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Table 1 Standard strains 10°¢ cells/m] mirabilis 114 Fig. 30 70850, ’(l,ug ml TR T
= a0, CZX Sl L ) S :
MIC (ug/ml) i LT s 'I.ndnlt
Organism (+) Proteus sp 1H" (Table 2) T3, P. mirabilis? %
CTRX CzX CEZ LIRS DI T s Poacruginosa
S. aureus FDA 209 P 1.56 6.25 | £0.20 10H Fig 40 70 2 MIC 5, 6.25~100gg ml (-
S. aureus Terajima 3.13 6.25 | £0.20 Bl 2o o Ly CZN S L3Nl S g 1y & il 2
B. subtilis ATCC 6633 039 | £0.20 | €0.20 VDM A 6454 2 5L S, a1t L 71t CE 2
B. subtilis PCI 219 £0.20 | £0.20 | <0.20 LRSS S 2 L DD, WA e A0 )T
B. subtilis MB 31 £0.20 | £0.20 | <0.20 D, Proteus sp. 12X L T O )y Lol [{
E. coli NIHJC-2 S0.20 | 020 | 156 onmginosa [ZH LTI, 625~ Hm#g ml 2
P. mirabilis ATCC 21100 | £0.20 | 0.20 | 625 4 .|
P. vulgaris MB 838 £0.20 | £0.20 3.13
P. aeruginosa NCTC 1049 12.5 12.5 >100
Fig. 2 Sensitivity distribution of Fig. 3 Sensitivity distribution of
S. aureus to CTRX, CZX&CEZ P.mirabilis to CTRX, CZX&CEZ
%) (12 strains ) C10¢¢ells, ml
100} 2 ‘ I strains | (10%cells ‘ml
- "/
i CTRX —— CTRX
50F -—--CZX -—--=-(CZX
| —CEZ —CEZ
0.20 100 ( g/ ml) 0.20 N T00 g /ml )
MIC( g /ml) MIC( g ml)
Drug — IO P Drug r— N n
50]0. 390 78]1 56[3. 13(6. 25(12.5{ 25 | 50 | 100 | >100 & 20[0- 39j0. 78|t. s6[3. 13)6. 25)12. 5| 25 | 50 [ 100 [>100
CTRX 4 7 1 CTRX | 11
CZX 4 3 2 1 2 CcZX 11
CEZ 1 6 3 2 CEZ 5 6
Table 2 Sensitivity distribution of Proteus sp. to CTRX, CZX & CEZ
(4 strains 10° cells/ml)
MIC (ug/ml)
Drug
£0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 S0 100 >100
CTRX 4
CzZX 4
CEZ 1 2 1
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Table 3 Tonsil and serum levels of CTRX 1g1V

Concentration
Case Age Sex B.W. Time -
No. (yrs) (kg) (hr) Serum Tonsil Tonsil
(ug/ml) (ug/g) Serum
49 F 52 0.5 118.8 10.3 0.09
2 21 F 60 0.5 94.9 15.6 0.16
3 35 F 54 0.5 87.2 14.8 0.17
Mean 100.3 13.3 0.13
34 M 57 1 64.4 12.1 0.19
5 28 M 75 1 62.6 10.6 0.17
26 M 73 1 64.4 - -
Mean 63.9 114 0.18
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Table 4 Tonsil and serum levels of CTRX 1g IV
Concentration
Case Age Sex B.W. Time - -
No. (yrs) (kg) (hr) Serum Tonsil Tonsil
(ug/ml) (ug/g) Serum
7 22 M 57 2 49.0 9.46 0.19
8 23 M 58 2 57.6 9.72 0.17
9 28 M 55 2 54.7 10.3 0.18
Mean 53.8 9.83 0.18
10 27 F 50.2 6 35.5 3.78 0.11
11 21 M 75 6 28.0 2.33 0.08
12 34 F 57 6 37.5 3.87 0.10
Mean 33.7 3.33 0.10
Fig.5 Tonsil and serum levels of CTRX Fo7p S ST WD S D A s s L hHhit6
lg IV HHE T2 Ak s L 7 L ki ‘;&mli’(.,u oy
pg/ml) T b od
ook ' e 7'1 ¢H-1% LD EA sk o, i
E WOULEED L N LD, b BT A ‘}-t: L
3 28 Serum level b6 T ERER IR & DU BT Lo L L 7
i 33.7 VLEonkatis £ 22 X, Table 6 70 20k (. 21
I o], Ayl 8 o), o= Ayl 2 o), BE) "/\J/' {1d11290.6%
133 LA - 2 B AcK deir b T 1 19 GOTL Al
1o} 9.83 Tonsil level P o 5 Case No 161 75k 1) 4w b 7 1
r ezl Aslz k2 Lo Mbhive £, b
. R 2 L 7
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QA2 T ) AT RE £ 2z T b A L0y byt Ao Bl N EE A e LT
PO 080 2 ~ 130T, #85eiie 2 ~32¢ Th D AL YIS F 0 1 H lll,‘;.'wuuhi EPf
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KL, bz & L vwiltEra sz Lo,
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Table 5 Clinical studies with CTRX
Daily . Total :
Crf\?ge Age | Sex Diagnosis Organisms Route dose D(lar:tlsc)m dose | Effect esflfgzt Remarks
' (gxtime)| ‘TS | (g)
S. saliva
Acute 1x2 2
1 j — _
29 | M tonsillitis S. sunguis v 1% 1 2 6 | Excellent
P. intermedius
2 |35 | | D Peritonsillar | 5. pyogenes DI 1x2 5 10 | Excellent | — | Incision
abscess Peptostrepto. sp.
3 30| m R Peritonsillar | S pyogenes DI | 1x2 s 10 | Excellent | — | Incision
abscess Peptostrepto. sp.
4 |39 |y | R Peritonsillar | 5. pyogenes DI 1% 2 6 12 | Excellent | — | Incision
abscess P. intermedius
S |15 | F R) Peritonsillar No growth DI 1Xx2 6 12 | Good - Incision
abscess
]
6 |10 | F R) Cellulitis .Ot . S. aureus v 0.5x2 2 2 Excellent — -
cheek region
Acute .
7 126 F e S. pneumoniae DI 2X1 4 8 | Excellent - -
tonsillitis
g 34 M Acue S. pyogenes DI | 1x1 3 3 | Excellent| - -
| tonsillitis P. magnus
i
9 |26 | M Acute S. pyogenes v | 1x1 3 3 | Excellent | - -
| tonsillitis S. aureus
10 30| F Acuwe E. aerogenes v | 1x1 2 2 | Excellent| - -
tonsillitis Peptostrepto. sp.
Acute
tonsillitis
11 |33 | M | Acute No growth DI 2x1 3 6 Excellent - -
perichondritis
of larynx
12 | a4 | m | R Peritonsillar | Peptostrepto. sp. | 1y | 5y g 4 8 | Excellent| — | Incision
abscess Bacteroides sp.
. . B. melaninogeni-
13 |27 | F | b Peritonsillar o v | o2x1 4 8 | Excellent| — | Incision
abscess . .
P. intermedius
14 |35 | M R) Peritonsillar Streptococcus sp.| DI 2X1 3 6 | Excellent - Incision
abscess
15 |49 | M R) Peritonsillar P. intermedius DI I1x1 3 3 | Excellent - Incision
abscess
GOT
16 '49 M R) Peritonsillar i’:asaccharoly- v 1% 1 5 5 Excellent 33—+130 Incision
abscess ticus Al-P
72—-118
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Table 5 (Continued)
Daily . Total . ‘
%ge Age | Sex Diagnosis Organisms Route dose fD(udr:“Sc;" dose | Effect esflfgzt lRemarks
’ (gXtimeL y (g) ‘
: |
L) Peritonsillar . |
17 |60 | M ) abscess P. anaerobius v 1x2 3 | 6 | Excellent - Incision
| R) Peritonsillar . . [ ‘
18 28 | M ) abscess P. intermedius v 1x1 S |5 Excellent | - Incision
T
19 48  F | L) Peritonsillitis | No culture DI 1x1 8 | 8 | Good - -
20 52 | F L) Peritonsillitis | No culture DI 1x2 4 8 Excellent | - —
t
| Acute ‘
21 ‘ 43 | F | perichondritis No culture v 2x1 6 12 | Excellent | - -
| of larynx
Acute A. calc ti
22 |54 | M | perichondritis - cafcoacelicus -y 2% 2 8 32 | Fair - -
P. intermedius
of larynx |
L) Acute
23 (33 F exacerbation | o . bitis v | 1x1 6 6 | Good - -
of chronic
otitis media
L) Acute
24 63| M exacerbation | ¢ ous V| 1x1 8 8 | Good - -
| of chronic
| otitis media
‘ Congenital
25 |13 | F aurlcular‘ﬁstle S. aureus v 2xX1 3 6 Excellent - —
Acute otitis
externa
26 | 44 | M | Otofuruncle P. aeruginosa v 1x1 6 6 | Excellent | — -
S. aureus
L) Acute S. pneumoniae
27 |32 | F suppurative | S. sunguis DI 2x1 6 12 | Good - -
parotitis P. magnus
L) Acute 2% 1 5
28 | 42 | M | submaxillaritis No growth DI 2% 2 ; 20 | Poor - Incision
& cellulitis
L) Cellulitis S, suneuis 11
29 42| F of cheek - Sunguts i DI 1% 1 8 8 | Good — | Incision
. P. intermedius
region
30 | 53 | M | Cellulitis P. prevotii DI 1x2 13 | 26 | Fair — | Incision
of mouth floor
31 |27 | p | Cellulitis S. aureus DI | 1x2 7 14 | Good ~ | Incision
of nose
S. epidermidis
32 |44 | M | Abscessof S. sunguis v | 1x1 6 6 | Good - _
mouth angle ..
P. prevotii
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Table 6 Clinical results with CTRX
Excellent Good Fair Poor Total
Tonsillitis 6 6
Peritonsillitis
Peritonsillar abscess 1 2 13
Perichondritis 1 1 2
Acute exacerbation )
of chronic otitis media 2
Sialoadenitis 1 1 2
Cellulitis 1 2 1 4
Others 2 1 3
Total 21 8 2 1 32
Table 7 Susceptibility of organisms
6
Isolated Total MIC (pg/ml)  10¢ cells/ml
organism <01 | 02 | 039 | 078 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 | 2100
S. aureus S 2 2 1
S. epidermidis 1 1
S. pyogenes 4 4
S. sunguis 4 2 1 1
S. pneumoniae 1 1
S. agalactige 1 1
S. salivarius 1 1
Peptococcus sp. 4 1 1 1 1
Peptostrepto-
coccus sp. 2 3 2 2 2 2
E. aerogenes 1 1
P. mirabilis 1 1
A. calcoaceticus 1 1
P. aeruginosa 1 1
Total 36 11 6 S 3 3 1 3 1 2
WlTFe OB [ A T X R T A E I IR A2 VML P ECE F i MR U SR T
Ui 20T CZX, CEZ 2 Metdhas L 22wt T iE, S C1 s i BEHLEE N FS 1712 DWW T AK] 1 g % one shot i
wircus T3 CEZ 22 MIC 239%11 x5 5), E—713 DR HERS 2 18 - 1%30%0, 1R, 2 BERY, 61
3.1%ug ml T o7 Poondabilis 35 L 70 Indole +) B0 T, 50D 3T SR 72, ZDOuHTE30

Proteus sp. (2 L TOHH N3IEFEIZT ¢, CZX il
VRO < 2 Poacraginosa 2 A NMIC T,

6.25~100pg/ml (Wil < o Ly D Poacruginosa

13 3ug/g, 1 HEIIELL dpg/g. 2 W5IRIE9. 83ug/g,
6 I IBI03. 33ug/g T I - 72, T ALE DHE CTM,
CTX, CZX., CPZ O e otk it L 72, 21

«
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X ik
Wi Hz oD,
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{77 (e b 2o AT 290 6% 2 VI Ao 2 £ 7 Y :

2 SRS Al s R B e S5 S Cefotaxime
U Begs, i BEDSTII 22 45 f; i BB DS 95500 0 119 IR 2 D B A N Lhunulh( rapy 28 (S
ez aL ‘::1100%/)41& AT DY ki BTN T2 1) 866~870. 1980
TFDUGHT A WGz B L T 2 = [ de 7 3o A L I T 60598 @) Ly “{‘-i LU RN TSR VAR
} o Chemotherapy 28 (S 7) 0 996 ~ 1001, 1980
N HuwTle, GOT, AP oy |5 7 e b o we h
i ”L COT. ! [;,,‘)) L o ERRUE S S A S AR VR T ‘( 240 4 Cefotiam
. : ek TRPIA L PR p
s AR 7o T, s A B allergy (SCE 9623) ) Fi v Chemotherapy 27 (S 3) : 689 ~693,
’|’1i7>|‘n’1|lf|'~lll B S B G (R R AN T 11| N TR T RN BN 1979
X ThHDH0 S5 fn e AU o Ml A s e S A
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LABOLATORY AND CLINICAL STUDIES ON CEFTRIAXONE (Ro 13-9904)
IN OTORHINOLARYNGOLOGICAL FIELD

HaRruJ1 KINOSHITA, SHUNKICHI BABA, KANETAKA MURAL,
YosHITO MoRrl and TAKEHIRO KOBAYASHI
Department of Otorhinolaryngology, Nagoya City University Medical School
TAKESHI MARUO
Department of Otorhinolaryngology, Showa Hospital
KENJI WADA and MITSUAKI INAGAKI
Department of Otorhinolaryngology, Kamo Hospital
Tsutomu HATANO, TsuvosHl TAKANO and KAORU SOYANO
Department of Otorhinolaryngology, Toyohashi City Hospital

From the laboratory and clinical studies on ceftriaxone (CTRX, Ro 13-9904), the following results
were obtained.

1) Antibacterial activity of CTRX was inferior to that of CEZ against S. aureus and equal to that of
CZX against P. mirabilis and P. aeruginosa.

2) After intravenous injection of CTRX 1,000 mg, its concentration of tonsil was determined. The levels
of tonsil was 13.3 ug/g after 30 minutes, 11.4 ug/g after 1 hours, 9.83 ug/g after 2 hours, and 3.33 ug/g after
6 hours.

3) CTRX was used clinically in 32 cases of various infections in otorhinolaryngological field, and its
efficacy rates was 90.6%.

4) As for side effect, elevation of GOT, Al-P was noted in one case.



