voL. 36 S-5

CHEMOTHERAPY 505

MO B3RS L2 81T B Cefodizime( THR-221) D FEBERY - [ KBRS

ALY R S NUER (iR
FALLE - {4 K¥FRX
WBUKF 7809 = OB

# cephem FHLEM K Cefodizime( THR-221) DI 35 B |2 2511 5 KBEMY, BRAMUMAT R 1T\,

TROKREHR

0 0% 25 MR AE D BRIK 57 MBI X T 2 B K O MM 5613 H. influenzae T0.013 ng/ml LLF, S.
pmeumoniae T0.05~6.25 ug/ml, B. catarrhalis T0.2~3.13 ug/ml, K. pneumoniae T0.05~0.39 g/

ml Tdh -7

RS 4 BBV DAF] | g st ER O MPIRIE peak f, W5 IMIE peak Iz Eh
i (122.1, 2.24 yg/ml), (148.1, 1.86 ug/ml), (145.7, 1.28 ug/ml), (116.6, 3.72 ug/ml) T

Qf:o

IR 2R AAE 9 BUIC BITHERK DB LHEIIBE.9% L VK TH -7,
AERIRBRERIIIRDH SN h o oA, FREEEORE L LTGOT L8 26, GPT LR% 4

Bl, Al-P LR 181%:E0H7:,

Cefodizime(THR-221) i3 ~F 2 (B E VL
(L) TERE, FRIN7H L\ kst cephem ZH A
KThHo, HisgE LB L cephalosporin BN 7 i
CTX L RN syn-methoxyimino -aminothiazolyl 3 % #
L, 3fLiZ mercapto-thiazolyl % B L7-7-5, t# %
ZHTREVERBEAL, —BOLESHAREDKICA
b b disulfiram BEH, MAREFZ~OEEHA LN
ZVWHETHD,

FRIRLBHEARY PLERL, BOHEHEZRL,

FIRF IR/ RESR - MBBITIBHLNTVDY,

S, bUbIIIFFRR RIS 51T 5 EH O LY,

BRMBREH £TV, ETOHARLBLOTRET 2,

I. B EFE
1. BREREE T HHEND
RRBZREFEBEL ) SN BERIERD S b,
H. influenzae 24K, S. pneumoniae 208k, B. catarrhalis 17
B, K. prewmonice 26¥1Z 314 A1 & B A2 ME
FREEE I U TRRPRAREIC L 0 RAREHILE
WE(MIC) 2R L7-2, EHEWILH. influenzae T
5 % Fildes enrichment (Difco) il Mueller- Hinton broth
(BBL), S. pneumonice & B. catarrhalis Ti3 7 % %7 # ¥
58 # 4 M 50 Mueller- Hinton broth (BBL), K. pneumo-
nige Tid Mueller-Hinton broth(BBL) % v T37TC, 18
WM R O B % [F]— broth 12T X 10°cfu/ml (2% %
EHEHRLCER L7, HREROERIZIXI 707
7 7§ — MIT-27 P(HE AR AERT) % H V>, MIC lI5E B

EHXESHEMIE H. influenzae 1213 5 % Fildes enrichment
(Difco) il Mueller-Hinton agar (BBL), S. pneumoniae &
B. catarrhalis (212 7 % 77 4 X B4R 4 M0 HH0 Mueller-Hin-
ton agar(BBL), K. pneumoniae T it Mueller-Hinton agar
(BBL) 2R L 72

2. M, BEPBIT

HRIZEBHARELRESE 46(Case No. 1, 2, 7,
9 )o Fi#kid THR-221% f&100~250 ml & L, 1 B¥f
T 18 26589 B, Fi%6 B0 RgHEL /.
M BITORIFIITFRIOSHMLEHK 1 B B (SERT
Ei%), 2, 4, 6BFRIEICERMICIRML, 305LAH
CMiESM L TEDOMFELBERNE I TRERF L
Case No. 1, 23fx5-F%52 B BIZEMR L 7= 720 Sk
PEIERTIC G 4RIM L, Case No.7, 935t AIZE
L, ZX5RGSRHEBICHIRML, BEMNE 2T -7
R P BT ORI, FATO SRS 1M LI26
~8EEHEL, MENET CHEREL,

RERER, MFPREL M+ ZABEASHICTRE
BWE LTE coli ICM6255% VW@ Hh v 78T, Wk
PREYRRARASEERREE VI —ICTRERELT
K. pneumoniae ATCC 1003% B\ MA@ 5 » 742 TllE
L7

#3312 one compartment open model & L T ex-
ponential curve fitting \Z & H HH L7,

3. PR EREAAE IZ BT A BERAYRET

HSMZEFIBERRE RSB, WILBRELR, &
HREXIR1G, [KEXMR2HOF IEFTH 72,
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FHEIRAE LTERE L 1g, 18 2M0SHME
L7

BRYEIEREAHE L TV 2B EORIIEM
BRL, &, JoOMRE LR, WEREE, SR, RN
BRKR, F7/—+¥, FKiLik, CRP, {IMERY, BMBR
S, MR, WEXRENXOERL G, KBH(Ex
cellent), #H#(Good), %% {j%h(Fair), #%)(Poor)®
4 B RECHIE L7

BIERICRIL T, BMIZBRIERKOMELITI &
I, BRI, MR - AL % M LRI L 72,

I. & m

1. DPBR3RIR T B4 )

1) H.influenzae(Fig. 1)

AR OMZEMFA120.013 yg/ml LLT T, 20 ceph-
em #| CTX, CPZ, LMOX, CTM & h (Eh /=i h %R
L7

2) S. pneumoniae(Fig. 2 )

£ H| > MIC 120.05~6.25 pg/ml (23 H L, 0.2 ug/ml
2 peak AEDH LN, CTM L RIBEDIENERL:
#%, CTX, CPZ L W% oTw/z,

3) B. catarrhalis(Fig. 3 )

AFDOBRFETA130.2~3.13 ug/ml 12 D, in vitro
DHE T CTM, CPZ LEEET, CTX 23R4,
LMOX & Wk h %5 T/,

4) K. preumoniae(Fig. 4 )

K. pneumoniae (2333 5 A H| ) MIC 120.05~0.39 pg/
ml 234 L, £ peak i20.2 g/ml TH Y, ZOHHE
512 CTM, CPZ, LMOX LRBBETHYH, CTX &0 %
> TW/iz,

2. M, BEEPBIT

BHAAE X ABE 4EHI(Case No. 1, 2, 7, 9)
DMmp, EEFREDHER . Fig.5~8II/RL 7,

&) 1g % 1 BT oiRAE LB A O MR peak
HITAHRTEKTHD, 116.6~148.1 pg/ml TFHY
134.4 ug/ml Th o720 FOHRBLICHAL, 4BEE
T35.0~53.6 pg/ml, F3947.0 ug/ml, 6 BERIE T22.6
~29.9 yg/ml, F3925.8 4g/ml, 8EFRIE T13.9~14.2
pg/m ThHotoo H5RE2HBEEDARERMOMIZ
2.75~3.22 ug/ml(158:f1%) Tdh - 72,

MR e 265/ 35, 285M18%, 28
m16%, 2BEM283Tdh o7z

WEIE IR peak fHIZM T X WEN, FOfHIZ1.28~
3.72 ug/ml Th o1z, HEHGEED 1 BHE T TOB
ENRBITRBHONT, 5R2 B EORBHOE
FIIXER OBITHRBO LN,

Case No.1, 7IZBITAERDOEBN L REDBTE
Fig. 9, 1012/R L7z, BEIREKDYL #(Fig.11, 12)k &
OISR OBIFIMET LTV o7,

3. DRUR MG UAE |2 51T B EMIKI R R

K E 15 L EGIOME % Table 112, #58%0
BRI AN M % Table 212K L7,

1) BREZHR

A8 o, BH1HTHH, TOHHHIL88.9%TH
o7, EINEDGIIL Case No. 3, Mi{tMET, BHELLY
12K & B anaerobic gram positive rod AR S h7-6
FITH o7,

2) fEFIRR
i) Case No.1:60a, B, BMHEAEX%
(Fig.11)

BOELBELYBCTHEMATSHH, 5A8HLY
CCL500mg1 H2@EARA L Tw/-hs, SALIBLHR
8, ZEEOMM, FFRIRMMME L TA/-H12A%2
ABb ot A 1g% 1 B 2HAMMBIEIZLDRY,
FRE#EDOGEL LU BEROEL LB, RERLE
DEBELXBON-ORDEHE LI, 2B AKBOBE
& 0 K. pneumoniae 1 X105/ml K S, EHD MIC i}
0.2 4g/ml TH o7

ii) Case No.7: 33, B, BHHAKELL
(Fig.12)

18RGIL OB, HEXTLIIIHD, RAITHEE
R L) X HIlh o7, BBHIGIEI ALGHEHEMN
MEMTUH AR, 1 BEZEI00 ml Hifk, BHELD
B. catarrhalis 2 X 10%/ml, S. pneumoniae 3 X 10°/ml, H.
influenzae 1 X107/ ml MR S h/z7-H22B L D&M 1g
1 52 @&ikMERE L, RSMGE & hEEERY
L, 53 BEDOEEH,S b LI 3B IIRLENT,
HEEROABLROONI-OFHEHEL, 48
KK D B. catarrhalis 123 % MIC 120.2 pg/ml, H. infl-
uenzae 13 <0.013 ug/ml, S. pneumoniae 1£0.2 yg/ml T
Hot

3) BlEA

BN I IISIERII B kb o 725, BRRRERK
THMERMA 1 6 (Case No. 5), $FEEERIEmM% 28
(Case No.1, 8), GOT L5 3 #4(Case No.5, 8, 9),
GPT L8 4% (Case No.2, 5, 6, 8), Al-P LH2
Bi(Case No.6, 9), LDH 8 1 #(Case No.1)iZ®
720 LA*L7%2A56, EIMERIENI(Case No.5), HFREERM
f% 2 % (Case No.1, 8), GOT k5 (Case No.9),
Al-P 5 (Case No.9 ), LDH t 5 (Case No.1)IZBML
Tid THR-221 & DEEIRRH TH o7, 7= Case No.
9 IREREBL LTHIBHD Y, FRICHLEBIZOO
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Fig. 1 Sensitivity distribution of THR-221 and other antibiotics against H. influensae (24 strains)
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Fig. 2 Sensitivity distribution of THR-221 and other antibiotics aigainst S. pneumoniae (20 strains)
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Fig. 3 Sensitivity distribution of THR-221 and other antibiotics against B. catarrhalis (17 strains)
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Fig. 4 Sensitivity distribution of THR-221 and other antibiotics aigainst K. pneumoniae (26 strains)
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Fig. 9 Sputum levels of THR-221 after intravenous

Case No. 1, 60y.o. Male 66kg, Chronic bronchiolitis

Sputum concentration (ug/ml)

drip infusion

Day 2
wzzzz THR-221  1g d.i. Sputum
2.0 volume
7.6ml/h
1.0 2
1 2 3 & 5 §
Day 3
THR-221 1g d.i.
2.0
1.0

Day 4

THR-221 1g d.i.
2.0

1.0+

Day 7

7222 THR-221 1g d.i.

2.0+

Day 9

WZATHR-221 1g d.i.

2.0

1.0
4.8ml/h

Time (h)

N.D. : Not detected

Fig. 10 Sputum levels of THR-221 after intravenous

drip infusion

Case'No. 7, 33y.0. Male 45kg, Chronic bronchiolitis

Sputum concentration (ug/ml)

Day 1
THR-221 1g d.i. Sputum
2.0 volum
13.5ml/h
1.0 i
N.D

2Z2THR-221

~ 4

Day 2
1g d.i.

2.04
13.8ml/h
1'0< /_\ .’
T T T T T T T
1 2 3 4 5 6 7
Day 3
20THR-221 lg d.i.
1.0- 9.9T|/h
1 2 3 1 § & 7
Day 4

2.0+

1.04

V22 THR-221 1g d.i.

—/\&mm‘

2.04

1.01

——

~—

2 3 1 § 3

Day 5

VZZATHR-221 1g d.i.

N.

T T T T T T T
1 2 3 4 5 6 7
Time (h)

/’\/ 5.4m1/h
8

D. : Not detected
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Fig. 11 Clinical course of case No. 1;, 60y.0.|Male 66kg, Chronic bronchiolitis

1088

¥ Admission
Day 1 4 8 11
ccLosgx— THR-221 1gX2 ]
Body temperature
(T)
374
36+
Sputum volume 100 ” 0 ’
(ml/day) 0
K. i
Sputum culture IXPI"OE;‘/mn?lm“ 4x10? (=) (=)
WBC 9.700 9.000 8.800 8.100
ESR(1 h) 4 8 4 2
CRP 4+ 2+ + 1+
PaO (torr) 37.3 45.1 48.0 49.0
PaCO; (torr) 49.6 50.0 49.1 49.3
Fig. 12 Clinical course of case No.7 . 33y.0. Male 45kg, Chronic bronchiolitis
Day 1 4 7 13
| THR-221 1gX2 ]

Body temperature
()

36

400

Sputum volume 300
(ml/day) 200

100

B. catarrhalis

3X10%/ml (=) (= =)
Sputum culture g*%ﬁ?:lnt;niae (—) (-) (=)

St O () ) e
WBC 9.200 7.600 5.800
ESR(1 h) 21 16 4
CRP 2+ - -
PaO; (torr) 48.0 59.0 56.0
PaCO, (torr) 47.2 46.7 46.6
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THR-22143, # LV {ESTH cephem LAWK TH Y,
cephalosporin B M 7 fiLiX CTX & [k syn-methoxy-
imino-aminothiazolyl 2% A& L, 3 fiL{Z mercapto-thiazo-
i EFRLEAD, R#EITTRVERMEAL,
ERAEARZ PVEAL, BWEAHERL, [BIRIC
EnRE - MRBITIBEO STV,

bbb ORETHMTIX, IR 3RS AE O ERIA 73 M 4
H. influenzae, S. pneumoniae, B. catarrhalis, K. pneumo-
nige 123 T 2 AFOLLE 1 I3 HLBAEN I EME R LT
B, IPURIFMESED P. aeruginosa ¥ IR FE LR
B LT, aRRADLENEELLONT,

AH 1 g SRRHE L 2RO M IRE peak fill 12 £ #E
THKICALN, FOEELICHMRL, SEMETLY
ZYDBEEMNAES N, TOFEMLLBEHNRNLOT
bole T72, BRI OEHEPIRAE peak IZMP I~
POENRTALN, BEPBITE(EHEDIRE peak B/
MR peak ) TA B L1.0~3.2%Th o7 X5HM
HEOMDIES5RO 1 BB I TICIREK OBESBIT
RBOHONL o720, 2 HEORM (RS LY
ISERM B IR BAXZHON, O LXK DM
HERHORNC L E, i - ARBITOENR TS
LETRETHELNDTH B, MaTsumoTo HI (2L B &,
REREX P OTHLY P IREIEERPBRED2~ 105D
ErBonstHELTL I LEE LN, H
influenzae, S. pneumoniae, B. catarrhalis, K. pneumoniae
YRREE THMRBEREICBNTIE, EROOEHD
MIC2+5RETELRENBON, IFRIEFEREEIC
MY LEFOHMEITRE S N, £72, Fig. 9, 1012
RENBEHIL, BAMLEROBRPBITEAL LE
RIERDYE L & bICBRABITHIRLIETLTET
BY, Thid May, ]. RY DRIEB ¥ 5 Blood- bronchus
barrier DEGREXFHET AR TH -7

WROR 25 K RLE 9 BT X3 B AR DEER SR 1A %h 8 61,

B 1BIT, TFOHWEIIBBIBLHNEDTH /.

EAEGIIINILIHETH D, ML LUK LY
anaerobic gram-positive rods AfHZ® & N2 ANRALIZ 1)L
T&Luhol, £/, FHE2ZAMLIRS Leho7:
CERELNE, FOAMELHET HICIELOMYDH
Sl Ebhng,

HIVER 1S E BRI IR REOD e A o 707, BAMRAE IS
WT, BmERM 1 B, 4FMEERMM 2 6, GOT LB 3
%I, GPT LB 46|, Al-P LR 26|, LDH L8 1611242
e LA L%nSH, BMERMN L BI(Case No. 5 ), &f
BEEK N 2 B (Case No. 1, 8), LDH L& 1 #l(Case
No. 1 )ICMI L Tid THR-221 ¢ DRI A TH Y, ¢
{12 GOT, AlI-P LR % B 74EBI(No. 9 )i, XEMEK
ISR ADH O BEIRIC b ISR L NIEFITH D,
GOT, Al-P LRIEAR L3R <, HREBD/-0
LEZON, FOMBRKRE TREIRD LN IEH
T NTRETHY, REZSPILE 1AMUAIIZEE
L7,

DE& by, IR SFMEAE I L CHBARZER L
EZONLNRNT AT IF—H, AIFPEDOLERIIN
LT, 5%FBBIOVTHRUREAILETHL EE
P ECY (FAR

X [ 73

1) 350 A FLFEREFERR, HEVRI YL
Vo THR-221(Cefodizime), %[, 1987

2) MIC MIEENATRAS  R/EE HLLRREE(MIC)
il EBHETISD T, Chemotherapy 29 : 76~
79, 1981

3) Matsumoto, K. & Y. Uzuka : Concentrations of
antibiotics in bronchiolar secreations of the pa-
tients with chronic respiratory infections. Che-
motherapy 2 nd Ed. Ed J. D. WiLLIaMS & A. M.
GREDDES, Vol. 4 : pp. 73~78, 1976

4) May, J. R. : Chemotherapy of chronic bronchitis.
English Univ. Press Ltd.. 1972(London)
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LABORATORY AND CLINICAL STUDIES ON CEFODIZIME(THR-221)
IN RESPIRATORY INFECTIONS

Yukio MatsumoTo, Yus SuciMoTo, YuTAKA Hitsupa, HiroAkt Hiral and TAKAO Sasaki
Third Department of Internal Medicine, School of Medicine, Tottori University, Tottori

We performed laboratory and clinical studies on cefodizime (THR-221), a new broad-spectrum cephalosporin, in re.
spiratory infections, with the following results.

1. The MICs of cefodizime for causative organisms were measured using the agar dilution method with an inoculum
size of 10® cfu/ml.

The MICs for 24 strains of H. influenzae were under 0.013 ug/ml ; for 20 strains of S. preumoniae, 0.05~6.25 pg/mi :
for 17 strains of B. catarrhalis, 0.2~3.13 ug/ml ; and for 26 strains of K. pneumoniae, 0.05~0.39 s2g/ml.

2. The peak serum and sputum levels of cefodizime achieved 1 h after 1 g i.v. injection to 4 patients with chronic
bronchiolitis were : 127.1 and 2.24 pg/ml, 148.1 and 1.86 ug/ml, 145.7 and 1.28 uxg/ml, and 116.6 and 3.72 ug/ml.

3. Clinical evaluation of cefodizime in 9 patients with respiratory infection was good in 8 cases and poor in 1, its
efficacy rate being 88.9%. Elevation of GOT was observed in 2 patients, elevation of GPT in 4 and elevation of Al-P in
1.



