~4H Ao 3@ HHT ERS AT Aok EH
F & EAHCE FELE] JAAT £ ot A—EHREdAAE 8 INHo o ¢ 5
INH®) 154%0] Ao —iEst A& 9+ 2A74E d4ch. H. Lauenerst G. Fave': PAS
S} Benzoyl PASe] ogt INHS] TREgEM LAl Ado| A= acetylfbzse] ulgh —E ke 2l
SAIL, WHEED B (RE) BRI A el dap e,

INHY jfids=7F 0.6~0.8mcg/mlo] 8ol 2.8~4.0meg/mlal  #tEe% &4 14Ad]
et Lol INHEBO R 500mgs BoREsta, 3EF A INH 500mgse} pyridoxin
HCI 100mgg #ro] #5A% vh& GRRMIN S iusmehel WMk o & INHE WoEstz # INHo|
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Table I —Excretion of Free INH and Total Isonicotinic Acid Derivatives (in INH equivalents),
after Oral Administration of 500mg of INH, at Intervals of Three or Four Days in
Volunteers(triple test)

Subject mg of Free INH mg of Total INH 9% of Free INH

93 373 24.9

P, 88 365 24.0
107 422 25.3

70 461 15.2

K; 54 357 15.1
79 496 15.9

34 470 7.2

L, 27 385 7.0
30 365 8.2

33 390 8.5

C, 38 , 480 7.9
34 450 7,6

31 300 10.3

K, 43 475 9.0
34 350 9.7

35 470 7.4

L, 34 490 6.9
23 360 6.3

25 380 6.5

Ks 31 ' 480 6.5
27 490 5.5

3 M INHS w4282 ftRste] Bnstd Fig. 2 @ Fig. 33} 2ok

Fig. 1e)A 3 wlol Zol W RV =8 BB} Fig. 2004 2g nhel o] jb
ety (R#7hel WHKeld INH BE#SW) INHe} pyridoxing o] #Hisk 2 9% 2
INHe| o3 st INHO 54382 A8 e 271 gl

H. Hope'”of &jstwl pyridoxine] 93t INHS FHEH:fH%EE INHS HERERRATHLERE
(0.025meg/ml)of A Hxmiol AL, of {EMEME(EA- INHS @~} 0.08meg/mlpl ko= E&
ol whebA FAE WEEstA T HmAEstA o, whebd Awt e INHY 2y 2%
0.2~0.8mcg/ml*?o] =2 INH HKEHIEH iste] o222 glo} & FA 7
w2 ¢ Ao Bpisid. Biehl’™® ¢ mHAES INH ##e= PyridoxinZdsy] FA& ok7]%h
o #i4Eelel =] goodman$-?® 3} Rokson? 2 1H 50~100mge] Pyridoxing INH{FZEG
o] BEdA BwEiwes HHY AL FEst Ak, J.M. Robsons} F.M. Sullivan®, R.
R. Ross?®, H.C. Lichstein®® g L. Levy?”x INHY REMEALA =21 BEAAA Kigw
#geol ok715 71 413 & INHel dyridoxino] B3RS #iAdl 3 Aozt #MstL e,
EEANS LR EES] INHS RiE(ZR pyridoxino] ol d J&x Fz ¢ AL L.
Levy*? 59 £iE& siitzlete Aoz B
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Figuré 2-—Percentage ratio of the free INH to total isonicotinic derivatives in plasma (six hours
after oral administration of INH and INH-Pyridoxin) on administration of INH (500
mg) and INH (500mg)-Pyridoxin (100mg, to a group of rapid activators at intervals
of three days. Key: B®, 500mg of INH; [, 500mg of INH and 100mg of
Pyridoxin. :

Kutt$-'©.2- diphenyl hydantoins} INHE #@E#Hst BEFTAA BEHE R &
3% 7 - diphenyl hydantoin®] BEFES) R (RIE EBXRHE, R veid A+ 2
3 INH7} diphenyl hydantoine] wj#he] Ba#Ee A Aoz »n1 itk 43 o gL
19 kol Zbd U 3 Sk acetyULHEA A mdl M BEd A¢ BE o Ak
Kutt5'7 & 7| Jfol 2248 FHS in vitrol @ a4 INH7t diphenyl hydantoin®] (RE(K
EB(L) fHzEmiel & saldtg o] Bkd 9loj A x INH- diphenyl hydantoin®] Ffru|z 24
g kL] HEREA ERA%A g #ERRT A= :

* Pyridoxino] INHY 7RiEft (acetylfk)ol] Q3-8 2] g} stelat® WMEY< A &R
o 7S BIE acetyl{bF) 42 LYY v Y& HEMFHE EET Ao #HsS.

ol ¢ EBERAA ot 2L HHRe 4.

BB 143K wiste] EXFE(9.8mg/ke)d INHE Eo#fRT of 6KHAY fuds
INHEE 2 Hi%Este] histograme] B33kl 0.6~0.8meg/ml = 2. 8~4.0mcg/mldl A IR
g eb Gk

INH®] Fifftol o3t —muEmegol 4 #EE "Ad W3 BRERe BiEEs Estdodt
£AS) SERBRERE AY HREQA —Estdd. INHY fishs %7} 0.6~0.8meg/ml Bt
2.8~3.2mcg/mlo)l #WHE &% 14AdA INH o INHe} pyridoxing #%& BRERI v
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Figure 3—Percentage ratio of the free INH to total isonicotinic derivatives in plasma (six ho-
urs after oral administration of INH and INH-pyridoxin) on administration of INH
(500mg) and INH (500mg)-pyridoxin (100mg) to a group of slow activators at inte-
rvals of three days.
Key: #%, 500mg of INH; [, 500mg of INH and 100mg of pyridoxin.
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