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During the period from October of 1981 through March of 1982, our research group in
Sapporo . treated 178 patients (158 males and 20 femiales) for gonorrheal infections. We
performed epidemiological and therapeutic studies on these patients.

The youngest of the 138 male patients with acute gonorrheal urethritis was 15 years old.
The age distribution was 32 patients (20.8% ) under 20 years, 46 patients (29.1%) aged 20 to
24, 34 patients (21.5%) aged 25 to 29, 22 patients (13.9%) aged 30 to 34, 10 patients (6.3%)
aged 35 to 39, and 14 patients (8.9%) aged 40 to 54. The fact that 20 % of gonorrheal
urethritis occurred in youths under 20 years of age, is especially noteworthy.

The infection in the teenage boys was found to be picked up mostly from girls met at
discos, etc., On the other hand, the patients in their 20s, were infected more frequently by
contact with hostesses at massage parlors and bars, these sources making up the majority of
male patients who were 25 years or older. These findings are quite interesting because they
reflect the socio-economic status of the patients. In addition, the fact that hostesses working
at massage parlors are a frequent source of gonorrheal urethritis infections can represent a
considerabie problem in terms of public hygiene.

The 20 female patients with gonorrheal infections were all found to be cases of cervicitis,
except for a l-year-old girl with gonorrheal infection of external genitals. The fact that
about half of these female patients were teenagers, aged 16 to 19 years is worth special
note., .

The duration of the latent period was less than 5 days in 83 male patients (58.9%) with
urethritis, 6~10 days in 39 patients (27.7%), 11~20 days in 13 patients (9.2%), 21~30 days
in 4 patients (2.8% ), and over 30 days in 2 patients (1.4%), It can thus be said that the
number of cases showing a long incubation period is increasing.

The MICs of 154 gonococci strains isolated from the urethral or vaginal discharge were
determined. Thirteen (8.4% ) of these clinically isolated strains were found to be §-lactamase
producers. When a bacterial inoculation level of 108 cells/ml was used in the in vitro MIC
determination, the MIC was 1.56 pg/ml or higher for 12 of these B-lactamase-producing
strains; the MIC of the 13th strain was 0.78 pg/ml.

At the same time, the MICs of these f-lactamase-producing strains to doxycycline werc
also high; 1.56 pg/ml or higher. These results indicate that there is a close relationship

between the mechanisms by which resistance to amoxicillin and doxycycline is acquired.
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The following clinical results were obtained when therapy was carried out with 1g of
long-lasting AMPC (L-AMPQC) per day (2 doses of 300 mg each) for 3 days.

a) Conorrheal infections caused by non S-lactamase producing strains (67 cases): excel-
lent efficacy [normalized cases] in 67.2%, good [bacterial culture (—), serous exudate (+)]
in 26,99, fair (bacterial culture (—), purulent exudate (+)] in 1.5%, and poor [bacterial
culture (+)] in 4.5%.

In addition, in 15 (35.7%) of the 42 patients who had normalized bacterial culture,
white blood cells were still detected in the urine,

b) Gonorrheal infections caused by B-lactamase producing strains (4 cases): excellent in
259 (1 case), and poor in 75% (3cases). ‘

The following clinical results were obtained when therapy was carried out for 3 days
with L-AMPC, administering 3 g (2 doses of 1,500 mg each) on the first day and I g on each
of the last 2 days.

a) Infections caused by non g-lactamase producing strains (19 cases) : excellent in 73.7
% (14 cases), good in 21.1% (4 cases), and poor in 5.3% (1 case) Moreover, white blood
cells were still found in the urine of 3 (25.0%) of the 12 patients in whom the drug therapy
was evaluated as showing excellent eflicacy.

b) Infections caused by B-lactamase producing strains (5 cases): excellent in 40% (2
cases), good in 20% (1 case), and poor in 40% (2 cases).

The above data revealed that the administration of 3g of the antibiotic on only the
first day resulted in a slightly higher efficacy rate than 1 g administration on all 3 days of
therapy, but this difference was not statistically significant.

For some of the patients whose bacterial cultures still yielded gonococci at the comple-
tion of 3 days of L-AMPC therapy, regimen of 1 g/day of L-AMPC was continued for another
4 days. The clinical results as evaluated at the end of the total of 7 days of this antibiotic
therapy were as follows.

a) The results in the patients suffering from gonorrheal infections from which non-g-
lactamase producing strains were isolated were insufficient. But it is surmised that the
gonococci may have at least disappeared.

b) The f-lactamase-producing strains had not disappeared even at the end of 7 days of
L-AMPC administration.

On the basis of the results described above, it is concluded that the following approach
should be taken when using L-AMPC for therapy of gonorrheal infections., At first, three
days of L-AMPC dosing (1 g/day) should be performed, a dose of 3 g being administered
on the first day is not significantly more effective. In about half of the patients in whom
the causative gonococci were not eliminated by this regimen, the isolates are considered to
be B-lactamase producers.

From the recent tendency of increasing incidence of S-lactamase-producing strains, in
the future most of the such cases are presumed to be due to S-lactamase producers. With this
in mind, it is recommended that, when the culture for the gonococci is still positive at
the end on the 3 days of L-AMPC therapy, the antibiotic being administered should be
changed. When an effect is seen with 3 days of treatment, the treatment should be continued
for at least another 4 days. ‘

When the 1g/day regimen of L-AMPC was continued for a total of 7 days for those
patients in whom the bacterial culture had become negative at the end of 3 days of dosing,

a serous urethral discharge was still detected in about 10% of the patients. White blood cells
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were still detected in the urine of about 15% of the patients with normalized bacterial

culture,

Side effects were not found to develop in any of the treated patients.

In addition, there

were no cases of abnormal laboratory test values that could be attributed to the administration

of the L-AMPC used in the present study.

Key words: Gonococcal infection, f-lactamase, L-AMPC, DOXY, CZX
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Fig. 2. Age distribution in 158 cases of male gonorrheal urethritis
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S. epidermidis: 16 S. pyogenes: 1
S. aureus: 3 . Micrococcus sp: 2
S. faecalis: 1 Micrococcus luteus: 1
S. agalactia: 1
o (10% cells/m1)
[=]
o % » oo AMPC
= 50 - O-==-0 CZX
o O0——0 DOXY
+ 40 -
3
1]
§ 20}
=
&
- 10 -
=2 i v
DO
MIC(#g/ml) |op12d00125 Total
AMPC 2 3 1123133 31511 25
CzZX 1 11 314161 6|2 1 25
DOXY 4182|112 1 1{4 2 25
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= 40
o
2 50
+
4 60
g
3
[&] 70

80

90
100

Fig. 11. Sensitivity (MIG) distribution of other organisms yielded with

N. gonorrhoeae to AMPC, QZX and DOXY (25 strains)
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S. epidermidis: 16 S pyogenes: 1
S. aureus: 3 Micrococcus sp: 2
S. faecalis: 1 Micrococcus luteus: 1
S. agalactia: 1
g %
-
B 50 |-
= 6
o (10” cells/ml)
- 40 —
" o—o AMPC
© 30 o-- —=0CZIX
e —0-==Q 0——0 DOXY
£ 20 / \
3 /
= \
ot /
g 10 ! \
R o\ O-—0~ \ -
20 eb0r00 80080 ooreoTe
MIC (pg/ml) Total
ng/m 0.0125]00125/ 0025} 005 | 01 | 02 |039 | 078 | 156 | 313 | 625 125 | 25 | 50 | 100 [>100
AMPC 2 3 315 4|17 1 25
CzX 1 1|1 7 7 7 1 25
DOXY 518 1112 1 3103 1 25
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:
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Fig. 12. Sensitivity (MIC) distribution of other organisms yielded with
N. gonorrhoeae to AMPC, CZX and DOXY (25 strains)
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Table 1. Bacterial efficacy of L-AMPC just after oral administration
L-AMPC 1-AMPC
J, 500mg J, 500mg
Cae  Ase  Weight Hours
3¢ (yrs) (kg) 0 2 4 6 8 12 24
] | l 1 (I | 1
1 Y.T. 18 50 + + + - - _
2 TH 2 6 + + + - - -
3 TS 24 60 + + S = - -
4 SH 18 48 + - - - - -
+ : Gonococcus still detected from urethral secretion

Gonococcus didn’t detect urethral secretion

Table 2. Therapeutic efficacy of L-AMPC on male gonorrheal urethritis
(No. of cases treated: 133 cases)

Date of clinical examination

Period of Clinical
‘ Total
treatment evaluation Day 3 Day 7
3 days Excellent 32 -
| I?O.Od 4 B 41 cases
air —
Poor 5% -
7 days Excellent - 22
Good - 2
i Fair _ 24 cases
Poor —
7 days Excellent 38 56
Good 23 6 :
i Fair 5 5 68 cases
Poor S 4
Excellent 70 (64.2%) 78 (84.8%)
Good 27 (24.8%) 8( 8.7%)
Fair 2( 1.8%) 2( 2.2%) 133
Total Poor 10 ¢ 9.2%) 4( 43%) cases
109 cases 92 cases
* 5 cases 4 cases : drug changed by another antibiotics

1 case : drug unchanged, but not come again

Bl (961 T B UB L L ALRIE L EL)33. 3%
(360, B 1% (1 61), E#H55.6% (541 &ix
> Twb, MEFEHRORTARSL L, ABLIOBHE
BHi>E T (Table 3, 4 £M8) f-lactamase FEPEAME
PITOBEEREKIZ4.2 % (81/86), EEABRGITOEN
KEIT44.4%(4]9) ERERBZD DR S. S-lacta-
mase FEABEDBEIM L D0H BB BB
HEuwvwsoTXu.

(7EMEEEERE]: 1A g 5% 7 AR
EHOBEREY Bt TR, 920h2s)784)
(84.8%), BH8H B8.7%) SEHHH24 (2.2
%) Eh 4B (4.3%) Th D EE L8841 (95.7%)

T#H -7 (Table 2).

DX ABEBIOBRCRKITS p-lactamase FEE
RS CIRBE I 2% R ATIEBI D\ CIRE S W D
ROZEL & IREDWHE RGO R P HMIROFESE 3
ARAFESOR ME B LT Fig. 14 iRl 7
HENARER B\ THHRE SR AR, BRE
EBIIERHIOBE AL TWS, ¥, RESWY
HERADORPAMMGHERIIAR BREThZhIST
%, 1-125& 3 HREITBRBR R L &b epha<
A AN

7nds, B-lactamase FEFEARFRYUESICH 3 HAK
WMEBEFELCLONARE3H, BE2HIBD -,



Table 3. Therapeutic efficacy of L-AMPC on male gonorrheal urethritis (group A: 100 cases)

Date of clinical examination

Period of Clinical
treatment evaluation Day 3 Day 7 Total
B-Lac O B-Lac (®) B-Lac (D) B-Lac O B-Lac®)
3 days Excellent 19 3 - -
Good 3 — —
I ___@ Fair B _ 29 cases
Poor 3(0.1,02,0.1) 1(6.25) - -
7 days Excellent — - - 16
Good - - — 2
| @ Fair _ ~ _ 19 cases
Poor — — —
7 days Excellent 26 1(1.56) 2 37 1
Good 15 4 5
. 52 cases
1—( : )— Fair 1(0.1) 1
@ Poor 2
Excellent 45 (67.2%) 1 5 53 (88.3%) 1
Good 18 (26.9%) 4 7 (11.7%)
Fair 1(1.5%) 1
Total Poor 3(4.5%) 3 2 100 cases
67 4 10 60 3
81 cases 71 cases

( ) : MIC (ug/ml) of AMPC, 108 celis/ml

B-Lac ® : B-Lactamase producing strains

B-Lac @ : B-Lactamase non-producing strains
B-Lac @ : Unknown about 8-lactamase production

vey
=
L

R e

OJINV-T + TrpE E W

g6a1



Table 4. Therapeutic efficacy of L-AMPC on male gonorrheal urethritis (group B: 33 cases)

Date of clinical examination

Period of Clinical

treatment evaluation Day 3 : Day 7 Total
B-Lac © g-Lac ® B-Lac (D B-Lac O B-Lac (B B-Lac (D
3 days ’ Excellent 7 2(3.13) - - -
i (:> g:i?d 1 _ _ - 11 cases
Poor 1(0.78) - - —
7 days Excellent - - - 4 1
Good - - —
i (: ) Fair _ _ _ S cases
Poor - - -
7 days Excellent 7 3 9 1(12.5) 3
| gz?i?d 3 1(12.5) 1 . 17 cases
: : Poor 2 (25,100) 1 2 (25,100)
Excellent 14 (73.7%) 2 3 13 (92.9%) 1 4
Good 4 (21.1%) 1 1(9.1%)
Fair 1
Total Poor 1(53%) 2 1 2 33 cases
19 5 4 14 3 5
28 cases 22 cases

() : MIC (ug/ml) of AMPC, 105 cells/ml

B-Lac® : p-Lactamase producing strains

B-Lac © : P-Lactamase non-producing strains
B-Lac @ : Unknown about -lactamase production

$661

$67 SERMW

&11

$6861
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(A Group (L-AMPC 1 g/day))
a. Cases yielding non f-lactamase producing isolates

1.5% (1 cases)

67 .2% 67 ¢
ses
B o (45 cases) @
4.5% (3 cases)
b. Cases yielding f-lactamase producing isolates
25.0%
75% (3 cases) (1 che) 4 cases

2 cases still ylelded G C. even after 7 days treatment
1 cases treated by spectinomycin

(B Group (L-AMPC Day 1 : 3 g/day, after day 2 : 1 g/day)]

a. Cases yielding non g-lactamase producing isolates

T3.7%

(14 cases) 19 cases

N5 .3% (1 cases)

b. Cases yielding g -lactamase producing isolates

40% (2 cases) 5 cases

(A1l 2 cases still yielded G.C. even after 7 days treatment

[All cases}

a. ‘Cases yielding non g-lactamase producing isolates

% A —
1.2% RRIpoaEREIEees
(1 case) : (éZscaZes 68.6% (59 cases) (86 cases)’

\4.7%(4 cases)
b. Cases yielding f-~lactamase producing isolates

) 1
; 3.3%
55.6% (5 cases) ; . (33 CBZses) (9 cases)

[:I Exellent (no discharge) Good (serous discharge persisted)

Fair (purulent discharge) Poor (gonococci still yielded)
M persisted -

Fig. 13. Therapeutic results of L-AMPC in male gonorrheal urethritis



A group (1 g/day)

WBC(+)
15(35.7%)

Urinary
findings
27
(64.3%)
Urethral 45
exudate (70.3%)

No
[ ] aischarge
Serous

Purulent

. 1
3 days ( 1.6%)
treatment

53
(88.3%)

B group (Day 1 : 3 g/day, after Day 2 : 1 g/day)

4= 7(11.7%)

7 days

treatment

WBC(+)

9(75.0%)

14
- (77.8%)

3 days
treatment

(25.0%)

WBC(+)
1(7.72)

W’BC(-)

12(92.3%)

13
(92.9%)

>1(7.1%)

7 days
treatment

Fig. 14. Efficacy of L-AMPC on urethral discharge and urinary findings in male gonorrhoeal urethritis
yielding non-f-lactamase producing strains

9661

11 6 =HHR

476861
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Table 5. Therapeutic efficacy of L-AMPC on compound
coccus (Gonorrheal and other coccus) urethritis

Date of clinical evaluation

Clinical
evaluation Day 3 Day 7
Excellent 7 (36.8%) 16 (84.2%)
Good 7 (36.8%) 3 (15.8%)
Fair 5 (26.3%)
Poor
Total 19 (100.0%) 19 (100.0%)

I. 3 days treatment

a. Cases yielding non f-lactamase producing isolates

(6 cases)

b. Cases yielding f#-lactamase producing isolates

66.6% (2 cases)

All cases became “good” after 7 days treatment )

I1.7 days treatment |

a. Cases yielding non g-lactamase producing isolates

(2 cases)

b. Cases yielding g-lactamase producing isolates

33.3% (3 cases)

l:, Excellent (no discharge)
Good (serous discharge persisted)
— Poor (gonococci still yielded)

Fig. 15. Therapeutic results of L-AMPC in female gonorrheal cervicitis
—Comparison of 3- and 7-day treatments—



Table 6. Therapeutic efficacy of L-AMPC on female gonorrheal cervicitis (No. of cases treated: 15 cases)

Period of
treatment

Clinical
evaluation

Date of clinical examination

Day 3

Day 7

g-Lac ©

B-Lac(®)

g-Lac D

B-Lac O f-Lac® B-Lac(®

Total

3 days
l

©

Excellent
Good
Fair
Poor

6 cases

Excellent
Good
Fair
Poor

R |

3 cases

Excellent
Good
Fair
Poor

2(0.78,12.5)
1 (1.00)

1( 0.78)
2 (12.5)

—
——

6 cases

Total

Excellent
Good
Fair
Poor

2
1

3

2 3 4

12 cases

9 cases

15 cases

() :MIC (ug/ml) of AMPC, 10° cells/ml

B-Lac ® : p-Lactamase producing strains

B-Lac © : P-Lactamase non-producing strains
B-Lac @ : Unknown about f-lactamase production

8G¢GT

566, EEOE MM

11

456861



(ng/ml)

Concentration in serum

6 |
5 n=14
4 -
3] oo L-AMPC (500 mg P.0. after light meal)®)
e xAMPC (500 mg P.O. after mea1)5)
Omm oAMPC (250 mg P.O. after mea,l)6’7)
2_
N Y 1.56 pg/ml:
14 !
[
I
7
!
1
4
/3
0 T T T T T T T [) T T T T
1 2 3 4 5 6 7 8 9 10 11 12 (hour)
Time

Fig. 16. Comparison between L-AMPC and AMPC of the time the effective serum concentration

is maintained.
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«g¢  RBC ‘ ! rom?3 WBC .. Ht
550 12000 60
5001 10000 - 50
450 8000+ 404
400 6000 301
I 4 \ 1
Before (n=13) After Before (n=13) After Before (h =13) After
g Hb wn  S-GOT A S-GPT
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70 701
16

I

. 50 504
14 :

ce! 30} 304
12
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. Before (n=13) After Before (n=24) After Before (n=24) After
Creatinine
myg ~ BUN el
2
—_—
09
: 071
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_— S
031

Before (n=24) After

Before (n=24) After

Fig. 17. Effect of L-AMPC administration on blood examination data

ETNOLDOFHEELDDLERDOTEL 8D, AFD3
i 2 Blix Spectinomycin 5 V%, FDFE
FRFEELOST. B I 7TBERR LD
jo. BEED 2409 1 G0 7 B B & CHRIERHTCE
Je RS IIERRE) &b, BYIMIX7AHE
KB L Tads otz REBELRb-efiiy, #5 FEH
(18 1g) w3 HEMEIMASETW30T, &
5 HEBRAEELIchd KR Lich o fcb D
EHELTWS, BEIIRIITE DD MER S

S TR E 2 Hhin.

Lz BHH f-lactamase BEEAERRBRHGIT3 HEHICD
T REBEAODH LA, LEEFEERRY 7 HE ¥ CF
FOnied, ZflTo¥ FEREFEL, BEESE
7o, LI EOZE#ME, Table 2~4 HERLCTH 5.

7%, WHELISFOBRKE b 7R S WERA OBRRIE
B E LD TLSLE Table 5 02 EThHB. R
H RGP BRSNSV A TR LR -
T o7,
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[P oREHEE %)

HF OWEERER ILNEBE B E Vbl T
W5, Fig. 15 % X8 Table 6 02 LS Tho
fo. EFEORGE L LT, BEERIETAIRS DI
THENEBRHERCALRL TS, Lil, BRES
W ECHEEIRDLZ LNV BLWE LSRR
Tt Tob. ThikP LEEL L S35 LEGNRD T
CORERO T LB, 3 B RERE L, p-lacta-
mase FEEAMEES (6 6D X 3-<TEMNELLE
IR OS5 W Y R 572, B-lactamase FEA
PREREA] (361) T 1 OIS 8 28 (), 2608
HHE « SRR CBRD) ElnoTunwb. 7
HEBERE Tt f-lactamase JREEABRER L3 2 41
& BEHEER - BIRMES AR CB%), B-lactamase
BEARRRGOIL s U & LR L, LD 5% 2 flhiss
Wik 5 WmEE CERD), 1 FIXGmaiEE CGE4)
ISR A

(3) EIEA R X UHHREEEA~DFE

RLRER 153 i > CEfFR ORI R ik
ETH, HELIREWERAOHRA LI LD E 572
Feh Biehs o7

FERARAEE T, BSOS RmEk, HiEk, ~
<=+ 27V yr, ~EFREY, GOT, GPT, BUN,
VT = VORIER B I R R oW T olE
IRIEERE I Fig. 17 @RiZT 280 THE. 1
GOT, GPT ofEE FR% Bt o B
BIZERD e -7

%

1. HEMEREEOBES

4 ~ 5 R0 B B R GYE O BN A5 B h
TuA. HEMEREE IR BT &L S Tinn
L, EECRERICET DhRBEINTHE r — 2
A 70 BRI Lo BRIkl —/Aic 3 £ n s
LEZ BB,

ZOBRRIC I \T, WREE T RRYE O RIE T TEEDIE
THIEDR, AREEZEDEHBE VW2 LY. 2&i0
HEORBMC X5 FEREOWEROET, =
BERLETEN NI BETEDNRISRE
Flo, LhRARENND Yy 7R e VT DT TR E
CXb, WEHERERZIUDETS STD 0BT
12, 270D THDLENLD.

HE, WEMREEI =Y v i L N
BETELLLILTLEWD R E W) HE 7505
L 0bDONEL, BEVBNI A~ FO—{ELL
TWd & THEE TR,

R

L2 L, Bk B WCEEREC s hoobh b=
o) VIHEE OBIMERITE AT ST FOE XL
BROLNL L3I - TETL5,

DX 5 RN D, bR 38175 M
WREEOEEEFEET S L b, BEL-E 34—
B VbR Tws AMPC i LA IEE S ROk
WEBZlgo THiz

AL 35 1) % R RS E G2 TR L el
Ta WA, BRSSO LN 5153 5 E
oA E—RMRRRE L — 7 TERIh Bz &
Db, —EG O Y v Ik, B OERSIR
R, BRI S BT 5 5 - 21, IIEILRO
WHEEBREOEREWEL DO L\ - THRBTIX
75,

BREBROBESEA IV TWEDR, KL — &
TH0WMU FOEF DL IHEIL>L, BFCLogk
TFCLORE CHIZEE DR L T A5 5. 19
BUTOLR2BREFDNY, TTF00% 52 &k
R b RERMBEELEL X5,

i, BB LCI A= RBRd s LicHE
BRI SEENTEN DR THEINIORET, L
2 ETETHEML>o5 BRI AREA AR Ritx
BRAKEREEYERL OS2I THS.

HE7 o7 2RO BB U= v ) viEER T
FAREIEL 20550, HETLEIMRITOTERIC L
BRRCERNELRONAEHELE L->Tw5. k
SEORKHH I DI “WE” Koo, £ “THL
OEPOAFTEID0HB EV->Th L. #stL o
DFLIABIE T 25 B 0RO CTE 2D, 1k
% B-lactamase PEAEB04EEFISHE (8.4%) 1K d
DOE - TWHIRIWES B OMBEERTOE I LLERL
BDTWAEELZLRS,

TFORBHADSENERCZ LW bbb,
BYRE L CHRS R BE TR L TwEZEd, oo
FIEE X DR LEVGD DI LT WBARTH B,

2. HEOEFMSMEZONT

WEOEAMEE Y MIC 1.56 pg/ml [J E (106
cells/ml) &L4% &, AMPC 3154#k:H128 (7.8
%) BEOFCAD, LabZhis f-lactamase EE
EETHoTm WolE 5, DOXY Crilidghhe4fs
(54.5% ) Mz DB & 7 - Tovie.

Perine® 1= L iU, =2 Vit s 523 FE
DORAFHEEL, P WTFR3I FPOEHIT<=>
Ve TC Ot 3ok B ML, k¥
W75 A FOBET=VY vORDMEC S &
IhTW5b, FIFTEE7 78, BERx7 70 %
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WERRARINDZ ENBVEHEIRTWS. £0F
—ZbELZNE BAOLOIXT 2V #[EEE, HE
T OTHRCPCRBERER LTS RV L 5.

73, f-lactamase FEAEFRIZS BE X h - £ WET 154
B 13kE (8.4%) i bR TWwWB. 108 cells/ml #
D AMPC @ MIC % 1# 0.78 pg/ml, fliz3<
T L.56 pg/ml LA &7 oTuvb. F1LT 108 cells/
ml BT, T 6.25 pg/ml Ll EEEERRL
Tz, AP NTH D X 5% f-lactamase B
EFNLEVK, BEECALRE L5 DODH
HTEERELQCERTRERTHS.

VolE S, E3HERDET - AREAY B 1D
CZX o MIC 2w HUBLL KL, BE AER
0.0125 pg/ml LITF, B Th 0.05 ug/ml TH 5K
PEB IS, Bk T, WEEBRYYECT 50
@5 —IGRE GHE) W bhus it h BRI
B HFTWD EZhTW5D, A s oo
HERTO—RBERD T DRBEI T\t L
L, FEOIC X - Tiz—BPiE A Sl %} LT Spec-
tinomycin AR HRHREHCTHD DT, SHBE
DOEREHILEVLCEEEL T b0 LEL 5.

3. L-AMPC Qi

ERAZEAIE, AMPC OB & REEOREA RN
X oisd L-AMPC %\ i, AEHOBETER
MEPREY MRS TEDRATHS. 2=
Y vREHOFP® I - 7 EOE I X VEHEED
EXCHEET 3 VbR Twbs 2 Enbh, FEHL
HALEDESOBEETH .

Fig. 16 kA bhb X5k, 500mg () HiH
#% p-lactamase FEEAEMBEOBRETHD. FRITE
#®o AMPC ##) 250 mg (Offi) RAKD 2.8 KiH]
D2. 4f%, 500mg (Offi) MRARED4. TR D 1.7 %
> TWbB™D, 2, KK 1 H 500mg ()
i) 2 BRATC, #E AMPC 84 250 mg (Hffi)
4 R FIlE & 0 R B R ORI AR s
D, BRHRENL DEL B S TELDIYT
ERIR BB . i, 3~4mRAT A3EH% 1 8
BE5T 5L, BEEGAD 14 MoERITLTAIER
HAxzER, LrdrolRAThABHRBAT L
HOLDON Eh ol LREI NTVE. LR
M, £35% 5 o8% 5% OEFN S\ I RYE
TS 2ERACTDIE1 B 3 ~4 ERA I
TebnFEF L b, HECHB LR, X hHERRR
BErfigcEsbidchs.

4. L-AMPC (243 « BEDR
BAD S L ER=o ) VBB OMEL, <=

VREFIC X D EEGEEY FOBEE L TCW B
KIS 5. SER It L-AMPC ToH
FHRERRERC KT 5 BFEET, 3 AEBECE
ZP3A, BRIEEG I8 CL09MR 106 (9.2%) Th5.
B-lactamase B4 B IRITRE, FEEE £HROB %03
BERCEINL CHEHBE TS EEL LR L. 2o
B-lactamase BEAEFRDOIRERE CHE WM B Bt
35 L-AMPC OBHRICEN BT B Linisd
B, R COLOHEEN T 8.4 BBRERDT, WE
FEBIEE & UC o BERNESEI0% 5k & - fe ik
Tl rtsr 5.

3 HIEB R T BEI R 7T 5E4ICh f-lacta-
mase JEPELERRTIZ, XD THETSE 7 HME
EEBIC D LA EREET S EELbRL T —
2 THBH, B-lactamase EEAEERTIE 7 HEDBET
LHEEE RTuwiw., ZoF—snb3se L-
AMPC o 3 HRIGE T, ToREBEY B3 6r—%
1 B-lactamase JEREE ABH BB L TH K ok
B-lactamase BEEEBRTHSH LBRL T, HloEHk
& 2% Spectinomycin R 3 R\t 7 = ARIHE:
EDEGIECH W EL D RETHDHEELD.

L-AMPC %#H lg 5 LB A (A%) & 3g
BELBE (BE) LTIt HEOWNEZILES
BT, RS UBAARTL ABDF T
CRWEWSRBRETHD. i, FRGIECFITO
RPAMBBEFER IR CL 5 TR/ - T 5.
FHED | BOSZOMMTIED % VR EEAH T
oo d Lo, SRS & 2 R B sk &
WO SSERTROBESEN, 3HEX v 7 ARBELL
FMEL 7t - TB i3, 3 BREBE CIESRRC S
ZRABREEES DT, FREEYSECHEEERT
Win e TH o TeDDy, EREI OREELOER
BB NI B AaBBERRACELE L dklits
T el B X B0 - & DENT S Lkl
AL Foid, Wihice X 7 BRERE O ELR
L OFNER EZEERNF G EEL TR,

¥, 7 HERER TL, R AmEka@Es bh
SULEOCBREVNEL T DOV H 7. shicL
T, WEE R SRR X 5 iy T
{ Chlamydia 7o X ORGP CHEMBEER BarEC
LTCW5DTREWHESHEEIR TS, LiL,
Chlamydia 13285 & DR B CEEEE
REEZGEBBRTEIGERTE, BEcETB8ak
BEEOEROBHITISHO T —~E LTELIDELEE
ZTC\W5.

7%, L-AMPC = X 5 ¥R#BEHD ¥ b AL
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Flic X5 L Bbh B EWERILE o 7o B BRI RD -
1o, BEBREET WL 1 fiic GOT, GPT o
ELRZRDIAS, REFC LI5S 00E 5 22T H
TH oz,

& B

1) 19814E10H~19824E 2 A % Thivbh Wk 7 v
— 7 MLIR THIC 35\ T 4R kol B RYYE 178 6
(BBF 15861, ZTF200) HXfgc sy, REZ
Geh 33 & T o fe

2) BTFINEEMERREE 158 LT N CAMFER AT
KU, SERBOAIRFEDITISERT, 108803320
(20.3%), 20~245%5%46%5] (29.1% ), 25~295%4" 34
B (21.5%), 30345032200 (13.9%), 35~398%4%
106 (6.8 %), 40~545%051400 (8.9%) Eic- T\
5. 10RO EEGA D 284 5D Cnb o g
NEETH5.

3) BTREAOREERE, 71— v=d oy —iUg
LAENRT 4 Aalnd T pick up Liahh FH0%
RETEDLILD, 208 ics L b=z, A7
EDERRE QP 5KEFRLT) 1L, 2580k
TIEENBER D EETe . 0P RILEE D&
s BN A KR U c b o & UTEBRE . Tk
BOR#L BT 5 b2 REBERE O 5D HEE I h 7k
DEWC LI, AREAZE EORELMESELEL
3.

4) LTHEMERREEI20AE, 1 ROESMERA L
PR EFEEERTH - Tz FHIHILD 1 B
I LTSS I9EBD T 4 — vaed O v -2
B EDTWEL LIRS RS.

5) BREIOIL - X b LT\ BTRER 141 G,
5 HEIPIA8361 (58.9%), 6 ~10H #3961 (27.7%),
11~20H231361 (9.2%), 21~30H7 48] (2.8%),
30RE bR 26 (1.42%) &, BRIOORVL 0
AO0BBET TR

6) BESWHL D EELIMET, MIC HEZL
157-1548FH, B-lactamase EEAE BRITISKE®. 4 %) T
Boto. BE 106 cells/ml @I 3\ T MIC 1.56
pgfml Pl o 12 #3XC2Y S-lactamase gE R &
W F - Rl T (1 #RIiE 0.78 pg/ml).

7) %@ p-lactamase PE 4 #IL[E B Dox-
yeyclin (DOXY) © MIC 4 &<, RT3 T
156 pg/ml Ll EE7» Tk Y, AMPC & DOXY
EOMEREFEOREAE R RE L T .

8) BT 1334, LT IFlic DT T =
>J v (L-AMPC) lg/H (500mgx 2) ERIZ L

T7T AL, ORISR Ll (—HE
CHHHO% 3g/ARELI). X0 b3 AMAE
BIEFRNENIZ L DOFRBIRD T & Th » 1.

BT (10941 =5 (EHEK TWEL)
64. 2% (7061
o (HHEEK, SRS W%
) 24.8% Q714D
e hny (BEHEK B 5w ok
rey) 1.8% (246D
& (B 9.2% (106D
ZF (1261 B (EHE RS W5

ey 83.3% (106D
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