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HAWEOEENEIBICEE T % EBITT
# 24 BT microsome & DFEAITDOWT

w & #F X
EBRFEFTEEERE
(AT AR : *RIRIETHR)
FAEfE: MERREER)

(FAFn 47 44 A1 BZAD)

i}

I #

EF2E 1KV C, penicillin fii 31 EHEOIE
WELOEEHLOERCTSWT, 1,2 ORFXNL,
penicillin I AEWE T3, TEHELERLEAELER,
glycoside BEPiA Y E T &S TEM R, tetracycline BT
EWE TR EAER, macrolide BHUENE TIRREREL
R, EAEMR X0 chloramphenicol Ei4AEHWE T
BAREREEER TR EFRMLOEASE IV SV 2
St wBil, ¥k, HEEL pH L offRconT
pH5.0~8.0 ofifiI <L, ThFNROPEIEAD L2
BV PH Ihdidhi A THVWEAEL L
B Lo

OSWTH 2R TR CONENEOBEY 5 h
Slewik, T LTHAREHLERF L, KTRE~
LRSI,

II. EBRMHEBESVICRKREBRAEE

A BREY

B GBI AAE s X ONRIE S

C BAELEE
PEIEIFER—TH %o

D v FHE microsome’" 33 X mitochond-
ria™ ™3, {FE 2.5kg BIROHEE Y v ¥ BRMEIES
®, BB AR L, £EKFTBEIUEHRL, K50
mK, KyxbE, RHXEPLHCTFREOE, Tio
Fi X H microsome 33 X ¥ metochondria 43 % 45
L7 3 753>d, Warinzblender ¢ homogenizer %
BWTkE T BRBENN 5% & 7% X 5k 0.25M
sucrose ¥ % i CHF homegenate #{EH, 3,000rpm
T RO L, ko EFELI 59, 000g—30 4

Ml 0o B L T8 B % microsome % UTILE -

% 0.25M sucrose TRREK & L7 d D% mitochondria
DEE L, ThEhKBART Lico FAB% 10 » A%
B Uiz b DI BRI F\ ey D,

E 7 v }FBE microsome (X fA%E 200~250g Dtk

* BEARFLAEHEE, REBRER

B IVMEMES v MEOWT ERD w3 FOBEE L R
BIELTE bR ORKRCHREFL, BRE2 BXE
B U OIRERBRIC W27,
. = B K #®

A Jf microsome & X % NEHAL

PCG fh 14 OB AEM'E & v ¥ T microsome D
Bikx 37°C, 1 BRI LB OBl O E T2 NElk
bRE LI, 1R LTI OE, LM TIX 745% T
L0OL LEMETH D, PCGIE 3. 1% TRIEHETH O,
PC BB cit 3.1% (PCG)~24.8% (ABPC),

£1 WEWHD 7Y XF microsome 12 & 2 NiEHELE
(37°C 1hr. incubate) (%)

Antibiotics AEMELER
Leucomycin 75.4
Acetylspiramycin 59.3
Spiramycin 55.1
Aminosidine 39.5
Streptomycin 39.3
Methacycline 35.7
Rifampicin 31.2
Gentamicin ' 27.9
Erythromycin 26.8
Oleandomycin 26.6
Chloramphenicol 25.8
Ampicillin 24.8
Lincomycin 24.7
Chlorabulin 23.2
Tetracycline 20.6
Kanamycin 20.4
Thiophenicol glycinate 15.0
Demethylchlortetracycline 14.7
Thiophenicol 13.9
Novobiocin 9.0
Phenoxyethylpenicillin 8.8
Phenoxypropylpenicillin 6.6
Methyldichlorophenyl- 5.3

isoxazolylpenicillin
Cephaloridine 5.2
Penicillin G 3.1
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#2 HHEWHED Y XH microsome, mitochondria

1= & 2AEME{LE (37°C, 1hr, incubate)
(%)
Antibiotics Microsome | Mitochondria

Leucomycin 74.5 51.9
Acetylspiramycin 59.3 47.6
Spiramycin 55.12 35.7
Aminosidine 39.5 10.9
Streptomycin 39.3 43.2
Rifampicin 31.2 30.6
Erythromycin 26.8 29.2
Oleandomycin 26.6 10.2
‘Chloramphenicol 25.8 21.2
Ampicillin 24.8 17.6
Tetracycline 20.6 10.4
Kanamycin 20.4 26.0
Thiophenicol glycinate 15.0 16.8
Thiophenicol 13.9 12.9
Novobiocin 9.0 18.4
Penicillin G 3.1 2.2

glycoside BEHTLEME T3 20.4% (KM)~39.5% (AMS),
TC B Ec1x 14.7% (DMCT)~35.7% (MTC),
macrolide FEH W E CIx 24.7% (LCM)~75. 4% (LM)
3 X O° CP R4 it 13.9% (TP)~25.8% (CP) ©
HoIe oo, I microsome iZ X B RiEHALIX T
FROFEWEC LIV ZXD BN, ThE{HTHRDL L
macrolide BEHIAEME TORNEMRILI KL KTH how
T glycoside BHiAME, TC FiLWwE, CP it
WEB IO PC BHAHEDIEE InoT,

D ¥|Z, microsome ¢t mitochondria 1T X 5 ANiE M
TS E, 21 LT XS5, mitochondria 1=
X B REMILE LM Tix 51.9% TR bLEL, PCG ©
1t 2.2% T /N E L, ERD microsome E[E—{H
[ DFERLAH bR oo Microsome 1 X % AN b1
mitocondrialz X 5% D X b L LTKTH %25, ALM,
KM, TP, TP-G ¥ X 0O'EM T3 iy LARKIETH D0

HUED X5, fi4E X microsome 33 X% mi-
tochondria D\ hic X0 TH RiEML I h, WHE
X A REM(CEAE LT microsome 12 X 5 R{EM(LANK

%< (AMS 1 9 #f), mitochondria iz X % 1Ni%

3  HUEWIE E 7 X microsome(HEME) & nfEAIZONT
(RBsF@EE) (%)
Antibiotics e ?éé;ﬁ R éﬁi Tf?;ijfgl
Penicillin G 75.55 | 34.55 3.34 | 37.67 9.67
Carbenicillin 69.75 | 13.22 24.66 | 31.87 | 186.54
Ampicillin 60.10 0.89 18.59 | 40.62 | 2088.76
Kanamycin 98.32 | 30.64 58.48 9.20 190.86
‘Gentamicin 97.37 36.93 55.29 5.15 149.72
Aminosidine 96.94 | 29.12 | 63.75 4.06 | 218.92
Streptomycin 93.48 | 29.14 | 44.76 | 19.60 | 153.60
Amiq{‘;izﬁ;‘yy;in 69.75 | 13.22 | 24.66 | 31.87 | 186.54
Doxycycline 95.84 | 33.73 | 39.16 | 22.46 | 116.10
Methacycline 94.43 | 50.99 | 26.67 | 16.76 52.32
Minocycline 94.04 | 51.54 28.20 14.31 54.71
Oxycycline 84.75 | 28.34 16.75 39.65 59.10
Demethylchlor- 83.53 | 29.38 | 31.07 | 23.08 | 105.75
Tetr:i;ﬁfif,yf“"e 82.60 | 29.10 | 30.77 | 22.73 | 105.74
Josamycin 92.18 | 74.99 1.84 15.35 2.45
Leucomycin 91.96 87.68 1.82 2.46 2.08
Rifampicin 86.49 | 49.33 13.71 | 23.45 27.79
Lincomycin 82.33 | 52.26 0. 30.07 0
‘7-Chlorolincomycin 76.37 | 23.05 10.31 43.01 44.73
Erythromycin 74.80 | 11.40 | 22.41 | 40.99 | 196.58
Thiophenicol 76.62 | 46.77 3.99 | 25.86 8.53
Chloramphenicol 73.34 | 16.13 | 14.35 | 42.86 88.96

HERRRRE LD (ALM fii 4 ) L HD7,
#{-, microsome T X5 EHILDOE D D
I mitochondria ‘T % k& <, #7: microsome
7 X B RE#IEOE $ Dt mitochondria ¢
BN DT,

B ¥ microsome

a ¥ ¥ microsome DHFE

PCG fy 21 R ONEHE L v ¥HF mi
crosome DFEAREXEABEI X v B
L, #3kl®Tioe, PCBHLEHETI
60.1% (ABPC)~75.55% (PCG), AiEM=zIT
0.89% (ABPC) ~34.55% (PCG), FA=|33.34
% (PCG)~24.66% (CBPC) ¥s X O'#5 & TEMERIL
31.87% (CBPC)~40.62% (ABPC)TH b, #5&
Licd DDIFFBIIBAERERTH O,

Glycoside BH4WE TIIFEARIL 69.75%
(AKM)~98.32% (KM), AiEM: bR 13.22
% (AKM)~36.92% (GM), FE4AZRIX 24.66%
(AKM)~63.75% (AMS) % XOKAHEERIL
4.06% (AMS)~31.87% (AKM) TH b, &
Licd DDIRIF¥E: AKM 2B 2 HERTH
Dt TC BGIAME TILRE AL 82.6%(TC)
~95.84% (0TC), RiEALERIx 28. 342 (0TC)
~50.99% (MTC), H4=X16.75% (0TC)~
39.16% (OTC) % X U FEATEMR T 14.31Y%
(MC)~39.65% (0TC) T b, HHELILHDD
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¥R HEX (DTC, DMCT, TC), AiE#{LER
(MTC, MC) & XU#EATEHER (0TC) Thot,

Macrolide BfHitE#E TIL i &R IX 74.8% (EM)~
~92.18% (JM), AiEMA(ezir 11. 4% (EM)~74.99%
M), T 1.82%(LM)~22. 41% (EM) s X U
BIEMRIT 2. 469 (LM) ~40. 01% (7-CILCM) TH b,
A Lich 0o EBIANERAR (JM, LM, RM,
LCM) %5 L OF4R (7-CILCM, EM) %Dz, CP &
TAEMBE O &R 78. 34% (CP)~T76.62% (TP), ik
PeHhER T 16.13% (CP)~46.779% (TP), FARi: 3.99
% (TP)~14.35% (CP) ¥ X U'fE & IE H:Z 13 25.86%
(TP)~42.86% (CP)TH b, & Licd DO@YREIHE
AiEER (CP), AEMILR (TP) Thot,

HED X 5w, HiiE & v+ FHF microsome & D&%
AR, BHEYHEC I DERD DM, HEARE TC
HHEWE, glycoside FEHIAME R X O macrolide
HEMECRELZ LD L, PC FH4ey Bl Xt CP 3
HEHETPRUEBMETH O, SDRHEARD I bEE
ZLDTH DI, PCRIEHE TIIEAENR, glyco-
side BEHIA M E CILIH4 K, macrolide B4 E Tl

RE #: L2 1L 18.52~60.52%, LI 7.81~42. 48
%8 L OFEATEMERIT 14.16~33.49% Th b, FHEX
FIIRERERNR S DL b REREAEGT TH O

Macrodide BEHIAEME TIL, AR 44.81~96.16
%, RIEMEALEIL 2. 27~83.89%, FAFKIL 1. 28~21.08
% B IOWESTEHESRIL 4.88~54.0% TH H, NiEkH1t
RELIBEEERNLOL IR EREAES THD
Too CP FEHAME TITHE AKX 63.06~88.66%, &
PE{EEIL 5.81~64.13%, FHAEZFKIL8.57~21.23% & X
OEATEMSRIT 16.11~57.14% ThH h, HETEREE
TRREMELER DL S REL[AESTH O

HED X5, HikEE S v bF microsome & D
AR, PC BHAME CIIEATESE, glycoside
BUESHE CIHEER, TC BIEHE TIAERER
F 7R AR, macrolide BEFIAEME CIIAEEREERF
TRESEERR DO L B REWHKAEG TH 2N

F7z, o v FJF microsome DFHIL B,
BMLUTHARBIOED 5 boEEAEMIE LTH
—HATH Do

¢ S v b microsome t DOFEERITEBITHHEEITD

TEHER F X BER b CP Bt HmE
TREAEERTHEORHL, oL LAk
RAESE, PC BAHE CIINERLER (F
L FHER), glycoside FEFEYE CIIFEATEM
R (FERER), TC BB CIEATE
HR(F F X FARK), macrolide BEHIAEME TIT
FAER (F7IREEER) 7o bt CP B4y
BTREEKCTH Ol L LREERE RiG(L
REDAHRD &, PC BEHEYE, glycoside ¥
HAEMES XU CP B4 E I EERNEL,
TC BHAEHECIXA—&E TH v, macrolide
BHAWE COIANEHERAEBETH D,

b v FJF microsome DG

PCG fih 21 EHEOHAHEEL F v +F micro-
some k DFEAREY RO Y - F P &L F—
HEe X vBREL, E4ww LT o, PC#
FAEWE TS RIL 49.68~T71.01%, TNiEH:
{eEix 23.73~32.93%, FHARIL 2.21~2.76%
BIOKATEERIX 23.19~35.83% TH D, &
ATEER F I RERERN S0 L bR E S
BESTHolo D¥IL, glycoside FETIXFEARK
1% 96.96~98. 92%, NiEHEILIKIX 26.1~46.4%,
BAERIL 45.87~59.21% K L O A IE MR
5.98~17.95% THbh, WEEES D 5 BEERH
BIFFETH DO

TC B WE TIIEARIL 81.42~94. 6%,

F4 HEWEE T v b microsome(#EM:) X Ok A Iz OV T
(FRAYEEEE) (%)
S O He
Antibiotics oo | DO | B O e
Penicillin G 71.01 | 32.93 2.21 35.85 6.71
Ampicillin 49.68 | 23.73 2.76 | 23.19 11.63
Gentamicin 98.92 | 34.04 | 58.90 5.98 | 173.03
Aminosidine 98.87 46.40 45.87 6.61 98.86
Kanamycin 98.62 26.10 59.21 13.31 | 226.86
Streptomycin 96.96 31.39 47.87 17.95 | 152.50
Doxycycline 94.60 60.52 16.28 17.80 26.90
Methacycline 93.86 33.15 42.48 18.23 | 128.14
Minocycline 93.85 47.47 32.23 14.16 67.90
Tetracycline 87.57 | 31.61 | 34.96 | 21.0 10.60
Demet e e 82.83 | 18.52 | 36.65 | 27.67 | 197.89
Oxytetracycline 81.84 | 40.12 7.81 33.49 19.47
Acetylspiramycin 96.16 83.89 7.41 4.88 8.84
Josamycin 90.19 | 42.63 | 12.52 | 35.64 29.37
Rifampicin 86.38 | 21.16 | 12.28 | 52.94 58.03
7-Chlorolincomycin 77.80 50.52 8.84 18.45 17.50
Oleandomycin 62.51 5.03 4.20 53.28 83.50
Erythromycin 60.25 2.27 5.98 | 54.0 263.44
Spiramycin 47.34 . 21.07 | 26.27
Lincomycin 44.81 5.08 1.28 | 38.46 20.16
Thiophenicol 88.66 64.13 8.57 13.96 13.36
Chloramphenicol 63.06 5.81 | 21.23 | 36.06 | 365.40
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PCG, SM, TC & Xt OLM r 3 v b JiF microsome
L OEREBICIS W TOMZEL, F5LDTIS,
AR, BEERCZERADR VL, 0 EFiT PCG
TIIRE(LR, TC TIHEATEMERR X0 OLM Tl
TEEERERN TR ZhilEtE s v P TEERL L) L

d JF microsome } DFESDEENE

PCG fi 21 BEONAMEL VY FE IV Fy MF
microsome t OFEGOREMN (A°CiiT 5 REBEY
1HPHDOESE) X, X6RLDTIOKR, Fv b
DOBE, EEFRIL0.01~12.36% DIETHAA DK, TE
MAbE: TP 7 #T 0.2~12.03%, ¥ LIOF4ERT
2 KM fh 9 FT 1.04~13.13% L{ET Lo Licaio
THAEMWE L 5 v b+ JF microsome » DA DREMIL
£ ECEMND D, TP. PCG, AB-PC ¥ L0t SPM

TRAREEEDOEY, CP L0t TC T HAEXROR
4, CER % OLM Tl ff&TEER oM 7t bUtie KM,
GM ¥ X0t SM T INEHEL O, AMS TIXEAEXR
DO, EM T EATEHROMMA AR bhl, 0¥,
vH¥FDBE, HERIE TP % 0.05~2.5% KT
NAbh, TEHEERTL CP i 3#ET 0.78~1.89%.
FAaRTIE TC fi4 8TO0.11~0.56%, REAEERT
1T TC %% 0.15~6.2% €T Lo LIcHDT, #T
HHE L v 5 FIF microsome t OFEADOREMILT v
FOBELFABENEHBEC X 52 XD 5M, TP,
PCG, KM s X0 GM CIx R EMLR DM, CP X
O TC TIRANEHERDOET, AMS TIXHFAROHMN
# 50 CER, OLM, EM, SPM, AB-PC s X 7% SM
TREAEEROETMNE DL b RKEIDOL,
TDXSHEARI TP YR EBECEID B, &
HECET L, penicillin HHAEHELETE Ty M T

#5 HEWHEE S v I microsome :iAICH T AR ) ]
22nT (RRAMFESE) (%) DETERE X0, glycoside FHEHETIZY ¥ FTD
ETRNLhERBHETH D, & O X 5 fERIERE
i it s T8
Antibioties | sex | #haa | PO D ma | M0 mpmcianni, woigh, WaRs XURATES
R RTEIFWAD B THEMT 52, THIHEHECL Y
Peiclin G| {00 | S0 | e | o | smss  EFADR, B BEOSKENLDR, HLTT
em . . . . - =
FTOETRLAEMELY LDTHENREL, Lo TT
. |male | 96.96 | 31.39 | 47.87 | 17.95 v b Off microsome &< HXv 4 ¥JF microsome T
Streptomycin |y nale | 97.28 | 33.46 | 50.25 | 13.57 I AEME L DREANRETH B = Lot hdtbhbo
1 7.57 | 31.61 | 34.96 | 21.0 V. =
male 87.5 . . .
; T 13 DA
Tetracyeline |4 ale | 87.82 | 36.20 | 13.30 | 38.32 PCG fh 28 MRMOHEMHOFRIC 317 5 HARE
YRAMBEC XVREL, EROREER I
Oleandomycin | ™€ | 62.51 | 5.08 | 4.20 | 53.28 FF microsome r OFEARMIL Y ¥ () OB A,
omycin
eandomyein | female | 67.70 | 17.74 | 5.84 | 44.13 g&a®iz 60.1% (ABPC)~98.32 (SM)%, RiEH(L®
i3 0.89 (ABPC)~87.68(LM)%, H4Xix 0 (LCM)~
6 HUEWH LI microsome & DFE Mz OWT (KO OYRAL) (%/day)
L AiEtE b o KO
Antibiotics Animal Rat Rabbit Rat Rabbit Rat Rabbit Rat Rabbit
Thiophenicol ~12.36 0.29 | —1203 1.55 | — 2.67 | —0.22 2.01 | —1.05
Penicillin G —8.67 | —0.20 | — 518 2.52 1.04 1.71 | — 4.53 | —6.20
Cephaloridine -7.18 | —0.75 | - 121 0.25 | — 2.51 0.65 | — 3.46 | —1.65
Oleandomycin —6.14 | —1.64 | —02 | —098 | —1.28 0.60 | — 4.66 | —1.32
Chloramphenicol — 494 | —1.66 1.86 | —1.89 | — 5.09 1.01 | —1.69 | —0.78
Tetracycline — 466 | —1.33 | — 361 | —0.78 | — 4.50 | —0.56 3.70 0.16
Erythromycin —1.80 | —2.50 0.51 1.77 | - 3.14 0.14 10.67 | —2.16
Spiramycin —1.55 | —0.56 | — 4.36 1.42 | —1.19 0.33 4.0 | —2.04
Ampcillin —0.63 | —1.36 | — 0.8 0.04 0.03 0.67 0.15 | —2.07
Kanamycin —0.16 | —0.02 15.93 0.97 | —13.13 | —0.55 | — 2.64 | —0.45
Gentamicin —0.03 | —0.11 5.66 0.20 | —4.60 | —0.11 | —0.75 | —0.20
Aminosidine —0.02 | —0.05 | — 106| —0.90 0.94 1.26 0.08 | —0.15
Streptomycin —0.01 | —0.56 3.0 0.3 | —2.04 | —0.18 | —1.21 | —o0.68

— decrease rate
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63.75 (AMS) % ¥ X OEATEMRIL 2. 46(LM)~43.01
(7-CILCM) % T»h, HERErERLEhOHAENE
CIVHEOLAZ LB I ROMEERS L OFBEARE
LER—ERETH O,

BUEWERICAS E, PC BHIAHE CREAR
i3 60~75% THREAGEHR ML oL b H <, glycoside
BHAYE CIEERIE T0~98% THARMNLORIF
¥R CThotko TC HIENE TILIEARIT 80~95%
T, FEHEERH L OZEELETH Y, macrolide F
EHBETREARIT 75~92% TEL D5 bAREHIRD
LARBEAERRREXRTH ok, CP BH4AHE T
HARIX 75% THREMMARD LRFERIAZEYR
Thoto AOEARBEBYOBEELEL 7 v I+ THR
Hlio KBy + ¥ L A—HAOEREE o

Rk 24w EoHARCSWT, FESED
mitochondria s X ¢¢ microsome ® 2 4 i >\~ T,
37°C 1 BRI LB oHAEYE O Nl 0 E T -TRES:
ftR% K3 L, PC BfHi4 % E Ti% mitochondria 4 &
(2.2~17.6%), microsome 4 & (3.1~24.8%), glyco-
side BEHAE #8 Ci% mitochondria 43 (10.9~43.2%),
microsome £H (20.4~39.5%), TC EH4EHE T
mitonchondria 4 (1.0~17.2%), microsome % &
(14.7~35.7%), macrolide B H 4= # & Tix mitochondria
48 (10. 2~47.6%), microsome £ (9.0~59.3%)
¥ L0t CP BEHi 4 %8 <13 mitochondria £ (12.9~
21.2%), microsome 4@ (13.9~25.8%) Th b,
mitochondria 4 ¢it glycoside I AEHE <ma-
crolide B Hi A HE >CP AN E S>TCHAEWE>
PCBEHiA B ¥ X O microsome 43 Tl macrolide
HEWBE>TC BEHESPC B4 HE >eglycoside
B E>SPC BRAENHEOIRE sl

fes, PC BepiAEMHE, TC BMHAEWHES L O ma-
crolide BEPIAMWE <2 microsome 2 EIC X % RiEH:
{baik & <, glycoside BEHi4: ¥ H ¢i% mitochondria i
YADNEBRIENKTH B A, CP BEH AW HE TiX mito-
chondria 3 J 0% microsome o 4 H TOREBRILIZ
FA—BE ctholo

D¥R, Ty rBFTAMEY PC, SM, TCk Lt
OLM o 4 S cHiRT % &, MM/ EA R 100
~117.4% THYIF LA LEEDRWT LRA BRI,

DED X3, HiMWE L F microsome & DFEAE
HEMBEOLEREC X5 HHBERNESH, BHO
BrrsERIOBEERRLAERVWE D EE XL DR
%o

V. BIELB2RMOER
FAHEOERASTHCET S 1,2 BFETAHRED

—e LT, RSO 5 biEEAR X OFFRES &
DOFREBEDOWTHE L, F1RMBIOE BB K
ﬁ?@ﬁ:o

3T, EYosAEE (RIR, 576, JElRHE) ¥
BHEEAETHHETHY, HLDAARIDVBEIRT
WhHo WEED L 2RBAND L, FHEx OB D
BEINCEE, MmN LT Taget organ HiEH
Shay, MEFPTRMmEESE TS L LR
RCHEAEL, BYOoBEMETT5 & & b eEdkin
bhoztndsd, Albumin BMEEEOIBITLEY
L, Lo TEL Ol albumin LEETH
EREmbRT\W5,

WouE 5, lipid ZEtrfioMmiERASE L OFEE,
B R AR I RE T L OHREVSDTH D
Y O YBALEFMIRC X b albumin SEIC X h %<
¥&T 5, F71ok liipoprotein 2 &1, 5HE & OREEH
BN EINE S, 20X 5 RBSIEYDIEER
DHECLDHTUIDTELDLN DS D TH Do E25H
T, BHLmEEAL OFEECOWT, BRI bOoH
BEUWINC L 5D X OCHER LD ENRALh LM, FEHE
X & LT celophane # FWEAE R/ L7 & O % ik
I L L, BEOLDIONT, BBEER CHRT
Bl hEARBERXETIR, WHNEESE (F
£R) LAY EES (RERLEER), IOCEEE
PRI BIFOFHEE T

I BRI HLOFBERBIAEGHATOBRED 5 bl
rhcoEYyoREk, SERTC LIRIEE L LTomER
HOBHELY LMW E LT, RMOENITEALBE
Xh s 4£°CoERBRT TORBARBERE Lo

Wy L MEER L OREECOW TR % DIMEMN
By, {LFEEEFE L T~ T Y ¥IE, sulfonamide
6~12).  PASS819) INAH, penicillin 7 & 4 #pE14~30
COWTHRHE R T b, Th bOHERZGTEHLTA
Z} & s FE%%@&@ES,M,U,IG,SS,M), ﬁ*ﬁqzﬁ&ﬁ,u,ls,u)'
Sephadex-filtration®, #FIHOHES B8 XA A+ VAT HkE
g% ns b, £oo pH XEH pH (MHBEHK)
RV DONEL, BEX 4C, 8, 37°C B IUER
(22°C) Hip v, PiEPWEEERL %< O FEYTIILED
PEETH D, VAEWE CIEYFHREENLA VbR
T\ b BHIERCDBNIC X 5 CHEWEDO BRI
DWW TR BB R RO E Lo —3RE LTiER
E3 X OF microsome & OFEESRBEEFT LIcD T,
FOEMEFERIIERC X PR E DI,

DOFR, MAEMHELMERAEORBARCETLEA
DRt L EEZEOREE T 5 &, HHY, KEEN?,
17~21) 13 PCG-65.0~68.09%, SM-62. 4%, PE-PPC-85
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% LB, Thb LBEEUOREEY B VWoiE ),
FHIRD DIy ~MEEA L OBA Y BENETHRE L,
PCG-21.4%, PEPC-46.0%, CB-PC-43.0%, MCI-PC-
54.29%, KM-22.5%, LCM-13.1%, 7-C1-LCM-50. 4%,
OLM-19.9%, CER-69.3% 35 X 0t IM-71.1% »\ &4
T5 LB, EFYLIIRARCENETe PiEERE
DRELREY L H~, PCG-58.0%, SM-24.0%, TC-18.0
9%, CTC-66.0%, OTC-17.0%, EM-11.0%, OLM-
24.0% s X OV ALB-87% TH B L BRRT\\ 5,V VliE
THCICEZEOREIE L CEETH H, mFoFEE
X DERDDZ LD, Tibb, PCG TRy
¥ FIMIE-46. 2%, v <IFE-21.4%, t bIMFE-58.0~
66.7% B IVNY TIME-64.9% THY, FRIELZMFE
DBEBRED S\ L albumin BOXIC LB DLEL
b B, lipoprotein Z3E LBIE L THWBTHAH Do
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fcH b, TC BHEHiEWEN, 3.3, 7.7 BIX 9.7
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Dz L pEL bh %, Macrolide B ETH SM T
Zbhtcd F ViEFofiie, FEREBEBEERTIZHR
EIEATDOEM pH 7.0~8.0 I FE\W & 2 ATHELR S
T D, RNEHEEFELIIDO/EEENERD LD
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BHELEBTHAI EELDN B,

LT AT, BT 5EYDERTONTUIEC £
DRANC L VHRETIDI N, BYOERARBOIREA L

FR7T WAEWELNHEESS & UFmicrosome & NFEA
I22WT (MiFZEH/Fmicrosome) (%)

ibioti o | NEHE : | B A
Antibiotics HEAE Tt e AR ke
Ampicilline 135.6 262.1 113.4 91.3
Carbenicillin 103.0 90.5 104.4 107.0
Penicillin G 85.9 72.9 610.8 51.2
Aminodeoxy - 75.1 80.6 0 130.9
kanamycin
Streptomycin 65.7 25.4 73.3 | 108.2
Kanamycin 45.9 8.8 21.9 321.7
Aminosidine 15.9 0 0.8 367.2
Gentamicin 0.01 0 0 0

Demethylchlor- 119.6 75.7 228.6 28.9

tetracycline

Tetracycline 115.7 55.0 220.0 56.3
Oxytetracycline 107.6 69.2 342.1 36.1
Minocycline 105.9 74.4 201.8 30.3
Methacycline 105.5 90.6 168.8 50.1
Doxycycline 98.5 84.1 114.9 93.8
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Josamycin 93.5 76.5 859.8 84.4
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W T/ b L 520 THME TRV Tt D
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XD HEERMET T5 2 L2V 3RE280,42,80 X Ty
%o X bic N-demethylation {EM: L Y DIRIEML D
EQ%PC‘OL\'C MAZEL"9,86) ;52> BRODIE Bﬂi%%f;ﬁ@ﬁ'ﬁ
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YEEZRER—RETH h, TEMLKIZHT microsome
THEMEY L L, FERE PC X0 TC Bi4LY
BTRMEEATEWEY LD L, oMo F Tkl
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crosome TEEX LHTLOLEA—BED L DN HD
To, TeRHIAEWME LI microsome & DFEAIRRETIXED
YOI X HEFIIIMEIIZE A ERADRRIDI,
FL L DOEEMELS v P BXY 4 ¥ microsome
TREIOVEETHD, v +TH1HIIHOIEEERD
BT 13% AEREHETH DB E fndhoTco

BED XS, SUENEOHEABED S bEERR
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FUNDAMENTAL STUDIES ON PHARMACOKINETICS OF ANTIBIOTICS.
PART 2. BINDING OF ANTIBIOTICS TO LIVER MICROSOMES

Taxkao Hasuimoro
Department of Pharmacology, Hiroshima University School of Medicine, Hiroshima
(Former Director : Prof. MASAYUKI NAKATSUKA¥)
(Director : Prof. NORIHIDE TAKEYA)

The binding of penicillin G and other 29 antibiotics to rabbit or rat liver microsomes, a part of the
pharmacokinetics of antibiotics, was investigated by the ultrafiltrating technique at 4°C.

The rates of inactivation of antibiotics by liver microsomes were 3.1 to 74.5% and those by liver
mitochondria were 2.2 to 51.9%. Most of antibiotics were inactivated by microsomes more greatly
than by mitochondria.

As the rates of the binding, inactivation, recovery and binding activity, following values were
obtained in order : 49.68 to 75.55%, 0.89 to 34.55%, 2.21 to 18.59% and 23.19 to 40.62% in penicillin
antibiotics ; 93.48 to 98.92%, 2.61 to 46.42%, 45.87 to 63.75% and 5.98 to 19.6% in glycoside anti-
biotics ; 81.42 to 95.84%, 18.52 to 60.52%, 7.81 to 42.48% and 14.16 to 39.65% in tetracycline
antibiotics ; 44.81 to 92.18%, 2. 27 to 52.26%,0 to 22.41% and 15. 35 to 54.0% in macrolide antibiotics ;
and 63.06 to 88.66%, 5.87 to 64.13%, 8.57 to 21.23% and 13.96 to 43.01%, respectively.

Species or sex differences in the binding of antibiotics to liver microsomes were hardly observed.

* Present address : Professor Emeritus of Hiroshima University and President of Nagasaki University,
Nagasaki.



