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HWHHZE DTV B, Bacillus subtilis Tzl shis
WHTHIZEBPLLICIN, £5185 &, RIR
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Sarcina lutea & Bacillus

1) REOEEE D CEG (<539 2 B2t

JRELRER O BV % WE 35 1 b B
&, pH OFSZHICHE LT THERPRIL 12, EEEE
&b 7R REEHEERC Y 3 A R RE FAEEC
O H B D5, 10°~10° P TIXLEL T 2R L
720 PH OESZMICE JITTHE T, BN THED
P3N (Tab. 1),

Table 1.

( 10° | 107 ] 10° ‘ 10° | 10¢

Staph. aureus 209P

Staph. aureus
TERASHIMA

0.8 (0.4 (0.4 (0.4 0.2 jmcg/ml
1.56/1.560.8 0.8 (0.4 | 7~

Staph. aureus SmitH (3,12(3.12[1.56/1.56/0.8 ”
pH 5.5 6.0 6.5 7.0 (7.5 | 8.0

Staph. aureus 209P 0.2 |0.8 |1.56|1.56/6.25mcg/ml

Staph. aureus 0.2 [1.563.12[3.126.25

Staph. aureus SmitTH 0.8 |1.56/3.12(6.25/12.5

257
257

FRBLOEE T K o BRE508E D CEG (T3 2 g it %,
TR VRFIOE 2 AV, BuNEEHLRE 2 § > THE
Utz S @R (PH 6.7), FUIERFHI 2455
RIE Utz, BRI T 1 2 2 2485937 C UG L 72
DB L 100 ERR2 AE y U, TORRRMBE
T3 6.25 meg/ml 23 # (46%), 3.12 mcg/ml 12
¥k(24%), 1.56 mcg/ml 7 #k(14%)ThH b, F1z 10
FEET3.12 mcg/ml 17#£(34%), 1.56 mcg/m1(30%),
6.25 mcg/ml 108k (20%) CTHRIKEREODHE & k3 5
L, 1~ 2B DT, MIC OEBEEILDA DI
7z (Tab. 2, Fig. 1),
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FIORBRERBIR268kD CEG 1233 5 Bzt /37h
12, EIRESRET 12.5 meg/ml 12 Bk (46.2%), 25 mcg/
ml 5 # (19.2%), 50 mcg/ml 38k (11.5%) TH b,
100f5FE B LR T3 6.25 meg/ml 12§k (46.2%) 3

Table 2. Susceptibility of Staph. aureus. isolated
from surgical fields to CEG

MIC (mcg/ml) 50strs.

70) B 0.2 J0.4 [0.8 |1.563.126..25]12. 525 |50 100
<L, REEOHA LD b | FREREEOER2RU &
i . . 17 12]23] 7
$ 7z (Tab. 3, Fig.2), Undilut '( 2)114)|(28)(46)|(19)
F IS HREE HABRE (PH7.0+ 2) 2 VT EREN
BRI, BURe SRS U BEORRIRT K 107 (;)‘(174) A
» IRES 238 1k, KBS 102 BRDRZHEDTHIZ, Tab. 4,
Table 3. Suscepitibilty of E. coli isolated from surgical field to CEG
MIC (mcg/ml) 26 strs.
0.2 | o4 | 08| 15 | 512 | 625 | 125 | 25 | 50 | 100
. 2 3 12 5 3 1
Undilut (77| (11.5) | (46.2) | (19.2) | (11.5) | ( 3.9)
10-2 2 7 12 2 2 1
(7.7 ](26.9 | 46.2) | (7.7 | (7.7) | ( 3.9)
( ) ...... %

Fig.2. Inoculum size and accumulative % of
CEG sensitivity

E. coli 26 strs. pH 6.7

%
100,
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50
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Tab. 5 DL THH, WHEERILHOLS &2 /s b5
DIfERZIRU 12,

oI m & B E

M AR 2 RS BT T b BMEMER 2 YRR L 120 R
EEE Sarcina lutea PCI 1001 #k3s X ¢8 Bacilus sub.
PCI 219 #% w1z,

WRERHIE UT, RIEICIX pen assay agar, $%#IC
mycin assay agar 2{ff L, cup ¥:THEL 1z, fEHHE
IR AMES LOR%E b bU, BRMFEREL4, 2,
1, 0.5 0.25mcg/ml D5 EHEE LTz (Tab. 6, Tab.
7, Fig. 3),

C DEMEMIRICIL T VT, IRARBUBT 2 4ic, CEG
500 mg R REOFS L I REDM A,

Sarcina lutea

PCI 1001 #k& B. sub. PCI 2198k% FTHIEEL 12854
& TMAEREEDZE 2 BD 1z,

bbb, Sarcina lutea PCI 1001 ¥k %2 285480
MAEED peak i3, 141T 2K 1.3 meg/ml, iy
D 1 & 4 BT 1.1 meg/ml 2MIEL 72438, B. sub
PCI 2198k % HoEr & U e A BIEREE T H D12
(Tab. 8),

m R F & E

[A—BEREBET 22120 T, RPEE 2 HE LI

5, Sarcina lutea PCI 1001 BR2HERE E LI, %
Fig. 3. Standard curve of CEG.
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Table 4. Sensitivity distribution of Staphylococcus aureus

MIC (mcg/ml) 238 strs.
<0.05| 0.1 | 0.2 | 0.4 } 0.8 [1.56 }3.12 16.25 125 | 25 | s0 100
CER 73 25 55 34 18 18 11 2 2
(30.7) [(10.5) ((23.1) |(14.3) [ 7.6) |( 7.6) |( 4.6) |( 0.8) (0.8
GET 2 7 57 | 111 51 6 1 1 1
(0.8) |( 2.9) |(23.9) |(46.7) |(21.5) |( 2.6) [( 0.4) (0.4) [(0.4)
5 16 33 82 71 2 3
CEG (2.1) |(6.7) |(13.8) [(34.6) |(29.8) [(10.9) | ( 1.3)
CEX 1 4 50 76 63 25 13 5
(0.4) [( 1.7) |(21.0) |(31.9) ((26.5) [(10.5) |( 5.5) | ( 2.1)
SM 13 3 22 18 17 2 49 16 14 16
(5.5 |( 1.3) [(9.2) [( 7.6) |( 7.1) |(10.1) [(20.6) |( 6.7) [( 5.9 | ( 6.7)
KM 13 19 15 35 28 43 68 4 2 3
(5.5) {( 8.0) |( 6.3) |(14.7) |(11.7) |(18.1) |(28.5) |{( 1.7) | 0.8) | ( 1.3)
ap 5 2 9 23 1 67 8 9 5
(2.1 (0.8 [(3.8) [(9.7) [( 0.4) |(28.2) |( 3.4) |( 3.8) | (2.1)
TG 1 14 39 43 2 24 19 4 5 5 13
(0.4) ( 5.8) [(16.4) |( 8.1) |{(10.1) |(10.1) | 0.0) |( 1.7) |( 2.1) | 2.1) | ( 5.5)
() % Apr. 1969
Table 5. Sensitivity distribution of E. coli
MIC (mcg/ml) 102 strs.
| < 0.4 ‘ 0.8 | 1.56 | 3.12 | 6.25 | 12.5 25 50 1 100 ] <100
44 37 9 7 3 2
CER (3.1) | (36.3) | (8.8) | (6.9) | ( 2.9) ( 2.0)
11 43 29 8 3 8
CET (10.8) | (42.2) | (28.4) | (7.8) | ( 2.9) | ( 7.8)
3 2 43 14 16
CEG (2.9) | (25.5) | (42.2) | (13.7) (15.7)
9 60 17 4 12
CEX (8.8 | (58.8) | (16.7) | (3.7) (11.8)
2 13 5 2 80
SM (2.0 | 12.7) | (4.9) | ( 2.0) | (78.4)
KM 1 12 14 28 23 19 5
(1.0) | (11.8) | (13.7) | (27.5) | (22.5) | (18.6) ( 4.9)
cp 4 18 13 2 2 1 62
(3.9 | (7.6) | (12.7) | ( 2.0) | ( 2.0) | ( 1.0) | (60.8)
TQ 1 1 10 8 5 6 1 6 64
(1.0) | (1.0) | (9.8) | (7.8 | (4.9 | (59 | (1.00] (5.9 | (62.7)
() % Apr. 1969

@ peak X, 1HITiX 1 ~2/fET 600 mcg/ml, fils 1001 #k& B. sub. PCI 219 #k& D FIE HZ, 10: 172
D 1HNiZ 4 ~ 6 i T 280 meg/ml THotz, Fic WU 6:1 T, T0EIZ CEG o8 E L TD Des
B. sub. PCI 219 #k2MTTHE & UIc&E, #hZh 66 acetyl CEG (D Sarcina lutea 33 ¢ B. sub. 1Zx4d %
mcg/ml, 43 mcg/ml TdHD1z, BI5 Sarcina lutea PCI IEZZVEDFERRT D EBDILSE (Tab. 8),
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Table 6. Standard curve
Assay method : Cup-plate method

Assay org. : Sartina lutea PCI 1001
Medium : Pen assay agar
Serum | 4.0 2.0 1.0 [ 0.5 0.25] meg/ml

34.2 (30.2 27.5 |24.6 21.2 | mm
34.1 130.8 |27.6 |24.3 |20.8 %
34.0 [29.8 [26.2 (23.0 20.6 ”
33.2 130.0 27.8 (23.2 |20.9 %

Average  [33.9 [30.2 [27.3 [23.8 20.9 | mm

Urine 4.0]2.0 1.0[0.5‘0.25

36.0 32.8 [29.5 |27.2 [24.6 | mm
38.2 |34.3 30.9 27.3 (25.2 %
38.3 [32.5 130.2 |27.6 24.6 7
37.5 (33.8 |30.6 27.5 (23.8 7

Average  [37.4 [33.4 [30.2 |27.4 ‘24.0 mm

Table 7. Standard curve
Assay method : Cup-plate method

Assay org. : Bacillus sub. PCI 219
Medium : Mycin assay agar
Serum | 4.0 | 2.0| 1.0 0.5 | 0.25[ meg/ml

25.0 (23.0 |20.6 (18.2 16.8 | mm
26.0 (23.5 {20.0 |18.2 (16.3 7
25.2 |22.6 (20.0 |18.0 |16.0 7
25.0 {22.5 |19.8 (17.6 |15.0 4

Average  [25.3 [22.9 [20.1 ‘17.5 16.1 | mm

Urine 4.0 2.0] 1.0 ] 0.5 0.25} mcg/ml

26.0 23.2 (20.0 (17.6 {15.8 | mm
25.3 [23.0 |20.5 |18.2 [15.3 %
25.4 (22.2 120.5 |18.8 |16.3 %
26.0 |22.7 [19.8 |17.6 |15.7 4

Average  [25.7 [22.8 {20.2 118.1 15.8} mm

VD B K B #%

AR AL BRYYEE 1560 1 B 1.08 VMR 1 Floa
0.58) 3~6 HMHREU T2, £617 F v IRE OB T
1450385, 1 HERETH Y, O 1 FIRESZED
TCOTHIELIZ D TH %, BRENIZTNT, BFIRHEHRE
T 3.12 mcg/ml LI T CEG TZOFEHHIEIH
1z (Tab. 9),

F1z640ic CEG 1 H 2.0g 5L 12053 PlicHL,
1 BlgEsh, fho 2 Bl TR, BWHO» 1 B TiEdIkE
%L1z (Tab. 10),

Table 8. Serum level of CEG
500mg per os

o[z

S. lutea| 0 | 0.4] 1.3 0.6
B.sub. | 0|0 |O |O

trc. | meg/ml

K.K m65kg 0 ,

S. lutea| 0| 0 0.2 1.1
B rub.| 0| 0|0 |O

0.1/ mcg/ml

Y.N m 56kg 0 ”

Urine concentrations of CEG
500mg per os

0-%

%—1{ 1-2| 2-4 ’4—6‘ hrs.

S. lutea
B. sub.

120 600 300 250 | mcg/ml

K.K m65kg 1066|4334 |

S. lutea
B. sub.

0 | 43 |150 (280 | mcg/ml
0| 033]43 7

S oo o

Y.N m 56kg

V) #& £

(1) CEG Ezihicis JITTRHERIMEL 17 #55,
7 K o EREGEERERR T10°~10° By EHERE T 2252 2 i 7R
U, BRYEM CHIBEHED R,

(2) EHOE B 7 K v BRE 50 #k0 CEG iy
% BRI T M RS % b B SERRERE T
MIC 0.8~6.25 mcg/ml D} D86% Th b, KIGi26%k
T1319.2%7%% 3.12~6.25 mcg/ml OFIHTHIL Ih 1z,

(3) MEEERRATT 2 41T 500 mg & E L 12 EED 1M
FIMAED peak 13, ZhZh 2WO60, 4 FERICDH
b, ZOfiit 1.3 meg/ml, XN 1.1 meg/ml THD
20

(4) REERABET 24T 500mg RAREL 12HOR
R Zh Zh 1~2 B, 4~6 K[ T 600 mcg/ml,
280 meg/ml DIRFET%2RU 120

(5) SEHURICRIYE 21 flic CFG 25U 12M:D

SRR CIEZI7H], Jmesh 161, HERGESHlTcTh
SIETTW, MaA, MeiZs SHIVEH 20 1z THIk L 12
LDTH %,

g2 & X #
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Table 9. Clinical responses of surgical infections to CEG
Case Name Sex Age Diagnosis Dosage/day | Duration
1 M.M M 21 Infection after contusion 1.08 4days
2 N.T F 33 Fistula after appendectomy 1.0 1
3 M.K M 33 Subcutaneous abscess of the breast 1.0 5
4 K.S M 19 Furuncle 1.0 6
5 Y.S M 24 Furuncle 1.0 3
6 T.S M 18 Furuncle 1.0 5
7 M.O F 31 Paronychia 1.0 3
8 I.N M 30 Furuncle 1.0 3
9 K.I F 30 Furuncle 1.0 3
10 T.S M 18 Furuncle 1.0 5
11 I1.H M 23 Infection after contusion 1.0 4
12 S.N M 26 Phlegmon of thumb 1.0 5
13 K.M F 19 Suppurative Mastitis 1.0 3
14 K.O M 38 Groin abscess 1.0 4
15 N.K F 6 Paronychia 0.5 3
MIC to CEG
Case Organism Adj. surg. Clin. response Side effect
undilut x 100
1 Staph. aur. | 3.2 1.56 Good None
2 7 3.12 1.56 Q Nausea
3 y 3.12 1.56 Incision Good None
4 Staph. epid. 0.8 0.8 p P P
5 7 1.56 0.8 ] 7
6 Staph. aur. 3.12 1.56 | Incision ” P
7 7 3.12 0.4 y ”
8 7 3.12 1.56 Incision P »
9 Staph. aur. 0.8 — P » P
10 Staph. aur. 1.56 — » P
11 ” 1.56 — ” 7
12 4 1.56 — Incision » ”
13 ” 1.56 — 7 ” ”
14 Staph. epid. 0.8 — 7 P P
15 Staph. aur. 3.12 — ” A P
Table 10. Clinical responses of surgical infections to CGEG
Case Name 1 Sex ’ Age Diagnosis Dosage/day | Duration
1 Y.Y M 57 Paronychia 2.0g 1 Days
2 A.H M 28 Post op. subcutaneous abscess ” 5
3 K.K M 38 Subcutaneous abscess of neck p 1
4 A.O M 19 Phlegmon of foot ” 2
5 A.T M 20 Infected atheroma ” 3
6 H.M M 19 Subcutaneous abscess P 6
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MIC to CEG
Case Organism Adj. surg. Clin. response Side effect
undiluit x 100
1 E. coli 0.8 0.4 Incision Q Diarrhea
2 Staph. aur. 12.5 6.25 Good None
3 Staph. epid. 3.12 0.8 Incision Q Vomiting
4 n. g. — — Good None
5 Staph. aur. 6.25 3.12 Incision Failure None
6 Staph. aor. 1.56 1.56 Good None
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CEPHALOGLYCIN IN SURGERY

S. Isamivama, U. TakanasHi, I. Kawakawmi, I. Nakavama, H. Iwamoro,
S. Iwar, S. OsHiMA, M. TAKATORI
Surgery, Nihon University School of Medicine, Tokyo.

The antibacterial effect of cephaloglycin was more intensive in an acidic medium than in an
alkalic. It was stable at 10°-10° of inoculum size.

The cephaloglycin sensitivity of 809, of staphlococci cultured from surgical fields was ranged in
0.8-6.25 mcg/ml and that of 19.29; of Escherichia coli in 3.12-6.25 mcg/ml on nutrient agar.

Blood and urinary concentrations were obtained after oral administration of 500 mg CEG in two
healthy adults. They were, in a case 1.3 mcg/ml and 600 mcg/ml at maximum, and in another 1.1
mcg/ml and 280 mcg/ml respectively.

In an open clinical trial of the drug it was found that the results were successful in 17, failed in
one, and doubtful in 3 of all 21 cases. Right differences were marked in these values when they were
assayed using Sarcina lutea and Bacillus subtilis as test organisms. The fact ment a CEG-degradient

occured in the body fluid and it changed into desacetylcephaloglycin as a metabolite.



