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Background : Isoniazid(INH) and rifampicin(RFP) are potent antituberculous drugs which have made tuber-
culous disease become decreasing. In Korea, prescribed doses of INH and RFP have been different from those
recommended by American Thoracic Society. In fact they were determined by clinical experience rather than
by scientific basis. Even there has been few reports about pharmacokintic parameters of INH and RFP in
healthy Koreans.

Method : Oral pharmacokinetics of INH were studied in 22 healthy native Koreans after administration of 300
mg and 400mg of INH to each same person successively at least 2 weeks apart. After an overnight fast, sub-
Rects received medication and blood samples were drawn at scheduled times over a 24-hour period. Urine collec-
tion was also done for 24 hours. Pharmacokinetics of RFP were studied in 20 subjects in a same fashion with
450mg and 600mg of RFP. Plasma and urinary concentrations of INH and RFP were determined by high-
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performance liquid chromatography(HPLC).

Results :

Time to reach peak serum concentration (Tmax) of INH was 1.05+0.34 hrs at 300mg dose and 0.98 +0.59
hrs at 400mg dose. Half -life was 2.49 +0.88 hrs and 2.80 + 0.75hrs, respectively. They were not different
significantly(p > 0.05)

Peak serum concentration(Cmax) after administration of 400mg of INH was 7.14+1.95mcg/mL which
was significantly higher than Cmax (4.37 + 1.28mcg/mL) by 300mg of INH(p < 0.01).

Total clearance(CLtot) of INH at 300mg dose was 26.76 + 11.80mL/hr. At 400mg dose it was 21.09 +8.31
mL/hr which was significantly lower(p < 0.01) than by 300mg dose. While renal clearance(CLr) was not dif-
ferent among two groups, nonrenal clearance(CLnr) at 400mg dose (18.18 £8.36mL/hr) was significantly
lower than CLnr (23.71 £11.52mL/hr) by 300mg dose(p < 0.01).

Tmax of RFP was 1.11 £0.41 hrs at 450mg dose and 1.15+0.43 hrs at 600mg dose. Half-life was 4.20+0.
73 hrs and 4.95+2.25 hrs, respectively. They were not different significantly(p > 0.05).

Cmax after administration of 600mg of RFP was 13.61 +3.43meg/mL which was significantly higher than
Cmax(10.12 +£2.25mcg/mL) by 450mg of RFP(p < 0.01).

CLtot of RFP at 450mg dose was 7.60 % 1.34mL/hr. At 600mg dose it was 7.05 + 1.20mL/hr which was sig-
nificantly lower(p < 0.05) than by 450mg dose. While CLr was not different among two groups, CLnr at 600
mg dose(5.36 + 1.20mL/hr) was significantly lower than CLnr(6.19 + 1.56mL/hr) by 450mg dose(p < 0.01).
Conclusion : Considering Cmax and CLnr, 300mg, of INH and 450mg RFP might be sufficient doses for the

treatment of tuberculosis in Koreans. But it remains 1o be clarified in the patients with tuberculosis.
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A%e] Azo] YoM Isoniazid(olsh INHZ o)
¢} Rifampicin( ©]3} RFP2 <F3}) 9] 53L& FHold
A7 e 238 gyoz, ofde] 2d o)l
9 ofE EL7|7HE 1| oBlR dFAI 1 2Ys
TS s oA fat EEs E A
&9 A A48 /AR 25 2Y] A9 AP
3} Exo] 8% de & 23 o} olF Al
A2 v|ZEREE M INHYLLZE 5~10
mg/kg2 A} 300mgoez FHsln Y3 Hu¥F
Fxo EEsHe AR 2ARIA ¥FFEE 2~6
mcg/mLo] H33ltia 4eiA flon RFPx &%
10mg/kg = Al 600mge] M1 2 A 835

T& 8§~24mcg/mLo] F@sltin Bagn glelsd.
ey $-elveblAe] dd83E INH7F 300mg
400mgo2, RFP& 450mg® 600mge.g, 74 9
A} 2 v} A27] og B olle At AF
olu} Adl] FAgle] YEHolT AEAHoZ AYE
Fo| ZAH] ol x dYL7o] o] EMo] o=
2 F=lol e BEAE 8 o] AIFE 24el
ot Y olg B 2R HEA] I FA =
$A] EA o] Fykeths ¥ Ul & Bekopep®
Seuide 2HEe] gol XaxFe 54l
Aoz J BAAEEE HAEF AAo] v
Z8% Ao g Alggch. a2t o] &3 2R A
o Z|EHolnk AR AR BAAAM Y oFF
&} (pharmacokinetic) @37}, INHS] Z$-ol= 60
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ddiz g 90 ddizxol 4mg/kgt 400mg FoJA] =}
Byt §1& B ol F2 A&dA E A dd
AHgo) $He F Bao|u®® RFPY ZA¢+= 1 B
7} gl Addoln £F7te] Al atel2 A" 9
I ARE IR d3Qle] LUz Erbssich

olo] AxEL WA 4 @=<2l INH, RFP 9%
g 247 gold F, &% Aold] wE WIE H|m
Brigto g2 FEoMe] INH, RFP #3 &3S
2R3 &F 94 AL L 154 d79 V2 AR
2 Az £ d7E Algsieid.
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1. Scha

FAE, B, oldd At R 71 YA ol
o] fl' W AYAE R FAME R F o
TE AU A71%F T HE 4B 5L B4
UL B oFEg F5o] B8} sk didAs Al
g8t INHE % 22%8¢ ddez 3ty RFP
9] 79 20%0] AT ddREe] FEAF
B 284 (26~324])) A HIEAFLE 69.3kgelH
=2

2. giphy

1) & 9 A

INHE #3($)9 100mg*&, RFP2 FI93
(F)9 300mg T+ 450mgHE ELAIZL, BE
Ak EA8-E AMS3Ien 53] ngedNas
nlE e}y (High-performance liquid chromatog-
raphy, o]} HPLCZ <Fg}) 2] mobile phased] &
o]7k= Acetonitrile( o3} ACNeolg}t ¢}&) 2 iso-
propanol& HPLC& A)ek(Beckton & Dickison)
& Ahgrsict.

2) 5L, AHE L A

12412t o] F2153< 2 h=xFEelA INH 300mg e
€ 150mLs} A E4A1Z o 0, 0.521, 14]
7t 15212, 2A17Y, 4A13Y, 6AI3Y, 8AIZE, 124]73,
24 X7tAo] SmLe2] @€ Ethlenediamine tetr-
aacetic acid(o]&} EDTAg} oFs}l) tubeo] 72 =)
P3G T A 0~2A17F, 2~44]7L, 4~8A7, 8
~1242Y, 12~24A17 408 RopA| AWEE 7]
gt &Y INHE = $3& % AAE 47 5
mL¥ BH3ATt HA B85 o] JES uiA)
371 A 257t F4)7ikFol INH 400mgg &
YAl 2L WHPo 2 BEEAT tf, AE ¢ A
£ A AIER AR oF 43Fd BYe
AA FEGeNA RFP 450mg& E8A]7|3, 0,
0.25A178, 0.5A1Z, 0.75A12Y, 1A1ZE, 1.5AIZE, 24
7, 4717, 6AIZE, BAIZY, 12417, 241G S
mLe] g Fu tubedl] 2tz AP L&
0~2AZY, 2~6A12F, 6~12A1ZF, 12~24217F 2t
Aoz Rolr AWTE V|53ln &A%Y RFP 5%
28 9% AAE 47 SmLy Basigct. oA 2
7t F24 ¥ RFP 600mgs FTUANA 2 %
Hoz EgAA AR AEE Y 2 A=E A
gt &, ZHz7te] QA A Hol= 23 ofite]
134 1 INH 300mg, INH 400mg, RFP 450
mg, RFP 600mg& A2 3817

3) FEE=E &%

HPLC #=, #HAF%]7](sample injector), z}2]4
247} (ultraviolet detector), LEZ4A € 5 &
A Adzgago g o]Fojd Waters Z2nfE 18}
9 Alz€lg olg3le] INH, RFP Zze] d2%%
2 AU FEE FASACH.

® HA A
INHZA = AEF S4) Y4128 (3,000rpm, 20%)
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8l de ¥HL 10% Trichloroacetic acidz ggt
w2 3} (deproteinization) A|7] the trans-Cinna-
maldehyde & 3715le] Ao)A 1087t FHL o]
%, o] Al 100LE Waters Z2ulE 18}y
Alzglol] Q3. AWE vpRslA] By g
3t FUe¥ch. RFPAAE AMEE SA4] 94le
(3,000rpm, 20%)38le 4 A INHASXY
Methanol2 go®A2iA)7] t}2 100 Lo HAAES
WatersZ2nlET2tn] Ajlagle] FIg). AME
npikAl2 He2ld ok 1004 Le) FAE 908k
o}

@ HPLC %A

INH &AA] 4 column& Nova-Pak Cs(Wa-
tersAl) & o]g3le 50°CL&%9A mobile phase:=
50M KH,PO,, ACN : isopropancl&oz, &3¢
Z£4L 340nmolA 1mL/ming §<(flow rate) .
2 A3ERlR, RFP &£AX)= Capcell Pak Cj;
(ShisheidoA})columng o] 43l 40°C XA
mobile phase= ACN:0.IM KH/PO&do2,
340nmolA ALd F4E UL 5L 1.2mL/
mino & A3}t

® Calibration

SigmaAle] Isonicotinic acid hydrazide(= isonia-
zid), rifampicing ©]8-3} calibration curveAtol| A,
INH¥E%% %+ 0.02~10meg/mLo4, INH 8%
E& 0.02~50meg/mLojA] 2% R = 0.9992 o
5 A5 A=Y RFPE @83%% 0.2~20
mcg/mL3t Q%% 0.2~50mcg/mLIA 5% Rt
°] 0.999¢1%o2 ul¢ Fg3shA =AU

4) 2T Am 1A
#H1¥F5=(peak serum concentration, ©|3}

Cmaxz <3}), Cmaxol =g3k= Aj7l(time to
reach peak serum concentration, ©]3 Tmaxz}

°Fd), = (olst Xug 93h) & 78 the, mi-
crocomputerA}e] Pharm PCS AXx 2738 o]&
3ty BZyzd7) (half-life), 4445414 (elimina-
tion rate constant, 0]&} Ke=z ¢}3}), dZer =
4133 (area under the plasma concentration-
time curve, ©]3} AUCZ 93H)& dglon A4 2
gloJ8lA(total body clearance, ©]3} CLtotZ ¢
&)e FTELA] A ol4-8(oral bicavailability,
ojg} F& <3)& 95%2 Adlod'? (AFELTx

F)Y/AUCe] Askgdoz, A Szoj@A(renal

clearance, 0|8} CLr2 9F§h) & Xu/AUCS A4kz
Ao g 74z} P NALE wgsh= Al Eelo]
"2 (nonrenal clearance, ©|8} CLnrz <k
CLtoto]A] CLr& # gto g Juhd,

3. BAIXz|

TUY AA M2 98 §3e 583 & oe
o] ¥stE B7H8l7] S8l paired t-testE A3l
3, p#to] 0.05°131Y W) BAIF oz feolA e A
ol Kol oz wAstqrt.

2 =

1. INH &z}

1) INH 300mg

GFEELT AT e ¥FEE W= Fig 1.3
23 CmaxE 4.37+1.28mcg/mLej3} o8 Tmax
+ 1.05+0.34 hrs ¥c}. 97171 2.49+0.88
hrsgd3 Ketx 0.30+£0.27 hrs~'o]glon AUCE
13.36 £8.50meg*hr/mL Y3 Xu: 38.36+£23.50
meg/24hrsct. CLtot:= 26.76 £11.80mL/hrsd
i o] & CLro} 3.04+1.68mL/mL, CLnro] 23.
71+£11.52mL/hr24] CLnro] &g =2A314
t}.
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Fig. 1. Plasma isoniazid concentration(mcg/mL) observed at the indicated time intervals after
administration of single doses of 300mg and 400mg. Mean values and standard devia-

tions calculated in 22 subjects

2) INH 400mg(Fig. 2, 3, 4)

FEELE A7t wE ¥FF:= Wil= Fig 1.3
23 Cmaxyx  7.14%£1.95mcg/mL  o]glod
Tmax+ 0.98 £0.59hrs o}, EFukrie 2.80+
0.75hrs Y31 Ke= 0.27+£0.11hrs7'o]9lon AUC
= 21.25+9.62mecg*hr/mL 3. Xus 62.64 +38.
74mg/24hrsct. CLtot: 21.0948.3ImL/hrg
3 o] & CLr, CLnro} 242} 2,91+0.77mL/hr, 18.
18 +8.38mL/hr it}

3) INH 5-83l| o} 82} (Fig. 2, 3,4)

Tmax, EFWHA7], Kes FAH02 f94 Ae
Apol7t gilet(p > 0.05) Cmax, AUCE INH
400mg =841 o4 Al F7KIcke 2e & 7Y
2AH(p<0.01). CLtotE= INH 400mg E8A] $.3]

2 EARoz §osd zastgern(p < 0.01)¢]
£ CLore] 2ol o 2ge ¢4 YYcHp < 0.
01).

2. RFP ZHz}

1) RFP 450mg

FEERF A7t WE ¥FF= Wz Fig 5.9
Fa 3} Cmax+ 10.12 £2.25mcg/mL o}l o™
Tmax= 1.11£0.41hrsc}. €397 420+
0.73hrsgdi Ket= 0.17+0.03hrs™'o]glen AUC
£ 57.82+£9.30mcg*hr/mL g1 Xus 82.49+43.
43mcg/24hrs¥t}. CLtot= 7.60+1.34mL/hrg
3 o]& CLro] 1.41 £0.65mL/hr, CLnro] 6.19+
1.56mL/hr24] CLnro| tj¥&-8 x}x)3}9ct.
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Peak serum concentration Time to reach peak serum level
INH 300mg : 4.37 + 1.28 ug/mi INH 300mg : 1.05 + 0.34 hrs
INH 400mg : 7.14 * 1.95 ug/mi INH 400mg : 0.98 + 0.59 hrs
ug/mi hrs

or p <001 2 r
1.8 |
12 + >
Le b p > 0,08
10 | 1.4 -
s L L2 |
i -
6 0.8 |
4 | 0.6 +
0.4 |
rr 0.2
0 = 1 s 0 A I J
INR INH INH INH
300 400 300 400

Fig. 2. Peak serum concentration obtained by 400mg of isoniazid is higher than that by 300mg
of isoniazid while time to reach peak serum level is not influenced by dosage increment

Half-life Elimination rate constant Area under curve
INH 300mg : 2.49 + 0.88 hrs INH 300mg : 0.30 + 0.27 INH 300mg : 13.36 + 8.50
INH 400mg : 2.80 + 0.75 hrs INH 400mg : 0.27 + 0.11 INH 400mg : 21.25 + 8.62
hrs
- p>0.05 0.6 ug*hefm)
s | os b p>0.05
4 | 0.4 |
3+ x. 0.3
¥
2 ] 0.2 ¢
L1 0.1 |
0 H—
INH INH
00 400 o0 400

Fig. 3. Half-life and elimination rate constant are not changed significantly by increased dose of
isoniazid

— 484 —



Total body clearance Renal clearance Nonrenal clearance
INH 300mg : 26.76 + 11.80 ml/hr INH 300mg : 3.04 + 1.68 mlhr INH 300mg : 23.71 + 11.52 mi/hr
INH 400mg : 21.09 + 8.31 mlthr INH 400mg : 2.91 + 0.77 mbhr INH 400mg : 18.18 + 8.36 mi/hr
o il 60
p <001 p<0.01
s0 L \ 0 ! p>0.05 50 T'
40 { 8t 40 '»
kS [ 30}
2 } 4t 20
10} 2t 10
>—l \
0 , ) 0 L Lt 4 0 1\¥
N INH IN{ N 1IN N
300 400 300 400 300 400

Fig- 4. Decreased total clearance of isoniazid at 400mg dose from at 300mg dose is caused by a

decrease of nonrenal clearance of isoniazid
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- o~ RFP 600 mg

0.0

25

T ~Y

5.0 7.5 16.0

T
12.5

Time (hr)

Fig. 5. Plasma rifampicin concentration (mcg/mL) observed at the indicated time intervals

after administration of single doses of 450mg and 600mg. Mean values and standard de-
viations calculated in 20 subjects
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RFP 450mg : 10.12 + 2.25 mg/ml
RFP 600mg : 13.61 + 3.43 mg/ml

Peak serum concentration Time to reach peak serum level

RFP 450mg:1.11 £ 0.41 hrs
RFP 600mg : 1.16 £ 0.43 hrs

ug/mi
ZSQIr
p <001

20
15

10

0 L 1 )

RFP RFP
450 600

B p>0.08

— e pee e
. - . .

i )

RFP RFP
450 600

~ ;. O 00 = W E_ S [ U - - I ~
T

o o o ©
. . . .

Fig. 6. Peak serum concentration obtained by 600mg of rifampicin is higher than that by 450mg

of rifampicin while time to reach peak serum level is not influenced by dosage increment

2) RFP 600mg(Fig. 6, 7, 8)

GEELF AT e dFHE W3k Fig 5. ¢
23 Cmaxte 13.61 +£3.43mcg/mLojgl o
Tmax: 1.15+0.43hrs Frt. Fu7]s 495+
2.25hrs g Kex 0.15+0.03hrs™'o]glen
AUCE 82.84+ 12.72mcg*hr/mL¥ 2 Xux 139.
47+ 56.13mcg/24hrsdtt. CLtotE 7.05+1.20
mL/hr g3 o] & CLr, CLnro] 22} 1.6910.61
mL/hr, 5.36 £ 1.26mL/hr Jc}.

3) RFP E-gs}o w2 W3} (Fig. 6, 7, 8)
Tmax, @7 BAIZ 02 o4 A= Aol7}

212 (p > 0.05) Cmax, AUCE RFP 600mg
B84 fo)d A F7HETRE A & AT

< 0.01). CLtot= RFP 600mg E&A 23] %
Adoz & 7asgeni(p < 0.05) o=
CLnre] Aol o3 29de & 4 AUz (p<o0.
01) Ke= RFP 600mg £8A] 743lcHp < 0.
01).

o #

Azrge #Ae FEek= €2 INH, RFP £3
& HPLC= Ajgste] J&3lar 5ol ¥ (specific) o]
™ W% (variability) o] & Aoz 4=} F7
Tg o8¢ FHUHE H4s| A=A ¢ FEH
Rog &&ix o] vi=A] HPLCuhg 2% da
E sidz 4z€9d. aey HPLCE ol83ty
INH, RFP, Pyrazinamide @ INH tiAMESE 54
o & A eAlF oz FHY 5 Us Wl B
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Half-life
RFP 450mg : 4.20 +0.73 hrs

RFP 600mg : 4.85 +2.25 hrs

Elimination rate constant

RFP 450mg : 0.17 + 0.03
RFP 600mg : 0.15 + 0,03

Area under curve
RFP 450mg : 57.82 + 8.30

RFP 600mg : 82.84 + 12.72

hrs
16

ut
2t

p>0.05

10

»~ - o« <0
T T T T

<

0.25 p<0.01
0.2 | \
015 |
01}
0.05 |
0 . . ,

RFP  RFP
450 600

p<0.01

W RP 600

Fig. 7. Half-life is not changed significantly by increased dose of rifampicin. But elimination
rate decreases at 600mg dose of rifampicin

. Total body clearance Renal clearance Nonrenal clearance
RFP 450mg : 7.60 + 1.34 mihr RFP 450mg : 1.41 + 0.65 ml/hr RFP 450mg : 6.19 + 1.56 ml/hr
RFP 600mg : 7.05 + 1.20 mi/hr RFP 600mg : 1.69 + 0.61 mlhr RFP 600mg : 5.36 1 1.26 mi/hr

mihr
Thra P 10
p>005 p<0.01
10 9 | \
9 | If 8 |
8+ T
2 F 6
7 L
5 L
St 1t 4t
5F 3l —
4 4 i r] 0 1 1 1 ¥ 2 1 i J
RFP RFP RFP RFP RFP RFP
450 600 450 600 450 600

Fig. 8. Decreased total clearance of rifampicin at 600mg dose from at 450mg dose is caused by
a decrease of nonrenal clearance of rifampicin

aEo} oz olg B AYBAA Z oFE9
TEE AN 53 F e AP 244 vS
oddelnz ¥ dFdMe HPLCE o]&3ldy
INH, RFP #}z}-& £33t3l.

B AFdAE At Aol #Algle] dEHoR
INH 300mg® 400mg, RFP 450mg# 600mg<
Foste] vlwstg e ol INHe| I F3: 8ol
5~10mg/kg2A A3 A2 XAFE B3] oh

— 487 —



oA AT £FE A7) ol Y e B oh
AFF 2Fo AN Rl Ao BE AR}
7} Hj4<2 44 INH 300mg %= RFP 600mg
& Fojgor glon A JHIMAE YEFHo=
INH 300mg3} 400mg, RFP 450mg# 600mg&
FAYE AE 47 vnd] Be Ae) 9 on)7t 9
& Ao AZAHAY] ol £ FLAAA
INH 300mg# 400mg, RFP 450mg3} 600mge
25 Fojsle] Hugly] g A5 43 71F0
2 37 4gel= ¥ FAlE gig Aoz worgn
AE = ATFGAL iE-R 304 AEd oy Tt
oA Aol wE FFE Wsle glE AeE By
g} glo]'s 19 3o HAglo] B AT ARE FHEH =
d 727t glg Aes Az

HEE AT BEAIAE B BgaE AAE A
Well FFEe vge FE Ao, 2 a7
He olg oz 95%= A&y}, o]= INH, RFP
25 AFELA Ao ABA 90%olY FrEE
oz &#HA AU 95%et A3 =Hl o dFuy
28] AZF, H1¥FEx 52 EAENE d, AA
F3k& 77iQlete} efzte] 2ol Q18 Aoz 45
AR FojLFl we} Fgkl zbolrl g shsA=
A" 4 it

INHe} RFP2 u5 AT oAl weA F55
o} INH= 58 1~24]7154)], RFP& E& 243
AEFd Cmaxd =28l Aoz gz Y
2 A7 M= INH, RFP 2% 147t Y2lo] Cmax
o EZdle] PR MPIET F4vF YA war
T A& & 5 A% o= INHE| Tmaxol thsi Al
TPo] Bug 1.1320.6 M7H(A&UALY), 0.94+
0.2 A (A FALE) & 7 $¥0] Bug 1.1+0.
SAZHAESAAR), 1.1 20.6 A (AAYAE)
A9] w)&sil. % RFPE 450mg 2 600mg
FoA Cmax7} 242+ 10.12+£2.25meg/mL, 13.61
+3.43mcg/mL o= ol dEQ, QES], WA
=2l olgzlel]l, A=ele] Azle} v 9 FAlslHTHS,
3HH RFPe] b7y 4~5A]3kolojA] &=4¢le]

3AIZE W) e vls A3 AUt

INHE= F& 7494 N-acetyltransferaseo]] 2j3)
acetylation=lo] H|EA5E UAIZE vlyo] AW
53 wz=Esd, od acetylation@Ae] &%
(rate)= RHHoz2 ZAAEH 3A N&Y (rapid
acetylator) ¥} 2|93 (slow acetylator) 0. & FEE]
59 FEle] INHUAL $8e N&tialgo] 67~
84% REZ RTEFO™Y A9le] ula] A&TALY
o] thF-E-& AA|BIAL Ut} o]FA) FF3to) INHe
At 2t o 8of vl 1, 7Pt 5% &
oRel INHE #xeloly= gl dii=EeE v o
B 438 Foslor 31X et A sF
1000mg 77tol7tA] & H=2 &Py e
Aledtg ot Fahg-o] AW g2 Hi A o
5ol glof 2% &3] 7AasHA =o] INHe dug
o] @xl9] 400mg7tA] Yl Aoz FA4=Hm )
t}. B doa= INH 400mg FojA] Cmax7} o]
AAel 3% 59l 2~6meg/mLETIE =93 300
mg FAPE H-Ro} A} e8] Zasie] of
8 Zavtog= INH 4 300mg Fof7} npg
e oz YAEA Husid INH 400mg Fo
Ale] ZHRARL 300mg FoJAlRE: 03] Zadie]
<H ol INHe| Ztrlasrt Esidd (satura-
tion) 9 o]22] ¢ o] F7tH o= A 53] ¢l
7] BZelet & 5 Jor A=<l 300mg FoiAl
9] Cmax7} o]44#Q]l Cmaxs} fAlska ol 2
79 #HA9A)% % (minimal inhibitory concentra-
tion)?! 0.025~0.05mcg/mLET} ok 100ufo] &
2 ZEE AFEHE e F 7] dEooh
Hry 2 A7odRte] @A Fo] 69.3kgog2A
AA 2 @xEe AFET WA B M 4o
o2 diapt we e dolgls e FEddiAg
o]/d&Ql INH dd&32 300mgojgh= AHdE o
£ o SsEa Ao 28y & dFeAE INH
o] AMIES F43A gfot diddale] INH oA}
£ ZEgs) &4 5 U dAAL FEE F2FYst
A AsEthe 43 ave wdsjor o) ol
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AE7 dYLFE o] A7 BAte g Syl
olg Aoz M, ol FF Hr} Be 2YPA
g des A7y 34 47& B sZ=clok
o FA o)t

RFPE 2 A7 diidate] FFe] dwtael 29
Age] AFH Beuz B8 450mg T
o2% AP AnPFE=o =E5Hn INHoA
g 600mg FoAAol 7HA} "HoiA, APHo=
Fosl @ AU 450mgo] =AM FED
RFP &3koz Aztgct. Iz 24 Zd¥eze
INH, RFP, ethambutol @ pyrazinamide& ZA|o}
Basln 9 INH, RFPS EA] E4A] MZ2 4%
& Fohu G3A glema®® ol okA|Zte] 43%
gl 2% F, diAl, 8l B3l sheAde] 8] diE
o A< AL AR JA] AA AR A
oei7kA] Zdeere FAldl E&3k= AudAe] A=
7} A A oot goia wEn o] =5 FF dad
AT At Pt

INH, RFP 2% 300mgel Hl8] 400mg FoJA|
o, 450mgeil vls} 600mg E-8Alo z4z} ZHdjARr}
28] WoiFd o odejrhA] 4ol 7Hed Ao
2 AzEc. $98 AdaeA INH 300mg, INH
400mgM RFP 450mg, RFP 600mg& &al3o g
FogtRA w FEFAA] 2F o) FER
wash-out periodE %11 RFP9] 73$- old Fo
7} A 2318 F3Aoe e nEstE A
opge] Folo| & Re YT B, @
o] ERoz Hrist Adolnz RFPo| ZALE
FAA7)7) Ak 72 ol sl IR FelAg
= & 7FeAdol AT AAEE FATFEEA 4=
g Fgkel 95% Add eyl 938 mze 7}
F40l k. o AFrE dAt vlwE AgE FHe
dHE ddez ¢ A A2 Yk £84 A
B0 F2E 5ol Ut YRS F9
o Brhs AMdE eiE o 54 AP Fad ¢
ME AFE 7FsAdel Aok &, AZA M S
Aol B FA| FoAlo HEAe] FrHgthE vl

U= Z#ekel INH, RFPol?, 39l Ms 283
A5E JdiH oz AL AeHE 2Hng, 959
of vjaf k5/gdo] EAAEE Hle]l INHe| #8%
d 7Fsdol g Bt ot FF EAY ATY F
27 4L 5 A

AZ o] A9 Az Fg FIAA INH,
RFP2| 343 dEsdse & & AUAT J3&
Z g ialel B AR PF AYIAE WP
2 % o g2 47t Bastels e ok 2
gope] THEA B A7E U] T A
o2 AzEd.

2 o

Al :

Isoniazid(INH)$} Rifampicin(RFP)& 7323 3
AYEHE 7K T 9lo] ARA B gloiME dEE
Z23 oA o)At St nFEFF-EH A
8= 437 02§98 3] AeasE Ad
g £ did Frhe nFdtd 2o X5 &4
& 2t e Aot ol MREL Y =
QollA9] INH, RFP Z}zhe] opB-F8as w3 Uo}
B3, INH 300mgy INH 400mg¥£A], RFP
450mg3} 600mgE-g&A] <F%%(pharmacokinet-
ics)d WsHE vim FMFo 2N FxUA INH,
RFP Ao} 71zx152 AF3laa & 97§ AlY
stqict.

4 g

B4 AR 229E 12402 ol FANY F
INH 300mgg& E83M & thg, AT w2
INH 8%%% 2 INH =ujd%8 High-perform-
ance liquid chromatography(HPLC)E& o©]&3}o
ZR3Hdet. 257%F FY9YE dde g INH 400mg
S EAN OGS 2 o2 INH 8352 ¥ =
wdEe S8t A e g 2t 20
3 Aoz RFP 450mgd 600mge- 23 33
o2 47 v, AT g RFP E3s:
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2 = dZge FF3 o] 2nE Edz 1y

%X (peak serum concentration, Cmax), 18
%X E2A]Z(time to reach to peak serum con-
FWr], 2HETEARS
(elimination rate constank, Ke), A4 gjojaiA
(total clearance, CLtot), 4l ZgjojdA(re-
nalclearance, CLr) ¥ 19| Zg]o]@8lA(nonrenal
clearance, CLnr)& #4tsled vlmslgod, paired
t-test2 p value < 0.05¢ 7<% EARAoZ 9ug}
= A7t e Aoz B

A 1}

1) INHZ =}

1) Tmaxi INH 300mgao] 1.05+0.34417},
INH 400mgTo] 0.98+0.59x|7ko 2 A F F7ld|
Zpel7h KA (p > 0.05), Z:HA7I= INH 300
mgio] 2.49+0.884]7F, INH 400mge] 2.80+
0.75A1Zt2.24 F F3tell Aol AATH(p>0.05).
v ) Cmaxi INH 300mgTo] 4.37+1.28meg/
mL, INH 400mgzo] 7.14+1.95mcg/mLEA
INH 400mgZoA] f-olstAl EtA1%H(p < 0.01),
Ke& 742} 0.30+£0.07hrs™!, 0.27+0.11hrs™' 24
ZFol7t gIATH(p < 0.05).

) CLtot& INH300mgFo] 26.76 +£11.80mL/
hr, INH 400mgi*e] 21.09+8.31mL/hr24, INH
400mg Tl Al RoldhAl Witk (p < 0.01). o]F
CLr& #tz} 3.04+1.68mL/hr, 2.91+0.77mL/hr
- BA 5 23 2oz} glled (p>0.05), Clnr&
Z+2} 23.71£11.52mL/hr, 18.18 +8.36mL/hr 24
INH 400mg oA f-2l8}A4 Bteh(p<0.01).

2) RFPZ=x}

7) Tmaxs RFP 450mgo] 1.11+0.4143t,
RFP 600mgTo] 1.15+£0.43A7t0. 24X T #3to)
Apol7h JAL( > 0.05), FW7IE RFP 450
mgT°] 4.20+0.734]7t, RFP 600mgzo| 4.95+
22571024, & F7hel] #27 2ol YATH
> 0.05).

v ) Cmaxit RFP 450mg3o] 10.12+2.25meg/

centration, Tmax),

mL, RFP 600mgz°] 13.61+3.43mcg/mLEA
RFP 600mgZolx fofshil Eta(p < 0.01),
Kex Z}Z} 0.17+0.03hrs™', 0.15+0.03hrs™! 24
RFP 600mgTollA BAF o2 fosA @t (p
< 0.01).

=) CLtot& RFP 450mgo] 7.60+ 1.34mL/hr,
RFP 600mgi#°] 7.05+1.20mL/hr2+l, RFP
600mgTollA  fofdtAl RUtH(p < 0.05). o]
CLr& #Z} 1.41+0.65mL/hr, 1.69+0.61mL/hr
BA F T3 zel7E glgie v (p > 0.05), Clnr
& 27 6.19+1.56mL/hr, 5.36+1.26mL/hr 24
RFP 600mg#ell Al #2134 @it (p < 0.01).

4 &:

=)A= INHE 300mgo], RFP& 450mgo)
S ddeFo s AEy o) FF Bfzxosm
deors B8 Al 2UBAE oz § F4)
7t 8% Ao yzhr},

ZAlel =2

rln
2

UE A3 TROE BTHT o] AT 34 A
A2 HF e HYAEA B BT 22
2RolA e PAE Seiv) AY, A= 2 [ A
2 % 2 ATWY] BE 588 T 43 A7
A 24He Eoch

B o2
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