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Cefodizime sodium(THR-221)D—AxKBEH (B 2 #)
—IPaR - FEIRF R B & VDMK BER—

TEBGL - HERE - FEFHGL - WEHA
PRI - FHE - HAEE - AR B
REFMATE - —EFHM
KNI T IR SR A5 A 8
PSR SEAT - & SRR *

Cefodizime sodium(THR-221) DIEME, TR 35 & UFE OMIZ I+ 5 — A RBEIEE & MM L, 1L
ToOERNB LN,

1. FROR, PEER2S% : THR-221 % KR T O Ic 4% 5 L7218 4 2 T 1350 mg/kgliv.) AL, 41X T
12500 mg/kgliv.) BAE, H L Ti21500 mg/kg(iv.) CMEERTFTER %R L7zo 7% FTi350 mg/kg
(iv)XVMELBEAMNACNT, EBIKEBET DA X Ti2150 mg/kg(iv.) THER L o7, My H ¥
L0, RHELVEY MOEBICH L TERRZEDON L 572, M7 FREIREARIZx L THEL2
Pofehs, M FHARRERIZENTIO 'g/ml CILELRIEAER L, MHEELEY PR
BHTI2107%/ml THEVMBIEA LR L, His UG BEHHIL /-,

2. HE2EFR: T v N BRSO < T X BE B KL OB T H1500 mg/kg(iv.) DIX5T
BoOoNT, WY F+ IR EDES MY ELE Yy FEIBIZH L TIRER LN o7 T b
DREEH AT L T A RKFEN 2 TR TTENED S,

3. WIR, £MBER: 7 v VORDOEBEE LA, Na*, K* 0Pkt HMA1500 mg/kg(iv.) TRH
b, MHENE ) PEHFICH L TREEET, HiHT v P FEER, FEFR) ICHL T
107%g/ml THBEEY % HIHI L 72,

4. TOM: EiniHEESRRE & U adrenaline FIBIZ & 5+ TN OIIHIR T » b carrage-
enin 2 OB EHHIA1500 mg/kg(iv.) TED LN, T v FARBESR~NOEEBLUVENE »

FNEFREMERIIZD O h o /o, MWEICH L TiE, 1500 mg/kg(iv.)DIEE5IZL>TT » b T
BTFE*RLABYHFCRERBIBOON L, o7, T MBI TS FOMBEER~OEEILZE

OHohleh ol

MU EDHIZ, THR-221idfiD+ 7 « ARIMEWR L IR, HIIRLHEREBO L7

Cefodizime sodium (UL F THR-221 & B&3 )iz ~N¥ X }
HEM)BLUVELVHUL)CRRESNESALT =
LREMR TH 5,

WA S5 i3, THR-2210—&EBL L THEMERIC
AR REL, EAFERDTHC EEREL,
AMEES I THR-2210OK, BREFRS L UEOM
T AEREYRALEDOTHET 5, &8, XEBRD
ERRART 1219854 6 A ~1986%E 7 HE TTH 5,

1. EBH#H
1. R
2% Z(ddY, H)TF v M (Wistar, HRE), €ELVE b
(Hartley, ), 7H#¥(BAH®FE, New Zealand Whi-
te, NZW LB, M), F 2 (MHE, #EH), 1 X (Beagle
H B)BIXUINVA Y FETHYHL, B)EERAL

7:o BMIITXTER(TY R, 55 F24£1TC, ELE
vy b, wHF, k3, £223+1T, HL25+1T), &
B(=U R, 59 b5+5%, EVEY b, 9HF %
a, £ X55+10%, ¥ 50+10%), EHFEBAE(6: 00
am.~6:00pm.)NERET C—EMHM FRETEERIC
fER L,

2. EREY

THR-221(~% X b4, Lot No. E 040) i3 4 B AIE M
BERL, BRAZRSOBICEFICERDOZVED 4
ml/kg & 2 AHICANL, $N, 41X, 23, vHFD
HE1210 ml/min DEET, 7v b, TV ADBLSITE
nENH 1 ml/20 sec, 0.1ml/10 sec DEETIEA L7,
Z DM, ERIZAWV7-E 2 FEMIL acetylcholine chloride
(ACh L B&, % —), adenosine(¥:3f), 15 adrenaline
(Ad & B, #—), adenosine 5'-diphosphate( ADP & B,
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Sigma), atropine sulfate(#1%, WHILRL), barium ch-
loride (BaClz, ¥ #), cefazolin(Sigma), M cefotiam
(#& H), a -chloralose (%)), dehydrocholate sodium
(3#3t), diphenhydramine hydrochloride(#:3#), furose-
mide( H &~ ¥ R }), heparin sodium(i¥7K), hexame-
thonium bromide (Il Z ), histamine dihydrochloride
(His & B, F1Xt), insulin(Sigma), lidocaine hydrochlo-
ride (W iR), di-noradrenaline hydrochloride(NAd & B,
=4t), papaverine hydrochloride (¥ 3, #1%), pento-
barbital sodium(Abbott, Pitman-Moore), phenylbutazo-
ne (Sigma), d-tubocurarine chloride (Fil Yt) 8 & U* ure-
thane(¥3#, WRILB)TH D,

3. KAtLE

A EZRE L Student's t-test TiT o720

I. EMKH &
1. FHR, BRBARCRITTER
1) KT A X ONR, mE, Ho% Dtk %
X

4 X (Beagle f, 8.4~12.7 kg, Hf) % pentobarbital
sodium(30 mg/kg, iv.)iZ X D EREEL, FHICEE L,
HREAEN =2 —LEWRALTHR I VXY 2—
#—(TMI, DLPU-0.5)(Z, MEZARKEREDARIZ S =
a—LV¥##ALTME S > A Y 2 —4H—(Narco, RP
1500 i), LAZKIZMAEMRE & 0.0, mEKIE
FE S ARRRIAR \ FER M B M A 7 0 — 7 % ek L TR
M EH(Narco, RT-500)i28#L, EhERKY 777
(B&XE, RMP-6018 M) Lildesk L7z, L ERH(EHE
Mg, 0, DA HFRHICRFBBEERA=X, 1
E31) L7 EPWRAEMARRMBIKL hix5 L7,

2) BHEMT A XOME, LA

41 X (Beagle f, 8.5~10.5kg, )% BH\> HiMORI» &
DFHEHE > TREBIAK & 0 BLAEDIRP (< i 38 5 A A
Za—L%, EHICLTKERR S HERARIKMIICEY
SR 2 - LEHARAAR, LAMUEER LI
EREHMGE Lo MEDRE BT — IV FERIZTE
BEEr, EHHRT CERMIZIT - 7o LABUIMERE £
N L7, EYMORS5126 AU EORMEEE 7,

3) BEFFH N, FI3BLCHFOIRE, ME, L

2k

HM(THSHN, 5.95~8.55kg, H), F T (M,
2.9~4.9kg, WH)BIUYH¥(AXGERME, 2.0~
2.4kg, B)LH, BIE1)TRNZDLIZIZRBKED S
ETIT o7,

4) 7Y FREH.OR

oY ¥(AFAEME, 3.0~3.6kg, H)D.LRLELY

L, Langendorff 28 » TiE SR % Krebs-Henselite #i
(37+£1C, 95% 0:-5% CO: iR B # A @) I T70 cm-
H:O DEHTHBML 7o EEAERLRBLIMALL
EMRHTEDME T v 22 2 —H—I12HKLT, LHE
REHRERE D OHBHCER LT, dikRIaMRmE
#f (Narco, RT-500)% AL THY 77 7(BEAR,
RMP-6018 M) LicBc#k L7z TR LBAERD KB
SMM(dp/dt) b AR IZIER L 720 WI0.1 ml % KM
FICIEALT

5) ENEy MEHLRE

E ) E v b(Hartley, 330~430g, B)DLMR%E ML,
KA OHEREEERL Locke M(3011T, 100% 0.
HABE)PICHRE L7, MEOIBHIZFREr T
AV 2a—H—(BERAKZFK, 4H5071)EMLT, LA
ORI & D LaRHCERIL, B 77 7 EIZidsiEL
PA

6) 4 ¥ E T mE

vH¥F(HEAELE, 2.9~3.6kg, B)DH ML
L, Krawkow-Pissemski i iZ V> Locke i Tl &K L,
R i sE(RE, KN-85C)IcE Wil L7, ¥
W120.1 ml ZEFABPISEALIS

7) U ¥R ABKER

vH¥(BEHEM, 2.0~2.2kg, H)DMBRBK
PR L, SCAEKR(EAmm, £330 mm)LERL
T Krebs-Henseleit #(37+1C, 95% 0:-5 % CO: &4
HABR)RIZ2g DAFHL G2 BEL, BNDOE(L
I3%RM 5~ A 2 —4—(Ugo Basile, 7004) %L
Tlba—-¥—(K#EEEH, TI-101) il &
IERDIH T 2O EE L UFNAD3X1077g/ml D
IUHE R T 10 A B OB RET L 72,

8) ®TILE v MEHAED

ENE  b(Hartley, 270~315g, H)DRELMHEHL,
NSy DFEIZHEREEFEIEA L {ER L T Tyrode
W(32+1TC, 95% 0:-5% CO: iRAH A BR)Pi#1g
DAFE G2 RE L7, BRODEIIERBEL TV RY
1—%—(BEXHXE, TB-612T)¥ALTLa—-¥—(K
#REE, TI-101) LB L7z, BIEERNIIH T X
WOKEE L U His 3X1075g/ml DI 2 a ¥ 53t
REA LR L7, $MERTIIEY RS SHEHSE
P His fEA CIEWIFEM 8 DM DIEE ¥ B L7

2. HIEBRICRIZTER

1) 7 v BRI

UBFMMEA L7 » M (Wistar, 150~175g, H)% 1
BIOIC L L THW ., T— T VREETCRBL, i
FREE L. TOARMGKICE 2HB L THERLRMIL
FWEHE, pHBIUREELBELZ, &8, W
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PRI L ICRRIR L h S L7

2) 7 v MEHZH

F » M(Wistar, 172~273g, H)% 1 Bt100Cs LCTH
VW72, Urethane(1.5 g/kg, s.c.)BkBTIZHMMLAEY) T
FLyF2—TEBEICWA LT %M L7, Mk
O 28Mtk & D 30SMEICIET E IR LR EAE L7,
K RENERBIKRARS L, *5#1205 % CHEt
HRERE L,

3) = ARERAEE

18EEMIMR L2 A(ddY, 24.5~29.1g, H)% 1
B E LTHW:, EMRIRPR 51032 5 %iFt:
RMEBP(0.25% CMC-Na I-Mi%)%0.1 ml/10g A& »
2 BOKES LEDIOMRICELCEW T TOMLE %
W L7z, HHPIERA & RERDOERIEERE % HIE L/NRE
HIo T o BMEENH L7,

4) ENVE v MEHOE

E)VE » b(Hartley, 250~410g, )DOEBLH/BL,

Tyrode #(32+1C, 95% 0:-5% CO: iRE&H A B&K) P
K1gDBRFHEMTTRE LA, EXOIUEIZSERYE b
5 ¥ A Y 2 —4H#—(Ugo Basile, 7006) %+ L TL a—
% — (Nippon Denshi Kagaku, U-125M) L2552 L 7,
EWoMMmER% 6 I ACh (1077g/ml), His
(1077g/ml), BaCl2(3X107g/ml) DYLHFE I3+ 2 Xy 3
SRR BOEEERE LI,

5) v ¥+ 6% B EER

vH¥F(HEGEHE, 2.9~3.1kg, H)O+_3KB%
Wi L, Tyrode #(37£1C, 95% 0:-5% CO: iR W R
BROFIZ1g DB E T THE L/, EXOEE) L
HEM M T 2 R Y 2 —H%—(Ugo Basile, 7006) %A+ L T
L 2 — % —(Nippon Denshi Kagaku, U-125M)_LIZiC§%
L7

3. WIR, EMBRICRIZTTEY

1) 7 v VRE, BETE, EFEHL

18EFMI#BR L 77 v +(Wistar, 120~190g, H)% 1
BO~100L & L, hED2.5%I2H7- 5 HATEN * A
L, BEbICEMEBIKRAKRS L, Lk 5B DR % IREL
LTR&E, pH(BIEH, F-7), ®EHE (FISKE, OS
/)8 L U Na*, K*(NOVA Biomedical, NOVA-1), CI~
(Radiometer, CMT 10)E % #IE L7,

2) ELVE - MEHBEE

EJVE v b (Hartley, 290~345g, H)D%HIEE % Hit
L, Tyrode #(32+£1C, 95% 0:-5% CO: iR& # A&
SOHIZ0.5g DEMENTITREL, BEAONH IS
BN A Y 2 —H—(Ugo Basile, 7006)%A-LTL
I — ¥ —(Nippon Denshi Kagaku, U-125 M) EiZ525%L
72o EWOBMMER % 5 U NA(5X 1075/ ml) DL

23T 2 3 AMNLROKEERIT L7,
3) 9 - MEHFEBB)EY

TR T » b (FWMINI, Wistar, 230~270g, #f)B
LU S » b (WEM108 B, Wistar, 255~325g, #f)
DFE LM L, Locke-Ringer # (37£1C, 95% O:-
5% CO: REH R BA)HIZ0.5g DABEMTTREL
Too MAEOEMIZHMRME M5~ XY 2 =4 —(Ugo Basi-
le, 7006)% 4L T L a2— # —(Nippon Denshi Kagaku,
U-125 M) EIZHESR L 720 % BIEIEERT » M IZRGHIR
ICTRINMMD b D% R, ERS » MIIRNMBDOK
KERFAAMORES » b E178M (4:00 pm.~9:00
am)EESE, BHORERICMTF RO/ B v ik
0OBBE&LZ,

4. TDMHDER

1) 2 BRI

A (HfE, 2.3~4.6kg, MEHE)%¥ BV, a-chloralo-
se(60 mg/kg, i.p.), urethane(500 mg/kg, i.p.)BKkEET I
AatRENBEERICERE L%, HEIRsTLEE
IR OMATMRME L SIME L, #ATRE TN K
(1 msec, 10 Hz, 5 sec, supramaximal voltage) 3 % \ i
Ad(5~10 pg/kg, iv)IZX BRI 28R L7, BRIR
DRRELIIERE IS VATV 2 —H—(AERBA=%,
45072) BV TRIE L7z $72, MEB L ULHEEBLE
BRICECSR L 7o, BT KRR L DiR5 L7,

2) 7 v MEEHE-BES

7 » M (Wistar, 325~370g, Hf)% urethane(1.2 g/kg,
ip)REEL, FUICEELTRAE =2 —LE@ALK
BEERERL LEARLEATMEE(BEBA=X,
W-310) CE A ##2(0.2 Hz, 0.3 msec, supramaximal
voltage) LTR - AMMBOMIE L ERE I o XY
2-H—(ARBAZ%, 45072) M LTHY 57 L
IZFESR L7 EMITKBRRR & W% 5 L7

3) ENEy EFTRE: (REKN)

EIVE v b (Hartley, 325~365g, HE)% 1BE3PLE L
THv, WIRICERBERO.Iml ¥2% T LEALEFII0
MM L. E0KS PRI T0S%E CHARL1/
EHSA< F) CRTSERIBML, BERSOHEKE
BrflEe L, /-5 BHHBDH LEE K DHELDK
AIEU LD DEREARBIEAS ) & L7

4) Mm¥EfE
i) 72 b

18B¥MMER L 725 » b (Wistar, 145~178g, H)% 1
B9~10IL & LTHY, EMBIKRARSHIIB L U5 %
REMICRAIRE DIRM L, Dextrostix(=4 V2R - =
H)ERWTIEELYHIE L7,

i) 7H¥
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186 MR LAy ¥ (AR, 2.6~3.0kg,
H)Z 1 84TE LTHY, ROBRARSN S & U
S HERENICHEMIRE DIiRM L, Dextrostix(~ 4
2 - ZR)VEHCTIMMEERIRE L7

5) 7 v b carrageenin 2K

5 » M(Wistar, 120~154g, )% 1 #100L& LTH
V172, Plethysmometer (Ugo Basile) % B \» T4 kB A 1K
RPELEE RPN IES L, EOBMKIZ]1 %
carrageenin M &0 1 ml % 4 MR BER TS EH L7
Lt 1 BMEIC SBEM E CROBME M L 7o M
12 carrageenin {EST M OHKICH T HEE DM L 72,
%+ $, phenylbutazone i3 carrageenin LK @ 1 BEMH (2
gufi‘—i‘ L7

6) I
i) MARE

5 v b(Wistar, 180~230g, HE)% 1B10Es LTH
V, EMBKRAKZES (X5 RI0m/kg, G EE ]
ml/min)303 &2 — FIVRRBE T ICT KR & 0 #Rm L
m¥ 7o oV BEM(PT)E & OEEILES o>
K75 AF B (APTT) 2 #ll%€ (= 3k, Coagumaster)
L7

i) /g%
a) Invitro

74 F(NZW, 3.1~5.1kg, H)DEA®IK L ) MK
% $RHL(3.8% sodium citrate 2 1/105RM) L, ALk
fE1Z & h S M/ MRILYE(PRP) % 578 L 72, PRP O/ v)
043 Z i /MR i 4 (PPP) % BV TH#I5075 /mm? (ZHABLL
2o EWERME, 37C, W1IFMTLA s X an—2
a v L7t ADP(7.5X10°M)ICLAmERCEXT Y
NI A—y—(BLEH)EAVTHE L,

b ) Ex vivo

5 9 b (Wistar, 157~206g, H)% 1®9~10L& L
THv, EWBRANKS0T&ICT— T VRBFTIZTT
K#AR & b I # % REN(3.8% sodium citrate #1/105 &
m)L, mOHREICE ) /MR (PRP) % 78 L 7=,
PRP O I /MK B3 Z i/ il 4 (PPP) % AV T#100%5
/mm? (AN L7 ADP(I0TM)IZ L ARERIEET &
NIA—5—(BLBR)EHCTHIEL,

I XBER
1. M8 - BRERICRIZTER
1) 8T 4 X ONR, 0FE, LR Lk LB
X
EYME, A% L CLTEDOEIL Y Fig. 1 IIR
L7 FE¥MAE I LT THR-221D15, 508 & TUF150
mg/kg DEBRAIXE TIZIZEAERKE %2 <, 500 mg/kg

TG W3 ~55 12 Wl 2 H~10 mmHg( 6 % ) B
FL, #159%ICEML 7, 1500 mg/kg Tit < DIER
AMENML Y, HSMME% 5 5 TH20 mmHg(14% )&
FL, BawaercEMl . &M LTR
THR-221 1500 mg/kg 45 6 i+ 1 FHE FEH A
AONT MWL RITE 2D oo MKRIZIL
T2 THR-221M15~1500 mg/kg DG (2 & H) MK jE
RR LAY, ABRENGENK) DRG T o MIMME %77
L7720, BIZERLVWLOERDNT, MHRIZHLT
{2 THR-2210)500 mg/kg ¥ THIZEA % <, 1500 mg/kg
TR BROMMAALN, SLIEROETTAMbA
S, OREICH LTi21500 mg/kg THEWE RIS
L ote E7:, 1500 mg/kg ¥0.65 mi/min DX Tik
ALZBEDRMED 1 W% Fig. 2128 L1AS, PR,
MwE, (MagBLonkkics L THICEBRLRIZS,
Mol 8, HBIZH WV Cefotiam (150 mg/kg) 12 ¥
HuemEETERERL
2) ERET A XOME, (A
HIED 1 Bl % Fig. 3 4278 L72o THR-2210150 mg/kg
OGP, ME, CHRO—AEDOMIEANALR
72(4/40) %%, A BREBIRSHTOLFEMTH-7:(2/3
Bl) 7=, HIHBERIZESEVHLNDERDRT,
3) RERTHN, F3BLUYH¥ORR, mE, L
Eisk-4
1) 4N
RED1H% Fig. 4 ISR L7, £BREAHSTH
o —BtomEZELE R MDD (2/3), THR-
221015, 503 & 1150 mg/kg NIXS T b FARENE(L
T o7 1500 mg/kg NHEES TREMICB VW THED
BFV—BND LRE TR, LARNGEV—AEDEND
BRBL O LRI DANALNT, T IHRIREDON
me b &6,
i) %3
EYMmE IRERRLIERDOXS- T L5V, —AKOE
AEFEMB %R L, THR-221015 mg/kg N5 T3k
B, 0mg/kg LW METREEBLRL, 100BXT
150 mg/kg TiXREEOEM (#10 mmHg TR, 8 %)T
Hole TLORKRT TR, LAKIFIERER
128 h o7 1500 mg/kg TRMED TFEEAL hEE
ey, IREOMMERL, LEBUI—AEORINK
BT HEEMERL. 28, HBIZHV:7: Cefotiam
(150 mg/kg) (2 ME EAEA %R L7 (Fig. 5 )o
i) 74¥
HED 1% Fig. 6 IR L7 £BAEHNKESGT
LEBCSHVIE LR, CAXETERALRTHAXSD
(3/661), THR-221015 mg/kg %5 b FREDEHTH
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o126 5038 & U150 mg/kg T, FRFRMOMN, MmEN
ERBIVLHROMMERTH G AL N7, wTh
b—RBMDPOEETH oo 1500 mg/kg T2 &BIcH
WTIHRNOMMASH 6N, MES L RO LR b
LSIETHERAERLL,

4) i

#EN 1 Bl % Fig. 7 1SR L7ze THR-22143107%, 1072
BLU07g/ml(0.1 ml FEA)T, #§H-LHOEZATE
L, Sl & U dp/dt i L TREMERIZE 4 H
2730

5) €LE v MEHOF

HED 1 Bl % Fig. 817K L71zs THR-22142107%, 1078,
1075 £ UF107%/ml THMLE DN A & L UL a
KERERIZS DT

6) w4 ¥wHF M ME

BED 16 % Fig. 91I/R L7, A %ZEHE D Locke
BCHd L7-84, THR-221421072, 1072 & L U107'g/
mi(0.1ml EFA)CHEHAOBOBAARICHEEL N

1282 Mo 72, NAA(107'g/ml) % & & Locke i TilfiAl
L7224, 107'g/ml TR OMMAME LR L7,
7) 4 ¥R ARRER

HED 1 6l% Fig.108 & O Fig. 11124 L7 THR-
221431078, 107* 38 & UF107%g/m) Tl K BYAR O AR 110
F13B & U NAD 3X1077g/ml DULMELIE (2 W% K2 S
Lho fCe

8) EILE v b ST

HED 1l % Fig.128 & U Fig. 13127/” L 7:o THR-
221431078 35 L U0 'g/ml TR ABEHOM IR ICE
WE RIZE LD 5721073/ ml TV ERIER LR L
7:o His 3X 107%/ml {2 & % tonic contraction {2 %} L
THR-221131075 35 £ U107 'g/ml CHBE RIT & Lh o
7210 %g/ml TH - RERIERM 2R L7

2. MEBRIRIZTES

1) 7 » b EHFL

THR-221115 mg/kg # & U150 mg/kg DIX5THEL
TERX/R & 2D o775, 1500 mg/kg DIXG TIEHH R

Fig. 1 Effects of intravenous administration of THR-221 and cefotiam on mean blood pressure (MBP),
heart rate (HR) land femoral artery blood flow (BF) in anesthetized dogs

160
1404
1201
MBP 100
(mm Hg)
804
60+
404
1604
140- wi& 4
HR AdaA—a N N D .
(beats/min) 1204 - —a —O— Cantroll (Saline) 4ml/kg
eats/min 100- \_v —e— THR-221 15 mg/kg
80 — —y ——THR-221 50 mg/kg
) —a— THR-221 150 mg/kg
—— THR-221 500 mg/kg
100 ——THR-221 1500 mg/kg
80- —— Cefotiam 150 mg/kg
BF 601 i. v. ¢ 10 ml/min
(ml/min) 401 n=5~6
201 - v
0 J—

0123 5 10 15

30

Time after administration (min)
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Fig. 2 Effect of intravenous administration of THR-221 on respiration (Resp), blood pressure (BP),
heart rate (HR) and femoral artery blood flow (BF) in an anesthetized dog

Time scale : 1 min

(] g S
Resp e R Sl
BP
(mm Hg)
0
HR 200
(beats/min) U[
100
BF 50 WMM
(ml/min)
0 ¢
THR-221
1500 mg/kg

i.v., 0.65 ml/min

Fig. 3 Effect of intravenous administration of THR-221 on heart rate (HR), blood pressure (BP) and mean
blood pressure (MBP) in conscious dogs

Time scale 1 min

" — T ¥ lonananas on an s

-~

200 ¢

HR
(beats/min) 100 |

ol
200 ¢
(mif’Hg) 100 }
ol
200
MBP

b T N
(mm Hg) 100

Saline THR-221
4 ml/kg 150 ml/kg

i.v., 10 ml/min i.v., 10 ml/min
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LEBEORELET AR SNz (Table 1),

2) 7 v MEHFW

THR-2211310 mg/kg TIZHWME RIZE Lo 120,

50 mg/kg TH G5 HO0~0.585M, 250 mg/kg Ti34k ') #%0
~0.58 X V0.5~ 1.0 THEZBH RO TEEA
230, FHZARKENTSH 72 —F, #HELT
F\ 7= Cefazolin & THR-221 & EI#REH DT RER
2R L0 EROREIR THR-221E ) b Vb0 T
& - 7=(Table 2),

3) =7 AR ERKMRE

THR-22112158 & U°150 mg/kg THE R KMR ISR

PRITS o720, 1500 mg/kg CHELREERE

iR L7:(Table 3),
4) ENE 5 DB N

g 1 Bl % Fig. 141273 L7z THR-22143107, 10"
B LU0 g/ ml THEH M3 L THMAE £ 8,
¥ 72 ACh, His, BaCla I2& AW DOYMEIcH LTS
ERERIZS 70

5) o+ FdH+ "1 & ahES)

#MED 1 Bl % Fig.15(2R L7z THR-22112107°, 107!
B LU0/ ml THRM T W ERAS) W NIT
Siho 7:0

3. MR, EMBRCRIZTEN

1) - MRE, BEE, BMHRIE

Fig. 4 Effect of intravenous administration of THR-221 on respiration (Resp), blood pressure (BP), mean
blood pressure (MBP) and heart rate (HR) in an anesthetized monkey

Time scale @ 1 min

—r—————— V7T T

Resp SN EEmaee BRSNS SN S
200
BP
(mm Hg) 100[-— EEEEEEE Y RN e,
0
200
MBP
(mm Hg) 100[ —_——
0
HR 200
(beats/min) 0[
Saline THR-221 THR-221 THR-221 THR-221
4 ml/kg 15 50 150 1500 mg/kg
i.v., 10 ml/min i.v., 10 ml/min

Fig. 5 Effect of intravenous administration of THR-221 and cefotiam'on mean blood pressure (MBP) and

heart rate (HR) in anesthetized cats

160
MBP 140
(mm Hg) 1201
100
—0— Control (Saline) 4 ml/kg
—e— THR-221 15 mg/kg
1804 —= THR-221 50 mg/ke
HR 60| e - THR-221 150 mg/kg
(beats/mir) 140- W —&- THR-221 500 mg/kg
. —— THR-221 1500 mg/kg
—»— Cefotiam 150 mg/kg

3

(=)
—
N4
w4
wn

10 15

30

i.v. : 10 ml/min

Time after administration (min) n=25



166 CHEMOTHERAPY OCT. 1988

Fig. 6 Effect of intravenous administration of THR-221 on respiration (Resp), blood pressure (BP), mean
blood pressure (MBP) and heart rate (HR) in an anesthetized rabbit
Time scale : 1 min
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Fig. 7 Effect of THR-221 and adrenaline (Ad) on left ventricular pressure (LVP), heart rate (HR), coronary
flow (CF) and dp/dt in isolated rabbit heart
Time scale : 1 min
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Fig. 8 Effect of THR-221 and acetylcholine (ACh) on heart contraction (HC) and heart rate (HR) in isolated
guinea-pig atrium
Time scale : 1 min
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Fig. 9 Effect of THR-221, noradrenaline (NAd) and acetylcholine (ACh) on isolated rabbit ear vessels
20
Drops/30 sec 10

0
[ ] A A A [ )
NAd THR-221 THR-221 THR-221 NAd
107° 107* 1072 107! 107°  (g/ml)
20
Drops/30 sec 10
0 ] A A A
ACh THR-221 THR-221 THR-221 ACh
10°¢ 107° 1072 107! 107 (g/ml)

Upper : Perfusion of Locke's solution
Lower: Perfusion of Locke’s solution containing 10~ g/ml noradrenaline

/Injection volume : 0.1 ml

Fig. 10 Effect of THR-221 and noradrenaline (NAd) on the resting tonus of isolated rabbit aorta
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Fig. 11 Effect of THR-221 and papaverine on the response to noradrenaline (NAd) in isolated rabbit aorta

[ 1] .
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Fig. 12 Effect of THR-221 and papaverine on the resting tonus of isolated guines-pig trachea
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Fig. 13 Effect of THR-221 and papaverine on the tonic contraction of isolated guinea-pig trachea induced
by histamine (His)
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Table 1 Effect of intravenous administration of THR-221 and atropine on gastric secretion in rats

Dose Gastric juice
Drug
(mg/kg) Volume (ml) pH Total acid ( #Eq)
Control 3.79+1.98 1.491+0.14 300.71+205.7
15 2.36+1.06 1.78+0.76 178.0+107.4
THR-221 150 3.19+1.78 1.45%0.15 248.51+153.8
1500 1.86+0.86* 1.60+0.12 131.6+ 78.1°
Atropine 1 0.93+0.39°** 1.75+0.30° 65.8+ 39.2°°
Mean+S.D. (n=10)
«: p<0.05 s p<0.01 *s+ © p<0.001
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THR-221131538 & 1°150 mg/kg TRE, B:&1, MK
BH I ISR E RIZE A 5 220, 1500 mg/kg T
HREELR, Nav, K* SFitoEM R L 14
(Table 4)o

2) ENVEy MEHKHE

TN 1 B % Fig.1647R L7zo THR-22143107%, 10~
$LU07%/ml THRHEME ISR L TEMERERS
¥, T NAAIURICH LTORRERIZS Sh o,

3) 7 v MEHFEARER)

RED 1 B % Fig. 17412k L7z, THR-22142107° B &
07107'g/ml THEFHEF S ERYICH L THEEERIZEL
B o 7:H51073g/ml Ti24/581 THRIEDH B (23R K D HIHI
¥FRL, $AEEFECHLTHI0Ym B LU
107'g/ml TRE* RITE % h 5 224107 %g/ml Ti23/561
TS DM R L7

4. FOMOER

1) % I RRARIER

THR-22112150 mg/kg "CHAMUTHR 12 xf LICW % iz 8
2ol 1500 mg/kg TIRBANM P HVvrid Ad (12
SHMMRIMEE A WIZIRI L7z F7:, COlFAdICE
B RERIE S HIM) L7 (Table 5)o

2) 7 v bARREE-HENAS

HED 16l % Fig. 18127 L 720 THR-221131508 & U
1500 mg/kg THMEHI I & B WHUNHE IS W E BIT S %
Mol

3) BWVE Y N RATRREE(RIEHEE)

THR-221i2 5, 10B X U0%NDIRETELE » bOIR

BRAHI W% RIZE %A 5 72(Table 6),
4) IMKAE
i) 7+ b

THR-22142158 £ U*150 mg/kg TF » + O MmEEIEIZ K
WhERIZTE ho7oht, 1500 mg/kg TlrIES5 %1 B &
U2BEMIZBVYTHE L MBETER %R L7 (Table
o

Table 2 Effect of intravenous administration of THR-221, Cefazolin and dehydrocholate on

bile secretion in rats

Drug Dose Bile secretion  (ml/30 min)
(mg/kg) Pre. 0~30 30~60 60~90 90~120 (min)
Control 0.3610.06 0.36+0.06 0.36+0.06 0.35+0.06 0.35+0.05
10 0.3740.08 0.38+0.10 #4 0.36+0.08 0.35+0.08 0.34+0.07
THR-221 50 0.3740.03 0.55+0.07°**| 0.41+0.05 0.3740.04 0.36+0.04
250 0.36+0.07 0.98+0.17°**| 0.54+0.10°**| 0.40+0.07 0.3710.06
10 0.37+0.06 0.36+0.06 0.3410.07 0.35+0.06 0.3410.06
Cefazolin 50 0.36+0.06 0.44+0.08° 0.39+0.08 0.3740.09 0.37+0.08
250 0.36+0.10 0.66+0.17***| 0.55+0.11°**| 0.41+0.09 0.35%0.09
Dehydrocholate 20 0.374+0.07 | 0.57+0.09°**| 0.37+0.08 0.36+0.08 0.35+0.08
Mean+S. D. (n=10) i
+: p<0.05 s+ : p<0.001

Table 3 Effect of intravenous administration of THR-221 and atropine on charcoal transport in the

small intestine in mice

SH

Brug Dose : '“w‘r"“ Transit rate Inhibition
(mg/kg) fm (%) (%)
Control 60.2110.6
15 58.0+ 9.5 3.7
THR-221 150 64.9% 6.8 - 7.9
1500 69.7+ 6.5° —15.7
Atropine 10 34.4% 9.2*** 42.8
MeanS.D. (n=10)
e :p<0.05 see: p<0.001
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Fig. 14 Effect of THR-221 on the contraction of isolated guinea-pig ileum induced by
acetylcholine (ACh), histamine (His) and barium chloride (BaCl;)

" = AR
ACh THR-221 )
o 107 o™ 07 (g/ml)
o o AO a0 a0 °
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B 107 107 07 (g/ml)
J J l 2(mm)
* ¢ se g ae * —
BaCl. THR-221 3 (min)
3X107 107 107 107 (g/ml)

Fig. 15 Effect of THR-221 on the spontaneous movement of isolated rabbit duodenum

A A N .

1 (min)
'{;E—_{B 221 107 107*  (g/ml)

Table 4 Effect of intravenous administration of THR-221 and furosemide on urine volume, pH, osmotic

pressure and electrolyte excretion in rats

Dose No. of Urine Osmotic Na+ K+ Cl- Na+/K+
Drug (mg/kg) | ammal volume pH pressure (4Eq) ( uEq) (#Eq)
(ml) (mOsmol/kg)
Control t 9 [3.4240.88 |5.65+0.32 | 555+ 63 423+ 119 99+24 432+109 | 4.3040.85
15 9 [3.3040.79 {5.5040.26 | 561+ 90 410£115 81134 429125 |5.31%1.33
THR-221 150 9 |2.9040.44 |5.43£0.16 | 585+ 76 398+ 80 89+27 392+ 67 |4.81%1.53
1500 10 |3.1740.63 |5.5940.38 | 698+139° | 5944151 141+50° 390+ 99 | 4.46+0.95
Furosemid 5 10 [7.03+1.127 ]5.40£0.23 | 355+ 48°**| 842+114°°**] 143+15°°° | 947+123**%[5.94+1.04*°
Mean+S.D

«  p< .05 s+ : p<0.01 sss  p <0.001
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Fig. 16 Effect of THR-221 on the contraction of isolated guinea-pig vas deferens induced
by noradrenaline (NAd)

0 R R B B I

° [ ] A O A O a © 3(min)
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107 107 107 (g/ml)
o : NAd 5X10°¢ g/ml ,

Fig. 17 Effect of THR-221 on the spontaneous movement of isolated rat uterus
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Table 5 Effect of intravenous administration of THR-221 and hexamethonium on the contraction of
nictitating membrane in anesthetized cats

Time after application (min)

Drug Dose 5 15 30 45 60

(mg/ke) (%) (%) (%) (%) (%)
Control 99.8+ 0.9 | 101.3% 3.0 99.5+ 1.2 99.0% 1.6 9.1t 6.6
Electrical THR-221 150 99.7+ 2.3 98.8+ 1.4 96.6% 3.3 92.9+ 8.6 96.0% 5.1
stimulation 1500 81.7+ 6.9* | 82.5+ 7.9* 84.2% 5.3°°| 83.6% 6.1° 80.8+12.9
Hexamethonium 2 sq.2+ 6.8°% 78.7+ 3.7 90.2+ 2.4°*| 93.1+ 3.0° | 94.6+ 2.8
Control 102.9% 1.5 99.1+ 3.3 | 99.4+16.8 | 100.4+15.7 98.9+10.7
Adrenaline THR-221 150 | 101.4% 6.6. 102.1+ 5.7 95.9+ 6.1 97.5% 5.9 93.7+ 4.0
1500 66.6+19.7 75.3+25.0 82.1+28.7 82.9+33.1 92.4+22.9
Hexamethonium 2 95.5+ 0.6**| 102.6+ 2.2 98.4+17.2 95.6+10.8 99.8+14.9

MeantS.D. (n=3)
¢ p<0.05 *+ : p<0.01 s+ [ p <0.001
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i) v4¥ PIRER 2R L7:(Table 9)o
THR-2214315, 1503 & 11500 mg/kg T H ¥ O (i h% 6) Mk
WY RIZE 2 o 72(Table 8)o i) MaEEE

THR-2214415, 1504 & 11500 mg/kg TM¥E 70 b o
YEUBEM(PT) B L UERLBY PO KT T 252
BEM (APTT IS % RiZ 82 A - 72(Table 10),

i) /AR

5) v b carrageenin il
THR-221i3153 & U150 mg/kg C carrageenin i#AK I
MWL RIZE e o727, 1500 mg/kg T carrageenin 4L
BE2BIUIHMBICBWTBRETH 20 HELITN

Fig. 18 Effect of intravenous administration of THR-221 and d-tubocurarine on neuro-muscular

junction of gastrocnemius muscle in anesthetized rats

THR-221 1500 mg/kg Lv.

o [(A, L:(tu H“'.\G'UJ- mm
i

. ,‘.“ R

d-Tubocurarine 0.05 mg/kg i.v.

I’x)
mm

Electrical stimulation : 0.2 Hz, 0.3 msec, supramaximal voltage

Table 6 Effect of THR-221 and lidocaine on the corneal reflex (blink reflex) in guinea-pigs
. No. of disappearances of the blink reflex/No. of total stimulations
Concentration - T -
Drug (%) Time after application (min)
5 10 15 20 25 30
Control 1/30 (0/6) 0/30 (0/6) 0/30 (0/6) 0/30 (0/6) 0/30 (0/6) 0/30 (0/6)
5 1/30 (0/6) 1/30 (0/6) 0/30 (0/6) 0/30 (0/6) | . 1/30 (0/6) 0/30 (0/6)
THR-221 10 0/30 (0/6) 0/30 (0/6) 0/30 (0/6) 0/30 (0/6) 0/30 (0/6) 0/30 (0/6)
20 0/30 (0/6) 0/30 (0/6) 0/30 (0/6) 1/30 (0/6) 0/30 (0/6) 0/30 (0/6)
Lidocaine 1 30/30 (6/6) | 27/30 (6/6) | 20/30 (4/6) | 10/30 (2/6) 3/30 (0/6) 0/30 (0/6)

()

. Surface-anesthetic activity

Table 7 Effect of intravenous administration of THR-221 and insulin on blood glucose level in rats

Dose No. of Blood glucose level (mg/100 ml)
Drug .
(mg/kg) animals Pre. 0.5 1 2 4 (h)
Control 9 56+ 5 72+ 7 76t 6 62+ 7 60t 6
15 10 56t 4 74+ 6 73+ 7 63+ 5 61t 6
THR-221 150 10 56t 5 77+ 7 74+ 9 62t 5 58+ 7
1500 9 55+ 5 7015 54+24° 46+16° 52+12
Insulin 1s 10 56+ 5 24£10°** | 33+ 3°** | 42+ 7°°" | 46+ 5"
MeanxS.D.
# . Unit/kg
+ : p<0.05 ses : p<0.001
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a) Invitro

THR-22142107%, 107! B X U107%/ml T ADP 2 & B
MRS S TR E RIZTE e 5 72 (Table 1),

b ) Ex vive

THR-2211315, 1508 & UF1500 mg/kg T ADP (2 & %
MM ERS IR RIZE 2 5 72(Table 12),

V.
ENBE 7 2 AR R TH D THR-221 D 4L K
B LT, #FEARERIMTLERHIZOVWTIRILESLY

% »

Lo THRICHRES TV, £2T, IR, WRBA

1

BLUEOHDERICOVWTRMN L7,
. MR, RIRER A

Table 8 Effect of intravenous administration of THR-221 and insulin on blood glucose level in rabbits

Dose Blood glucose level (mg/100 ml)
Drugs
(mg/kg) Pre. 0.5 1 2 4 (h)
Control 79t 7 86+ 7 8010 68t 8 71+ 8
15 81t 5 90t 5 77+ 8 76t 7 74t 8
THR-221 150 81t 6 90t 4 86113 78+ 9 7913
1500 80t 5 88+ 14 80t 8 71+ 5 76t 4
Insulin 1s 83t 4 4+ 6°*° 43+ 5°°* 59+ 7 81t 8
MeantS.D. (n =4)
! Unit/kg
sss ; p <0.001
Table 9 Effect of intravenous administration of THR-221 and oral administration of phenylbutazone
on carrageenin paw edema in rats
Dose Swelling of hind paw (%)
Drugs
(mg/kg) 1 2 3 4 5 (h)
Control 63.3+ 8.9 85.1+ 3.9 88.7t 3.5 82.61+ 6.0 74.6%+ 5.0
15 61.9+19.1 79.7+17.8 81.5119.5 73.5%+19.7 67.41+22.3
THR-221 150 55.5%20.0 79.1+18.0 85.0+17.0 77.5+14.8 72.1+14 .4
1500 55.4+17.4 69.8+14.9°* | 75.5+16.2° 74.5%+16.7 67.7116.7
Phenylbutazone| 100 43.6+12.1°**| 48.5+ 7.9°**| 46.8+ 6.9°°"| 42.1+ 6.8°°°| 40.5% 6.7°*°
MeantS.D. (n=10)
* ¢ p<0.05 s+ : p<0.01 sss : p <0.001
Table 10 Effect of intravenous administration of THR-221 and heparin on prothrombin time (PT) an
activated partial thromboplastin time (APTT) in rats
Drug Dose PT APTT
(mg/kg) (sec) (sec)
Control 15.110.2 18.3+ 1.1
15 14.910.3 18.6+ 0.8
THR-221 150 15.1%0.2 18.4% 0.4
1500 15.110.3 18.6+ 1.0
Heparin 200+ 24.741.3°"° 227.9+40.9"**

MeanS.D. (n=10)
: Unit/kg
: p <0.001

#

LR
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THR-221 2B TDA X, 4V, RAaBLUIHFIZ
BIRAEES LsE A, 4 RISBVTIX500 mg/kg ML
TEEOMERTEAMALN, FVIZEWTIXIS
mg/kg TRW % , 1500 mg/kg MLFE[E T A MB L
Too ATCBVTIISOmg/kg L NMEAET L7
HFIZBWVTIE508 & U100 mg/kg TMED LRT A5
bALN, 1500 mg/kg TR ERA T X TRET HHHH
Sz, HBIZA 7 Cefotiam (150 mg/kg) iz 1 X2 B
WTERLZMETRERAELRL, A28V TRROEL
RAEM %R L7z, Ceftezol*, Cefazolin®, Cefotaxime® %,
—~iZt 7 2 AROTEMROMEREIZIIMENDH D
Ao nTah, LROMERKEIR THR-221724F
R LOTIR2wWEEZLND, T, 1XUIBV
T THR-22101500 mg/kg % #7 1 BE M A3 THEMEIEA L
eI Ah, MECHLTEEMALNEN o122 Edb,
MERIC XS EEIZ G KFT DI LTINS, &
512, ERBT O X Tid150 mg/kg NIX5 THE, L
ABCEER L, KB, BREECX D IUERIGAHRE IS
EbAZ LRV bLDEEILNRD, Invito DEERIC
BT, THR-22Lid 7 # FHH.L0R, ELE - MEHL
BICERYRIZE o772 Ens, LB LTI
EAVERLZVWbDLRDbND, T4 FRHABKS
A28 T107%/ml £ THIER B & UFNAD IREE IS

W RITE e or0h, vHFHUEMME Y NAD &
&t Locke L Cilkift L7:PRDA, THR-2210107'g/ml
(0.1 mlEA) COEHRIEHHMMPBENT, TLEY
b S AB 1237 LT THR-2210107%g/ml TV g
ERERL, His UL BEIHM L7, Chonlt
M6, THR-22LIZHREIC L > Tid, MiRERIZBVTH
WIEERKN L WRIERAERT OO LBDbNS,

2. HiLEB R

5 o b HEBAHIc3F LT, THR-221431500 mg/kg 0.
HARTHBLAM LN S, AREKGERIZBEHLN
¥, RN LIERLELONT, T4 FRL+ 1%
Ba L ENE v MEHEIMICHT S EBERB LU
ACh, His, BaCl2 {2 & 2 iUKEIZ#$ L T THR-22142107%
/mOKEARTLEREROY, 37, = 2AMERLK
WA DTRA500 mg/kg PHEARTRBOHOONL LD
BETHHILLD, IMBOEMEIZIZLALERL
rwetEZOLNI, —F, 7o FEAFWIIH LTI,
BREEN 234 FEE R A THR-22100505 & 1250
mg/kg x5 TRHO LN, HBBIEL LTHV Cefazo-
lin BB % 7T S 27:4%, THR-221D{ERIZL D
MVibDTH o7, THR-221DHRRER L LR
ADEBIF[WI LI F - TEBEANEAL THH
LTwaZEEh, Ll lb oddi E&HCHEETFR

Table 11 Effect of THR-221 and adenosine on ADP-induced platelet aggregation in platelet-rich plasma
of rabbits
Concentration Maximum aggregation
Drug
(g/ml) (%)
Control 70.2%+1.4
105 68.2+3.6
THR-221 10 71.8+3.8
1073 69.2+2.8
Adenosine 5% 10°° 44.91+8.0°°
Mean+S.D. (n=5 ) ' ‘
s+ : p<0.01
Table 12 Effect of intravenous administration of THR-221 on ADP-induced platelet aggregation in
platelet-rich plasma of rats
Dose No. of Maximum aggregation
Drug
(mg/kg ) animals (%)
Gontrol 10 74.4+7.3
15 10 74.616.0
THR-221 150 9 73.4+4.5
1500 10 76.918.5

MeantS. D.



voL. 36 S-5

CHEMOTHERAPY 175

BADERIZETLODTIREVWEELILND, 4B,
+7 2 AFRTEWK TH S Ceftriaxone” £ Cefpiramide®
b THR-221 & F#KICREN PR O EER L RT 2 £t
HEEINTW D,

3. R, £EMBR carl

THR-221131500 mg/kg DX 512 & 0 7 » PROME
ELR, Na*, K'OBHOMMIER LR L7z &H 60
i3, Cefotaxime, Ceftezole 3 & U Cefalotin D ¥ ¥
1500 mg/kg(iv.) T H FMOER ¥ WEL, hHEH
FICEINBE N2 ICE B ERRLTVA, #oT, R
ORAELR, Na*, K*OFEDMMIER I THR-221
LEIND NIRRT LOLEXONE, T /-
THR-221I3 M E 10 L TR RIZS T, Wlf
B (i, JEiEd) i LT 6107/ ml TOAEEOM
BERLAZIITHY, WR, EMBFRIIHTIERR
LhyubDLBhbh3,

4. TOfDER

220 LEHXBRAEHOMATMMEEI S L O
Ad #IBIZ & A BB ¥ THR-221121500 mg/kg D F
ARTHICHN LA, Mt KEiRER LR ®HEED
NAd NI L TRERBERIZLTELT, XM
FANOHEBRFSDEEX LN, £7/2, T MR
FARR B X AHBEBHINSE (X LT, THR-221431500
mg/kg DEARTHEREZRET, AEHRERGBICHT
HZEBRIBVLDLEZ LN, &6 THR-2211320
RDEREIBCTOLENE y FDOAHRIZBVTHITHK
BERERS ol —HIWEIHLT, 75 T
{2 THR-2211500 mg/kg N AR CHE L ETER %
RT AR G% 4 BRI EIENED 6N, $o0HF
Ti21500 mg/kg TH LBHIRBOOLNTE LY, MHEE
T HERIRBVbDEEZ G, T v b carrage-
enin & 28 LT, THR-Z21NDEHABRTHELNH %
BOLLDOBRETH -7, MPEERIIIL TR, ¥
HFMARE Bz in vito REB LT » PEAWVL
ex vivo R TENFN10%g/ml B X UF1500 mg/kg T H
MREREIREEEY, $727 5 PRV invive K
BRIZBVTH THR-22142 PT, APTT ICEBETR S &V

ceEh, MEKEERNOEMIBLDOLELONT,
M DMz, THR-221IITERDE7 = LARMEMK L
BN, BICRWICR2BER DT,

X o

1) WEM=, st #F, AGHBHE, KRS, =%
#H#0 : Cefodizime sodium(THR-221) D —AX R B 1%
B 1) -PBEMERICHT HEH Che
motherapy X

2) HiMomi, N. and IzuMl, A. : A new simple technique
for direct measurement of arterial blood pressure
in conscious dogs. Oyo Yakuri 14 : 593 ~ 598,
1977

- 3) WINEA, BRIK—K, 4 Trimetazidine

& Catecholamines & DHE{ER B L U Trimetazi-
dine ? Calcium BEAIC2W T, ICHXRS:
1261~1267, 1974

4) fthiAFX, BANHFZ, HESHE, KMEE, WL
G R ®F F, S#dl, ZREE, FHT
X, EBBE, BF &, SHAKKE: Ceftezole D
— A XK £ B, Chemotherapy 24 : 722 ~ 729,
1976

5) ARLEM, AHEMK—, YMEHEHK: Cefazolin sodi-
um N—A&IKEEMH. Chemotherapy 18 : 522~527,
1970

6) MHEX, /& B, KEHBE, Tl & FEK
KB, EEME : Cefotaxime ND—AXEKBIEH, T
A% 21 : 521~531, 1981 ol

7) #:0 %, B ¥, #¥RIL, BPEEMEL, 1
OfF, EBXF, TRLESE, PN, #I%
BE, AT, nHEBE BEEX, PHEZ
: Ceftriaxone D—AXEH(EMH, AR 27 : 1175
~1205, 1984

8) BEFE W, R #—, 1% 3. Cefpiramide(SM
-1652) D— K EFBIEH, ICA %R 25 : 321~330,
1983
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GENERAL PHARMACOLOGY OF CEFODIZIME SODIUM (THR-221) (2)
—EFFECTS ON RESPIRATORY, CIRCULATORY AND OTHER ORGAN SYSTEMS—

AtsuniRo Kanpa, Kivotraka Tanma, AKIHIRO HARUNO, KOSUKE Funwara, HiROFUSA AJIOKA, YUJi YOSHIMURA,
YosHiyuki HasHIMOTO, AKIRA MARUDEN, HISAE ASANOMA and HiDEKAZU MIYAKE
Research Laboratory, Taiho Pharmaceutical Co., Ltd. Tokushima

We investigated the general pharmacological effects on the respiratory, circulatory and other organ systems of in-
travenous cefodizime sodium (THR-221) and obtained the following resuits.

1. Respiratory and circulatory systems : Under anesthesia THR-221 decreased the blood pressure in doses above 50
mg/kg in cats, above 500 mg/kg in dogs and at 1500 mg/kg in monkeys. In rabbits, it increased the blood pressure in
doses above 50 mg/kg. However, at a dose of 150 mg/kg. it did not affect the blood pressure in conscious dogs. It had no
influence on isolated rabbit heart or guinea-pig atrium, nor on isolated rabbit aorta, but in a concentration of 10! g/ml it
dilated isolated rabbit ear vessels. In a concentration of 1073 g/ml, it slightly reduced the resting tonus of isolated
guinea-pig trachea and relaxed histamine-contracted trachea.

2. Digestive system : In a dose of 1500 mg/kg, THR-221 slightly decreased gastric secretion in rats and slightly in-
creased charcoal transport in the small intestine of mice. It had no influence on the spontaneous movement of isolated
rabbit duodenum nor on the contraction of isolated guinea-pig ileum. It dose-dependently increased bile secretion in rats
in doses above 50 mg/kg.

3. Urinary and sexual systems : In a dose of 1500 mg/kg, THR-221 raised osmotic pressure, and increased Na* and
K* excretion in urine of rats. It had no influence on isolated guinea-pig vas deferens. In a concentration of 1072 g/ml, it
inhibited the spontaneous motility of non-pregnant and pregnant uterus of rats.

4. Other organ systems : In a dose of 1500 mg/kg, THR-221 inhibited the contractions of nictitating membrane by
electric stimulation or adrenaline in cats, and slightly inhibited carrageenin edema in rats. It did not affect the
neuro-muscular junction in rats and corneal reflex in guinea-pigs. In a dose of 1500 mg/kg, it decreased blood glucose
level in rats but not in rabbits. It did not affect blood coagulation in rats and rabbits.

In conclusion, these results suggest that THR-221 has a pharmacological profile no different from former cephem anti-
biotics.



