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Table 1-1. Criteria for bacteriological efficacy of grepafloxacin on Shigella spp.

Description Efficacy
Culture negative on the 2nd day of administration ;
no bacterial discharge observed therealter
E
ex) + + — — — = = = = = - (=) excellent
> E
ex) + + + - - - = = = - - (=)
Culture negative on the 1st day after administration ;
no bacterial discharge observed thereafter
E
ex) + + + + + + - = - = - (=) good
— E
ex) + + — + - 4+ - - - - - (=)
Culture positive sporadically during and after
administration
E
ex) + + + + - - - + - + - (=) poor
> E
ex) + — — - - = = - 4 - - (=)
Culture negative after the day of administration ;
no bacterial discharge observed thereafter
E
&) + - - - - - - - - - - (=)
- — - unknown
Culture negative after the 1st day of administration;
no bacterial discharge observed thereafter but
another antimicrobial agent administered
S P — E
ex) + + + + + + - - - - - = (=)
« E
ex) + + — — = - - = = = - = (=)

«—: administration of grepafloxacin
<«—---~—> : administration of another antimicrobial agent

+ : culture positive
— : culture negative

() : culture after discharge from hospital
E  : discharged from hospital

ex :example

Table 1-2. Criteria for bacteriological efficacy of grepafloxacin on causative isolates other than Shigella spp.

Description
on the day of during after Efficacy
administration administration administration
+ - - excellent
+
- +
not tested - good
+ not tested
+
- +
not tested
+
- - + poor
not tested
+
- not tested
not tested
not tested
not tested not tested
unknown
+
— + -
not tested another antimicrobial
— agent administered
+ not tested

+: culture positive

—: culture negative
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#1161, FVERTBE2H, H TNy -5 5) RIfEA
DFHABINATH o7z, EEDOERFI, 776HEX)45 BIER LBl bBD LN ho T,
B, X280, ERHIBITERRIL57.1%, HEIEIL 6) ERFRIRZEAE RN

948% TH 21 iR FRARZE AT S4B B BYAE B 1 2 V> T Table 8177 L 72,
ERRMRAEMOREED)IL, 1006IH851(8%) 12D 5
Table 2. Number of cases analyzed Nize FIVATIF—EDOLANELbDTH), B
7 7 — i@ S -
Item No. of cases BRHDERL, WIFRL—BHEDERTH o7,
Table 3. Age and sex distribution of the cases
Total cases 113 ;
o cases evaluated for usefulness 78 evaluated for usefulness
o cases evaluated for clinical and/or Total
bacteriological efficacy 77 Age (years) Male Female o
o cases evaluated for adverse reaction 112 16~19 4 0 4
o cases evaluated for laboratory findings 100 20~29 17 15 32
' 30~39 8 9 17
Cases excluded 36 4049 7 7 14
¢ neither causative organisms nor symptoms 27 50~ 59 0 5 5
« insufficient stool culture 2
: o 60~ 69 2 2 4
* preceeding antimicrobial agents 4 70~ 1 1 5
¢ inadequate administration of grepafloxacin 2
¢ less than 16 years of age 1 Total 39 39 78

Table 4-1. List of cases evaluated for clinical and bacteriological efficacy

No. of patients for Total

No. of no. of

Diagnosis clinical clinical and sub carriers for patients
efficacy bacteriological t bacteriological and
otal !

only efficacy efficacy carriers
Shigellosis 0 11 11 21 32

Enteritis caused by

Salmonella spp. 0 2 2 5 7
C. jejuni 0 4 4 2 6
Vibrio spp. 0 1 1 2 3
V. cholerae 0 1 1 0 1
EPEC* 0 1 1 0 1
ETEC** 0 1 1 0 1
P. shigelloides 0 2 2 0 2
Polymicrobial infection 0 5 5 8 13
Pathogen negative enteritis 11 0 11 0 11
Total 11 28 39 38 77

* EPEC: Enteropathogenic E. coli
** ETEC: Enterotoxigenic E. coli

Table 4-2. List of polymicrobial infections

S. sonnei 1, V. parahaemolyticus

S. sonnei, P. shigelloides

S. sonnei, A. sobria

S. sonnei, ETEC 06

S. flexneri 1b, C. jejuni

S. flexneri 1a, V. cholerae 0-1

S. boydii 13, P. shigelloides
Salmonella 07, C. jejuni

V. parahaemolyticus, non 01 V. cholerae
V. parahaemolyticus, A. hydrophila
S. sonnei, EPEC* 044, ETEC** 08
S. sonnei, P. shigellodies, EPEC 044
V. cholerae, Salmonella 04, C. jejuni

*EPEC: Enteropathogenic. E. coli
**ETEC: Enterotoxigenic E. coli

b DD b bt b p e e e e
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Table 5. Clinical efficacy of grepafloxacin

Di i No. of Clinical efficacy ellent (%) excellent + good (%
1agnosts cases excellent good poor exc g )
Shigellosis 11 5 6 0 5/11 (45.5) 11/11 (100)
Enteritis caused by
Salmonella spp. 2 0 2 0 0/2 2/2
C. jejuni 4 0 4 0 0/4 4/4
V. parahaemolyticus 1 1 0 0 11 11
V. cholerae 1 1 0 0 1/1 171
EPEC* 1 0 1 0 0/1 171
ETEC** 1 1 0 0 1/1 1/1
P. shigelloides 2 1 1 0 1/2 2/2
Polymicrobial infection 5 3 2 0 3/5 5/5
Pathogen-negative enteritis 11 2 9 0 2/11 (18.2) 11/11 (100)
Total 39 14 25 0 14/39 (35.9) 39/39 (100)

*EPEC: Enteropathogenic E. coli
**ETEC: Enterotoxigenic E. coli

Table 6. Bacteriological efficacy of grepafloxacin

No. of Bacteriological efficacy

Organism . excellent (%) excellent + good (%)
isolates excellent good poor
Shigella spp. 42 33 8 1 33/42 (78.6) 41/42 (97.6)
Salmonella spp.
< Jrmonala Sp 9 6 1 2 6/9 719
( Camj?ylo_bacter Spp. 9 2 3 4 2/9 5/9
C. jejuni
Vibrio spp. 7 7 0 0 717 717
V. cholerae 3 3 0 0 3/3 3/3
E. coli 9 6 3 0 6/9 9/9
EPEC* 4 2 2 0 2/4 4/4
( ETEC** 4 ) 3 > 1 ) 0 > 3/4 ) 4/4 )
EIEC*** 1 1 0 0 1/1 171
P. shigelloides 5 5 0 0 5/5 5/5
A. sobria, A. hydrophilia 2 2 0 0 2/2 2/2
Total 86 64 15 7 64/86 (74.4) 79/86 (91.9)

* EPEC: Enteropathogenic E. coli
** ETEC: Enterotoxigenic E. coli
*** EIEC: Enteroinvasive E. coli

Table 7. Global clinical efficacy of grepafloxacin

) . No. of Global clinical efficacy
Diagnosis cases excellont 2o0d — excellent (%) excellent + good (%)
Shigellosis 32 22 9 1 22/32 (68.8) 31/32 (96.9)
Enteritis caused by
Salmonella spp. 7 4 1 2 4/7 5/7
Campylobacter spp. 6 2 3 1 2/6 5/6
Vibrio spp. 3 3 0 0 3/3 3/3
V. cholerae 1 1 0 0 1/1 11
EPEC* 1 0 1 0 1/1 1/1
ETEC** 1 1 0 0 11 11
P. shigelloides 2 2 0 0 2/2 2/2
Polymicrobial infection 13 8 5 0 8/13 (61.5) 13/13 (100)
Pathogen negative enteritis 11 2 9 0 2/11 (18.2) 11/11 (100)
Total 77 45 28 4 45/77 (58.4) 73/77 (94.8)

*EPEC: Enteropathogenic E. coli
**ETEC: Enterotoxigenic E. coli
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Table 8. Abnormal changes in laboratory findings

g Age Orean It Laboratory findings Relation to
ex rganisms em :
Case 429 & before after follow-up grepafloxacin
S. sonnei
L. F 20 "
ot s-GPT 16 51 possible
V. parahaemolyticus .
2. M 22 non 01 V. cholerae s-GPT 14 55 16 possible
3. F 37 Pathogen negative Eos 3 14 possible
(297) (504)
s-GOT 29 68 23
4. F 62 Salmonella s-GPT 19 118 31 probable
Al-P 116 252 187
s-GOT 20 180 88 30
5. M 19 S. sonnei s-GPT 16 207 131 71 probable
LDH 130 259 216 155
6. F 29 S. sonnei s-GPT 20 37 22 possible
" s-GPT 24 55 .
7 M 21 S. boydu 13 Urine possible
P. shigelloides . — + -
protein
s-GOT 15 35 48 27
8. F 20 Pathogen negative s-GPT 16 34 71 49 probable
LDH 345 902 306
*EPEC: Enteropathogenic E. coli
**ETEC: Enterotoxigenic E. coli
Table 9. Usefulness of grepafloxacin
Usefulness
. . No. of - markedly markedly
Diagnosis cases markedly fairly markedly satisfactory (%) sqtlsfactory+
satisfactory satisfactory ~satisfactory unsatisfactory unsatisfactory satisfactory (%)
Shigellosis 32 22 8 2 0 0 22/32 (68.8) 30/32 (93.8)
Enteritis caused by
Saimonella spp. 8 4 1 0 3 0 4/8 5/8
C. jefuni 6 2 3 0 1 0 2/6 5/6
Vibrio spp. 3 3 0 0 0 0 3/3 3/3
V. cholerae 1 1 0 0 0 0 1n 171
EPEC* 1 0 1 0 0 0 0/1 171
ETEC** 1 1 0 0 0 0 11 11
P. shigelloides 2 2 0 0 0 0 212 212
Polymicrobial infection 13 5 7 1 0 0 5/13 (38.5) 12/13 (92.3)
Pathogen negative enteritis 11 1 9 0 1 0 /11 (9.1) 10/11 (90.9)
Total 78 41 29 3 5 0 41/78 (52.6) 70/78 (89.7)

*EPEC: Enteropathogenic E. ‘coli
**ETEC: Enterotoxigenic E. coli
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AR # OEB) * Fig. ISR L7,

TR B T d 5 Enterococcus spp. (35 RIE%6.0X
10%/gh 6 ¥ 5-BAMA2 H1%121.1 X 10%/g $ THA L12#,
HEBRTREAIIZLIX10%/g2, H5HRTTAKICE3L
X10°/gE CEIBE L7z, BEHTH4.2X10%7/gh b5
HTHLOX10YgE THA L7d', HERTTHRICE
4.2X10°/gE CEIE L 72,

—F, BREEETDH SLec(—) Clostridiumii iz 52
BIRICHE LD, HESETTRHZITIELAX10/g2T
|78 L 72, #kHt L T4 8 & M7z Bifidobacterium, Pepto-
coccaceae, Bacteroides spp. 13K & e EBIE kMot %
7o, BEBDEBICKELREEII o7

Table 10. Concentration of grepafloxacin in the feces (one case)

Day of study (day) (};Sti'n gaéfsf) 1(7/9) 2 (7/10) 3711 | 4712) | 5@/13) | 6 (7/14) | 11 (7119
Administration of
grepafloxacin 1 1 ) 1 )
(200 mg x 1)
Fecal collection time | 8:45  12:35 10:30 8:45 11:00 7:25 10:30
Concentration in
feces (ug/g) ND 1.20 90.7 78.9 113 ND
Serum concentration 0.18 0.21
(ug/ml) (after 2 h) (after 2 h)

ND: not done



VOL. 43 S-1

TR M5 92 (23t B grepafloxacin O FRER AR 8 327

m. * =
FaFINETICEE= 2 —F /0 EHMEEARA
FRLODETIRRMEB R LTENTHL I L 2R
ELTERTY,

A, FCHRRB SN/ GPFXABE RIBERE A L
CFRNEH L FAEH I VIIEFNULOMENE O
preo i EREA 12 & R 1H LB DS ASTTEE
THHZL, BHEALTEERICHH S, RBERER
FEDONEREDOEFEHERBEIBONLLELZS
naIEOREDNS, FEOREMBRIITTLEHENE
KOWTRETL, b TREMBREE BT HEME
hEHEE L BRMEEICRIZTREICOVTHRE L
A

ARBPICOH I N/-GPFXORERBEARE 1
Shigella spp. (37#k): 0.1ug/ml, Salmonella spp. (23%#k):
0.2ug/ml, C. jejuni(15%): 0.39g/ml & {E\VMICHE % 7~
L, &4 T, ciprofloxacin (CPFX) & W R 4563 D
O B % 8 & ¥ norfloxacin (NFLX), ofloxacin (OFLX),
enoxacin (ENX) IZ b _RER TV /2,

WEFHRE T, HEEEO—FBVWRAEEOM
HFHHENIT6%THY, FIZHUAICKRE S L
EHERIIT86% L ED o720 KA PREZE TH o7
VEAT TP THRIPEHLULTH o7, IV FD
BRMBREO 1B X UE R RE D285, S5 35KRETH

Aerobe

—A— Enterococcus spp. —&— E. cloacae
—O— Bacillus —0— C. freundii
—a— E. coli —e— Aerobes Total

11
10 +
9
8
7 4
6
54

4
34
=23

No. of organisms (log,/g)

EWTHY, HEBHICIKRL DEAHEL, BVRE
MRIVFERENT, FOMOREHICONTOEVAR
RERL, BTOEYKRIL744%, ARHFIZILI% L
METEXAMRTHoT, TN LI, TEANENE
CHREMAFENAEBL LTIRTHMESNABRT
Holre MARMCITH KON Y —BRMEEINT
WA, Av¥ansy—igoa—F/ 0 rRICHHEE
WRE LT, BHNHEROLENNEVD, BET
X, BB RAOREEIH TNy y— LHBFL
BETY707 4 FREFICEETRELEATY
AN = DEERMS, A ORI Y—FBRWT, 4
BEOMEENNRE AL L, AFLLETI6.1% EIFEHIC
BUVWAEREERL

EREIRZN R OIRES Tld, E%)H35.9%, ARF100% &
BRREREZBELTVWAREINLTYH, BVEHEITR
Ehiz, BHRIIBWTRBFRREL RS EDHERE
RLETY, BHEGESVEBE LTI, EEEIC
BT HHEREHE LIS WERIAHEML TS
A Hb7-0LEZ LN,

BRIRFIR L MEZENEFIRE S DRI REAME ORI T
X, ExES58.4%, HREIL8% L EEFRFZEIIH~F
ZDLARENUEOBEHELR L 2. EXIFI4AH
DHL, FAEOLHIE, HERTHEBEI, BHENFZWV
o, EELPEHLIFICHFAFELADEFNTH D,

Anaerobe

—— Bifidobacterium —O— Bacterodies spp.
—o— Eubacterium —a— L (-) Clostridium
—— Peptococcaceae —— L (+) Clostridium
—&— Lactobacillus —o— Veillonella

—— Fusobacterium —e— Anaerobes Total

T
(=)}
“ No. of organisms (log,/g)

-=2.

T T T

T T T T
(718 1/8) 7/9 (7110 7/10) 7/13 7/19

Fig. 1.

T T T T T T T
(/8 7/8 719 (7/10 7/10) 7/13 7/19

Effects of grepafloxacin on fecal microflora (one case).
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FDOHOHEFEIRDO SN TVLRVEFI THolz, /22
DEFNZ BT B ERTOMICHEIZ OV TIERAETH
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78.9~217ug/gt BVEMGPFXBEN RO LN, B
B REROSERIIE T A HEEEEZ R TICKTOE
KB DHER S Tz,

HE-HE%, FRMEEE T 5 Enterococcus spp. 73]
flsh, BREKDFEKICHEDOEREZR LA, HE#
T7HRICIZEBEL 72, BRMEEEF DLec (=) Clostri-
diumi3 Pz 5-BAA2 H RiEE L 7245 58 T7 %22 E
BLEBAHEHORERTIIRE LRI 2o 72,
#2:18 h Clostridium difficileDFEHIE S T, THRBER D
Ao, BRERICBVWTCHIERICEREICR -
720

DT L E)BREMBRICBITAERERIRS LD
NHEENOZEIIREZFICIZTZZE L VWERDbNI I,

DEDORBEL YIRERZA1H1E200mg THREED =
2—F /0 VEIZHN, BED L OIEENUEORES
oo, RERBIIBVWTLEIEA2REO o7
GPFXIIHIEMRAZ I Lo L ¥ 5 BB MR Kt
LTERLZERTH L LIVREI N,
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Clinical study on the effects of grepafloxacin on infectious enteritis
and assessment of the fecal drug level and intestinal bacterial flora
in a patient with infectious enteritis

Research Group on grepafloxacin on Infectious Enteritis
(Manager; Shoichiro Irimajiri)
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The efficacy, safety and usefulness of grepafloxacin (GPFX) for patients with acute infectious enteritis,
and the carriers mainly of bacillary dysentery, were investigated. The drug was administered at a daily
dose of 200 mg once a day for 3 days to patients with cholera, 7 days to patients with Salmonella enteritis
and 5 days to patients with other conditions of infectious enteritis including dysentery.

1. The global clinical efficacy was analyzed in 77 of the 113 patients who received administration.

2. The drug was markedly effective or effective for symptoms in 39 patients, and the rate of efficacy
was 100%.

3. Bacteriologically, the drug was effective for dysentery bacillus in 41 (97.6%) of 42, Salmonella in
7 of 9, Campylobacter in 5 of 9 and enteropathogenic Escherichia coli in 9 of 9.

4. The global clinical efficacy for 72 cases (excluding 4 cases: 1 with bacillary dysentery, 2 with
Salmonella enteritis and 1 with Campylobacter enteritis) was 94.8% (72/76).

5. None of the patients (n = 112) had side effects. Abnormal findings were observed in 8 (8%) of the
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patients (n  100) on laboratory tests. Elevations of s-GOT and s-GPT were the main findings, but they
were mild.

6. As to usefulness, 52.6% of the patients (n = 78) were very satisfied, and 89.7% were satisfied or
very satisfied.

7. The influence of GPFX administration on fecal level and intestinal bacterial flora was investigated
in one patient with bacterium-negative enteritis. Results approximately equivalent to those in healthy
subjects were obtained.

The above results suggest that GPFX is highly useful for infectious enteritis conditions such as
bacillary dysentery.



