304 CHEMOTHERAPY

MAR. 1989

Latamoxef o B B471C B4 % [ IR BT
— e, 5T X B U O i

1ts BiE R RE-®# R W-mF

MK EELME 1 4B
B W B @ B %
DV 713 52 )11 08 98 5 4
CTRN: O S ) I

JI 1§ 717 523+ R B 4+ Bt

(FEf 63 4E 8 A 18 B A)

BEEERETF 2 — 7 F v — SifTho 5 flexgic, latamoxef (LMOX) DR BT
ZRERHOICI F L oo FEEMIZOT, 1g single-shot §ik (1giv), 2g single-shot Bk
(2g iv), 2g 60 HRAMKE Qg div) 0 3EORH XIEFRICT L, B5E BEH
BT & DR & el L,

LMOX offde— 7 lE, ©— 7BMs XIOREMSET @B, lgiv. B 87.2ug/
ml, 3.46 W§f, 313 pg-h/ml, 2g iv, B : 140 pg/ml, 4.07 BER, 542 pgeh/ml, 2g div B :
111 pg/ml, 4.27 B, 472pg-h/ml THo72o Tibb, (1) LMOX B 58 L EHFBTR
i3 dose response DEIRTH -7, (2) 2g iv. BT 2g div, BEX A HFEE VB
E— 2RERR L), REMBRTERS X0 — 7B T, BEECEYRD s -1,

BB i) 5 LMOX DR —REE MR B R LT AR L, 12.5ug/ml L F 0 @Y
lgiv. BT 6.4 R, 2g iv, BET12 8.0 B5R, 2g div. BETI2 7.5 BERiciote » i
BLTW, M7 v 7 5= VELBHHIET S E— 7 Bl s X OB EME THEE & O/
2, IEDOHEBIBGREERM I,

0.5g iv, By (n=2) OAHF L — 7B SL7pg/ml, ©— 7 BRI 2.1 BERS, RESH
W TEHIL 166 ug-h/ml TH Y, 6.25 pg/ml % 5.5 EERS, 3.13 ug/ml % 8.7 Bz ic»
THERE LT T,

Key words : 7 - ARMANE, BitEBT, #E5E #55E, LMOX

TAYBEOBHTBTCELTE, TTrs< ol &Ll HAI B2 fl,

ZHESBITH-70, ERI

BEONBH, T0REAEIEKOEKALORED H,
BThh, EHORSERLBEHEC L MBMCERL
fod DA i,
bhbhRThET, ©7 - ARHEWETFOME
BT EBERICHE L, 58, BEFEC L 5 RE
CDWTHE L TE Y, 43 latamoxef (LMOX)
COWTRABEOREE T\, ZhE TomEts: LBk
HlicoTcHET 5,
I. % & F &
BBEIERET F 2 — 7 F v o — SRifTrho 7 fla s &

47~84 5%, Ty 58.4 #& T, {FEIX 48.0~60.0kg, T
50.4kg Thoto, #Hith 2~ 3 BRIEBEL, LTRED
RE LIRHITRAE 21T 78 » oo MEAELSEYRERE
T, 7O BEOBEREERE YR LIS &
BIXZEDIr >t BEERER TR, M3 oMmEs
V7 F = vEX Lidmg/dl LBEREEYTRLE (Ta
ble 1),

HAEYE X latamoxef (LMOX) » i\ iz, FEM 1~
S5IXF LTI, 1lg single-shot ##&E (1g iv), 2¢g
single-shot ¥ (2g iv) 3 X U° 2 g 60 4[] ATGHE

* R e 2-11-1



VOL. 37 NO. 3

LMOX o fHH s e BY-3 5 MR it

305

Table 1. Age, sex, body weight and laboratory data of 7 patients in the study

Case, Age. Sex, | TB | GOT | GPT | LDH | ALP | CRTN | BUN

Body weight (mg/dl) | (IU) (1U) (10) (IU) | (mg/dl) | (mg/dl)
1. 59y, m, 48.0kg 0.60 37" 53* 238 242* 1.1 15.7
2. 54y, f, 58.5kg 0.84 37* 55* 154 191* 0.7 13.6
3. 84y, m, 49.0kg 0.68 37 38° 369 164* 1.4° 13.4
4. 49y, £, 35.5ke 0.74 60* 53* 221 226* 0.6 8.6
5. 47y, f, 50.0kg 0.56 43° 75* 182 338* 0.6 7.4
6. 49y, f, 60.0kg 0.56 65° 93* 246 160°* 0.8 8.5
7. 67y, f, 52.0kg 0.62 64* 78* 255 316* 0.7 13.6

-

abnormal value
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Fig. 1. Time-concentration curve of LMOX
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Table 2. Pharmacokinctic parameters of LMOX in choledochal bile

1. 1giv.
T'max Cmui AUCIO AUCN Peak time
Case (h) (ug/ml) (ug+h/ml) (ug+h/ml) (h)
1 1.5 114 350 376 3.29
2 1.5 95.0 219 234 2.46
3 2.5 102 457 578 5.67
1 2.0 70.3 252 252 3.59
5 1.5 54.4 124 124 2.27
M4SD 1.80 87.2 280 313 3.46
' +0.45 +24.4 +128 +173 +1.35
2. 2g iv.
C Tmax Cmn)( AUCro AUCz Peak time
ase (h) (ug/ml) | (ug-h/ml) | (ugeh/ml) (h)
1 1.5 227 764 840 3.71
2 1.5 133 392 415 3.12
3 2.0 103 583 706 6.86
4 3.0 95.1 387 387 4.07
5 1.5 140 352 360 2.57
1.90 140 495 542 4.07
M+SD +0.65 +52.3 +175 +291 +1.66
3. 2g div.
Case Tinax Crrax AUCio AUCz Peak time
(h) (ng/ml) (ug-h/ml) | (ug-h/ml) (h)
1 2.0 194 855 964 4.97
2 2.0 143 473 505 3.53
3 1.5 61.3 294 348 5.69
4 2.0 62.6 265 265 4.24
5 2.0 94.4 270 278 2.95
1.90 111 431 472 4.27
+
M£SD +0.22 +57.0 +252 +291 +1.10
T max . time required to reach peak
Cinax . maximum concentration
AUC1o . area under the curve for 10 hours
AUC24 . area under the curve for 24 hours
Peak time : time during which the concentration is higher than 1/2 of the peak

level

Table 3. Duration of various concentrations of LMOX in choledochal bile

(M £SD)
Duration of various concentrations (h)
Group
100 xg/ml 50 ug/ml 25 ug/ml 12.5ug/ml | 6.25ug/ml
lgiv. 0.20+0.28 2.00+1.50 4.24+2.72 6.44+1.83 8.10+1.64
2g iv. 1.10+0.88 4.00£1.70 6.22+2.38 8.00+1.56 9.14+£0.75
2g div.| 0.94%1.49 3.12+£2.10 5.81+1.92 7.50+1.41 8.68+1.06
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A CLINICAL STUDY ON EXCRETION OF LATAMOXEF
INTO CHOLEDOCHAL BILE

Yun Hanatani, Tatsuo Asacoe, Hirosur Takamr
and Jun-IcHI SHIKATA
First Department of Surgery, School of Medicine, Teikyo University,
2-11-1 Kaga, Itabashi-ku, Tokyo 173, Japan

Isao Yokoyama and TakavosH:r NakaTsu
Department of Surgery, Kawasaki Municipal Kawasaki Hospital

Yosuinart Yamapa and TosHiakr Saito
Department of Surgery, Kawasaki Municipal Ida Hospital

We studied the excretion of latamoxef (LMOX) into choledochal bile to determine the appropriate
dose and route of administration.

Choledochal bile was collected every 30 or 60 minutes from 5 patients with T-tube drainage. Each
patient was examined 3 times in one week (cross-over method) after (1) bolus injection of 1g
intravenously (1g i.v.), (2) bolus injection of 2g (2g i.v.) and (3) drip infusion of 2 g for 60 minut-
es (2g d.i.v.). The concentration of LMOX was measured by agar well method.

The peak concentration and the area under the curve of LMOX in bile were as follows: (1) 1g
i.v.:87.2 pg/ml, 313 pg-h/ml, (2) 2g i v.:140 pg/ml, 542 pg-h/ml and (3) 2g d.i.v.:111 pg/ml,
472 pg-h/ml.

The time-concentration curve of LMOX in bile was gently sloping. The peak time(during which
the concentration of the drug is higher than half the peak level) of LMOX in bile was 3.46h (1g
i.v.), 407h(2gi.v.) and 4.27h (2g d.i.v.). The concentration of LMOX in bile 10 h after adminis-
tration was 9.22 pug/ml (1g i.v.), 13.7 pg/ml (2g i.v.) and 12.5 pg/ml (2g d.i.v.). The concentra-
tion of LMOX in bile remained higher than 12.5 pg/ml for 6.4h (1g i.v.), 8.0h (2g i.v.) and 7.5h
g div).

That is, the higher the dose, the higher the concentration of the drug in bile. The peak concen-
tration of LMOX in bile of 2g i.v. was significantly higher than that of 2g d.i.v. (P<0.05). But
the area under the curve and the peak time of both groups were similar.

In one case of renal dysfunction, the peak time of LMOX in bile was prolonged, thereby enlarging
the area under the curve.

From the above results, we consider LMOX effective in biliary tract infections at a dose of 1g,
twice a day. We suggest that a single-shot injection is superior to a 60-min drip infusion for
excretion of LMOX into bile.



