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#1 F Fosfomycin o/ BEME TO®KET

m B K #-%F K @ H
HERE SRR AR

X L ®» (<

T AY A Mercki#t ¥ 2~ 4 > CEPA#H CHxRBR
Enfar=—7%b¥MEr b OoFRNEWHE, Fosfo
mycin & H (LLF FOM-Na ¢ 83 ) 2> %, /RBEH
BMTN2~3 DRHFETU-1DOTHET 2,

xt R

BEMI 49 4 8 AA 5 10 Bic» T TAB/NREHZ ABEL
7o EAEMPIR B REYLAE, BUMAE S & UM R AR E LA,
Thbb, 1% 4 BB OBmEE, &% 18 B B o B i £,
TV HHOKREMBEANOE 1AL RMMMA & B
b7z 28058, FHERD 2HTIZNFBENHT
%, MFMBLOES TIIMERNBITERIFL 2,

el A

1) FE - ERXEHRAHRE (agar plate dilution
method) % v, B/ REMILRE (MIC)2REL 72,
RSEMERISE AL 5 nutrient agar (Difco), ¥# )il
EXF% ;100 wg/ml 70 & 2 {5 AR, MBS &7 4 3
v, RBRE OB Ml RS IC 37°C, 18~24 Bz
ELHRLREEENAERT 1,000 FHFRL, 1 8%
HE % R0 E At bic Essgk,

2) AMEOMIC: S EIORFMMIcTRES N
Proteus 2 ¥k, & 412 0.78 ug/ml, Enterobacter, 50 ug/
ml, Salmonella B &, 1.56 ug/ml, Pnreumococcus, 6.25
xg/ml, JREEABE 086 » K62, 125 ug/ml Th -
2. % B, BETHOHEE D FOM 234+ 2 MIC i2H>w
Ti3, T TIZARE FOM-Ca gt c#i& L 220,

IR 45 & OB B PR

1) K& : RBW ; Proteus sp. (MB838), #Zith ;
nutrient agar (Difco), pH 7.0 fFHic & 2 # g 10 ml
PRV M@, FWi;005M tris-buffer (pH 7.0),
Akt FAY ; FOM-Na A OREKIL, 005M tris
-buffer TFRHMHICHFRL 2 bFEAL 2, FOM-Na
LhFIEFR ORI KD B R TREL 72, CBPC ic>w
Ti3, 0.05M tris-buffer TFRAHMICAHRL, Peni-
cillinase T BME L 720, FOM 7513 % BEL 72,
GM 3 ZnRBEICNT 2B I E CEX i3
ALREBLL,

2) RBREUE - H R ERIEICIZ, FOM-Na #3:#%
RIS EME TREDS S RN, § A5 iFICH
BEL, MERBRERNECIMEFHALZEZNEET, B

DBOREE THRIERFL,

3) mMRENRM (Table 1) : Fra BB (%
48H) BluBBumniE (&% 18 BH) DEFICKL,
& 412 FOM-Na % 100 mg/kg one shot #ix L, 1
HiBEE peak {3, % 4 BEBIT 1 BRI BIC 194 ng/
ml, % 18 BE®HI T304 Bz 180 ug/ml TH » 72, 2
BlEBLIC305BH»0 2B THBEZIRLZ. £
72, 6B TL BB, 135ug/ml, 112 yg/ml &
peak fEN 2/3FRENMEL R L, I FBRENMETHEIL
B 72, %3S A RDBERB T, L)V DEET
mEREVCETT2LIICBbNr,

4) BEZREDRM (Table 2) : {LIRMERE KRNI
RicBWT, BER (2% 70 BE) &R0 (E%
357 R) m2micH>ERIEL 72, EfERIZ FOM-Na %
96 mg/kg one shot #E L, Mgl iz 3B E 72,5
pg/ml, 6B$MIE 430 ug/ml ThH o7z, Lo L, R#k
B 12 FOM-Na # 85mg/kg one shot #i+ T, #58
HETEE D LD h - 72h%, 3BERIA 13.2 ug/ml &
BBETH-72, B, RRLBRYRFOME B EOKRE
BRI I3 MiEBE L FEITL CHIEL, 165 A 85 ug/ml, 3
B H 33.6 ug/ml T#H - 72 (Table 1 DEHETER),

B K &t =&
BAENF L oH% Table 3IZRL 72, FrER, SLENK

Table 1 Serum concentration of FOM-Na in
newborns and an infant after intra-
venous injection (one shot)

Dosage [Serum concentration(ugml)

me|™8[30f 1 (23 6]16
2| /kg|min| hr. |hrs,| hrs.|hrs | hrs.

4d. | f.| 25 |[250[100{153|194]|171 135
18d.| f.| 20 |[200{100{180|175[161 112 28.2
35m| m.| 59 |500( 85 85 33.6

Age sex] i

Table 2 Ventricular fluid concentration of FOM-
Na after intravenous injection in male

infants of ventriculitis (one shot)

ieht it Vent. con-

Age “:Egg) ?e;erl y Dosage cent.(ugml)
o

mg |mg/kg|3hrs6hrs.

70 d. 52 | Severe
3.5 m. 59

500 96 |725]43.0
Moderate | 500 85 |13.2




3422 CHEMOTHERAPY NOV. 1975
Table 3 Clinical results of FOM-Na in pediatric diseases
Daily dosage
Weight| D,“ra' Total | caysative | Other | ide | Clinical
No.| Age|Sex Diseases mg mg Cli)_os.ggg tion |dosage ) antibiotics|
(kg) kg 1vlln (days)| (mg) |Or8anisms used effect| effect
. . 2
1| 4d.| f 2.5 |Septicemia | 500 {200 dog‘ 7 3,500 | Proteus none ? +
rip
Septicemia 2 Unk
2 (18d.| f.| 20 |susp. 400)200| or 3 1,200 Ezler;'g‘bz]zrz‘t none - _
Enteritis drip E. coli
(GM
y Ventri intravent)
3 (35mm.| 59 litis | 29|85 1 | 24 1200 | Protews  [12080%°1 — | +
CEX
Pulmonary
4| 6y. | m.| 205 |mycoplasmall,500| 70 2 55 | 8,250 | Unknown none — |4+~
susp.
Pulmonary
5| 6y. | m.| 27.0 | mycoplasma|1,500/ 56| 2 85 | 12,750 |Unknown | none - ?
susp.

MmEES & UMERIZ, BERENOLHARBICHERL 7,
£ 1 HERMMmE, 4 HE, % (Fig.1),

TERG 40 B, £ TR{KE 2880 g, FEIBICHE, £F
B DHERLSS <, MR b %<, WBEOEHIH > 72 R
REDH T —FTNWTINTDEAATLO N T2 2B &
T2, 851 F 7 /7 —&, Wis, MK NMEE, H0HE ¥k
ZZLE%AIBEICRKL 2, REREEIR 2500 gic
SL, EMBRIZEC, Fig. 1ok 5 ZEHRKERL, H&
BThore, ABEFHERE T, M/MR$ 54,000, F oK
T AbM 0% LIET, mM¥Eiz 7mg/dl & EBHICEKBEERL,
GOT 43 81 & LR L Twi, MR DR Proteus
HREL, BEHIZ, SM, GM, FOM »(#) Tdh - 7z,
B F RIS IIREIZBD % H > 72, FOM o MIC i3 0.78
wg/ml Th o1z, EMIZ, RERTHIE, O0kA, Wm,
Wb mE BT, LEWK L L T3 FOM-Na
500 mg/day % 2 4r#| Cone shot & ik, F 7213 i 40%
BELLLEAMTEHRER, 12ITHESI N, ORER
LEELZ, L2L, ARBRKOLZHOREBERKTH- 2
MERAS, ABE3 B H» L Wi\ iz TRENTLIC
BETELVERMETHY), BEMKLB®: %o 722
728, ABE8 HH »5GM6mg/day # 2 4 #TREL,
HEHRFHICEBL 2, UE0RBRET, BERM, T
R 2R VOBEEAEPYHEERS L Tl 25,
%15 AR > TIRFRICL - 72, ZHRA I, &

NETH-72Z &, Bimb S OO EHRERLERAL T
wizZ &5, FOM-Na DBIfERD &5 »IZABHETH
5,

fE A 2 WMERMME. BuBLU0HB%,188H, %,
EfE 398 6 B, £ THIKE 2600g, EHSMHR, £#%

1HE» LR, WILTRL, THERZL, XETHEREZZ
FTwieh &z icEBILL, %18 B HICHKE 2,000 g i
WAL THAKRETHREL 2, AKBERE C, MEMR
EH, masERiE, WIR 5 5 Enterobacter, E. coli % 45
B, IR »* & Enterobacter % 5y Wt L 7= , Enterobacter FOM
1284 3 MIC i3 50 ug/ml T&h - 72, B i Bk 23,400,

CRP(+)Th 1z, B I WM H & »r FOM-Na 400 mg/
day % 2 4+ #lConeshot &, i3 mBELL,
SHMOERTEFRBRIORPWHINH, RA, W
A4, TH#H, BHRWHHIF#L, FOM-Na 5+
kL7,

fE B 3 BizEs, 24 A, 3 (Fig.2),

TERE 40 3B, & THIKE 34008, BHIBiAH Y, TFY
FRTHE, % 1BRICEERK, £% 288 » 58
10 B 37~38°C, BFiZ 39C mERY DN, EEHRLL T
BREN, LEEAERLTI 3 a7, £H% 58
G bHBNI AL R LHIHRE, %8BIk - T
HILAABIIE T LR L 72, KESBE, KE 4050 g, W
B 37 cm, SEE 44 cm TH - 7o, FEHE S HI 713 4B B % 297/
3, Bui 435 mg/dl, ¥R 26 mg/d]l, MMEZERMYE, Bk
FERRAIIZ L C BIK T Proteus HirmEnsz, FOM o
MIC 3 0.78 ug/ml T& » 7z, & # iz FOM i 8 A 1T
WRMTHo e, BMEFEHIC L) HEH, %Kdk, GM o
B ENEAZITE Y, £5%5 ¢ L TGM, CBPC, CER
AL, MEFREOMME LRI ARMEK 3 AR
THREL Lo 72h, KoM EaBOMMIT 68
BLENTWR, b ¥, TOE, FEFICBWTER
70 B Bic &5t L 72 FOM-Na o B £ )47 0 # F (Table
2) #fm->7-nT, TAHB »5H FOM-Na 500 mg/day o
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Fig. 1 Clinical course in a case of septicemia (4 days)
T
Hospitaldays1I2!3'4[516]7‘819[10!11'12{
7777777773
0. BT AT
Cont. drip
38.(5 L FOM-Na 500 mg/day b.i.d. I.V. or drip ]
Temp. [ Jblood trans. ¥ blood trans. | GM 6 mg/day b.i.d. L M.
37.0 _______7'\._\_'_/_.45 _"\K’_ \:7,*,,4_\\_/3_.?,,4_
36.0 |- :
.\./
35.0

1 1 | 1 1 1 1 | ! 1 1

Blood culture

| Proteus ; SM, GM, FOM (+),

WBC 16, 800 16, 600 11, 100 16, 000
Platelet 54 X 10 52 x10° 44 X 10 150 X 10®
Thrombotest 0% 0 19.5 29
CRP | (1+) (—) (=)
Blood sugar Tmg/dl 72 67
GOT 143 98 80
GPT 30 1 1 1 1 36 1 1 1 1 24 1 1 1
Cyanosis + * + + + + — —
Lethargy + + + -
Apnea + -
Vomiting H + -
Sucking - - +
Petechia + + -
Abd. distension - - + + + + + + + + + +
Fig. 2 Clinical course in a case of ventriculitis
Hospital weeks 1 SZ 3 4 >2 6 7 8 9 10 11 12
Vent. tap +GM 4mg > 2 ¢ -
(intra—Vent.) | 1time /day ) )ltime/2days 2time/week 1time/week
(#) SM, GM
CER, KDM
GM 6mg/d. b.i.d.1. M. ABPC, CBPC
CBPC/d.500mg b.i.d.LM. | FOM
[ CEX 200mg/d. P.O.
T 1.d) )L ]
38.0 [ FOM-Na 500mg/d. L V. [
Temp. L_ T 0 AU S S I M VP
37.0 I— } I’ i I I‘ I‘ :[shunt
36.0
Cell count/3 Pus 23,400 5,376, ) 3,200 22 13 56 3
Vent. | Protein(mg/dl) 1,550 3,060013,040 810 105 100 70 48
tap | Sugar(mg/dl) 0 70 74 12 24 40 28 42
Culture Proteus (+) (=) (=) (=) (=) (=) (=)
WBC I 28, 500 15, 300 6, 800 7, 600 4,800 6, 100 8,700
CRP (2+) (=))) (=) (=) (=) (=)
GOT 50 53 39 66 42
GPT 45 35 ) 27 71 33
Vomiting - - - - - - - -
Convulsion -+ - + + — — —
Poor appetite | + + - - - - - -
Bulged font. + o+ + + + + + + + + +
Movement - + + + + + +




3424 CHEMOTHERAPY NOV. 1975
Fig. 3 Clinical course in a case of susp. PAP (6 years)
Hospital days 1 2 3 4 5 6 7 8 9 10

e FOM-Na 1,500mg/day b.i.d. LV.
' . FOM-Ca 2,000mg/day P.O.
./
Temp. 38.0
3.0 === ;7 ———————————————————— AV
\ /a 0\./.\/ " .

1 1 1 1 1 1 1 i

Phary. culture

Normal bact. flora

WBC 10, 500 2,500 4,700
CRP C (24) (=)

ESR (mm 1hr.) | 3 25 8
Cold agg. | 128x 64

GOT 29 30

GPT 12 15

Cough # + + + + -

Rales I + + -

Chest pain [ + -

Poor appetite | + + -

Chest x-ray

AN/

one shot # ik % B L 2o, FOM-Na ff FBH#S 1%, AN
R EEICKHEL, V-Pshunt F47 #if7T L1572,

iE M4 RN, 6%, § (Fig.3),

KREE 4 HETA HRMA, KW, KELE2HEH, Wi
WERLT, WBLVKR THTHEICKRELZES, mLl
By RifE 36 mm, CRC 2+, BB ERE 128 FThH - 72,
#H#E1z FOM-Na 1500 mg/day # 2 4r#| T one shot #
EL, 1l BTRH, 25 RKELEBENT AR ICHEL
72, 8 %13 FOM-Ca 2,000 mg/day » Nk TiER L
AN

£ M5 RAMK, I T,

FBE5 BHETAH38B~39C NREM, ABTIR, BRTHE
BETHEBLzrSELCRELZ, WL R TELERE
B % 8, ML 1 B fE 37 mm, CRP 1+, EinE$E
Rt 64 f%5 (ABESH 9 B 1,024 £%) TH - 72, HHIZ FOM
-Na 1,500 mg/day # 2 % & T 85 H [ one shot # &
L, LL#i3 FOM-Ca 2,500 mg/day % WAk & & 72, A 1E )
M ETICS BRI AL, HW, WIS E, WIH, &
BARERL CoERSIFC I EMUELZEL 2,

%3, FOM-Na O FIZFER 1 ~ 413 KB KT, EH S5

AN N

1220% WETHENBN1,000mg/20ml i EE L THEAL
72, ¥ 72, one shot #iE N EE L, 5~10 51T TIT% W,
S8 13, FOM-Na 200 mg/ml /&4 T 5~10% #%
ICEMRL, 1 BRS5B% 24 BMLTTEALL,

¥ X BB

1) Proteus \2%xt4 3 MIC 134 E D 2 % & OBE#H
ED1#kE LI 078 ug/ml LK\ A5, E.coli i2xT 3
MIC i3, 312~25 ug/ml Tk - 72, OB T & D70
WhHHERZ TH -1z,

2) ¥AERLFBED peak iz, #EXOSTHLE ]
BMEICBOBORD LN, MEREIL, 26 & L%
E% 30 47, 1 Bef, 2R5FORMNL, 12 LA LIETHEDS
N0y, 6BEML T peak [N 2/3REHIRL 22, ZThi
FOLTZ 4,9, RFITHORANIC BT 2 #EH 5% 70 i EK
TERLTWAEDERYY), HERNKHKERELEZ LN
B, 7272, RRELIZFERIC 100mg/kg DARFHE L
TORFTHY, BRANBRERIRE 28 HEORFTTH
SRDTRMLZELMETHSH, L2rL, RELD
BEt L 724KE 59 kg DN E L DHILR T3, 85mg/kg #
5., 165 H 85 ug/ml, 3BRIE 33.6 ug/ml & F4ER
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RIS AU, 2L D TARLICREIET L Tz,
L7z 55> CEHERNOMIERE DK THIBVDIIFREET
Tt (, FEEREE, BEEE L FOFERNRRE B bNS.

3) FOM-Na ¢ BB 4 T 96 mg/kg B L, 38
R A% 4 % o) i 58 0 M BE A 72.5 ug/ml, R EHE T 85
mg/kg BiEL, 3EEMI%IC 1324g/mlZ2RLAZ 21
EBICEYT 5, HAEMEO nEHERBEMO@EEIR, —
BICHEROSENIT S HEBHEL ) LBV b,
ERLEETH-72, LAL, BERTIE, LIFLIZK
BN EERICL > TWB I EA D), B BRIRILL
DR > THIUE, FOMEENELHDNIZILRER
FTREZETHAHI, T2, FEBLBREMELTIIE
## & LC, Gram 8@ » %<, F#%b Gram &tk
128, & { iz Pseud.aerug., Proteus mil. *E \~%, Gram
FEtEAREIC R L TT 3/ B RO T EWME D E IR
HLEN T3, Lo L, LEtanBr o @atizE ],
MC CRACKEN® |3 74 RAGIR M 461 4 2V ,GM D
EFIIMEREAL#RL T3, FOM-Na 3k £

C WREATA e D) BB b 1, Proteus 12 %14 5 MIC A3
&3 THBNT, Proteus = & 534k RAGIR MR 41
IBEBTXEXRF L BbND,

4) FAEROEERY2HIC 200mg/kg D KE %
HL, 18E%, 138D TH- 72, RERDOILRD
16li3, 28M%BE Th b Tldd 5 b 85 mg/kg A
LTHEMTH-72, 6L IRNREGREBbNS 2
#lic 70 mg/kg, 56 mg/kg A L 72, FOM (3 K5 A2

BOROMBINBEMEEL THEERA R THEWE
THHH, 2H & 4 ic Mycoplasma D& 7203 T -
EThuE, ZOEMEIIERMTIEH 55, BREEDL
Lix, 1BIE#HT, 1HEHDL S LREBTH- 12,

FOM-Na # B L 2R TAREWEIC L 3 L EiIE
TEZEERRRED L -T2,

Bigkic, MFEBLIUVHMERBEOREBICHAL T
ZulHAENERRNSH XRFARTRFAAR—FICHR
MWL T,

X [

1) FAREH:FOM F7 420y 7o/ REHERT
o #at, Chemotherapy 23 :1827~1833, 1975

2) FoLTZ, E.L. & WALLICK, H.: Pharmacodynamics of
phosphonomycin after intravenous administration 'in
man. Antimicr. Agents & Chemoth.—1969:316 ~
321,1970

3) H2EHAY¥BREXLTHALIIRS, 77 FT
—TNT 4 RAA v a v, [HER FOM-Na o) §F1fi |,
Chemotherapy 23 : 3226 ~3231, 1975

4) SMITH, D.H.; INGRAM, D.L., SMITH, A.L. et al.
Diagnosis and treatment, Bacterial meningitis, a
.symposium. Pediat. 52 :586~600, 1973

5) MEEKRE HRIVE, SREEE, A A R A
BLUBMEE, AFB L UTFHOEL) o N REERK
27:699~710, 1974

6) MCICRACKEN, G.H.Jr.:The rate of bacteriologic
response to antimicrobial therapy in neonatal ‘meni-
ngitis. Amer. J. Dis. Child. 123:547~553, 1972

CLINICAL INVESTIGATION OF FOSFOMYCIN-SODIUM
IN PEDIATRIC FIELD

TomoYOSHI KATOH and TETSUYA SHIMIZU
Clinic of Pediatrics, Nagoya Daini Red Cross Hospital

The minimum growth inhibitory concentration (MIC) of fosfomycin-sodium against Proteus was 0.78 ug/ml.

The serum concentration which was studied in 2 newborn infants with proved and suspected septicemia
respectively persisted high for 2 hours after intravenous administration of this drug. Its serum level declined
thereafter very slowly comparing to the results of adult cases reported previously by the other investigators.

Ventricular level of this drug at 3 hours showed higher than expected after intravenous administration in an

infant suffered from ventriculitis.

Out of 5 cases under this investigation, excellent results were obtained in.2 of Profeus infection. In other 2 cas-
es in which Mycoplasma infection was suspected, this drug was effective!in1, but ineffective in an other clinically.
In the last case of unknown organism, this drug was unsatisfactory.



