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Ceftriaxone (CTRX, Ro13-9904) » EH4 %12 51+ 5 FEh h#0ykat #1772, S-Cr #°<1.4mg/
dl D 5EIZ CTRX 1 g il L 72F8 Tiog (313,48 + 1. 4405 T, 24B5R1%12 354 g/ml, 4805 %12
12pg/ml DML A 72 40, 1205 0] £ TORRB A2 4940% ThH - 72, S-CrA>1.4mg/dl

2 TAbE A Mt 2179 X, Tiop 14213+ 1 A1BFRIT, 2485112127 1ug/ml, 48851717 36ug/ml
DM A L 7z LLEOFRE LY, B4 AT CTRX 1g bs H o b T L a4 & Wis L 1%
br &z, BRSO G E L2126 11602 CTRX 1g b HifiE > 41, SR EDFETH -
7210080 6 BUA AT UL EDRGAGD R Ak L 72, BB TR, AL EOBEARDR A R L 72 L
DNFIR Y T3 9 vk 5 18], PRESIEGYE 2 B 1 Th - 720 B RIEE GOT - GPT # |-
s, AP O L A2 & 13 D7y, SEEI Gk T2 s o BE AT RIZIE L 72,

Roche THIZE = #1172 + 7 = 40 F ¥ L & # 'H ceftriax- dlD 5 BYDF ) TI21047 #4194 pg/ml, 2485 8] %358/

one (CTRX, Ro13-9904) (3, ifiurp =i nibier T e vy = ml, 488 %124 g/ml T, S-Cr > 1.4mg/dID BT & Tld %
EE—ODMIZL TWADT, EFEHI BT LM V7%, phase I study D@ HERS A TORGRTIC Folik L T
FEDHERE Aot L, ZOMR LA L EIZ L TEE LI 1 g Ze Mg DRk % 0k L 72 (Fig. 1), % 3S-Cr< 1.4mg/dl
b B {5 TR AR Gl & A A 72 D T, F ORKEE ST 5 BID K L&DV & Fig. 20203 L 7245, 1205 2 T
%, IZA940% 2 IRHPHUCHEE S N7 Th - 720 S %D
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1. K& AT & Lo L 72 0% Table 2 Th b, BAHD Tl

W 7L BBE ABE T O 7 B0 B4 T, S8 DEW, BN % M7z phase [ 8. 168312 L, S-Cr<1.4mg/
P, KT, S-Cr, Cer, i) LE o, ILG]S o it dl DEFEHE TI313.4885 M, S-Cr = 1. 4mg/dl D8O

M7 07 2 2 4%, Ht 4 Table 112751 T MO AT TI321 . W) X I AL R As A o5 4172,
7 5481, S-Cr < 1.4mg/dl, Cer #¢ 49 89m1/mm L -
T, FHAICOTHGEX AT T 28 TH D, o 2612 S- . B X 0 8 &
Crl.4, Cer19.8, £5L15S-Cr2.3, Cer16.4 & i kehs 1. REL UL ZE
ICTF D EM 480D M % T4 - 7. CTRX 1 g * MEEDEF A (64~955%) 1260 L 72, HH%%
20% 7 0 3 —=220ml iz L, 3 or A TREL, 10 BUI0FURBHIRGAE 106, TRESEYSE 2 61 Th 5, CTRX
o5 3048 1, 2, 4, 8, 12, 24, 4805 H (ZHRam L, 311 g %20%7‘\/L3—Z|{~9J(ﬁ20m1 ZERL, 3
HPLC TWsE L 72, [GIHE (24600905708 L, DR k4 ~ 5T T2 BIZ 1 mEHE L 72, % 4ER110721F1.5¢
RRTL 7z, 3 N 5 kAL, kv T0.5g % 1 B 1 EEREICE
2. BME W7,
S-Cr =1.4mg/dlo & B agRE 3 27 2 o0 1 it 5 o) - PRI R HE IR BE D SL M, D F ) i #RAss 3 B LA

131097 1%232ug/ml, 24W5[E11471kg/ml, 480 £36ug/ 2B D B 5 b, TELUNICES o e L, &%
ml & &\l A R T 2148 TH Y, S-Cr<1.4mg/ ‘I’ IEBF I RAEAE R 29I 3T K L 72 L D % excellent &
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Table 1 Background of aged patients
. Weight SCr Cer T. bilirubin ICG (15") S-albumin Ht
Case Age - Sex (kg) (mg/dl) | (ml/min) (mg/dl) (%) (g/d) (%)
1) S.S. * 68 -M 43 0.9 65.5 1.6 35.3 3.7 37.1
2) T.0. 71 -M 54 0.8 89.1 0.6 22.2 3.7 43.0
3) S.0. 72-M 49 0.9 63.0 0.5 23.0 34 359
4) LS. 74 -M 38 0.7 49.0 0.6 17.5 3.7 38.1
5) H.T. 77-F 57 0.8 57.8 0.9 - 34 37.2
Mean 724 48.2 08 64.9 0.8 24.5 3.6 38.3
+SD +34 +7.8 +0.1 +14.9 +0.5 +7.6 0.1 +2.8
1) N.N. 80 -F 40 14 19.8 0.6 13.2 3.7 320
2) M.S. 89 -M 46 23 16.4 0.8 220 3.6 37.0
Mean 84.5 43 1.85 18.1 0.7 17.6 3.65 34.5
+SD +6.4 +4.2 +0.64 +24 +0.1 +6.2 +0.07 3.5
* : Chr. active hepatitis
Fig. | Serum levels of CTRX Fig.2 Urinary excretion of CTRX in aged
g y
lg volus L.v. injection
(ug/ml) lg volus i.v. injection (%) (pg/ml)
2004 Assay : HPLC 100, rl. 000
90 F 900
80 F 800
1007 .70 700 2
5 607 L600 2
501 g s0 tsoo 2
x 404 t 400 g
30 300 7
20 20 200
104 [100
Adult volunteers * N
104 =5 S 0
(n ) .
Normal serum creatinine
5 Mean Ccr=64. 9ml/min
(n=35)
4 Lo ZAUE 0 BRI AR B L 72 0o WA L 7
L ODOBRIKCHIER X #FZ 52 O SEDE1L72 6 % good,
012 4 8 12 24 s BRI oz VMR L 5E 37 CLL s 4 s
T, 3 OBRENIICLFERLUESRS N LD -
16172 1] 2148 [12]24]48 (hrs) 2L, AT BRI L 72 AR S AR
- 2 | 7 ; G 7 12 5
Aged S»(Cnrle;aimg,dl 2alssli 71l solael1 26| 94| 71 136 (e /mi ) #;Jlf;tf)ﬁ;f}ﬁ:k L723 V;}%;alr.wwgftﬁfﬂ Lﬂa <, XA, IR,
5 M7 05 L REEFTROAE D TS 1 e h 572 4
Aged S-Cr< |, 4mg/dl 5 /ml
(n=5) 1941 54]135122 97| 75| 55|35 |12 (ug/ml) 7% poor L7,
Adult solieens ™ 7)1 32404 74| 4934 ]14] — (/1) 2. Bi# (Table 3~5)
*Phase 1 IR B R 10 O INGRIZ A R 7 B, A LR 3T

HEDBRD ) H 1B IR & BB L 72726, ZhRH
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Table 2 Pharmacokinetic parameters

CTRX 1g volus i.v. injection
two compartment open model

Mean + S.D.
TV (@) | T%: (B) Vdcc Vdss AUC K, K2 Ko C1. body |Cl. renal

(hr) (hr) L) @) (ug-hr/ml) | (hr-?) (hr-?) (hr-1) (L/hr) | (L/hr)

Aged 0.44 21.3 3.76 6.38 | 4,752.7 1.17 091 0.056 0.211 0.032

S-Cr >1.4 mg/dl

n=2 +0.30 +1.48 £0.22 +0.57 +59.5 +0.68 £0.78 +0.004 | +0.002 | £0.002

g‘ied<14 @ 044 | 1348 | 439 | 809 | 23454 095 | 0.88 | 0097 | 0427 | 022
Pk +022 | +144 | =049 | 097 | 664 | 032 | 055 | £0.012 | +0.012 | +0.028

n=4
Adult * 083 | 816 | 565 | 871 | 1,264.7 057 | 031 | 015 | 0.82 | 041
volunteers |
n=s5 +0.31 +1.95 +0.96 +1.50 | £268.1 +0.22 +0.15 | *0.034 | +0.16 | 0.061
* : Phase |
K .
— X2 |Peripheral
Vdcee <K, _|compartment
Kio
Table 3 Clinical results with CTRX
. . Administration :
Diagnosis Isolated Side
No. Case | Age | Sex (Underlying disease) organism Dose Ronte Results effects
1 K.S. 95 F Pneumonia Klebsiella 1g/2 days X 7 ILV. Excellent Al-P "
2 R.I. 93 F Pneumonia 1g/2 days X 11 ILV. Good (-)
Pneumonia . GOT ?
3 K.N. | 74 M (Lung Ca) H.influenzae 1g/2 days x 12 V. Good GPT '
4 Y.U. | 83 M Pneumonia 1g/2 days X 8 IV. Fair (-)
. Acinetobacter .
5 T.Y. | 64 F Pneumonia Candida alb. 1 g/2 days X 4 I.V. Fair (-)
Pneumonia
6 YN. | 75 F (Chr. renal failure) Normal flora 1 g/2 days X 4 V. Poor (-)
7 | MK.| 93 | M | Pneumonia - Tbe. ?g;"‘al flora 1g/2daysx 10 | LV. | Unknown ()
8 LS. 75 M DPB P. mirabilis 1g/2 days X 6 1.V. Excellent (=)
9 R.I. 93 F Bronchitis 1g/2 days X 4 I.V. Excellent )
. 1.5¢g/3 days X 5 .
. e V. Eruption
10 LS 75 M DPB Alcaligenes 0.5 g/day X 13 LV Poor ruptio
E. coli
11 Y.U. | 80 F UTI Enterococeus 1g/2 days X 7 LV. Good (-)
12 HW.| 62 | F | UTI E. coli - Yeast | 1g/2 days X 6 LV. | Fair (=)
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Table 4 Laboratory findings of patients treated with CTRX
No Case RBC‘ Hb Plat. GOT GPT Al-P BUN SCr
: (x 10% (g/dl) (x 109 av) av) av) (mg/dl) | (mg/dl)

Before 363 11.0 22.5 7 2 27 17 0.7
1 K.S. Under 358 10.6 50.1 11 4 51 18 0.6
After 352 10.6 27.6 10 4 56 17 0.7
Before 408 116 17.8 9 5 26 18 0.6
2 R.I Under 323 9.7 18.7 12 8 37 12 0.5
After 298 9.1 19.6 17 0.5
Before 435 134 36.5 21 16 27 22 1.0
3 K.N. Under 340 10.6 62.8 48 57 29 13 0.8
After 369 114 44 4 21 16 33 12 0.8
Before 293 119 66 16 5 23 25 1.1
4 Y.U. Under 262 10.7 13.1 28 32 25 13 0.7
After 220 8.9 21.1 24 23 29 12 0.8
Before 326 103 229 6 6 26 25 0.7

5 T.Y. Under
After 351 11.0 454 8 6 30 19 04
Before 375 108 46.9 11 4 34 45 3.1
6 Y.N. Under 311 9.1 539 45 25
After 338 9.8 522 11 S 34 48 2.3
Before 376 114 394 7 1 30 51 1.2
7 M.K Under 359 114 404 6 3 33 23 1.2
After 293 | 9.1 37.5 26 30 53 24 0.7
Before 442 13.1 28.0 13 7 35 9 0.8

8 LS. Under
After 390 12.8 289 17 10 37 9 0.7

Before

9 R.L Under
After 314 94 21.1 14 0.5
Before 397 12.1 25.8 13 6 38 10 0.8
10 I.S. Under 394 12.1 24.5 16 9 38 10 0.8
After 418 12.9 25.5 17 11 39 11 0.9
Before 328 9.8 28.1 9 6 11 17 1.7
11 Y.U. Under 347 104 25.6 11 8 13 18 15
After 316 9.5 24.5 11 7 15 15 1.5
Before 358 10.8 20.3 11 3 17 14 0.4

12 H.W. Under
After 349 11.1 259 13 6 16 12 0.5
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Table 5 Summary of clinical results of CTRX Fig. 3 Case |, Pneumonia, K.S., 95y.0., Female
Excellent | Good | Fair | Poor |Unknown
Dec/ 5 7 9 I'l 13 I'5 17 19 21
RTI 3 2 2 2 1 e m 7 @ % % 7 7
UTI 0 1 1 0 0 ;: CTRX 1. 0g/2days i.v.
Total 3 3 3 2 1 7 A M
ot 36 VVWW\/
1g/2days 3 3 3 1 1 1
Others 0 0 0 1 0 Klebsiella (TTA)
Total 3 3 3 2 1 CRP 6+ I+ |4
WBC 15,000 7, 800 7, 300
Al-P 27 Sl 56

FEDIT D HBRIAL 72,
FER 1 (295D Emm-E D T, 11H25H £ 1) 38.5C
|2 FE R l@J’KX%{’f/l ¥ BT 02 Wil 2% & 3l AR, TTA
T A/ebszella (#) t5FE X, ABPC (+), CBPC (+
PIPC (#), CEZ (#), CMZ (#), TOB (#), MINO
(H)DEZMETH - 72, LG ~=2 ) > TA-058 2
g 6 HEER L 72\ ThHh-7-0T, 12H7HLY
CTRX 1 g MBIz fiE L 72, NESIZf L T 4 H f’fi
(ZFE 720 ), 10H %2139 1mEK7,800, CRP 1+ T
N GE#BAE4S B CRP 2 6 +), Mli&{% b33y
L7znT, CTRX &t 7 MoffE Tit# =k L 72 (Fig.
3). & CTRX Y Al-P #°51, 56 (IU) & IE#H 5
(13~50) ERA{ED 2Bz 724, CTRX Hik18H %
Zi340 ﬂi l L7z, A3 excellent DB TH 3,
’lfl::.W'J 23 WA ED S B3 w7, 1 H14H, 39°C
DEBHH Y, GM, CMZ DG THE L 72728, ik
a1 HIOH THlE L7222 24, 1 H22BIZH R,
A EAMBLL, M X AR THMZ 2N 7 Il 4 1% % 32
&‘)f:o E1iMER1L, 400, CRP 4 +, CTRX 1 ghg B0 oE

ET4 HIRIZ—B PR L5720, ZThhs 2 B (%
55t 6 Hi%) I O37.6CIZRA, TRIZMAT L E
TIZEHIZ4 BEELZZ, 2O, W RIS NEFR R

2, 2 H17TH OB X A% T3 51%13 4 <
good * HsE X 7z,

FER) 3 (XA & BRI
x5 HHIZ L 57255 108 %L A Figrc
GHMih 7 hi b 1L, CRP L KK & L 5+ T %o
72, FDOENATHME RIGOTH ) L CRP 2 + £ THOACT
A7z, good & HIGEL 7z,

HEB 4 X fEf) 5 OMi413, CTRX $%4 T 72

LN,

afif L 720l & T, '38CV))L

LODYH kIO L, WX BOM 41%% %
MR AR BALN T LTS DA SN WD T, fair & H5E
L7,

FEB) 6 (MM AL LT, 8CHREBLH ) 45 E

£ ’Hfﬁ"'\@ #alshy, CTRX # k3 H 4 [mEE L 72 » % s

S, UZuE, X ARAFH, CRP #&FE L % h - 12D TE
;b L7,

FER 7 (3 7B X M iBBa s Tl % % % > T CTRX # 4%
H L7205, RISk AL & HIBE L 72 72 oo R HZE A & R o
L7,

FEB) 8 X 1003 6] — 4 TR ERM A E L LD B
T, WEHGRIZHERFI00mI/ B 28z T/, IR BRI
P. mirabilis & a-Streptococcus, Neisseria TH"), 39T

IR TAMMENRKEE L 57T, CTRX 1 gl
HEHEERAT 72 8 2 A, iGHBEGR I, 9dHI
1305 IR 1 B10ml F TEY, excellent » H5E L 72, %
BYSIK A & P.omirabilis (3% L, P. maltophilia \= %
RKL7ZZEEF DY —F), 2Dtk 2 » HL THUR
PE#RAT1 H150ml (234 L, CMZ % #%&5 L 7209 mid %k
b3, B3 T Alcaligenes "R 17z, B CTRX
#1.5g 3HIZ 1TSS REEHEL AR BERIAETH,
RKT0.5g 1 H 1 EI3EMSEEL 2o K- 5L
ABTH -7z, FIBRITHEL 2 HIZ Bl IR A1)
FIEDHMBLL, ZORFDUFEEERIZ 3% TH - 72, CTRX
k4 HTREIZN R L 22 ERIRRh R poor ThH 172

FEFITOD &/ — F),

HER) 9 1339°C DR, LK,
BRIRZh (2 excellent TH - 72,

FEBI11Z E. coli & Enterococcus DM % T, CTRX
1 gl BEHEIC XD E coli 130k, RIRLMELL
A%, <10°/ml @ Enterococcus H¥5% 17 L 72 728> good & H
EL72,

FEWI1203 7 T — T VR BEIORE % T, E. coli 131%
L 724" Yeast 12 st L, MR LA L 7200 T fair &
EL 72,

VR & RELAT,

Ll LORHEE F LB &, IRIERSREE 9 Fdh (R
THe 1B 2B ) AL LA 51, IREREG: 2 fIFA
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EVALUATION OF CEFTRIAXONE (Ro 13-9904)

KAoRU SHIMADA, TAKASHI INAMATSU, KYOKO URAYAMA and TosHIO NORO
Tokyo Metropolitan Geriatric Hospital

Serum concentration of ceftriaxone (CTRX, Ro 13-9904) was determined in 5 aged patients with
normal serum creatinine and in 2 patients with elevated serum creatinine. In normal serum creatinine group,
serum half life was 13.48 * 1.44 hour and average serum concentration at 24 and 48 hr after intravenous
injection of 1 g of the drug was 35 and 12 ug/ml, respectively. In the patients with elevated serum creatinine,
serum half life was 21.3 + 1.41 hr and serum concentration at 24 and 48 hr after intravenous injection of
1 g of the drug was 71 and 36 ug/ml, respectively.

CTRX was given in 12 aged patients (10 with respiratory infection and 2 with urinary tract infection).
Clinical response was evaluable in 10 patients who was administered 1 g of CTRX intravenously every 48

hours. Six out of the ten patients responded satisfactorily.
Rash, mild elevation of transaminase and alkaline phosphatase was noted in each of the case.



