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BR:CTM DMFFRBEIHRFERTHRBRETEE X VEVETSH -,

BER 1 BREUET

U BT BREREI o Teo EIBABERTOERTIE, BEHTHARIRS X 0D BIE
BRDOI BRBHRTIE, REEMCHZRAGERI LTV 1ARBREAELN TS, EIfF

R LpflBd bhish ot

iR TRMREEZC TS CTM 18 1g, 1 H 2EOKESMHEC X2 BE5 T, B

SRR O MFPIREBES L D LR EMETH o 1,

ORI LAIER Lico F7CBERS

Rz, BEEVERZU X RTEATRILAERTHY, WESMHEC LS ZoBEEIERLEE

Z%0

N FRRE S X Usd, FHIEMRERSE O RER YL
Ees T 5 L¥EEEIE, fERF ez oREFELOWT
RRE R TV,

TR 2L, FHEREBREORBERRIE N T3
HEWBEER S EYBsonic, KETRBEYRE
#I5 & /s 5 Cefotiam (CTM) »=F A EH &L L, RE
RRER G5 L FHEREEEORESRM . CTM 1
ERHEL, RBBERF L, IEbic, o
5%1H2ME, 6 BEME LEEHR > W ThELE
Rz onwTto~x3,

1. HREBEOLVICHE

KRV ~EY F— v VRIS ABE RO BE TREER
MERGESE LT, SMBHETRBIRE 4 01, SHBHIERIRE
15, FHmMERET X DB L GO 6 flaxige L
% (Table 1), 4HNBEBTOXNBEIZ, BILOLOHE?Y
BOREEE X5 CTM 1g FHHERFO M PlE GATF

M) HBOKEREEL CTM B%KED Phase I stu-
dy®® D BETE BV,

CTM 1g *#4& 2ml WHEML, WESL (KBS
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Table 1
- r ; \ [~
Age . BW . . | S-cr | BUN | Cer(est.)
Cose G 5 (ke Diagnosis (mg/dD) | (mg/dD | (ml/min)
F. K. 78 | F 41.0 Anterior spinal artery syndrome?|  0.96 1 14 48. 4
M. A. 3 | M 50.4 | Traumatic C.S.C.L 077 | 9 12.7
H. S. 33 ‘ M 46. 8 Traumatic C.S.C. 1. 0. 82 : 10 106. 8
K. M. 24 F 46.0 Traumatic L.S.C. 1. 0.73 | 11 116. 9
T.M. 19 M 62.0 Traumatic C.S.C. 1. 0.58 8 170. 3
Y.0. | 23 M 40.2 | Traumatic C.S.C.L 0. 62 16 154.2
K.T.2| 37 M | 630 Volunteer | — — -
M.0.% 31 ( M 52.0 Volunteer | — ‘ — ; —
T.T.? 27 ] M 53.0 Volunteer ; — 1 — —
Fig.1 Serum level-time curve of CTM patients Fig.2 Serum level-time curve with various dosage
vs. control® regimen234
! e :
10k 1 o—= Pts with SCL. | —— Present study
[l ~--<Cont. R 500mg i.n.
-1°<0.05 100 1 =-=-=1lgim.
= , —-—1g/2hr. ivd.
= L F —-=1g iv.
w30 (4 ~ I
= ' Z 80
g 2
=. .60t
o = H
: il
z Zaop |
oA
E A
7200 LA \
[ Y-, EI7ARN
ol TSl AN
0 1 2 3 4 5 6 7 8 SISRS
Time ‘hr.) " o
. ] 1 2 3 4 5 6 7 8
Time (hr.)

WisBERERY AL TFHML o
I & i

CTM omhREHBEIZ, BCHREIhTWERES
DFRERDICHN, H#EHBFLC ERL 1R TERMEN
REECELLDD, o< hEFALI (Fig. 1, 1
hREHBOMITC X » B EREEE (Table 2) T
DRFEEZEYD L OHB T, BEMmPBE R E (mnex),
IR D pAtAR ] (lag T) A HEEEXRL, ¥RIGEE
B (Ko) THENRDONRIRDBIERR LI, e
R R (Fe) DRERTIERCERY B
bhich, TOEROBELMFEZ VT F=v, LIV
JeLLIFFE D FEITCRDICHB®EZ v 7T F=v -2 ) 7
7 v A LDORCIIBARMR RS bhith ol X BITHb
FoomEE (Vo/F) DELCHANEE B T3HR
Db, M 3FEDICHREDCF X, BE, i
RIEFFIIZC £ 13RS bhish - 7o, Fig. 2 K& EDEE

& Phase I study IZ 1% 4 DHFEHRIC X 5 ik
EHBO YR,

FRIRFPME T, B5BIRBRERDR X v RIBE %
ShEFICER LI 1 flRBRE, BOMELRRD IR
KIEERDHELRD bhico IeWEIERIILARD LN
e o7c (Table 3),

1. # =

FHIMEERED R EHO HEL, BEOLLEUR
RRELSERT DD, ZHHSWM L b oo Tiew,
BEEELYEE IR THT —F 4 » 7 Y —12F 5 LEH
HBo FITHRET D RBRERPFECH L TIxEM ML v
DT, BECTESFERIUE DY, TR
BEDORBBPED BT, BRERZEL LT/ 7 4K
HRETHY, 77 2BUREEORGREDOBELD
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Table 2 CTM pharmacokinetic parameters from S.C. 1. patients and literatures
K, K* | 6| tut Lg% VYF | VyFlke
Case (hr D) (hr 1) (hr.) (hr)  (hr) IS | (/kg)
F.K. 386 | 045 1.56 08 | 018 182 0.44
M. A. 1.98 0.42 1.64 1.1 | 015 } 13.4 0. 27
H. S. 1.74 0.53 1.31 1.0 | 0.01 ‘ 30.0 0. 64
K. M. 3.28 0.55 k 1.27 0.7 0.08 21.0 0.45
T. M. 1.37 0.49 1. 42 1.4 0.19 | 38.4 0.61
Y. 0. 2.06 0.44 1.59 1.1 0.13 | 33.8 0.84
Mean | 2.98 0. 48 1. 47 1.0 0.12 25.8 0.54
+S.D. } +1. 44 +0.05 +0.15 40.3 +0.07 +9.8 +0.20
K.T.» 1. 34 0. 63 1.11 0. 90 0.00 18.5 0.29
M. 0.2 >5.0 0.93 0.75 0.50 0. 00 16. 1 0.31
T.T.? >5.0 0. 83 0.83 0.25 0.00 20.2 0.38
Phase I¥ 4.07 0.81 0.83 0.58 0.02 14.6 —_—
Mean 3.85 0. 80 0. 88 0.56 0.01 17. 4 0.33
+£S.D. — +0.12 +0.16 +0.27 +0.01 +2.5 +0.05
* P<0.05
S.C.1.: Spinal cord injury.
Table 3 Clinical results of CTM therapy for S.C.I. patients
o | - | 1tiv1 x® 1
Case i ékyg)e ] Sex ! Isolated organisms Seral/ltll(\gx)ty ‘ Dosage Effect i e?fltii
k—pvxv e ”778 ‘ F ‘ K. pneumoniae (0. 78) 1g x2x6days Good 1 e
I P.mirabilis H
M. A. 34 M | K. pneumoniae H ; lgx2x6days Good
| |
H.S. 33 M | P.mirabilis #0.2) | 1gx2x6days Good —
| P.mirabilis H# 3
K. M. 24 F I K. pneumoniae Lot 1gx2x6days Good ‘
T.M. 19 M P. mirabilis ‘ H 1gXx2X6days Good | —
Y. 0. 23 M P.rettgeri I 1gX2x2days o —
* Disk test.

* Changed another antibiotics, becouse isolated Ps. aerg. from urine which obtained before CTM therapy.

K, HERBEVEBRTHZY, L->TIDHEKE
CRWAHAEMBECILWTHEAXZ b 7 A LEVRS
BT (RPRLEHE) RE2BETHENERSH, &
EOREHZ AV CTM? 3 IRELRREE TH L 54E
YREBICE I DEAD S0

¥i, PIEWMBOHREIEE, FREERALATE THRERC
PDERMABELATSEORD b, B X585
Bil— D BEIC LN B ERE LT &,
B stk U RO T &, HHECH~NE
EOETHD = L ERRI AN S RDORE, B
BERES O HED LEELE
rrcesmEmpbhbhil, FHEREEZFC ST 2
CTM ok & 5 50 5I%, AHBE & IO

R & v {775 7o

RABED HIL, OREETIRRAEEL, &S
MmApEEI EFEEOR U 1g S L~NEL D bhie
2, BEH1BRURTRBEECHEEI KDY, b
TR TH >0 BT X A RIND BIEIC D\ TSR
RBFOMFTEO LTI, HENOEFREOHX?
RENBERT S EIhTb, THiEREREDHAT
BRI O MR LT Wb L E X bh,
NRRIGEIED RED—D L HEE I hD o L LG
FA 5 BT, A0 TR0 LE I edie e
WIETHENTIRET, SEOES HED 6ml 1
X 2ml THELR®, £DOTERIC X 5RO IEIE
B hHHBEHF LD EEbID,

-
—
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EMHFLRID IR DT, BHEEEE & OBILRIZ
SEIDEFA TR TR, ERITHATSH 2, RIX
PERE U T de DIZ 2o i BRI B8 BUg L 7T RE
HOREXDBIDS, LHLIDOREL BEDREYEXD
LR ETRT L THVEFREELDRD, Tk
bb#E%k 12 RO FRIMAPEREL, BEETO 3R
FADME L IZITELL Db hbEETIR1H 2ME
DEGE TR IERDEVIETEDZ LD LBbh 5,

SEDOKRH TIINGEENRBRIGETH BN, R
D WP DO\ TR B D S BRME D Fo DI ER IR A 8
Th BT ieblisd otco Lo Lt RpHE
WEORRTHB EELDID DD, ZOWRITE
DERNDDLDEEX D, FlRkBMPBREDETIC
DWTh, BHEHETO 500mg FHERIZY P LE- T
KD, HBEEEMBEI T-IOEBhbhb,

BRGHRCOWTE, BRENEZER R UICEST
X2FIESHT, BIfERRRDLRT, CoREEIIEA
EEx bhi,

v. % & 5]

FHERERESZCHTS CTM 1E 1g, 1 H2ED
FREA AT X 2 553, HEEREBRIRES X
VEVCIAFBETH-edd, 5% 1BFUETIITL
A, FRERELL, BRI S RFI &5 E N GIR
BLELZR LI 1AZREFD TH oo Lo T O
SERAECREREBEEEE LD,

(AR xBEEACEMER Tz L ¥R+ %),

b’ ik
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AN EVALUATION OF ANTIBIOTIC DOSAGE REGIMEN FOR
URINARY TRACT INFECTION IN SPINAL CORD INJURY PATIENTS

I. CEFOTIAM (IM injection method)

Micuio Isnikawa
Department of Orthopedic Surgery
Tokyo Kosei Nenkin Hospital

Makoto WATANABE
Department of Pharmacy

Tokyo Kosei Nenkin Hospital

KEeiMer MasHimo
Department of Internal Medicine

Tokyo Kosei Nenkin Hospital

The antibiotic dosage regimen for UTI in spinal cord injury patients which was injected into
paralytic muscle was evaluated pharmacokinetically and by clinical efficacy. The model drug used was
cefotiam (CTM) which was indicated for many cases of those patients.

In order to study the pharmacokinetics of this drug, 1 g of CTM was injceted intramuscularly in
4 cases of traumatic cervical spinal cord injury, 1 case of traumatic lumbar spinal cord injury and 1
case of suspected anterior spinal artery syndrome. Furthermore, this administration was continued
for six days with twice daily doses to study the clinical effects. The control data (healthy volunteers)
for comparison was obtained from the literature.

Serum levels of CTM in the patients were lower than those in the control immediately after the
administration, but became higher from one hour after the administration. The pharmacokinetic
parameters showed a delay in absorption and elimination compared with the control.

Clinically, this regimen was effective except in 1case which had undergone alternation of the orga-
nism to P.aeruginosa immediately before the administration, and all cases showed no side effects.

We concluded that the this dosage regimen can be considered effective and very useful for UTI in
spinal cord injury patients.



