434 CHEMOTHERAPY

OCT. 1988

Cefodizime(THR-221) D R B MR AT

e ZM - ShAR IR
A BB BE P

FE R
K IR B B4

Cefodizime( THR-221) % S PEUESH 2 1 0, Mumstde 1 0, Wiide 8§, “RIE0PEp&% 361, Bi{LM
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18 2EME2080, Aik1H), 1g% 1B 1EKELIFNTHD, BRI FINED, 210K
Thotzo SO HLIVERD O M S NI RERMIT H. influenzae 2 R, E. coli 6 ¥k, K. pneumoniae 4
BT, THR-2219 MIC i20.02~0.2 pg/ml TRBIRE S N7z, RO LBIERE LTEMT 1 B0,
BRREMEER L LTIOMERD, 15IIEMKTEKICHEOBRIRRLE L, 109 FILHFR
ERETH 720, EEMDO2ELRBRAT-DI1IFITH70 DI H T HIZEHEL 7- Leucocyte

migration inhibition test tX 6 BHZEMETH - 7=,

Cefodizime( THR-221) i3 7 AL 5K 2 oxime BISE =4
cephem {E44#) £ G L < syn-methoxyimino-acetamido %
2AHTAHELEBIZ, 34LIC mercapto-thiazolyl %A L
THh, LEBEZREARZ PVEFL, BD B-lacta
mase (ZEE 2 H cephem H|Th 5,

Rt 132260 D IRSEBE ICFH LA L TERKRZR,
BESHEIINTHHESD, BHERIZOVWTREI LD
THET 5,

[. MREERE

X R121986%F 4 A D 5128 T ToOMICKFEBRBEAH
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BRE 2 Table ISR L7co #RHEEFHIBED, S
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RCEZVD, EHTOEATHFRD T, BPTE
FOEBEIIOVWTHRELBILDLRWVIESEAHEL
7oo BEERFHRIZ 1 BIASER, 21PIEHTH o7,

BEBIIOVTORKELHEICHBT 5,

SHMEFLER 1)

1288140 6 %8k, HEEE, BAMBAL, EEROEHEIC

X D REAEKIZIEE LA, 108/ 25 MATH, F,
THE, BEMEICKPIARFORSEIELLDE, Wik, AFi4s
LABE L7, BERAEMAE ASLO fiAS12801% L B % R
L2zC s B AR L LT THR-221 X AV, ##
BEOEMTA VXY 4%0mg% 1 H20¥>
PER L7, BERONIASIZ4 BB, ALBEREIZ 6 HBICHL,
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ERRR(ER2)
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EWMFR L) RIEMEBRE F B0, Cefotiam 1 H 4,
2HMERKRIC—BHEM DMV N & LT THR-221
A L7z RFIEAL10E #IC IR OWRIUERE % 529,
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BT AT 2 (FE10)

1088 CXBREBO /OB DO FIE, K7 Fh4EREN
AL, BELELLICRFOUENVD L, #MuIZLD
4 BRIA LR, B SAHB, W X W LA TR
ICHETHMREDOTAR L. POMRFERICINE
fEriEy, EMEFALL-ECABIZSAR, H26H
Bioiik, X MERBIZIMB BISHEL, AR TH - 7000
4B, H39CHORBAHBA L /DT, 15HBIZEKA %
Bk LA CATHML, EREBLUBLADOTH
F-7WIZISHEBICRE L, &OMRE L7,

TRYR SRS (FEFI11~13)

76~83ENHIME TR, &, MEEHREL LA, fE
FINTIAE X RIQISH - 2BRELRD T, EFI2T
ERKE, FEFI3TIRE THERREMRAMRE S
Fdl-, THR-221DEMIC & W FEFIL, 13TI28HE,
fEBI1212 4 B HICAEERKIZHEL, A ThHo7, 2
BIOWEFREEH IR S N7z K. preumoniae, H. influen-
20¢ IXERLPIZHE L.

K LARAE (FEBU14 ~16)

fEFII43# 2 BMET A LK, RV T, 6124 A1
RIADTH LI DR, WHXBREISTHS2121E
#8cm DIEFEKBER(Fig. 1, 2)¥BOMILBRE L5
bDUTAR, CTIZTHEAARICELZAREBREOE
ENRBEEZ L) (Fig. 3) T EOMILBRE L S s
h, FREEH L, ABRBITCEDRB LR, Mtk
FLETORHE LA, 9B BICIZHE, THL/,,
CTRRRTIRZAL L LIZERIER SN (Fig 4), ®
PTHERL TEHEBR THIZIIFIKERE(Fig. 5) & h,
HHTHho72,

FEBIISIZ# 2 AR A & EAB L TRE 15, S
LILED®ICIRYE, BRICmEHE 20k o> TR, K5 X
MTHS2IZEHS.5 cm DR %45 MBI E (Fig.
6, T)EROTAR, FFEEALZ, SHBICET
B OIAMBICIEROERL, HEKTEIZIIZRIZ
3.5X1.0cm i/, BEORERT b EHIZRIN(Fig.
8)3h, A#THo7

B EBERBD OB/ I TABEINTAME
BL TV /2%, #1802 0 ABREER, EHH
B, ERTHE X BEELERSL, SNMAKLE X
MR TIAA S 21 Niveau %\, E3.5cm Db DODIT
PRBOZER & FHAORMEE (Fig. 9~11) 220, A&
DRYEFZD & 13 E. coli A3 B S RIKICHRE S iz,
ARIERIC L DI0BBICIZFRELY, BELI2AEIC
RIHEL, ERRTRICIZEBEORELIIESITRINS
N, open healing L 7: MBE0) tension cavity(Fig. 12) & %
D, HHTH o7,

TR (GEBUL7, 18)

FEBII7IZI0B BT & R, HBEWH, LKOHEHE T
15 b EERFINE, 3 HAA S BRERAE O LB, KA X
MR THOROERK RIS, HAIHTAR. B
FRR & DIMERMEICE ARUSTERM & % 8EV, M
I—, CTREICINFMEE L TERR LA L.
CTHREATHAERICZHOMBELIED, KEVWHOKE
1 8cem IR &(Fig. 13)7:%, GEHRMALG4 BBIc~a—
TREFEHFERIMET, RINLZED K. preu-
monige T TMEL 7 AEMEMIZS BHIZHESK, 68
BICIATMe o7, 2 MMHD CT T2 %8I
/N (Fig 14) L, ERETHO CT TIHBRIFHRILIZ
(¥ L7z (Fig. 15)0

AEFII8IZI0B A HRML, 1 AMANCHREZZL
LD EREBOL-DDORARIH ), REBERELED
T Ofloxacin ¥ 1 BMAF S 7%, REEBHETT
ZoEY, BREROBSTI-RECHEENXICE
RAU % 2, FFRBLEEVAR LA, B CT TikiE
3cem DLRAEHOBERPUE % 1 7 ATICOAEH(Fig.
16), 1LEMEDEILE L TERF EHA L7z, SEIEH
%L, 22HB®CT TRBRINEIIE L HHALADT,
AWM THBMERT L7,

oL R (ESI19~22)

IREKDEREIL E. coli 36, K. pneumoniae 1 BT
o720 FEBIN9, 2012 E. coli DA MIE % & HF L 7= 7%,
THR-221A S HEB L U3 BENKEETIIBHTH -
7:o EPMERIIHEL, HMERIHEELTHTH -7,

I ERBOERMDMH
IPOR 23 M SAE DIEIE D 6 5 Bk, FFREORA, S 1 %,
REBEPIEDRD S 4 B, 8 LI-BMEOMBH A5
28, Er12tkOERELREL, 105/ml B EERED
THR-221® MIC % Cefotaxime(CTX), Cefotetan(CTT),
Cefbuperazone(CBPZ), Cefotiam(CTM)® MIC & H# L
7-H 8 % Table 2IZ7/8 L7zo H. influenzae, K. pneumoni-
ae, E. coli IZxt$ 5 THR-2210 MIC i B-lactamase &
EDHEIIPPHH90.025~0.2 yg/ml DREICHTA L
THh, ENHERLYTRL, BELBRREELSEMT
bz, #D cephem # & DB TIX, @D 7 (GLBISK
PHETHMNIMRSKHDOREL S CTX L ik H. influenzae T
13E%Tdh o 7-b%, K. pneumonise, E. coli (212 CTX O
4 ~8fE{E\V> MIC #/R L7, Cephamycin T# 5 CTT
& CBPZ i I g i 4X cephem HI TH 5 CTM & i3,
H. influenzae Ti332f558 11T - 72745, K. pneumoniae,
E.coli TIXFHF LWL 215N TH -7,
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Figs. 1, 2, 3: Case 14, Before treatment with THR-221
Fig. 1 Fig. 2

Fig. 3

Figs. 4, 5: Case 14, 33 days after treatment with THR-221
Fig. 4
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Figs. 6, 7: Case 15, Before treatment with THR-221 Fig. 8 : Case 15, 35 days'after treatment
Fig. 6 Fig. 7 with THR-221

Figs. 9, 10, 11 : Case 16, Before treatment with THR-221
Fig. 9 Fig. 10




440 CHEMOTHERAPY OCT. 1988

Fig. 12 Case 16,143 days after treatment with THR-221

Fig. 13 : Case 17, Before treatment with Fig. 14 : Case 17, 15 days after treatment with
THR-221 THR-221

Fig. 15: Case 17, 43 days after treatment with Fig. 16 : Case 18, Before treatment with
THR-221 THR-221
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V. BlER, BEREMAN S Leucocyte migration
inhibition test &R
BIfERH, BRREMREOHEICOVTIZ Table 112,
THR-2211& FI A #% D BRAR ML ME 1L Table 3 (IR L7,
Alkaliphosphatase 1 (X Z i h DMl EEHH 5 D i3,
19865 7 AICHIEEEEREL IO TH B,

BIVERIZMMAC 1 BIHERII0) IS A ST Af, HMKDIA
TN EYICERHAILIZEVEANS TH/RL,

BEREMAN E LTIXGPT LA IBIGERT, 9,
16), GOT, GPT L& 4 Fl(iEH 3, 5, 8, 18), GOT,
GPT, r-GTP, Al-P, D-Bil, T-Bil, LDH, LAP t &
1 BUCEEBIY), SFMRER B 2 BU(4EBI14, 22)RTIOBITH

‘Table 2 MICs of THR-221 and some antibiotics against causative organisms

Causative Case MIC (u«g/ml) (10%fu/ml)
) Source B -lactamase
organism No. THR-221 CTX CTT CBPZ CT™M
H. infl 9 | Sputum (=) 0.025 0.025 0.78 0.78 0.78
. influenzae
13 | Sputum (+) 0.025 0.025 0.78 0.78 0.78
7 | Sputum (+) 0.2 0.025 0.2 0.2 0.2
X . 11 Sputum (+) 0.2 0.025 0.2 0.2 0.2
. pneumoniae
P 17 | Pus (+) 0.2 0.025 0.2 0.2 0.2
19 Urine (+) 0.2 0.025 0.39 0.39 0.39
16 | Sputum (=) 0.05 <0.0125 0.1 0.1 0.1
19 | Blood (=) 0.1 0.025 0.2 0.2 0.2
E coli 20 | Urine (=) 0.1 0.0125 0.2 0.2 0.1
. coli
20 Blood (=) 0.1 0.0125 0.2 0.2 0.1
21 Urine (=) 0.1 0.0125 0.1 0.1 0.1
22 | Urine (=) 0.05 0.0125 0.1 0.1 0.1
Table 3 Laboratory findings before and after treatment with THR-221
Case No RBC (X10Y) [ Hb (g/dl) | WBC (/mm3 | Eosino (%) | GOT (LU) | GPT (LU) Al-P (LU) BUN (mg/dl) | S-Cr (mg/dl)
| B A B A B A B A B A B A B A B A B A
1 313| 319 9.8 9.9 13200 | 5000 0 1|29 | 16 | 39 | 14 | 400 207 22 | 20 | 0.56 | 0.52
2 512 | 545(15.0]16.0 9300 | 5800 4 5 21 40 51 98 320 174 16 12 0.80 0.82
3 395 | 435(12.713.6| 5700 | 4900 2 5| 16 | 42 | 13 | 50 | 5.2* | 6.3* 7|18 | 0.6 0.7
4 464 | 451(12.8(12.5| 26600 | 6400 1 1|19 13 4.8* 12 0.2
5 418 | 432[ 11.6 [12.3| 13600 | 7900 0 3| 11| 44 7 | 48 | 143 143 10 | 12 | 0.49 | 0.55
6 424 | 354)12.6 [ 11.3| 26800 | 6500 0 7 |164 | 18 | 42 | 11 | 315 271 22 | 11 | 0.87 | 0.79
7 361 | 361[11.911.8| 14600 | 8600 0 3| 25 | 40 | 14 | 40 | 202 200 17 7 | 0.63 | 0.78
8 346 | 350{10.2(10.5| 16000 | 6900 2 1 ]2 |51 | 16 | 40 | 128 150 14 | 17 | 0.41 | 0.27
9 47| 419(12.1(12.1| 10300 | 4200 0 3|13 | 3¢ |12 | 44 | 158 159 13 | 12 | 0.41 | 0.56
10 409 [ 421]12.5(12.7| 7200| 3800 1 6 | 21 | 31 [ 19| 2 | 55% | 50% |23 | 11|06 0.6
1 517 | 456 | 14.0 [ 12.5| 12500 | 9300 0 2 | 27| 2 9 | 12 | 160 206 15 | 10 | 1.27 | 0.96
12 358 | 350|10.8[10.2| 15100 | 5800 0 3| 24 | 27 | 17 | 19 [10.2% | 9.7* | 44 [ 19 | 1.9 0.9
13 370 | 272]10.5| 8.2 | 14400 | 6000 1 0|28 |16 | 10 5 | 170 156 30 4 | 0.89 | 0.67
14 426 | 490|13.7 | 15.5| 16300 | 8500 3 7| 9 | 42 [120 | 75 | 683 280 10 | 12 | 0.67 | 0.66
15 336 | 383|10.8|11.5| 15200 | 4400 3 8 | 62 | 25 | 54 | 25 | 575 166 15 | 23 | 0.62 | 0.64
16 365| 328 (11.7[10.7| 8600| 3700 0 7|2 |4 | 26 | 50 | 7.9* | 128 15 | 15 | 0.5 0.44
Y 334 | 379110.2(11.3 | 18500 | 5500 0 3 | 24 | 24 | 56 | 28 [26.5* | 232 1 | 13| 0.9 0.59
18 371 311[12.3[10.3| 10800 | 2700 0 8 | 43 | 56 | 44 | 71 | 285 207 33 | 23 | 1.99 | 1.05
19 453 [ 392]11.9(10.5| 12700 | 7200 0 2 | 45 |557 | 13 [227 [21.0* [2979 17 | 11| 0.7 0.58
20 3991 31212.0] 9.2 15600 | 8700 0 1 23 19 17 14 396 421 34 16 1.77 0.89
21 380 | 259 |11.5] 7.5 21300 | 6500 0 4 12 25 3 23 9.2% |12.6* 20 17 1.4 0.8
22 376 | 376 |11.4|11.2 7600 | 6700 2 12 21 15 9 4 208 139 22 19 0. 36 0.27
B : Before treatment A : After treatment * KAU.
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A%, FEBIIBIX M D & I 1T AKIHE T 1 42 I8 IR 1 L1
RABE L7 B, ShoHDI0B1ICIINE % B RIERE
BOhdhol, SNHD) BIEF 3, 8, 9ILEHRE
WCEDEMIEL, EFI16II8R L/, fEFILS, 20, 2142
RERICRIMOETHAR SN B, VIR BYIE DO
RTHY, FH L IEMBELEZ D,

Table 3DATRAFEFLEFII2V TR D,

FEB 8 : B i3 LMD TR Tl ~ 7 METGE B 0 72 80 B
HRABGTH LA, FFWAEME D% IR T THR-221i4
MEmMEEL, 11H#® GOT 1340, GPT i334L EHHE
R&Z b, 278#%I2 GOT 61, GPT 68i2 LR L 7zAfiGM
BRMH Y, BEEAERS %V OTHT LIBHE K47, 54,
EIART 3 B£51, 40& b, 22E 71226, 21 EEWIL
LTHh, BEOHMIEME L THR-221D R ERD
HEE LMo,

EGIIS: ZPIIBED T VI - VHEFRENDH Y,
7-GTP 63HL4L THu D AT BRRERE E 0 22 W IKRE Tl %
L, FRENZEAL B, y-GTPLETL22H-
7:7%%, 8 ABIZGOT, GPT A B4l L EHBEXEH,ICR
%, 15HBx#h#n58, 65 228 B2t GOT 56,
GPT 71, 7-GTP43, BIEkE2700, 4F8E*K 8 % T24H
MOERERT LIz, HRETSHEOEMRETIR
GOT 39, GPT 54, 7-GTP39& &5 (lck#E L Tz,
B M ERBK1900, FhEk2 %, IFMEIRI3%DORE ZED,
Prednisolone 40 mg PIAR % F%5, 108 HICIXBFFRAEIZIT
E%E, BMmIRHS800, mMBEEFICHEL,

fEGINY: EREEBIIHTHRMOLVBET, R
RFEZHEL, KiBEZ 1D, THR-221IEHRIEEED
GOT 45, GPT 13, AI-P21.0(K.A.U.), r-GTP137T%
5 7:%% 9 H B34 Bilirubin 6.2, GOT 557, GPT
227, Al-P2979(L.U.), 7-GTP395L FFHAEDNE L\ i

Table 4 Results of LMIT in patients suspected
of drug-induced fever and laboratory

abnormalities

Case Antibiotics
No. THR-221 CzZX CTM
10 + + +
3 + +
5 + + +
8 + + +
16 - - -
18 + + +
19 + + +

Brile, HRZIZAMTRT L, #T38%ICI8
Bilirubin 2.1, GOT 88, GPT 55, Al-P1773(LU.), 7-
GTP407& 72 h, 10B#I2i2 r-GTP 4162 BV Thi4
MANIE S @AL S,

THR-22ME R R OBIER, HRREG R LEFS,
19AHIBIED b DAKEF Th - 1= BHICHBL,
—%, ChODEFMDRICIXT N I—-VIEKFEEL LT,
THR-221 BRI A & R L 't U 7o AR EEASA K 18 B %
HEL:FIOGEING D, AREONELIELENY
T, EZED 1 ATHALFHIZL N Leucocyte migration
inhibition test(LMIT)" ¥ XM L 7:c K LUEMAIHNS
LIFMEREABERTH D), BHFEBTE Lho7:EH
7, 9B THEMCOWTRI L7, B#id Table 4
IR L7, fEFI6ERRS 6 BIIZRBEE/RL, WSHIZE
LM % H T 5 Ceftizoxime(CZX) & CTM IZ b Z XK
RETHLONED o7

V. ¥ %

THR-22113 2 oxime B =#1% cephem M EF L ¢,
EL D77 LGH, BEEICHOCABNERLY %
BAEICK L CRIRMSFSND, T/, OHRELEY
(Twz B )ix2.5BFMIF2EE T, 1 g AHEI2BEM O MR
B3 ug/m BRI LTE DY, KROHREN L ABE
YEETHE, BEHILVIIHEREEDHETH1H
lg, 1H2EERTAZLIZE W EFLDREPTR
HBbhs:, T L-BANIL, HILidRLREIA,
FriRE 2 89, BEWRIZEO L /- EMAE 2 ADEENY
StLE - TRE, WE B, F REERREL2HDID
1gl B1IM®D1AER{21I4 LT, 1g1 B 2 @#
EXEBLTED 161, H20MDFEEHL RO, €
REE LT LT H influenzae, K. pneumoniae, E.co-
o3 EHE, 1282333 5 THR-221) MIC i13£T0.2
wpg/ml LT T, 2TRES NI, EoT, ZH0FE
BMREMEid1gn ] B 2EBE, TAREAHIELL
E-Z XY (WA

—7, FANIZERNZBER L LTERIT1HITH
ofo#t, EARICHBEREY LT HERREMRE
%1080, 45%I2FB7z, LA L, FAUEHGEICHFREES
L REO Lo EFGERIS, 19%8 < 8H)TH,
FF e E 2 E SO 2 58T, BEERIIZC, F
KOBRICXRER e d o 720 BEDEFIHEED LV
BEANE N, 208 B EERR %A LS ON12
PIEEFE L7o4%, BARREBEEHFERERMICRELL
bIITREL, EF8DL S IcBENRER KDL LN
LERERITLAELDLEATY S,

FEBIS, 193 EMATIT O 2 DOFF SR EIFELT
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WTHBRLAOT, XFOMSERILELDHY, i X B

WHED 7DV TLMIT 247572225, 6 BUISEKKI AT 1) FEFMR, WENZM: HERT7LL¥-1281F
BT, Table 4iIS7RL22X HI2C2ZX, CTMISH AL T B LMIT DMK, Chemotherapy 34 : 522~
BHEETHHMNS L, 3MISHEOMEL LT ami- 529, 1986

nothiazole %, thiazole ENMEHE 2 S, FHF7? 2) EMMWF, KILIER AN, MW35E A R
MEIMICHA AT HEMNEE SN2, SO RELLRS, FEL LRI LV THR-221
WTHBERH T TH L, WINISE L Lk, M (Cefodizime), REfH, 1987

BRI ERRERMIC OV TIRE 2R ARR LR E 3) A M URUN - S - LM - PEitt, W3SEEE
260, ILEMEZEERY, HES VRS I LV THR-

221(Cefodizime), MM, 1987

CLINICAL STUDY OF CEFODIZIME(THR-221)

FusaNosUKE YaMasaku and YAsSuTOsHI Suzuki
Department of Internal Medicine, Suibarago Hospital, Niigata

Katsun Uno
Pharmacy, Shibarago Hospital, Niigata’

Cefodizime (THR-221), a newly developed cephem, was given to a total of 22 patients : 1 with acute pharyngitis, 1 with
p'leni"riﬁy. 8 with bneulhonia. 3 with secohdary infection of the respiratory tract, 3 with suppurative disease of the lung, 2
with liver ‘abscess and 4 with pyelonephritis (2 complicated by bacteremia). The dose regimen consisted of an i.v. injec-
tion of 2 g'b.i.d to 20 patients, i.v. drip infusion to 1 patient and 1 g i.m./day to 1 patient. The clinical effects were excel-
lent in 1 and good in 21 patients. '

In 10 patients, the causative organism was isolated : 2 strains of H. influenzae, 6 of E. coli and 4 of K. pneumoniae. The
MICs ranged from 0.02<0.2 zg/ml for these strains, all of which were eliminated. As an adverse reaction, fever occur-
red in 1 patient. Abnormal laboratory findings were noted in 10 patients. Severely decreased granulocyte occured in one
case immediately after the drug administration. Liver-dysfunction appeared in other 9 cases. But only one case showed 2-
fold value of normal one in these dysfunction. 7 of these patients were tested for leucocyte migration inhibition, and 6

proved positive.



