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A Biopharmaceutical Study on Rifampicin-Polyvinylpyrrolidone Coprecipitate

Abstract-Rifampicin—polyvinylpyrrelidene coprecipitates were prep-
ared by the solvent method to increase the solubility and dissolution
rate, thereby improving absorption of rifampicin. It was found that
the solubility and dissolution rate were greater with the 1:5 (w/w)
coprecipitate than with the pure drug, physical mixtures or copre-
cipitates of any other ratio of the two components. The blood concen-
tration data in non-fasted rats showed that the extent of absorp-
tion of rifampicin were significantly enhanced following the cral
administration of the 1 :5 coprecipitate; The area under the serum
concentration curve(0~8hr) was 1.3 times greater with the 1:5
coprecipitate than with the pure drug. The blood concentration
reached its peak (4.38+1.36mcg/ml) within two hours in the case
of oral administration of the 1:5 coprecipitate and, on the other
hand, it reached the maximum (8.77-£0.90mcg/ml) after four hours
of cral administration of the pure drug.

It was observed that there was no significant difference between

"the 1:5 coprecipitate and the pure drug in the extent and rate of
absorption of rifampicin when fasted rats were used.

When the 1:5 coprecipitate was orally administered to human
subjects 20 minutes after meal, it was found that the blocd concent.
ration reached the maximum after one hour; in the case of the pure
drug, it reached its peak after four hours.
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Miinnistd®™® &= rifampicin 2 R o#ES & Bk X = 32 MERER TS 2 BIE
EEvl S 398 ERo et g3ty oml, =3l rifampicin o Bfioll A3t FEIKFERE & o
ool whel il #ELsle obwk HRpeiths Aok iRt A o= S At X
Ests gl o] = rifampicin o] B R B o KE®S pH Ml w2} Hdhs pH K
fithol o] $- iz Kaplan®9] RME MY = = Wlke TEET 4 A7 Aoz 4
ZHghet,

a2# g %EE rifampicin ) S AN Bk ERFHARS BEAD 7 e
2l plgrste] WEt: BEEA PVP S gdld piike s s StEx RHEES HE
B MBS WAsty =% EYRE 2 s KoRRd $o  mpiEe Re RERPEERE
& Wi BEE MRS fET

® L

BB #E

=g AE R o83 Zoh rifampicin USP (Yuhan Corp. Seoul), polyvinylpyrroli--
done USP (K-30, average m.w. 40,000, General Anilne & Film Co., Linden, W.J].) sodium.
ascorbate USP (F. Hoffman-La Roche & Cov Basle) silicagel G. (E. Merck, Darmstadt),
polysorbate 80 (Cica, Kanto Chemical Co., Inc., Tokyo), methyl cellulose (Methocel 60-HG,
Dow Pharmaceuticals, Division of Dow chemical Co., Indianapolis)

s S BEst= ob83} 2o}, Sartorius  solubility simulator (Sartorius-Membran- -
filter GmbH, Gottingen), dissolution tester (USPXIX, Erweka-Apparatebau, GmbH,
Offenbach)

a0l H%—Stapak o] FIHEE W] uwlel rifampicin (RMP)#} polyvinylpyrroli- -
done (PVP)Q] ittt A7 1:1, 1:3, 1:5 2 1:10 (w/w)sl tuttps BEEN B&EWS
B35ty o BIEE methanol & AMEdlG T BRI Gtikyy, HEM BE&YM 2 HEA RMP)S
FITEE 40~50 mesh 2 g5t RMP 9 PVP 9 MRkl #il& Maggi™® 5o E&Eik
(RBEH) A w3k,

IERREE B2 AR

pH 7. 38 #8 fk—sodium biphosphate monohydrate 1. 983g} dibasic sodium phosphate dodeca- -
hydrate 18.4g & A& #EAol LA ANHE FES FEKE o ket 28] 1,000ml
v =A &t

pH 7.0 & ¥ —monobasic potassium phosphate 3.02g 3} dibasic potassium phosphate-
4.38g & AR KEK B#HAZ G EEY KEKE o Jletd Z&Eel 1,000ml 7} = A 3
St

FHEES| AN —wRIEE 2 A HRERE Y (pH 7. 38) & AH8-3}4 0. 005w/v% 2] polysorbate-
807E# S HEQ T polysorbate 80 713 H: RMPHITS) MRS Z BINEE MEH-

J. Pharm. Soc. Korea
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RMP 2| B —RMP 100mg & {RERSte 489 methanol o B33l REMEREKCZ m/
3 5~40mcg o] Hx E I M4 BEKS BRKoZ st FEE 47T4nm A9 BEEE &4
Slo] RS FAHTY in vitro Bl A S BE B RMP BE = M3 BEE
B E sl AfEste] katglet

pH 0ff == RMP 9| &R RI% —Boman® So] 25°C o 4 MlEst wlo] wheb 37+0.5°C
o 4 pH 2.12~7.38¢] 4] RMP 9| BFMEE &4 sttt

Sglo| XHHEREE FF —Sartorius solubility simulator & AF-&3}ed Saito®® S0 FExH: o] whe}
dissolution chamber Rol| #HHIEE 100m! & A3l RMP 100mg o #ME3I= HEE 715 o
& —Ed K HRoE 3.0ml 4 BEE Bt el RMP O BES F339dd 4R
$loll Mot HEEBEWES 33 KE3g

FEHEABE BFE—PVP 0.0~10. 0 w/v% & 383 BmEEEd #BEe] RMP & 713 BE%
€ 37+0.5°C ER AT A FaRE 2 7R RES 5 B%S Bske] 37°C o A millipore
filter (0.454 pore size) 2 B3 M+ RMP BEE S4 3%

EFE FHEE RE—RMP, 1:5(w/w) 4=t 1:5(w/w) WEY BEwol A3 Bl
HEE oha3t o] &4 39 ,

dissolution vessel ol ¥EHIEE 300m! & 7E:jndls stainless steel propeller (diameter 40mm)
9] I} vessel vhtel A 25mm = = E $5ES S [EEEE 200rpm o2 #PIOA WK
GA REE bete RIS E BW 3.0ml 4 KRG 3 REY #AHEES #rste
37°C o] A millipore filter 2 B¢ WHKFS RMP BREE S43 . o] o HEY Hixes
Hile BEss BilE 389 BEMIES Bates 539 Kol ottt 28z ELE BHILSH
7] 9138y RMP ¢+ FiE:9] sodium ascorbate & FHEH A 715t o}

JEMRAR pellet 2| JFHEE RIF—RMP, 1:1, 1:3, 1:5% 1:10(w/w)9] #itp Rl— #
Bite #EN Bawss 274 900mg B-& H3A A pellet (diameter 13mm)& Stupak® 5-9]
Jiiell v}k mbEo] o & pellet o BHIEEE b3t 2ol F4 383w}, dissolution vessel o #
I 300ml & 7}8lx parafin wax 2 et =& A7z 2959 - #ES pellet 2 plex-
iglas holder o] 7] %] dissolution basket off FEEA] 7] ©F2 ©] basket & #EH 2] XE T 25mm {7iE
of #iEste] BIEEEE200rpm o 2 Hikshd A —ERH HRCZ BH 5.0ml 4 A3 E&
3l ot

4R8N BUIEER (RMP 4 24 ) —in vivo B EE A9 RMP E&-& oh&t zto] AA sy
o}, miEs RMP EBEAES 35 BHEE Sarcina lutea ATCCI9341 (YuHan Corp., Seoul,
Korea) & {1 fis] 4] Boman®® o] FIfS disc RS L] w5kon, 28 BEGEE 0.1~
1. 0meg/mi o] 9l =}, RepS] RMP 82 HfeE R (pH 7. 0)2 7}8F v}2- isoamyl alcohol &
Hitile] 475nm ol 4 BIEEE 274 3= Sunahara %99 wiylo wigtow Ei EBEHES 10
~50meg/ml .

Bl i3t B%

Reh BE R R —HBEWE rat(BE 300~400gm 9] H# Sprague Dawley % Hith:) S AH&-
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St Stupak %209 BHE S Hiol] wel RMP &= pH 2~3 oA Bl AmE st gle
22 RMP E#8° ®EES o) 93k Bast WRNeR Ty M5 S| 2 99
A RMP #5ge] w& Reditt e Z435ich. RMP B85 BE kg® 25,50 3 100mg
2.2 E3t4, 0.25% methyl cellulose o] HEAA &0 £15& rat 2 &ol2]4 metabolism
cage ol 33 04 W5 W 4~2uFiRiel BEMEE RS AHAA z HES Az RMP #ES M
ESH . 2 ARl Rrpeol gkl RMP o] 2 R8-S Bl BEREYS BE% o
B MR EEEC] G wagsz gAY o] HBS cross-over method o e} [
A A &4 o},

mRREE RE—RMP & 1:5(w/w) tik49] mhiEES RMP O Rt BRNERSRT B
—% fRfEIA FA S B $E ke RMP 10mgol l@shE -2 0.25% methyl
cellulose Y7ol BEAA ROBFSG T, HHEE 0, 0.5 1, 2, 4, 6 = 8ol A
Petti'®*D Jjiko 2 rat o] FollA mg-g A3 shed miFe] RMP S cross-over method of
oo fEEE 75 s. “

ARRo cHSE B

PReb BERE Rm—104%9] S BT (GER 22~36F, T 53~71kg) & i do 2 st HR
BiH SR EH fid —E B A—3 A%E AEY 9% stz BR% 2050 BA
E RMP 300mg o &l 33z RMP 9} 1: 5(w/w) 3t0#< 5 50mio] SREAA A stz ot
Al E 100mi 4 & wlA Al 3te] RMP 9] Regite S cross—over method o] whe} fEiz =43
feod, Re SRR Ei(HRREBA) I B8% 0~2, 2~4 9 4~8r5e] AAd 2 &
£ %57 RMP S| @5 s 2Rshsich

mARE AE—HHES] Rb SHiE AEs) fHTshe #4 ®E% 0,1,2,4 2 8Rfel Bo-
man % gl Levy %490 o] &8k o wa} gigEe] &1 BlA mEe A3 sd mip
o] RMP #rEE 24389 ot

R U ER

Hibo| RE—RMP & BEEEANE ks Es o] 3-formyl rifamycin SV(RER) 2
Hel, pH 79 KA} BRpAA= BER ddtd b= o] rifampicin-quinone o] =
o549 o] zh-& RMP o ARZENS 323t sy SUERS A2 Bl i3 RMP ¢ @&
#e A=A

chloroform ¥ methanol & ¥z AA @& F depkip s TLC B (BBEHBE : chloroform:
methanol=8 : 2)ol] 9|84 S#EEYS BT #E chloroform & iz 83 75 = AFEE
RMP %9 quinone fixrch % &0] #H =1t methanol & 7 %o = quinone Fo] [F—3}% ).
=g methanol 2 W& &2 RMP & hdl = #b7t o

1:3 1:5% 1:10(w/w) el 31014 = methanol o) RMP &} PVP & 53l 4 %3
ol 4] rotary vacuum evaporator £ FRETol BE 2EBEEA 712 HHS Lipo] =t

RMP $} 1 :5(w/w) $:b#pe] X-ray diffraction spectrum -& Fig. 13} 7to ], {#f3 RMP H
8B Aoy s EREY S & 5

we 1:5(w/w) it BEE, i 2 Gt KiEgal 49 UV 2 visible absorption
spectrum & Fig. 2 9} 7},

J. Pharm. Soc. Korea
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Hg. 1—X-ray diffraction spectra of rifampicin (top) Fig. 2—The U.V. and visible absorption spectrum

and 1:5 (w/w) rifampicin-polyvinylpyrro- of rifampicin (upper) and 1 :5(w/w) rifa-

lidone coprecipitate (bottom). mpicin-polyvinylpyrrolidone coprecipitate (lo-
wer) at pH 4.0, 7.0 and 10. 0 aqueous sol-
ution.

UV ¥ visible absorption spectrum & & 3tyf4rhe] RMP & ol ¥kl Ak RMP B
S & S R e
pH o} FMBE| BI{R—RMP o} 37°C ol A1) pH 9} mmEre] BiR: Table 13+ zch

Table I -The solubility of rifampicin in aqueous solution at various pH’s at 37°C

pH Solubility of rifampicin g/100m!
2.12 11.25
3.28 0.11
4.05 0.11
5.08 0. 12
6.43 0.14
7.26 0.15
7.38 0.15

Boman %2 25°C o] 4] RMP o] %#REE7F pH k] Eoha stglEdl, 37°C ¢l4 = RMP
<} pH = pH ol W (KFFEo] Fol KIEHKS pH 7 212004 8.28 2 @ndtel wat

BRI —1(1)?5: WA ST, pH 3, 28~7. 38 ol A= 0. 11~0. 15/100ml B 2 #epshko] o}

ol ¢ & HE2 Kaplan¥e] Hffo] 2]ehd RMP & Ry e o) B} Rz aasito)
A Aoz BE=ET)

BECl BHEE-RMPS-1:1, 1:3, 1:5 % 1:10(w/w) 3titsst £ #EEELe RMP &
PVP S %) BEHS Tun%, Tso%St Trn%E Wagner'®9] log-probit:oz T8 e
‘Table I & 7o},

e BHEES 1:10, 1:5, 1:3, 1:1, RMPY, RMPeg] so = #l8tch

‘ol. 28, No. 2, 1979
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Table [ -Twenty, fifty and seventy percent dissolution times for various forms of rifampicin at pH 7. 38

Test system T2 %2 (min) Ts50% (min) T70% (min)
rifampicin® 9.0 19.0 29.0
rifampicin® 4 14.0 38.0* 72.0
rifampicin-polyvinylpyrrolidone
physical mixtures® 1:1 (w/w) 9.0 19.0 29.0
1:3 (w/w) 10.0 19.0 28.0
1:5 (w/w) 8.8 17.5 26.5
1:10(w/w) 8.0 15.0 26.5

coprecipitates® 1:1 (w/w) 3.5 10.5 21.0
1:3 (w/w) 0.5 0.9 1.45
1:5 (w/w) 0.38 0.73 1.1
1:10(w/w) 0.35 0.66 1.25

a. determined from log-probit plots of dissolution data (mean of two runs)

b. particle size fraction of rifampicin was 297-420um

c. particle size fraction of rifampicin was(37um

d. sample prepared by vacuum-evaporating methanol solution of rifampicin

e. gross particle size fraction of coprecipitate was 297-420um

RMP o] A9 297~420pm S} 37um BUF #%Y Tse%7t 27 19 5% 3845702 KFEZF W
WEo] uheb EHRESE AR T ol = RMP ¥RES HmEAWA s #EimsEe EEHSTE
B2l van der Waals 21770] 2Bl A4 S AK S EEs w2 =8 #HbsmzA B A%
Bl EF=7) slFolct z2l=g RMPY ZA$-E Bigl w79 Stz 2 BHEE

Lo

o o o
L [=23 00

Apparent solubility(g. 100ml)

e
%)

e 1 't i

2 4 6 8 10
Conc. of polyvinypyrrolidone(w/v% )

Fig. 3—Apparent solubility of rifampicin in various
concentrations of polyvinylpyrrolidone in pH
7. 38 phosphate buffer solution.

£ READ & govt, AEHEEs o4
mEs okl 93 Bk EAE 2 BHEE
5 dASA REAL & dok F1:3 1
5% 1:10(w/w) kW) 3% Tek%7t 2
Z0.9% 0.73% 2 0.66 4322 RMP (297~
420um) 9] A RTh oF 20~28 f5t WIHEE
7b w2t YEHEGHES BHEENERS
Bz oo 5 R BT BR Be
RMP ¢ 50%7} @iis s el = HEr
o Fg w|AA FErh
FHEBE—PVP R A9l RMP Y Ffg
WIRES Fig 3014 & & lvksh Zo] PVP
Bl wimdel wheb gt
EFESHFE—RMP, 1:5(w/w)itittsst
HEHESHS FIEEBEHEES WEL &
R Fig. 49 2+
RMP ¥ 1:5(w/w) WEHESHS 28
J. Pharm. Soc. Korea
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ol plateau value o] =&E v} 1: 5(w/w) 3
U 405722 35 whaoh, =% 2 %
el SlelA 1:5(w/w) {4 RMP x
ok 4.4 1%, 1:5(w/w) BBESHECH 1.3
= = 453 Felzd £RE 1:5(w
[w) WEE BEwe 3% 2 %#Es RMP I I It s
Bk 3,459 EWnE ohe Aotk ol %
3R+ ajmaline®, coumarin®® 2 ethotin
3 PVP <bo] HBAEEWS 25 o5 %
o BMEY BEESA whdthe HEg 9
A&k}, digitoxin®®, reserpine®®, furosemide
2, indomethacin®® % sulfisoxazole®? 2] ' o
PVP she) MBIEANE o 5 Mipd) BmE e
of BEML HES T4 SEdE R , . : L
BRI ’ * ?ime(min.“)zo 0
Matsumaru %0 2 ajmaline-PVP 3&447 ] Fig. 4—Dissolution rate of rifampicin from several test
%53 #iseel A 1:5(w/w) ksl A% = preparations under nonsink conditions at 37°C.

WIREETL 1:5(w/w) WEE SR 2 key: pure rifampicin (@); 1 : 5(w/w) rifampicin
—polyvinylpyrrolidone physical mixture (O);

Amount dissclved g 300m!

#lFe ajmaline Bo} 8 ffolvl, 1:5(w/w) 4 1:5(w/w) rifampicin-polyvinylpyrrolidone cop-
BEHE G -S #RE ajmaline Beb 4 {51 #hn recipitate (A); equilibrivm solubility of rifam-
Shob . #i4hskel on), Geneidi 2909 Figegs picin in dissolution medium containing no poly-

. vinylpyrrolidone and equilibrium solubility of
Rell g 1:4(w/w) coumarin-PVP kg rifampicin in the presence of 3. 33% polyvinylpi-
W) HREE 1: Alw/w) WEOE YL rrolidone

% 1. 215, #0PE coumarin Bt} 7 892, 1 4(w/w)BEBEYHS HRET WEE
MRk §9 5515 s gl e, ethotoin-PVP 3tif#pe] 7 ol 1:4(w/w)kimel ¥
RE7L 1 4(w/w) HERAY R oF 1,56, #UFE ethotoin Bt} oF 4 5= =, 1: 4(w/w)
WENE Y-S Mgy nct oF 2 5 std & & + Ut

o] HEERAA 1:5(w/w) ¥EE BaH 2%l 2 HHEE 7 #i RMP xo} FHE3}
A #insEE ol stz PVP 9 mgEfte] o&lA Fig. 3o A & o glewkst 3ol = Al
g sndtel =heh RMP o] giHipEe] @ &8 vl X maA fPfEshe Bk EaRRl o
& RMP o] RS #iE =38 0.05w/v% 2 g polysorbate 80°] w A+ HAEFEH T
oz nAY £ Jovt 2ot PSS FRC dede oz A% 7324 et

1:5(w/w) 2ik#me 7Sl BEfIRiEz Bmsds A4S PVPsE 243l4 RMP 9 &
BmEE 7}/‘1?1” EERE ol gl o] ykdy B RMP /L Bk #uhEpo 7 fEkel A
Bz 57 wEe Aoz AT 4 Yo,

JEHRR pellet 2| BHEE—EERK —ET MMSHA ¥ pellet o2 F-E O] 4] BIHE
EE 4% o o]l dolvde A mE = #pe Rimie —E3h #iFs" Noyes-
Nernst® K] FEH =,

RMP 9 1:5(w/w) it 1:5(w/w) WER) E&Y pellet § RMP FHERIRS Fig. 59%-

Vol. 28, No.2, 1979
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aor Zrh,

ol 59 ZAxR7] ORBEHEEFHEK)E &

. NEEGREE HE | RMP pellet-& 0.0

4// 867mg/min, 1 :5(w/w) LS 0. 840mg/

/’ min. ¢]¥ 1:5(w/w) B BE&H 3=

e 0. 60mg/min. © 2 RMP pellet o] A} =} 3tyk

v %?Jr %fﬁﬁﬁ’a BA&Y pellet o7 HEle] RMP
v o BHOEE B & Qe

T : RMPSJr PVPS #BiEAHY 7 So=

e RMP ¢ 7B} RMP (1888 f s 2

o stETE AR HEERIR 8= ¥ A

& " sl MEMESY pellet S APl —

[ :s J ;;}) 3 Boo 2 BERAS HHEEEN} 1 RAEE

pellet of 48] #i ML Wb Sk (R
12)

Amount dissclvad(mg/S00m i}
£

fig. 5—Dissolution rates of r1fam f di
picin from nondisin- . .. - 150) w1 .

:1fa i d®*® 2= allopurin
tegrating pellets at 37°C. key; pure rifampi- sulfathiazole'?, salicylic aci 1 allopurinol

cin(Q), k’=0.0867mg/min; 1:5(w/w) rifa- = PVPQ‘-/] E%@ﬁ%-’] AL= PVPt
mpicin-polyvinylpyrrolidone physical mixture o] B #E4r0] MIHE AFS FA ==
(®), k'=0.60mg/min; and 1:5(w/w) rifa-
mpicin-polyvinylpyrrolidone coprecipitate (A), fafRet AR
k' =0. 840mg/min. TR dehd kst WENEAY
= HHE 7 J ' B #ERS e ddeds Beta dtikdhhe] RMP G
7]' YEORAHET wlas, 1:5(w/w) HkHst 1:5(w/w) HEAESHT BHEEL
#290) 14 2 T EREHRENES WRELS 133 A9 2 88 99
® Ok E B
B e B —a. RPHEHE : RMP S 8 nfEme] frdie] 98 o o 33 %O'Cs”"ﬂ
-9}l Furesz %3} Reiss & iRyl ot H#sichz RHRES] Verbist 48, dbk%s)h HHSE =
B BHEF Al A2 e BRI gEdel oo #Ba B BRI T4
RMP %8 2137l $13te rat & A4 @ais) HEHe2 EWMATS ASE #d RMP
£ Rpgstd Rekol Phitsl & RMP & flEste] Fof gko] b8 F45S HEsHd Table

Table W—Rat urinary excretion of total rifampicin in% of crally administered pure rifampicin dose under

fasting and non-fasting condition

0—4hrs. 0—24 hrs.
Dose (mg/kg b.w.)
Fasting Non-fasting Fasting Nonfasting
25 5.25+1.47 1.81+0.93 17.73+2. 89 12.79:+2. 44
50 6.11+1.62 2.32+1.04 23.0943- 30 20. 04+5. 55
100 4.66+1.90 2.33%0.65 27.38+7.59 24.25+3.85
significance P<0.01 P<0.01

(Mean+S.D.)

J. Pharm. Soc. Korea
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PUEFER oo BaEREs] RMP HiiEdse] #EH o HEA (P<0.01) Ho} #F kg
25mg & FoIYP & o 48R F4Y HEEES &R 5.25:1.47%, HESIES 1.81+0.93%
ol v} 24FkRIE Qo] Hif RS Bardre] 17.73+2.80%, %R 12.79+2.449% & Bafol A &

o

. ,
A B T

Fol ko] M EaE MANT HWEBHRMS ZhEdd] HEM AAe A

RMP &} ®ig7t HFERfel A 2obs AR Evhs #%e Sniis RMPY Riks .
LERERE e A FFE de-& iFnrshe Aog 37°Col A s pH R et &
Pite e Biis BEaT F e Tkl JAvka 3 Kaplan®o) Rfgeh —3e)

b. mAPMREE : 1:5(w/w) ki RiE FEV] 984 RMP & W BarsT BRire
rat o] $EriREASte] MRS WET RS 4% Table ¥V 2 Ve Fig.6 % 73 Zoh,
Table }¥ —Area under the rat serum concentration curve (AUC76) after oral administration of pure rifam-

picin (10mg/kg) and 1:5 (w/w) rifampicin-polyvinylpirrolidene coprecipitate under fasting

condition
Subject Pure rifampicin AUC’ mcg. m/"L h Coprecipitate AUC® meg. m/™L h

A 15. 22 36. 42

B 16. 43 31.96

C 33. 26 31.90

D 14. 97 24.91

E 10. 81 15. 45

F 30. 24 13. 99

G 11. 31 10. 47

H 16. 46 18.35

I 10. 77 23.13

] 11.07 10. 27
mean+S. D. 17.05+7.70 21.70+8.97
sigificance N.S. (P>>0.05)

Table W= BeRY ZH 118 rato] tld mehEEME TEHQAUC & 13 sz 3t
s RMP & FmiEe 27 21.70+8.97meg-ml™L h £} 17.05+7. 70meg-mi™". h 2 3Liky
9 A7t 47 WX HFEES ok (p>0.05).

Fig. 6 & BARS 2 FEHEE FHmFiEgelw #umat RMP oA plateau level o] F]
#ele BRI A% 3043 1Effes oW BET 4.64+1.91mg/ml £ 3.94+1. 9meg/mi’
oli} Juik4pa RMP Mol & HErel Gich(p>0.05).

Table V& BB meEE i FTERAUC oo ii4ps} RMP 9 FHmiges &4
96. 4945, 53meg-mi™L h 2} 20. 76 4. 95mcg-mI~L h 2.4 JLifige] mikdo] wov o HEM
& p<0.01¢j ek,

Fig. 7 & #MaLe FyymhiEE 2 plateau level off FlEst= Ryfilel tit4e 2#M, RMP

Vol. 23, No.2, 1979
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Table V-Area under the serum concentration curve (AUC8) after oral administration of pure rifampicin

(10mg/kg) and 1 : 5(w/w) rifampicin-polyvinylpyrrolidone coprecipitate under nonfasting condition

Subject Pure rifampicin AUC?8 mcg. mi~% h Coprecipipitate AUC®8 meg. m/™L h

A 27.41 26. 61

B 25. 66 32.93

C 15. 93 26.10

D 27.12 26. 65

E 18.97 22.65

F 23.98 ' 20.19

G 13.73 22.12

H 14. 07 24. 96

I 21.99 39.74

J 18.76 22.97
mean+-S. D. 20.76+4.95 26.49+5. 53
significance 0. 001<P<0. 01
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/Fig. 6—Rat serum concentrations of rifampicin after Fig. 7—Rat serum concentration of rifampicin after
oral adminstration (corresponding to 10mg oral administration (corresponding to 10mg
rifampicin/kg b. w.) under fasting conditi_ rifampicin/kg b. w.) under non-fasting con-
on. pure rifampicin (A-A), 1:5(w/w) dition. pure rifampicin (A-A), 1: 5(w/w)
rifampicin-polyvinylpyrrolidone coprecipitate rifampicin-polyvinyrrolidone coprecipitate (@
(@-@), mean of 10 subjects. -@), mean of 10 subjects.
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FHEMEl Ao (p<0.01), 4~8 BN A= u] £}

1:5(w/w) 3049 ratol ¢ BRUERERE 2 of BARIAS $ti#hs RMP st

J. Pharm. Soc. Korea



HgofA—Euds g E FHE

2% 2 AT 91

RMP BBl BEMAA= FENG =7t
e ez RMPEERS F4T o @Ak
£ Hewe pHolA & sy, EHEH
Fpell = WILE RS pH#E 4 REY=R Q3
o 2 BHEE gebd RMP o BBE®RIK
of PlA& LEEL FHiol =zt Minnists® 7}
HET vhek o] BFHBEEI FelAmazA
plateau time o] 1 BpRflol A 4 B§fifo 2 BFES
o, 2 BREE BAEAAR ki) A=
‘plateau time o] 30 7ol A 2 Hffo 2 EiESH

71 vt RMP BBl = HAFE v 3=
‘ot AR 2o mMPREE AT 4 3
+& & F drt

A0l CHet BE—1:5(w/w) i) A
el Slol A s FE] sl4 RMP
E HREZ Afkd fRdY RephtrEs m
FEES RESI

RAPPEHE— R Pt B Reho] ghtd 2
RMP B&& Folgfol A3t 5HER MBS &%
& Fig. 83 7,

8AHELS FFAMA L T L] 15,

0942.23%, RMP 7} 11.91:+2. 06 % 24 HiE

0 .
% of administered rifampicin excreted in urine

Fig.

-
w
Y

-2 zjf_ 4—\8
Sampling intervals(hrs. after dosei -+

8. ~Human urinary excretion of total rifampicin in
9% the orally administered dose (corresponding
to 300mg rifampicin/ea), pure rifampicin (open
rectangles) 1 :5(w/w) rifampicin-polyvinylpyrr-
olidone coprecipitate (shaded rectangles), mean
of 10 subjects, vertical bars indicate standard
deviation.

Table V-Area under the human serum concentration curve (AUCY"8) after oral administration of pure

rifampicin (300mg/ea) and 1:5 (w/w) rifampicin-polyvinylpyrrolidone coprecipitate under non-

fasting condition

Subject Rifampicin AUC®"® mcg. m{L. h Coprecipitate AUC’8 mcg. mi™L h

YK 27.38 27.42

YC 13.34 33.59

JK 22.06 29. 39

YS 15. 87 27.0

DL 10. 71 22.64

JE 21. 28 20. 29

SL 26. 60 23.73

JL 25.21 24.34

1] 14. 97 38. 66

BL 12.28 26.94
mean-+3S. D 18.97+5. 94 27.40+5.15
significance 0. 001<P<0. 01
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