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Cefodizime sodium(THR-221) D& E#E A M3 A%

HHEHEZ T AT B s % ITORE
KM LN 2 AL R SR TENT - i et LAFAE 37

Cefodizime sodium (THR-221) 0D MiLi# & £1 33 & UKL B £ & K 17122 W Tt 2 i & 170, 2k
D& kR LB,

THR-221D & HESINLIHIC BT A BREM 4L, =9 R, T+ b, wHF, 12, ), £} TE
n#n91.8, 97.7, 98.8, 60.8, 94.0, 86.0% &, 1 XLNDOEHTHVHINERL .

THR-221M k& b Mk &AL QW5 % P 7 VBB e HOTHEL, L7Vl THHrIEE
HE L7,

THR-221D 4 %k b7V 7 3~ TOMTEL, BN S M % specific and nonspecific model 2
ECIRMT L7245, 45 RAVEE B site DA B EM(Ks) & BARK A (Ns) 12 FNEN6.30X10° M7,
1.42Ta» 0, thoHiEME & e L TSR R L7

THR-2210k MMEEEICATHE ) VY S EATHIERR 723 MEHICBOT, HYFILE,
CPZ, LMOX (k8L T§§<, CEZ LIHIMENIK S TH 57

THR-221M25% 7 » #1#§105000 g Lik % BV 7- M & Q& %3, M, i, BTEhEhs.9,
11.7, 13.1% T& Y, CEZ M2.3f%, 1.61%, 21.8/50&EAMER L, -2 TOMKIIBNT,

THR-22113 CTRX LB L TV B 2b il Bmu ettt R L,

R=D) R T 7 U AR YRIVEHRIZOWT
bMFFEHARPHERA L O IIHT 24 DG
DR INTEY, EDHOREM, AER, HEBITHEL
EOEDHOREEFIEESINL L)X o7, SHESE
HiE, NFZAMH(ER)EVENVHUL) TERARE" &
RE#H L WiESHAE= Rt 7 2 2 RIEWH Cefodi-
zime sodium(THR-221) ,disodium(—)-(6R,7R)-7-[(Z)
-2-(2-amino-4-thiazolyl)-2-methoxyiminoacetamido]-3-
[[[5- (carboxylatomethyl) - 4 - methyl - 2 - thiazolyl] thio]
methyl]-8-ox0-5-thia-1-azabicyclo[4.2.0]oct-2-ene-2-
carboxylate D ZFHEI O MERHZEEE,  MIFE
BH#EAHES, L MIETVTI L EOBEEHAHEEE
¥, BRAKESHOHER), Y)WV Lomet, M
EHEDESHICOVWTRIT 1T o7

1. EBRMBELUEE

1. fEREH

HAEWME E LT THR-221(~NF X ), Cefotetan (CTT
: W Z ), Cefoperazone (CPZ : & It %), Cefazolin
(CEZ : #%i{R¥E M), Latamoxef(LMOX : BB B ),
Cefotaxime (CTX : NF X b+ & % 2% /), Ceftriaxone
(CTRX : H& T ¥ 1), Cefmetazole(CMZ : =3k) % v
PAS

TS ) FVER(RIEREE), TEF ) FUEE
(FOeAisE), BELKFEKMELE), CULE (K

{LRL), Peroxidase(Type 1 Horseradish M.W. 40000 :
SIGMA), & MILi& 7 v 7 3 » (HSA, FractionV :
SIGMA), k¥ b y-Za71) »(HGG, SIGMA), 1 X
&7 W7 3~ (DSA, FractionV : SIGMA) ¥ /=,

2. EAMmF

EHMFE IR P TIREBEABF LY, I-8EDY
Tix7 v b (Wistar %, #), <=2 X(ICR%, &), 7
H¥(AFREEE, H), 1 X(E—7N, #), FLV06
EVFL, B)LOEERMOL, FEELOFEENETNRE
LTHW,

3. MFEBBEEEROUE

miF 9 FiIx LT, ERIREHBALNIZI100 pg/ml &
7 A & 9 |2 Phosphate buffered isotonic saline(PBS, 1/
15M Y » B4R H M (pH 7.4) +50 mM NaCl) % Fiv- T3
BL7-EWIAELMZ, 25C T 1B incubate L7:1%,
MPS-3(t >~ } Y 7Y —: Amicon) ¥ B \> T L BRAE
BETOEBEFOEFBRELMEL, COWEEE X
3B & LT PBS THBDUE L IT - TEONHIEE
FYLELT, TRIZIVEEERERD,

HEE(%) ="

4. E MUIEERBESESTOHE

RGO 2 7574 —k(HPLC)IZ K Y, BT
2 (TSKgel G 3000 SW : iV — %) % F 100 pg/ml O
THR-221 % & ¢ PBS TE#{t L, PBS CIOfEHR L

X100
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¢ ML 100 pt %X BE5 L, #i¥0.7 ml/min THHL,
EHOBRRNAUTE A EME L% V2310 nm THRE LS,
12 LC-3 A(RiX), MM SPD-6 AV(MIR) &/
Wi, %8, e MIiMEARME L T5mg/ml DRE
EhbEHICPBSTHBLE MK TLT I Y
(HSA), ¥ b ry-707") » (HGG)BH % AV .

5. BAKSTERLRAHASROIIE

EMRENOEWE 4 % HSA S (5.8X107 M)
PBS TRAM L, 25CC 1 B¢M incubate L 7-#&, MR
NBELAVTHEENRELHEL, FBCTVT
IVICREL-ERRELNH L, TLV7 I DRR
MBI UFRRIOESLERLY, TRICETE Tara
LDFHE ST, 3 ¥a— 5 —(NECI801) XAV
TREEMR(Ks, Kns) L RAMEHNs BT L7,

R/F = NsKs — KsRs + Kns

F | R R RE (M)

R TAMTIVIFFHEHIEDIEETHERD
#4 & (moles/mole)

Ks  : specific site DA ER

Kns : non-specific site DB EK

Ns :7WM73 ¥ 19FH7 0D specific site D
BAEEK

6. YUK EDBEN

MRBOMKE7 VT I VIBREDEFMERIX3.1~5.1
g/dl ThHH, FRARY ) VY > B T90.34 mg/
dlEEhTwa, FERSHEELRS HERRELE
LB AEAERNYY LY~ iBEIZ8~10 mg/dl TH
5% INOLNBPEICETE, SEOEREMHELT,
TVTIVBIUPYYNY VBEY

1) MEFEEER

) ERTNVTIVRETHY LY ViBE

3) BT NVTIVIRETERY VY VRE
DE5HBLEWODFE IZHE > TRE L7,

R. BRODERSEN DEEF Y |ZHEV>, HSA B M O b M
YN % Hi0: & Peroxidase I2 & - T T B2 HE
YAV, $4&bb, HSA KiBEH(6.96 g/dl £ 7243
1.74 g/d1)100 ml IC¥ ) V¥ ¥ KiEH(7.59 mg/ml T 7
120.759 mg/m1)D2.5ml 2L, THRML.5ml i
1/7.5MY VB EH pH 7. 4128 L - EHBREFE
RWMA 7%, Ha0:(1.75 mM Ki&H)100 .1 2&T L,
37C T 3 4M incubate L7z, 3KIZ Peroxidase(381 nM %k
BW)100 0 2MNZ T, EHIZ460nm 125475 1 54
7o) OREERAL X WL EET UV-3200( B 3L) S THITE
L7

I, MEERRERORKL EMEDRERERAE
RRML, 37C T 1 KM incubate L 7%, MPS-3%H

WTRLERNARBEIT VAR EHE L7,

7. #MEREMAROHE

HNLnHEY EEFRELTIT 72 T4bb,
BT v b EWFERRM L CHRMRM L 2%, HHICTK
BRDOORH L 2-EAH25ml £EAL TMH LT,
BROHERR L7z W, BF, WM, FHICBVLTI,
BOICHME AT L HERR L7z, HeHMdic 2 A
& PBS &40, 770 % homogenizer( SEHF) %
RV T1/341# homogenate ¥ {ERL L7:c & &6 13:K.LH
(9000 g X 30 min : B 320 PR-52), #\ T H&.L-7 M
(105000 g X 60 min : H .65 P-7) ¥17v>, 1/3#1#105000
g L i#(S-105 Fraction) * B¢ L 7=,

HER105000g i3IS LEM 1 BEL ML, XXM
BEARAREIZI00 pg/ml ER B LS ICMEL, 0T, 1
B¥ M incubate L 7o, MPS-3% A\ TX.LIRYM A%
TVRBFORFBELHEL, 3FHOFEICH-TH
BEERDI, %5, 105000 g LikDHEERE L Low-
RY B2 e - THIE L 70

8. XEFIMENEE

HPLC & o Tl L7:o HPLC R E LT, #ESH S
URHFIIAHERMDO b D EMB L7z, $724— M
Y77 -1t Waters TIOBRIH > 7V 7O+t » H— % f#
AL, £TONEIILIRIZTIT -7 THR-221, CTX,
CEZ, CMZ iZ2\w2 Tk, % 7 &1k x-Bondapak Cis(3.9
ID X 300 mm, Waters) ¥ A\ T, B®##H1/15M
NaH:PO«(pH 3.5)/15% CHsCN Tift:#1.0 ml/min iZTH
Wik 254 nm, BRHRAEE0.01 aufs THEZIT - 70
CPZ 22w Tix, #&pH1/15 M NaH:PO.«(pH 3.5)/20%
CH:CN %R L - LISHd A — R CiT o 720 CTT 2D
Wi, #E#1/15M NaH:PO«(pH 3.5)/10% CHsCN
THRIEER280 nm A L7 DN EE—&BTiT- 72
CTRX 22V TIRTHR S OB (VW RIE L 72,

I. BRESUICER

1. SHSYOmKEER/REE

FHNGYOMFEEROHESES Table 1iZR T, THR-
L9IOMmKEEREARKEER, wIR, F9 b, vHF, ¥
, £ b TENREFNILS, 97.7, 98.8, 94.0, 86.0% &
BVMEE ER LA, 1 X Ti360.8% & {eByiE <, M
HOOMEY L —H L7 THR-22IDH VSRR E
HEWORCEWELERM(TI2B) L X (HEBLT
By, MPBEERRTL2—EHTHSLEbhl,

2. v MUEERAKESETOHTE

b M RESA TS MES VA T LER
7 ViR THlE LR % Fig. 112R$, HS-
A BXUHGG DRZFEMIZEN#FN24.7~24 9B L U
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22.7min THY, Py NVilBEICL ), THR-2210
MR EEESEMITATI v THBE LR S
nr:,

3. EARECEMERAMABONE

ZEHEROMRRARESEAERREIZL > TED L
IRET D% 4 % HSA BLUDSA BB AV TR
BL7Z. ED#REE Fig. 21377t KA iME100 ug/ml
TOHOHEEMSEIL, HSA Tix THR-221, CPZ, CTRX,
CTT, CEZ »*#185~90% & # <, KiCZ CMZ #%#)70% T,
CTX 2'#25% LBV %R L7 E 7 DSA TizdEHlig

BE100 pg/ml DB, THR-22174#165% & HSA IZH~NE
WHABRETR L, ERRIREDOMMIZHE S HEED
ETAREDHLNT,

Specific and non-specific binding model (Z & % W #7 fil
{2, Scatchard model T2 HBMDH 1 PHFETH LK
FELTRFL-MELRL A, BRRESRIIEHE
IE L b HRER G RV ED S, LI D model
YHOTHAER(Ks, Kns)& BAREHK(Ns) L MiTL
Too BDKER % Table 2I7RT, RN SHILOK
BEMKns RUTHROBOTNHEL, BBIKMTHH

Table 1 Protein binding rates of THR-221, CTT, CTX, CEZ and CTRX with human and animal sera
Binding rate (%)
Drug -
Mouse Rat Rabbit Dog Monkey Human
THR-221 91.8 97.7 98.8 60.8 94.0 86.0
CTT 43.1 65.0 45.9 58.8 88.9 93.1
CTX 47.3 63.6 77.4 22.6 54.8 40.1
CEZ 59.2 83.6 83.5 25.9 89.9 87.4
CTRX 68.3 85.2 87.5 15.7 94.0 92.7
Centrifugal ultrafiltration : MPS-3 (Amicon) ; 1000G X 15min
Incubation : Room temperature (25C), 60min

Serum concentration of antibiotic : 100 zg/ml

Fig. 1 Gel filtration chromatograms of human serum albumin, human ¥-globulin and 10-fold diluted human serum

(A) (B)
.1
U132
Human serum albumin ~N\—
Start (min) Start (min)
Human 7 -globulin ~—
Start (min) Start Y (min)
1579 %.925 .22
10-fold diluted human serum — N ,.
Start (min)
Column : TSKgel G3000SW (7.5mmID X 600mm)
Wave-length : 310 nm
Flow rate  : 0.7 ml/min
Mobile phase : (A) 1/15 M phosphate buffer (pH 7.4) +50 mM NaCl

(B) 1/15 M phosphate buffer (pH 7.4) +50 mM NaCl+100 ug/ml THR-221
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Fig. 2 Effect of drug concentration on protein binding of antibiotics
100-}
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1000

Human serum albumin (HSA) and dog serum albumin (DSA) concentration : 4%
Method : Centrifugal ultrafiltration

2 Parameters for binding of antibiotics to human serum albumin (HSA) or dog serum

albumin (DSA) according to the specific and non-specific binding model

Drugs Protein Binding parameter
Ns Ks (M) Kns (M)
THR-221 HSA 1.42 6.30 X 10° 12
THR-221 DSA 1.12 3.7 X 10° 46
CTT HSA 1.02 1.07 X 10* 166
CEZ HSA 0.93 1.49 X 10* 126
CTRX HSA 0.79 2.69 X 10 83
CPZ HSA 0.84 1.75 X 10* 92
CMzZ HSA 0.83 7.01 X 10° 9
CTX HSA 0.50 1.13 X 10° 45
Protein concentration : 4% (5.8 X 107*M)
Incubation : Room temperature (25C), 60min
Method : Centrifugal ultrafiltration



22 CHEMOTHERAPY OCT. 1888

BRIZEAELRVWED ICBDbNRI, BRSO
BEMKs X CTRX 2 MO K& D7 —F, THR-221
136.30X10° M™! LthDiEWMR E BT B L /NS,
TVTIEDRABRRVWODERDN, LA
THR-2Z2I DB ARSI Ns 121.42THh, 1~-20
THR-2Z2IAM RME WAL AT 20N LEB b/,
THR-221 DMl & A S EAB DL, #AEMAMDR
EWRLY 6BV HE#BLI, $7:, DSA O THR-
RIDREEM Ks 8 & UBMARKA M Ns 12 HSA 12~
NEC, ARIZBVTHRERERHSEAB MR E &<
—HLTw’,

4. V) VEEOMAY

TTIZ - EYNEIRENEREROEYE, T2
bbb, TV7 I iRE3.48g/dl, €LY iREE0.922
mg/dl, (PLV73IL EVLVYDEAMEL=32:1)D%
B CRIF LK R % Fig. 3127+ JKHIMAEL00 ng/ml
TOEMY ) VY o RIIER EARINEED0.97~1.6945
T, UVLY ERMERIIBMTH -7, XM

Fig. 3 Displacing effect of ar;tibiotics on bilirubin
bound to human serum albumin (HSA)

8+

—e—THR-221 y
--0--CPZ s
74 —&—CTRX ‘
-<&--CTX

—8—CTT

6 --0--CEZ

——-CM2

--9--LMOX

—@—Salicylic acid K
« <O~ =Acetylsalicylic acid ,"'

54

Ratio of free bilirubin concentration® (b/bo)

100 200 400 800
Drug concentration (ug/ml)
* : Using enzyme oxidation in the presence of normal

human serum albumin (3.48 g/dl, 504 4M) and
normal bilirubin (0.922 mg/dl, 15.8 uM)

ug/ml TOHMY ) VY L RILIE, CPZ TEFESN
D712, H )V F L BETS5.781%, LMOX T5.18fk &
# {, RiZ THR-221(2.761%), CEZ(2.221§), CTT
(2.031&), CMZz(1.90#%), CTX(1.65f%), CTRX(1.48
%), 7EFNH)FALE(].48)OMTH 5 /2,
BMEYNY L RERE, Tibb, TLTIVikE
3.48g/dl, ¥ WK iREI.22mg/d(TAT I ¥
YNVECDENME=3:1)DRBETRHE L/ #ER% Fig.
4127F . FHIMFEL00 yug/ml TORBY ) VY~ RY
IIEH) R INBE00.90~1.761% L B TH 72, XN
800 ug/ml TOHOHEMY ) VY RILIEH ) FLMTER
4R NeE 07,884, CPZ T4.9146L <, Ki- CEZ
(3.791%), LMOX(3.68f%), CTRX(3.56f#), THR-221
(3.291%), CTT(3.131%), CMZ(1.941%), 7t F 1+
1) F VER(1.5218%), CTX(1.06(8)DETH 7=,
B7LV7I REERE, Tiabb, TLTIVRKE
0.87g/dl, ¥ NVY 2V iRK0.922mg/dl( 7NV T3 ¥
YWVEYDENM=8:1)DEBTRILI-#EL Fig.

Fig. 4 Displacing effect of antibiotics on bilirubin
bound to human serum albumin (HSA)

8+

—e—THR-221
--0--CPZ

74 —&—CTRX
--A--CTX
—&—CT1T

6 --D--CEZ
—~8—~CMZ

- -9--LMOX
—&@—Salicylic acid

54
«+O~=Acetylsalicylic acid

4

Ratio of free bilirubin concentration® (b/bo)

100 200 400 800
Drug concentration (ug/ml)

* : Using enzyme oxidation in the presence of normal
human serum albumin (3.48 g/dl, 504 4M) and
high bilirubin (9.22 mg/dl, 157.7 uM)
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51KT . JHIREEL00 pg/ml TOEMY ) VY Vit
i34 F Vi8R, CPZ, LMOX TIEH|MHASINER DKy 3 15,
POt 7 2 L RERIL2ELUTOMET L, KEIRE
800 ug/ml TOMMY ) L ¥ Ritid CPZ TRHIESRIMN
B019.614%, H ') FVBRTI18.73(%, LMOX T11.254%,
THR-221(5.404%), CEZ(4.98(%), 7tF L4V F L8
(4.6745), CTT(4.15f%), CMZ(3.394%), CTRX(2.30
&), CTX(1.98{&)DMATH -7z,

$#£5C, THR-22IOE YL L PPV T I~
EAIIaT A MAMR=RGTICBVT, 4UF LR,
CPZ, LMOX L WL TH#i<, CEZ LIZIIM¥TH 70,
BRHED» ¥ 2 5 & XH|REL0 4g/ml THOEY LY
YERERIZERTHY, T/ CEZIZoWT KK
SRTOBHBOKBREIBOTI L VEXEILNALY
Zihbh, THR-221XBRERERABARYIVE Y
YEM S LTV VLD LR SN,

37, ERMBEEEATOEGE WK % 100,800
pg/ml & LTREEEL RO/ BRE Table 3IRT. i

Fig. 5 Displacing effect of antibiotics on bilirubin
bound to human serum albumin (HSA)
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184
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=
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/
4 S e

.........

100 200 400 800
Drug concentration (ug/ml)
* : Using enzyme oxidation in the presence of low

human serum albumin (0.87 g/dl, 126 uM) and
normal bilirubin (0.922 mg/dl, 15.8 uM)

4 4 K iR 100 g/ ml D BF DA A H8 128 W ARIC CTRX
(90.3%), CTT (84.1%), CMZ (79.4%), THR- 221
(76.4%), CEZ(60.6%), CPZ(42.2%), CTX(27.9%)
THort, HAEWMRIMES ug/ml DREOMARIZNE
MRIZ THR-221(46.9%), CTT(35.6%), CTRX(32.8%),
CPZ (25.4%), CMZ (22.2%), CEZ (20.9%), CTX
(13.9%)CHh o7z YL Y OBEEXRIZK=TX107
(n=1)THHMVHEREMEERTIN, EXTLTI V-
ERYYNVE A RGET(TALTIV  EYVLECDEL
H=32:1)THOMEEIIHSA LOREELIZT—-HKL
TWwiH, CPZIZoWVTIHEVIEEERERL, oD
TEIZCPZMYYNEERUIBEHIFEAELTY
B, #AMOBAY) LY Y (K=TX10")7f, £h
IZHB L T8V CPZ(K=1.75X10*) D44 & % 1548912
HELTWSI EMEL LN,

VY IVE I HSA O Lys 240 BV BHIM THS LY,
BEASODREIEZOLNDD, YL EREROM
Bi3H L F VB, CPZ, LMOX A%¥i238<, #h 650k
EDOBUSEN LB L, ~HDOHINK BE—HDT =
J=NVHEOHEHLTWAERIELER OGNS, $/27
7=VHEOHMZ AP ENTEFNVH ) FLBOYY
NV VERERIRBO TRV L2 b, HiIZ72 /-0
HOH MY N AW LOESITA(MELTY
BILEMTREENS, CORKRE, TATIVET
7= VRABEOBIRNE S LML TV 5 Jubis O
HE—BLIY,

LIARHN, EWVNEYERMULZMMOAINE L BEH
LTw5 LMOX, THR-221, CTT 3 ¥ ) LY v REME
HIZERFBOLNR, TL3MMBHIFAAFLT LS
S—LE%HLTWSCPZ, LMOX, CTT, CMZ 2%
ERNBOON, T/-TMMBEICsyn X PF 43
F7/—NVE%KF LTS THR-221, CTRX, CTX I
LERNEHON, ZhoDEYORSEME & EMIER
EOMIIEE L7 MR ED Sz h s/,

5. MBEBLDKEE

ML K | E 5 Td 5H25% M & homogenate M S-105
Fraction 1213, M5 S&|H TH 5 Ligandin 2 HFE
L, FicBWwTEY Ve So#icME L, ¥, /Mg
GREDHBICOFETHALEVWDATW A2, F7-CEZ
7N 7 3L bFF Ligandin L MR THI EAS
HEXNTHBH, S-105 Fraction DS % CEZ &1
BICLTHBRITT A2 i3, MEBTEEDOHEMLE
ZABLEETHHLLEBDN, £ T, 25%#M&
homogenate S-105 Fraction F COZHINEME DK S XK
# HBRET L% B % Table 4i277¢, THR-221i3RC
CEZ ?2.3t&, W TL1.6f%5, HT2l.8f50EaEERL,
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Table 3 Protein binding rates and displacing effects of antibiotics on bilirubin bound

to human serum albumin (HSA)

Drug concentration ( zg/ml)
Drug 100 800
Binding rate (%) b/be* Binding rate (%) b/b.*
THR-221 76.4 1.48 46.9 2.76
CTRX 90.3 1.24 32.8 1.48
CTX 27.9 1.19 13.9 1.65
CPZ 42.2 1.61 25.4 7.12
CEZ 60. 6 1.31 20.9 2.22
CMZ 79.4 1.35 22.2 1.90
CTT 84.1 1.29 35.6 2.03
* . Using enzyme oxidation in the presence of normal human serum albumin (3.48 g/dl, 504 xM)
and normal bilirubin (0.922 mg/dl, 15.8 uM)
Table 4 Protein binding rates (%) of antibiotics and protein contents (mg/g tissue)
in several 25% tissue 105000 g supernatant fractions of rats
25% tissue 105000 g supernatant fractions
Drug ¥
Lung Liver Kidney
THR-221 11.7 13.1
CTT 10.9 10.2
CEZ 7.2 0.6
CTRX 11.3 9.0
Cytosol protein contents
. 37.5 60.8 55.4
(mg/g tissue)

Centrifugal ultrafiltration : 1000 g X 20 min
: In ice (0C), 60 min

Concentration of antibiotic : 100 ,g/ml

Incubation

T2 TOMBTCTRX LML TV REikbT
PIEVREEEERL, Kuesit 5 OEKBITHOR
B B LTWw/z, $7:, 25%#1E homogenate
S-105 Fraction % V2T Lowry B2 & W IE L -84
BB RERO SR, F, BTEhER3T.S, 60.8,
55.4 mg/g tissue TH H, THR-221BMICBVTEBESE
BEXLLVICbhrboTRVESEERL, ULED
#HR LD, THR-221DBEBITENRFTH 5 DI3HAE
PRAZSENBVEN—ERTHL LHB SN,

Ligandin AEXHD NI F A S-S5 R 7 25—
YORFFHETHD, HicBVWTIVSFF LS+
2717 —EOFFEMBRINTVD I &2, F7z,
THR-2ZIAMEDH VK BAHELTWTCEZ LN b
HMBEA L OBMEMERNZ LR EMN S, Ligandin KL

NOARBHECEOIHFEL, MEBITIERASLTYS
BLA: L PR 3 (AN

m. 34
RERZDIZEY, REEH - RARGROAIME
DLTHA DEKT, WBSEWY & L BRKFES
i OFE AERLR S UCIERTEREELR TRE2E
BIBURICRR L 2B BOELETI T,

X [ 13
1) CRrAG, W. A & WELLING, P. G. : Protein Binding of
Antimicrobials Clinical Pharmacokinetic and
Therapeutic Implication. Clin Pharmacokinet 2 :

252~268, 1977
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PROTEIN BINDING OF CEFODIZIME(THR-221)

MasaHIKO YosHIDA, HiTosHI MATSUSHITA, KYOko KUROKAWA, AKIRA MARUDEN and YASURO KAWAGUCH!
Research Institute, Taiho Pharmaceutical Co., Ltd.

We investigated the binding to serum and tissue proteins of cefodizime( THR-221) -with the following results.

Serum protein binding rates of THR-221 were high in man, monkey, rabbit, rat and mouse, but not in dog. Our equili-
brated gel filtration results suggest that the THR-221 binding fraction in human serum is albumin.

Using specific and non- specific models, we found that the binding constant(Ks) and maximum binding number (Ns)
for THR-221 in human serum albumin were 6.30 X 10°M ™! and 1.42. The affinity of THR-221 to human serum albumin
was relatively lower than that of other antibiotics.

The displacing effect of THR-221 on bilirubin bound to human serum albumin was similar to that of CEZ but weaker
than those of salicylic acid, CPZ and LMOX.

The binding rates of THR-221 in 105000 X g supernatants of 25% lung, liver and kidney homogenates were 8.9, 11.7
and 13.1%, and superior to those of other drugs.



