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Table 1. Diseases and cases
Group A | Acute pharingitis 13cases
Acute upper respiratory in- lcase
fection
Submandibular lymphadenitis 1case
Group B | Acute dyspepsia 15cases
Acute cystourethritis 1case
Others Acute infantile hemiplegia lcase
Total 32cases
Table 2. Clinical results
Effective Ineffective |Undecided
Group A | 10cases (67%)| 5cases (33%)
Group B | 12cases (75%)| 4cases (25%)
Others 1case
Total 22cases 9cases lcase
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Table 3-A. Summary of clinical
Isolat(z%uﬁaizn Olgefglx;er t;(;:stment Isolated strain after
Case Age . . phary
Name Sex Diagnosis
No. y.m.
species amount MIC species amount
Acute pharyngitis
1 |Cc.P.|1.11 3 & asthmatic bron-
chitis
2 M.I1./20 5 Acute pharyngitis | Staph. aureus H# 6.25
3 |T.N.| 2.5 5 " a-Streptococcus H# 0.10
4 |H.Y.| 2.8 3 " Staph. aureus H 50
Asthmatic bronchi- +H growth
5 |T.H.|2.10| & | tis & acute a-Streptococcus of
pharyngitis H bacteria
6 |Y.H.| 4.8 3 Acute pharyngitis | a-Streptococcus +H "
| a-Streptococcus # "
7 |T.1./6.1 3 " A group
Staph. aureus (4) 25
3 | growth of
8 |T.1.16.1 5 Right submandibu- ﬁsgzz'oef;ococcus it bacteria
lar lymphadenitis Haemophilus + 5—0
i e p-Streptococcus
9 |K.S.| 6.3 Q Acute pharingitis A group i 0.05
Acute upper respi-
10 |[K.N.| 6.6 3 ratory infections & | Staph. aureus + 12.5 a-Streptococcus H
cyclic vomiting
11 |A.S.|7.0 | ¢ | Acute pharyngitis | StaPh. (8) | 1.56
A pharyng epidermidis :
12 |[K.S.| 7.2 3 Acute pharyngitis
0.78
B-Streptococcus H growth
13 [R.I1./9.2 Q " A group of a-Streptococcus H
Haemophilus + bacteria
B-Streptococcus H# 0.05 Staph
14 |K.H.|9.2 o} " A group A s ge (5)
Staph. aureus +H 6.25 epidermidis
3 B-Streptococcus
15 [S.S.[11.3 | ¢ " a-Streptococcus| + 0.025 | ) group H




VOL. 23 NO. 5

CHEMOTHERAPY

1803

results with fosfomycin

treatment

Daily

Hepatic function

Dura-
Starting symptom Clinical course dg?e tion| J";gg;lt before after
MIC FoM | (dav9)

GOT | GPT |GOT | GPT
38.5°C, fever not reduced 100 in-
leucocyte 10, 800 pharyngeal finding mg/ 3 | effec-
pharyngeal redness (—)| unchanged day| tive
38.4°C, fever reduced next day exce-
pharyngeal redness, pus plug disappeared " 2 llent
pus plug (+) on 2nd day
38.2°C, fever reduced next day
pharyngeal redness (+)| pharyngalgia disappea- 7 2 good
pharyngalgia (+) red
37.6°C, improved slgihtly from
pharyngeal redness (+)| 3rd day pharyngalgia " 3 fair
pharyngalgia (+) disappeared
39.4°C, asthmatic fever reduced & subjec-
pharyngeal redness (+)| tive symptoms impro- " 2 good
pharyngalgia (4) ved on 2nd day

N . . after 3 days
ggu%h p(kiil)mgalgla & leucocy}e 80, 600
leucocyte 19,500 neutro.” 38% " 2 good 21 8 14 /
neutro. 759 subjective symptoms
: (4 improved
. fever reduced & subjec-
38°C, pharyngalgia & . ¢ - i ,
pharyngeal redness (+) f;:; oiyr;g)do(rlr;sy 1mpro ! 2 good
swelling & tenderness in-
of submandibular lym- | not improved after 1 " 7 | effec-
phnodes (+) week tive
fever (4)
38.6°C fever not reduced 4 th in-
y ’ day
pharyngeal redness & i ) " 4 | effec-
pharyngalgia (+) 1{)(k:;ryngralgla disappea tive
growth | 39.5°C, pharyngeal fever reduced next day,
of redness & pharygalgia | subjective symptoms
bacteria | (4+) vomiting, aceton- | disappeared on 2nd day " 2 good 15 4 18 7
— uria (+) acetonuria (—)
38.8°C, pharyngeal fever reduced & subjec-
redness, pus plug (#f) | tive symptoms impro- " 4 good
pharyngalgia (4) ved on 4th day
38°C, cough (+) improved slightly on in-
pharyngalgia (+) 3rd day " 3 | effec-
pharyngeal redness (+)| pharyngalgia (+) tive
growth o fever reduced & subjec-
of g?l:ﬁ“’y:;:fgg}: a<?_—i2) tive & objective symp- " 2 good
bac&erla pharyngeal redness (4) 5(;:;13 improved on 2nd
o fever reduced & subjec-
C h - N Y
50 iseSS’ II:U: rglrlllggea(lﬂ'l'ged zwe & ob]ect1(wi/e Syrgp(i " 3 good
’ ) oms improved on 3r
pharyngalgia (+) day
o bjective symptoms not .
C h 2 -
313 | pharyagaigia () | mproved on ih day. | | 4|
pharyngeal redness (+) Eligh};lg g P tive




1804 CHEMOTHERAPY MAY 1975
Table 3-B Summary of clinical
Isolated strain before treatment .
Case Ae (culture of stool) Isolated strain after
Name| & Sex Diagnosis
No. y.m.
species amount MIC species amount
Escherichia (H) 12.5
. Pr. vulgaris 7 12.5
16 |T.K.| 0.4 Q Acute dyspepsia Pr. mirabilis (3) 313
a-Streptococcus H 1.56
Escherichia +H 12.5
17 |S.0./ 0.4 3 " Enterococcus + 12.5 Cloaca HH
Enterobacter B (11) 50
Escherichia H
18 |T.-M | 0.6 [°} "
Klebsiella H
Escherichia H 12.5
Klebsiella H# 12.5
Enterobacter A +H 3.13
19 M.U.| 0.9 @ " (H2S) (chocolate
medium)
growth of
a-Streptococcus H bacteria
(=)
20 |[T.S./0.10 Q 7 Escherichia H# 12.5
Escherichia (5) 6.25
21 |y.I1./0.11 ) " Enterococcus o 6.25
Enterobacter H 25
22 |[K.H.|0.11 Q " Escherichia H
" a-Streptococcus +
23 |T.0.|1.1 3 Escherichia H 12.5
(white feces) Neisseria (2)
Escherichia H 12.5
Enterococcus + 25
24 M.F.|1.3 Q 7 (culture of
pharynx)
Staph. aureus + 1.56
Escherichia + 12.5
25 |K.S.|1.8 3 "
Klebsiella H 200<
Escherichia H 12.5
26 |K.N.| 3.2 ? " B-Streptococcus + 0.05
A group ’
Escherichia - 200
27 |Y.K.| 3.9 3 " Klebsiella (20) 100
Enterococcus + 25
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results with fosfomycin

treatment Daily Dura. Hepatic function
Starting symptom Clinical course d:))?e tion| Jl:ggr-lt before after
MIC FOM (days)
GOT | GPT | GOT | GPT
56 times/day fleaclis, improved grad- |49 /
aqueous feces ioht 5.7 mg 3 good
body weight 6,290 g t()ggtir“;ielga;s)’ 0g day
56 times/day ie%:::erll(ot improved after in-
100 diarrhea : " 7 | effec-
body weight 5,620 g ‘(’;’gty;r“;e‘gg;s’ 0g tive
feces improved 23
10~20 times/day times/day on 3rd day " 3 ood
aqueous feces general symptoms imp- g
roved
38.2°C, 10 times/day combined with trans-
diarrhea, vomiting(+) | fusion improved after " 2 d
dehydration (+), 2 days. goo
body weight 7,730 g body weight 8,060 g
8 times/day diarrhea : (tii;r;’gs/day diarrhea on " 4 (i:rllf_ec-
body weight 8,410 g body weight 8,230 g tive
39°C, 3 times/day he- | ro o Leduced 2nd day
mafeces, diarrhea feces improved & cured | » 3 ood
pharyngeal redness (+) by 3 davs g
body weight 8,360 g y ¥y
combined with trans-
. . | fusion
?&t;eous diarrhea vomi- | yo0p feces & general | n 3 good
symptoms improved
3 days
g{):l‘gtg;i:f 37°C, vomiting white | feces not improved on in-
(= diarrhea feces 4th days " 4 effec-
0. 39 body weight 8,620 g body weight 8,340 g tive
feces normalized on 2nd
3 times/day diarrhea day
vomiting (+) general symptoms im- " 2 good
body weight 8,280 g proved
body weight 8,450 g
37.2°C, vomiting (+) | feces improved 2~3
8 times/day diarrhea times/day on 3rd day " 3 good
body weight 10,040 g body weight 10,390 g
10 times/day .
hemafeces, diarrhea (fieces normalized on 2nd ] 2 good
body weight 14,010 g ay
4 times/day feces improved on 2nd
aqueous feces day g 2 good 20 10 15 9
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Table 3-C Summary of clinical
Isolated strain before treatment :
Case Ave (culture of stool) Isolated strain after
Name| 8¢ | Sex Dignosis
No. y.m
species amount MIC species amount
Escherichia H# 12.5
28 |K.0.|3.10 3 Acute dyspepsia
Pr. mirabilis H 0.78
29 | K.M.| 5.4 3 "
Esgherichia H 12.5
culture of
30 M.S.|5.6 3 " stool)
Pneumococcus + 0.05
31 |Y.K.|5.10 Q Cystourethritis
Acute infantile
32 |S.N.|1.4 3
hemiplegia
Table 4. MIC values of standard strain and isolated on three media
Medium Nutrient agar Nut. agar Nut. agar
Species (Difco) Sheep blood Sheep chocolate
Standard strain Staph. aureus 209 P 3.13 6.25 - 0.39 3.13
7 E. coli NIHJ 50 50 1.56 50
Isolated strain Pneumococcus 3.13 0.05 3.13
" Klebsiella 12.5 1.56 50

NERR LSO Fig. 1 Th5,

L5 A 10° ERRIRCIRT 513 5 BBREZEELE L 7L
BH, UTohkr 7 sBtk, BERNICERT %,

A. 77 ABEHEOEE

(a) HEFE¥K (10'°/ml) o MIC {&

0.025 ug/ml b 100 4g/ml ¥ To MIC EERIE L
fole T, 12.5ug/ml LT R EZMLR DS L THHER
1%, 12.5ug/ml LT CRRIE X B B-Streptococcus
7 ¥ 1Bk, Pneumococcus 1 ¥t 1 BR7EFTHRERD
otk 2Bk (1%) LRS- T,

(b) 10° REFHREKDO MIC fE

LbHA (2) OBECHURZELE L 22,
12.5 ug/ml Ll FCRE %0 1k X hicHEiX Staphylococcus
aureus 6 ¥ 4 ¥k, Staphylococcus epidermidis 2 ¥

Inoculum size : 107/ml

o 1#k, B-Streptococcus (A group) 5 #kD & #k,
Preumococcus 1 ¥EdR 1 £k, a-Streptococcus 3 ¥D4:
ik, Enterococcus AREpD 2¥RTH o

RS EERR 21 Bk GREBERKRIERIC X %) 16

Bk (76%) CRREWR B oo Eicich, HEKE 10°
ERFRKETIIMICHIZS &5 DERET D,

(c) MIC fp Peak

F& DE, 100ug/ml wid—S—FTHHEENEL S
{, &ic 50ug/ml wabhic (REK O %& o MIC {H
DEEEE X 100 ug/ml ULHRIE LichyoTodd, 108 %
B OHA1 200 ug/ml ZREIRE & LTRIE L),
. BREROHAI 0.054g/ml LV U x 5 ifEL MIC
BRI, Zhik B-Streptococcus KO L x 51T
MR D - Telcd EBbh b,
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results with fosfomycin

treatment Daily ura. Hepatic function
Starting symptom Clinical course d(c:?e tion Jl;gg;lt before after
MIC FOM (days)
GOT | GPT | GOT | GPT

10 times/day aqueous b S

g oth feces & subjective {100
i:geess}msllslght fever, symptoms improved on | mg/ 3 good
body weight 16.4 kg | ord day day
56 times/day not improved after 3 in-
diarrhea day’s administration " 8 eff:,ic‘;e

. fever reduced next day 14 19

fever & 56 times/day feces improved on 2nd " 2 good | Al-p 7 | Al-p 6
aqueous feces day 7 16.5
po!lak(iir)ia, miction both findings & subjec-
pain . 3

. tive symptoms impro- " 2 good
bloody urine, pus "
urine (+) ved on 2nd day
. . hemiplegia (+) after
{ugh fever, convulsion defervescence " un.de- 92 | 230 | 116 42
eucocyte 21,300 leucocyte 7,500 cided

Wiy 1.56 ug/ml, 6.25ug/ml, 25ug/ml LF U
peak %iR L, BAEHCIKESOEOENGTH LT
\Who

Dz b p-Streptococcus,
Streptococcus \TIRZHMNH b, Staphylococcus aureus
T RRRZ R D - Bbh b,

B. 77 aaEEOBE

(a) HR®Eo MIC #

SEEERE 24 bk, 12.5ug/ml DT CRERXMEEEH
=Bt Escherichia 12 ¥k 9 ¥k, Enterobacter A 2 ¥k
th 1k, Proteus mirabilis 2¥kDERT, 24 Hep 12
B, Tcbb 50% KRS D - o

(b) 10° fERRERD MIC &

12.5ug/ml LI F CRE 2RI X h =B Escherichia
12 #kh 11 #%, Klebsiella 3 #kdr 18k, Enterobacter A
2R 1 8, Proteus mirabilis 2 ¥k &R, Proteus
vulgaris 18k 18k, Neisseria 1¥kb 1ERT, 24 Hrb
17 ¥ (11%) REZMEN Do To

(c¢) MIC {ED Peak

HERERDOBEA, 100ug/ml &4 - —F554 L 12.5
ug/ml L@ U peak HRRDL I,

10° BRER OB AT 12.5ug/ml O U x 5 i
W peak RRE LI,

IoTzogs, HRECTHOHRERTLR L MIC

Pneumococcus, o-—

fE. peak %R LichlFThso

DEnoz ek, 77l Tk Esche-
richia, Enterobacter A, Proteus mirabilis {ZoRRK
ZHRDD LV X5,

C. BfEHE L EWOBH X% MIC fAownT

Pneumococcus i&.o\T Table 6 D X 51 3BDRE
WE v, 3EBRBOEBRLYEEL T MICHERRDI,

Klebsiella D xhie2o\\Tik Table 4 iRlLici s
) 'C‘%ZJO

ThbhbRB EDDEDENHTL 525, BEHRE
& MIC fERHGIT % D ThhiE, & 10% EHR
BREZAWT MIC [ERXNETHLERD DY DI
BMTh Do

¥ 7o 5% RN % In 2 Ao B e s T, X Ew
MIC fEx Bl O Tl LAEKORR L » & mEHEHTs
LB WA Z L ARBETHAH O LBbh b,

8 # 3

(1) PMROZHMWEAEELTSD 15 Fl, 2HENHL
FRIEXEELTS 1541, 1302605 32 flic Fosfo-
mycin 100mg/kg/day #EOHEL, 70% DEFCEH
& Bbhico h

(2) ARFNIMEEHRA B B-Streptococcus,
Pneumococcus, a-Streptococcus RZMMNH Y, Sta-
Escherichia,

phylococcus aureus, Enterobacter A,
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Table 5. Difference of MIC by inoculum size of organisms (Original solution : Bacterial
suspension obtained from the culture, inoculum size of which is 10/ml. 1073 :
10% times diluted solution of original solution.)
Staph. | Staph. |B-Strep- |Pneumo- |a-Strep- |Eniero- Total
MIC aureus | epider.| tococcus| coccus| tococcus|  coccus|
0.8.]10-%0.8.]10-% 0. S. [1o~3 0. s.]w-s 0.5.]10%0.5.]10-9 0. S.|10-8
0.025 1 1
0.05 3 2 4
0.10 1 1 1
0.20
0.39
0.78 1 1
1.56 1 1 1 3
3.13 1 1
6.25 2 1 3 Medium: Nutrient agar
12.5 1 1 1 1| 2 (Difco)
25 1 1 2 1| 3 0.S.: original solution
50 1 1 2 1 71 2
100 1 2 3
200 100< 100< 100< 100¢ 100¢< 100¢
1 2 4 3 4 14
200<
Total 27 | 21
Escheri- . Entero- |Entero- |Pr. Pr. Haemo- . .
MIC chia KIebsiella "y ior Al bacter B mirabilis| vulgaris €102¢@ |7 phitus/Neisseria | Total
0.5./10-9 0. 5./10-9 0. 5.|10-9 0. 5.|10-9 0. s.ilo—s 0.S. Llo-s 0. 5.110—8 0.5. ‘10-s 0. s.|1o—s 0.5. [10—8
0.025 l
0.05 !
0.10 §
0.20 [
0.39 1 D1
0.78 1 |
1.56
3.13 1 1 1 1 2
6.25 21 2 4 1
12.5 7110 1 1 7112
25 2 1 1 311
50 1 1 1| 2
100 1 1 1 1
200 100< 100 100¢ 100¢ 100< 100<
3 1 1 1 1 7
200< 1 1 1 3
Total 24 | 24
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Fig. 1. Difference of MIC by inoculum
size of organisms
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Table 6. MIC values of Pneumococcus
on three media

Medium | Nutrient |Nut. agar.|Nut. agar.
agar Sheep Sheep

g?;:/‘glllm (Difco) blood | chocolate’
1010 25 0.10 12.5
108 6.25 6.25
107 3.13 0.05 3.13

GOT, GPT %X LT A EERERESVWTYH, &K
RERREDILI T,

(5) FHBERTHEELLCEKRCHTIHF 0 MIC {H
RECB L, BREEOEYRAL, ¥icMmEEHiom
A2 O oMBEENRE 21Tt o T

D

2)

3)

4)

5)

2 % X m|
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CLINICAL RESULTS WITH FOSFOMYCIN DRY SYRUP
IN THE PEDIATRIC DISEASES

Hirosur Mizunuma, SuHIN Minami, Suingo CHu and Yasuko Hiravama

Pediatric Department, Tokyo Hospital of the Japan Tabako and Salt Public Corporation

Reiko Muravama and Hirosur YokoucH!

Bacteriologic Laboratory, Tokyo Hospital of the Japan Tabako and Salt Public Corporation

(1) Fosfomycin was administered orally at a daily dose of 100 mg/kg to 32 cases of children in
total consisting of 15 cases of mainly acute pharyngitis,
cases of others, and 70% of them resulted in efficaciousness.

(2) Following bacteriological examinations, fosfomycin seems to be sensitive to B-Streptococcus,
Pneumococcus, a-Streptococcus, while slightly sensitive to Staphylococcus aureus, Escherichia coli,

Enterobacter A and Proteus mirabilis.

15 cases of mainly acute dyspepsia and 2

(3) No special relation was observed between the results of (2) and the judgments of clinical effect.
(4) No side effect was noticed clinically with the drug through the administration of 2~7 days.
Hepatic functions were examined mainly on GOT and GPT before and after the administration, and no

special abnormality was observed.

(5) MIC of the drug was measured on the strains isolated through these experiments, and a diffe-
rence of concentrations of bacterial liquids was investigated, as well as some bacteriological sugges-

tions were offered on the use of blood medium.



