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Table 1.  Criteria for clinical efficacy

A: Intrauterine infection
Adnexitis
1. Temperature
<87.0C
87.0C~<387.5C
87.5C~<388.0C
38.0C s

2. Counts of WBC (/mm®)
< 8,000
8,000~<10, 000
10, 000~<12, 000
12,000

3. Lower abdominal pain
Sometimes

Usually

4. Stress pain of an internal examination

Mild
Moderate
Severe

5. CRP

+~2+
3+~4+

5+~

Group B: Externalia infection
1. Ache

+

2. Size
<lcm
1~<2cm
2~<3cm

3cm=

3. Abscess (Bartholin’s abscess)

+

(0
@
(4
(6)

(0
(1)
()]
(3)

(0)
(1)
(2)

(0)
(1)
(2
(3)

(0)
(1
(2)
(3)

(0)

(1)

(0

(2)

(3)

(0)
(6V)

Cervicitis

1. Vaginal erosion and rubor

+

2. Volume of cervicalis secretion
Small
Medium
Large

8. Character of cervicalis secretion
Plasmic

Pustular

4. Subzonal sense

Mastitis

(Abscess of mammary gland)

1. Temperature
<387.0T
37.0C~<37.5C
37.5C~<38.0TC
38.0C=<

2. Ache

3. Size

<4cm
4~<T7cm

7Tem=

4. Abscess

+

()
(1

(0)
(1)
(2)
(3)

(1)
(2)

(0)
(1)

(0)
(1)
(2)
(3)

()
§)]

(0)
(1)
(2)
(3

(0
(1
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1. FRAEFMEEBIT
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FIEH) 200 mg O 54 2 B 5 0 F 5 BY IR 1+ i
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BMMOGFLXIRE L, TEHB TRHERAMELT ~
1.69ug/g, FEMETIX0.20~2.28 ug/g, FEBRIT
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BT 0.13~1.42 ug/g BELUIETIZ0.99~1.49 ug/
gTHol, BMBOMBELDOFYIZIFEHBA 1.11,
FEAEA 165, FEREA 1.00, FEEHLEA1.18,
BREAT1.03, BREA 121 THY, TXTOMKTINIG
BELRSE ZhE LEABITER L.
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RIEFI 80 BID S 5, BRIMERI 5 BB L UBIERES 6
BlZB< 69 BIZBRIRB BT HIR & L7 (Table5).
BROMEFIOMR (REME 15, HRAKR 1, &£
WER 2 6, BEYERTHAR1F), BLUOBEEMND
AR (BLURERBEET 46, REBLAR 14, B
REER 16l) % Table 6 (SR U720 BRERE)EMATH S

Table 3. Background of patients (Pharmacokinetics test)

No. of patients

30-39 1
Age(yr) 4049 3
50-59 2

mean + SD 55.8+7.5

Body weight (kg)
min~max 47~67
myoma of the uterus 5
Digease myoma of the uterus 1
+ endometriosis

EFIBINDS b, FTEAREN21H, FENRESE
21260, SEREEAC 116, FESEL23HM, A
BREM2HITHh o7,

BIVER ORI 75 B¢, MERE 14, HEL
RERBEL 22o7:30IB L0, BREB,LRELL
Doz 16X, BEERIVBETE oD, 7
BREL L,

BAEREMREIZOVTORTNRIT 61 AT, LR
R 19 PITH o 720 BERBREH IS BIRER 134 5 B
3 HADOHEMBHE T TIC, HERTE (L)
FHEERT (hik) H2AO3H®ITIZERmSR, »»
DHE—RRE, FHRERES L UBEREREOKRESR
BHonS LENEN 1HBUENEBSh TV 256%
ERRREME OB RBIL L, AIRABIIRE R L,
BEHBOKXE, REBDTIDBH o ERNTH 572,



VOL.47 NO.12 EMAB SR BT 5 GFLX OMMRBIT & BRK M 835
Table 4. Tissue levels of gatifloxacin after a single oral administration
‘Conoentration (ug/mL ro g) and Ratio (tissue/serum)
Case| Dose |Sampling ool -
No. | (mg) | time(h) |cubital uterine ; i
vein | artery myometrium | endometrium |portio vaginalis| cervix uteri oviduct ovary
1 2.08 1.85| 1.91| 1.69 (0.81)| 2.28 (1.28)| 1.47 (0.79)| 1.44 (0.78)| 1.42 (0.77)| 1.49 (0.81)
2 1.68 0.62| 0.86] 0.71 (1.18)| 1.256 (2.02)| 0.26 (0.42)| 0.35 (0.56)| 0.59 (0.95)( 0.99 (1.60)
3 2.33 0.80] 0.34( 0.17 (0.57)| 0.27 (0.90)| 0.19 (0.68)| 0.19 (0.63)| 0.18 (0.53) - -
——200 mg
4 2.20 0.25] 0.26( 0.26 (1.04)| 0.29 (1.16)] 0.28 (1.12)| 0.22 (0.88)| 0.22 (0.88) - -
5 1.92 0.08| 0.08( 0.15 (1.88)| 0.20 (2.50)| 0.15 (1.88)| 0.21 (2.63)| 0.13 (1.63) - -
[] 2.43 0.16( 0.17( ND 0.81 (2.07)| 0.17 (1.13)| 0.24 (1.60)| 0.21 (1.40) - -
Mean 0.54| 0.57| 0.50 (1.11)| 0.77 (1.65)| 0.42 (1.00)| 0.44 (1.18)| 0.46 (1.03)| 1.24 (1.21)
+SD +0.67| +0.69|+0.65 +0.48(*0.84 +0.63|+0.52 +0.51|+0.49 +0.80|+0.50 +0.41|+0.35 =0.56
Table 5. Patients structure
No. of patients enrolled exclusion 5 No. of patients evaluated
80 dropped out 6 for efficacy
89
intrauterine 21
adnexitis 12
externalia 11
cervicitis 23
mastitis 2

No. of patients evaluated
for clinical adverse reaction
75

No. of patients evaluated
for abnormal laboratoty findings
61

No. of patients evaluated for utility

69
Table 6. Reasons for exclusion from evaluation
Clinical | Adverse | Laboratory
Re -
ason efficacy | reaction | findings Utility
Excluded
Undl . d to £ infecti insufficient laboratory tests items+adverse 1 1
nclear signs and symptoms of infectious | . analyzed
Disease not included in protocol insufficient clinical laboratory tests items 1 1 1
insufficient clinical laboratory tests items 1 1 1
Violation of age
no hospital visit from the middle of treatment 1 1 1 1
Withdrawal of informed consent 1 1 1 1
Dropped out
3 3 3 3
No visit after initial consultation
patient visit after a month later 1 1 1
Short duration of medication insufficient clinical laboratory tests items 1 1 1
Violation of dosage rules insufficient clinical laboratory tests items 1 1 1
No follow—up of chlamydia 1
Insufficient clinical laboratory tests items 8
Total 11 5 19 11
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P DY R % Table 7 IR T . EMIAHIX, 21~77
BT, FHIZ28TRTH o7 I B 20~39 RDEH]
AR T B R DI, RELIRMA50 Fl, BT 14 5,
BUEOAUMENSHITH o 7. BiEEIIBIEN 43
Bl, FEEMNWBHTHoo T, %53 200 mg/
H® > % 100 mgx2/H A% 37 #, 200mgx1/HA*8 HIT
it 4581 7% 5 7= W B IZ200mgx2/B 24 B TH -
7o 5 HKIZ3EAL4BMTTHRKA26, 7
HMA44 51, OBMAT16), 100BMA16], 14 B/
AS21 61T, 7 HHUT 0554 70% & L,

3) EREKHR

(1) HBRERRZD R

ABOFERNBRBENER) - AR AbEAHEIT
85.7% (18/21%1), FEMRE R TIX91.7% (11/12

Bl) ThHoto £7:, BROIMEBBRIEOHLHEIXELE
% (9/11 #), ILMETIZ2/2HTHo - (Table 8) o
FHBEHRIE, 5 MMES L UK TEIC DNA probe
ESOMFMRRKEIC X D Chlamydia trachomatis DM
RAUFbI, LHPI 5 IVTRRIETHoTco A
HEAMT bR 28HATHY, EOEHHEIX05.7%
(22/23 Bl) THhoto T, AYHULDEMT7 4+ 1
—RENEBEN-DIX 21 T, SEMICBVTHR
BB 5N o7: (Table9)o

(2) 1 B#x5RFIEEKHR

1 B#%5 R AEHEILEMNT, 100 mgx2/H
< 83.8% (31/37 #1) , 200 mgx1/B T 7/8 #I, 200 mg
x2/H T 100% (24/24 #1) T -7 (Table 10),

4) HEENBR

(1) HBHMEFHHR
MEEHBRIHEENDIX2THT, KEFIME
2% R % Table 11 127" %, TENBRTORELE
1276.9% (10/1381), TEMNRBELTIZ6/TATH-
7o SMEB MRS X UILRATIZ6/6 B, 1/1 FADORH
b 2R L7

Table 7. Background of patients
Int; i E i
trauterine | dnexitis ixternalia Cervicitis Mastitis Total
infection infection
20-29 5 5 1 15 1 27
30-39 6 3 1 8 1 19
Age 4049 3 3 3 9
(yr) 50-59 2 5 7
60-69 3 1 4
70-79 2 1 3
acute 19 11 9 9 2 50
Type of disease chronic 14 14
other 2 1 2 5
mild 11 4 4 23 1 43
Severity
moderate 10 8 7 1 26
200 mg 14 5 8 16 2 45
(100 mgx 2) (11) (5) (6) (13) (2) 37
Daily dose (200 mgx1) (3) (2) (3) (8)
400 mg 7 7
(200 mg % 2) 8 7 24
3 1 1
5 1 1
Du.ra.tlon ?f 7 21 10 10 2 1 "
administration
(days) 9 1 1
10 1 1
14 21 21
Total 21 12 11 23 2 69
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Table 8. Clinical efficacy classified by diagnosis
Clinical efficacy Efficacy rate
Disease No. of patients z;y)
excellent good poor @
intrauterine 21 1 17 3 85.7
infection
Group A
adnexitis 12 1 10 1 81.7
externalia
B 11 .
Group infection 9 2 81.8
mastitis 2 2
Others
cervicitis 23 10 12 1 95.7
Total 69 14 48 7 89.9
Efficacy rate(%): (excellent + good) /no. of patients
Table 9. Clinical efficacy in chlamydial cervicitis
Clinical efficacy
Disease No. of patients Eﬂicaac y Recurrence
excellent good poor rate (%)
Cervicitis 23 10 12 1 95.7 0/21
Efficacy rate(%): (excellent + good) /no. of patients
Table 10. Clinical efficacy classified by daily dose
Daily dose (mgxtimes)
Disease 200 mg 400 mg
100 mgx2 | 200mgx1 | 200 mgXx2
intrauterine | o)1 (72.7)| 3/ 3 7/ 1
Group A infection
adnexitis 4/ 5 771
B .
GroupB | externalia | /¢ 2/ 2 3/3
infection
cervicitis 13/13(100) | 2/ 3 717
Others
mastitis 2/ 2
Total 31/37(83.8)| 7/ 8 24/24(100)
(): Efficacy rate(%) = (excellent + good) /no. of patients
Table 11. Bacteriological response classified by diagnosis
Bacteriological response
Disease No. of 1 Eradication
. arti
patient eradicated P .1a Y replaced unchanged rate (%)
eradicated
?ntralfterme 13 9 2 1 1 76.9
Group A infection
adnexitis 7 6 1
externalia
6 6
Group B infection
Others mastitis 1 1
Total 27 22 1 1 85.2

Eradication rate(%): (eradicated + replaced)/no. of patients
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(2) EREHFIMELOZR

ERAENOMEFOR R % Table 12 I2R T, HIRH
BT HOBRMEILEIE90.9% (10/1161) THho7o M
MERRET2HEMETIX, 90.9% (10/1161), 3 o
kT, 3/5681THol

(3) EAREFIHEX

B RS RAATIESIC BV TR E L1837 63 D
RARNMN LTS Table 13 IZR L. FRES T L/
M8 T3 Staphylococcus aureus, Staphylococcus epi-
dermidis 3L LTHY, LENHERIL 80.0% (12/
15 %) Th o 72o FRKY 7 LR TIX, Escherichia
coli T92.9% (13/14 #k) DIEKEERL, 24 TIZ 94.7
%THo7

BES W IC D W T2, Peptostreptococcus magnus,
Peptostreptococcus asaccharolyticus ¥ &t 7 7 Ltk
#, Bacteroides fragilis, Prevotella bivia % & Uitk
BHicBWT, $XTOBHELL 100% (10/10 B, 9/
9tk DIHEEER LA, 2K THOHXEIL 92.5% (49
/53 ¥k) THo7

(4) ERRDMBROBZHSA

AR GFRME 28K, BMAME 17T IHTS
MIC % LVFX, TFLX, CPFX #xH¥ L L THIEL
¥ %% Table 14 IZR L7z AN 7 2 BHEIINT
% MICs Tld, AEFIHEBEI) 1EBEULERT
Wiz, 7, AN I ABMEREICEVTIE MIC, T2
B EENR TV,

5) &2tk

(1 BIfEH

EIfERIZ, 16ITBENE L SAMNBHRL, BHAX
121.3% (1/7561) Th otz ERIIZSG 1BHERICE
BL, 5tk W ERBICLYHER L, EHLD

HEMEIE [REH D56 Litz] LE L7 (Table
15)0

(2) HRRMEMERN

BRREMRE I, 1ATHOREDORY P RO S
n, BEEIL1.6% (1/6151) Th - 72, 5 H123,100/
mm® 7 55 58 T 2,200/mm® LR L, BHFRET
3,800/mm’® (=M L 720 KA & DRERMFEIE (MDD
2bLnkw] 2HREL7 (Table 16).

6) HH%

W94 F%E % Table 17 127K L 7o A AEIZRHT XS
REIFITRIL, [EbOTHA] 10/, [HA)
5161, [HEATRZW] »8fTHY, [EbLOTH
B 8L [HH] b HHAEIL884% (61/69
Bl) THolo

. = ®

HE, ERMABSERICBIIAIBRBENHSFEENIM
wix, roLBME, RIEE, MANKE, 6Kk T
IVTLRETTEMIBIATEY, ABERRLLE
LiZEdosna, GFIX R honMEz SUEIL
WHBEANRZ PVEBFLTWAHIE Y37, BN/t
WNERER R o L h b, ERARBREBEECHT
LZERANMMETEEINEEZLND,

SEOKBRICBTZENABHEORFIZ, 6ADEE
T, AEHFO 1 EOMRKEEHETHS 200 mmg (@)
5L, 1~2BMBICTFESBEHICE ) RENR
fFolo TORKE, TXTOXBAMAREIZ, MiF
i & R Lo T,

BRABRTIE, ERAHBEBBRERED 9 HALE
RERBHANREAE LAERIToE A, EH 14
B, X 48 FIB LV EXTHTH Y, TDOEZHEIL 899
% (62/69 ) THo7=

Table 12. Bacteriological response classified by isolated bacteria
Bacteriological response
Isolated bacteria NZ oft partially Emdl?:/h; "
patien! dicated rate(%
eradica eradicated replaced unchanged
Gram-—positive
o CNS 2 2
'g g G . morbillorum 1 1
E cg Gram-—negative
28 = | E.coil 8 8
sub—total 11 10 1 90.9
= Two kinds of bacteria 11 10 1 90.9
g '
£ 38
E éé’ More than three kinds of bacteria 5 2 2 1
E’ .
sub-total 16 12 3 1 81.3
Total 27 22 3 1 1 85.2

Eradication rate (%) : (eradicated + replaced) /no. of patients
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Table 13. Bacteriological response by isolated bacteria

Isolated bacteria No. of Bacteriological response Eradication
strains eradicated persisted rate(%)
S .aureus 1 1
S . epidermidis s
g CNS 4 3 1
g G . morbillorum 1 1
§- S.agalactiae 2 1 1
a S.sanguis 1 1
4 S.oralis 1 1
§ E. faecalis 1 1
E. faecium 1 1
°Q
'g sub~total 15 12 3 80.0
g |Eoo 14 13 1 92.9
s‘ C.freundii 1 1
f K. oxytoca 2 2
g P.mirabilis 1 1
& P.aeruginosa 1 1
sub—total 19 18 1 94.7
Total 34 30 4 88.2
4 P.asaccharolyticus 2 2
% P.magnus 4 4
?- P.anaerobius 1 1
E S.intermedius 1 1
£ & Eubacterium sp. 2 2
g sub-total 10 10 0 100
2 ® B. thetaiotaomicron 1 1
£ ‘% B.ovatus 1 1
g ¥ B.distasonis 1 1
T | B.fragilis 2 0
a P.bivia P 2
Veillonella sp. 2 2
sub-total 9 9 0
Total 19 19 0 100
Total 53 49 4 92.5

1 B#H S5 EHBERZE T, 100 mgx2 [ & 200 mgx
1EHESHOEREIITIZEE T, ThEN83.8% (31/
3761), 7/8M %R L, 200 mgx2 H¥5F13100% (24/
24 5l) DEHENZD bNhz,

KERNCHERDRZAL L, FENREIETIX85.7
% (18/21 %) , FEMRFRTIZ1.7% (11/12 1),
M 2s g HE Tl 81.8% (9/1151), BILUARAET
Re2fllvwihbBVWAREELRLL,

A, FEEERZTNTIZIIVTRREETH 7
2, #0238 HFIIHT HEREIL95.7% (22/23 B1) T
bh, 20355253 IVTOHRIIOVTO 7+ 0—1
FET2- 20T, BREDOLERNI b ok &
DiERIE, GFLX ® C. trachomatis \-XF$ % MICe %%
<0.06~0.25 ug/mL L VBN MR LN TV 5
b bIpdbnb, 75 IVTREEIR, RAT
RERICHRTEEDEREZ RS 2V, TEE DORE
REEHICBIAFERNOEEREICBVWTHERS

nTBY, FAAZLERICIVEELLLTLIE) y—
AbH DY, FEDGFLXZ2 5 I V7 REICH LE
N-BERBERZDOON, T-BREZOD-r—2xb%
{, 727 3ITVT7RREIIH LENIEREL OME TSI
T&9 %,

MREZENREPHE S NN 27 6T, £ETOR
HILRIL85.2% (23/276]) Thote F0H) L, B
A ERTIE 90.9% (10/118)), BEEREETIZ2
BHET [—#HK] 218HY, 90.9% (10/1141) B
SUBHMEULETIE 5Kl d28dbY, BHIL
FIZ3/B5HTHo7, T/, HOMWELXHELE 53
BOBMERIHEERTIE, AN 5 2B HE T 80.0%
(12/15 #), XY 7 ABRUE TIXE. coli %1 BkHE
MLUHERFIZ4.7% (18/19%) Tho 7o HEAUE
IZ2nWTiE, 77 aGMHE, V7 2BEEIZBVWT, §
XTOREAIHEL 100% (10/10 #%, 9/9%k) T, &k
TOHEEIX 92.5% (49/53 #k) Tho7-0 F7-, MIC
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Table 14.  Sensitivity of clinical isolated bacterias to gatifloxacin and reference agents
Isolated bacteria MIC (ug/mL)
. Agents
(no. of strains) MIC range MICs MICw
GFLX 0.05~3.13 0.78 1,56
o gram-positive LVFX 0.1~25 1.56 8.25
ki (1) TFLX 0.06~8.25 1.56 3.13
E CPFX 0.1~100 3.13 25
3 GFLX £0.025~25 £0.025 0.78
§ gram-negative LVFX =0.025~25 0.05 1.56
an TFLX =0.0256~>26 =0.025 0.39
CPFX =0.025~25 =0.025 0.39
GFLX <0.025~25 0.05 1.56
Total LVFX =0.025~25 0.06 8.25
(28) TFLX =0.025~>26 =0.025 3.13
CPFX =0.025~100 =0.025 25
GFLX 0.05 ~12.5 0.39 3.13
K} gram-positive LVFX 0.39 ~50 1.56 12.5
é (10) TFLX 0.1~>25 0.39 >25
2 CPFX 0.39~>100 3.13 25
2
e GFLX 50.025~>100 0.78 >100
& gram-negative LVFX 0.2~>100 3.13 >100
5 (7) TFLX =0.025~>25 6.25 > 25
CPFX 0.05~>100 50 >100
GFLX =0.025~>100 0.39 12.5
Total LVFX 0.2~>100 1.56 50
amn TFLX =0.025~>25 1.56 >25
CPFX 0.05~>100 12.5 >100
GFLX: gatifloxacin, LVFX: levofloxacin, TFLX: tosufloxacin, CPFX: ciprofloxacin
Table 15. Clinical adverse reaction
Sex X Relation to Day of Administration Day of
Sympto S t i
Age(y) ymptoms everity the drug appearance Daily dose of the drug disappearance Treatment
femal,
e(r;laa) N Lightheadedness mild possible 1 100 mgx1 suspended 2 none
Table 16. Abnormal laboratory findings
Sex . . Item Daily dose
D .
Age(y) iagnosis (before—after—post) Relation to the drug (mg x times)
/
female intrauterine WBC .
26 infection (3, 100—2, 2003, 800) possible 100 mg x 2
Table 17.  Clinical usefulness classified by diagnosis
Usefulness
Diagnosis No. of patients kedl Usefulness
markecly ful i rate (%)
useful use. slightly useful useless
intrauterine 91
Group A infection 18 3 85.7
adnexitis 13 1 10 2 84.6
externalia
G B
roup infection 1 9 2 81.8
cervicitis 22 9
Others 12 1 95.5
mastitis 2 2
Total 69 10 51 0 8 88.4

Usefulness rate (%): (markedly useful + useful) /no. of patients
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RNETEEAED MIC 245 L, GFLX (Xt
RAEEEL LB, 77 2BM%EICHLTRA%, FX
HBIUHMAEO Ty 2RUEEICHLTIZ1 2L 2
HENMICRR L. COZEhb, GFLX D REF
LRIBENHN R ETTON TR L ER LN G,
REMIZOVTIZ, BIER AT SIRB] 75 i 1 61
(REXE13%) T, BEOY L HANRA LA ¥
7=, BRERRRZEMAT R 61 B 161 (RHRE 1.6%)
BMERRAHERD bR, FICHBE 22601 %h
oke ZNAUF )0y REEETIE, HMEKLE, K
Mgk EHNHERRE 2o TWATY, ERETRBRTALD
RERBOOLNTY, BREB¥ORBVHERLEFLLN
T, O ROEMTHIYE, TLELREBICK
RLAERABLRHLAE S, HAKILI88.4% (61/
698) THol
DEOBERENICFMT S L, REHIZLEEL
ARZ PV EBWHEENR L & ICRIFLEBBITH R
AL, 22, BICEEMCOLMEL LW E»S, 1H
100~200 mgx2 E&E 52X ), ERABRHERD 7 J 3
VTR EUCEEREAEICH L TRVERNA B
TEALEHMTHLZ LIRBREN,
X [
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Genital tissue penetration and clinical evaluation of gatifloxacin,
a new fluoroquinolone, in obstetrics and gynecology
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Gatifloxacin (GFLX), a new oral fluoroquinolone, was evaluated for its tissue penetration into female
genital organs and its clinical efficacy, safety and utility in obstetric and gynecological infections.

1. Tissue penetration

The peak serum levels were 1.85 ug/mL after a single oral dose of 200 mg. The mean tissue
concentrations (ug/g) were 0.50 in myometrium, 0.77 in endometrium, 0.42 in portio vaginalis, 0.44 in
cervix uteri, 0.46 in oviduct and 1.24 in ovary, respectively, with the mean relative tissue/serum
concentration ratios of 1.00 to 1.65 in these tissues.

2. Clinical effect

GFLX was administered to 69 patients with obstetric and gynecological infections: 100 mg b.i.d. for 37,
200 mg o.d. for 8 and 200 mg b.i.d. for 24. The overall clinical efficacy rate was 89.9% (62/69). In 23
patients with chlamydial infection, the clinical efficacy rate was 95.7% (22/23).

3. Bacteriological effect

The bacteriological response rate was 85.2% (23/27 patients), and the bacterial elimination rate was
92.5% (49/53 strains).

4. Safety

In adverse reactions, only one case of lightheadedness was observed in 75 patients. In the clinical
laboratory test, one case of a decreased WBC count was reported in 61 patients. Neither case was serious.

5. Utility

The utility was markedly useful in 10, useful in 51 and useless in 8 patients, resulting in the utility rate
(markedly useful and useful) of 88.4% (61/69).

The above results indicate that GFLX is well tolerated and useful in the treatment of obstetric and
gynecological infections.



