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From August of 1982 through February of 1983, the Sapporo Clinical Research Group for STD
treated 131 cases of male gonorrheal urethritis at its affiliated clinical facilities in Sapporo City.
The therapeutic efficacy of AT-2266 was investigated, together with an epidemiological study on the
cases and bacteriological studies on the isolated strains of gonococcus. In addition, a few cases of
female gonorrheal cervicitis were treated, and the therapeutic results for 3 of these cases evaluated.

AT-2266 was administered at a daily dosage of 600 mg in one dose to 14 patients, 2 doses
to 10 patients and 3 doses to 98 patients. At the end of 3 days of this therapy, the gonococci
had been eliminated in all of the cases, but there was variation in the status of disappearance of
the secretion. The “excellent” efficacy rates for these three regimens were thus 7.7%, 50% and 57
%, respectively. These results showed that administration of the total dosage in two or more di-
vided doses maintained higher minimum concentrations of the antibiotic in the blood and the urine,
and were thus more clinically beneficial than when the dosage was given as one daily dose.

Of the patients who were treated with 600 mg/day of AT-2266 in 3 divided doses, 93 were
evaluated for the therapeutic efficacy. At the end of 8 days 57.0%, were ‘“‘excellent” cases, 39.8%,
were “‘good” cases and 3.29% were “fair” cases, and at the end of 7 days of therapy, 67 patients
were 74.6% “excellent”’ cases, 23.9% were “good” cases and 1.5%, were “fair” cases. The clinical
efficacy rate was thus quite high, Those cases in which the secretion and leukocytes had not disap-
peared from the urine even at the end of the 7 days of therapy were probably cases of mixed
infection involving Chlamydia, etc.

Eight of the 77 gonococcal isolates (10.4%) were g-lactamase producers. The MIC of AT-2266
hardly differed with the size of the bacterial inoculum. With an inoculum of 10sCFU/ml, the MIC
distribution showed two peaks, i.e., at 0.05-0.2 pg/ml and 3.16-12.5 ug/ml. Only 11.7% of the
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strains were found to have high MICs. The distribution of these high MICs was found to be unre-
lated to the ability to produce g-lactamase.
Mild side effects of AT-2266 were seen in 2 out of 128 patients. (1.6%), an extremely low

incidence.

Key words: Gonococal infection, Epidemiology, Antibiotic susceptibility, Therapeutic result,
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Fig. 1. ®RAHRKHRE (3 BHEO 7 BRKBR

7e5. 19740 data TRHEBBARIOFADKD D
NEOBERNA XY X126, 72 Y #392, Fv<—
7323, AV =—F vA89LTc T D, Thb:HE
LTCHIRLUTHINMETRNWZ Ldthh 52,

¥IHEBT7 OT7TENORGHOREbEbh I LEL
bhb PPNG #1977 FrERTHEI LT
DRR L 22oHh b, BETIRIOKS B OHEN
RERUCRFHE THEIhTWBED., Lil, WE
TEIEFE B B3 A H W « MIRFHEL, FHic
BTSSR TELTSHRERCEN S bR
AREEZ LOPIRT —< L EL T3,

ZZ Thib IR 35\ TI19804E X b LR
STD BRSHIED, WERREOEFIRERFRIBT
RETEY, TOEMEROERBYREL TkY, K
WXL TOMEDO—BRTHS. BEROHEMLIHZ
L s (EREREMRIEH TE v L), 8-
lactamase BEEABIIRARCHEML CTWB & & 238ib
PRI TB. T, 1980FEEH H1BIELXE
T deb T WHEE 227 #R TIXIEMETR B-lactamase AL
HEoBEL LT Wit 2, 108CFU/ml » AMPC
D MIC ' 625 pg/ml AEOHE BEobhbh
DOWEEF — 2 Tlk, B-lactamase EABEDOIE LA L
1%, AMPC o MIC #% 6.25 pg/mlll E) »227#%
b4tk (4.4%) Thote. Thdd 1981 ££10H b
£19824E 2 B ¥ Cofifflicicsd & B-lactamase pEA
BRIZ 154k 138k (8.4%) &7a0®, %LU THRIGEDT

REIh O SEERRTTHE C1X 8, T PPNG #&
HEREH10.4% & LR L T35, £ To B-lactamase
BEARBHRICESE o055 Livhhs.

R E U ERBRREELF Y Ld L T8
EEOLHDO LD DEEN ST EAbhbh D
data 2HLHELNTH B, ThbihEsIRHc
WErHFERFEL, L EoBRKohic B-lac
tamase EERENRBEL OO B EEL B, TOD
EWERBEAR O SE 7 #Bin, T BEENE 0
B-lactamase EAKOSEERD EF EE T3 &
W TBE Tiiaw. ZoBRCHETOR LIERE
BERFNLARBEEN R b, KERMELED
ATEY, FIGrOMENEEhsL25THS.

L LZEDX 57 B-lactamase EEAKRIC K L Th,
AT-2266 DB fER 13 B-lactamase & EPIFR o
DNA SBEEC X 51, il OREYZ T HEN
RRIT10 % LEBOCEYPRERL VB, C0F—%
EHERRERR LAY A TH B T L ERLTY
B e#2 %, 108CFU/ml ¢4 108CFU/ml CHE
BoOHEBT MIC OfEZEBb /v & ki, FRE
WIRTHS. Iak, FHo MIC SR REIE
e HE peak DR T 5 MO S HETL
TOWAREEBIhB LA THEH, BB TR
12,5 pg/ml & MIC FfERD » % #% T % 600 mg/
day 3 ARG CF ~ L UBERSRRE L i
Mot
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Table 7. #HEFTENBAERHR

a,
A% psncom:nAEm EB Am vvEDm KB & M
48 31 2 0 81
N. gonorrhoeae (59.3) (38.3)
(97.5)
3 2 5 1 0 8
N. gono-;rhoeae (25.0) (62.5)
S. epidermidis l— 7 —J
g (87.5)
*
S. epidermidis 2 0 0 0 2
*
] - S ] 1 1 0 0 2
44 12 1 0 57
N. gonorrhoeae URY @.n
7 (98.3)
N. gonorrhoeae
+ 3 1 0 [} 4
S. epidermidis
B
S. epidermidis 2 0 0 0 2
*
.} % % 1 3 ] 0 [}
() :%
* I WTFhERBITT Sl
RRBGRR 2N F-EH
BEOHWOMBETHRHL A S>>

¥, 7 BREOBBRCEWTY, Risilsmgo
BT L0025 4% Rbh, FeaBHERAoR
CHRPEMRIEEDDhD OB XD 651 H-
fo. Tich bAEFIDST. 3B b DIIERFEN D
ofer kil . Thid, WEREMAEOTER
RICESEIA 2 0% 2 L ofiuc, Blodii WK
data 5 5L D b T W B WREREERN ORI 3 Bl
Chlamydia DREBEN DD EVIEENLELTDH
WMARFHINDZ L TH B, BL Ureaplasma J&
RoEHLHD 5. 0 X5 LHELSORER
EYC X ABMBEEREROBEE THT 5 b
3, 7 BHMMERMEEE S ¥ Rbadm
BRBEAIC A D 12 tetracycline RIEH (Min-
ocycline % Doxycycline /&) o E%BEML
TELAENS B &\ T v, BE, %0 Chle-
mydia DEEAERRE smear CEEMCRIEER /
7 rF— LA THERTAERVEREBING L5
i h, FOBEFHREYIVER RO TS

LOLMRLTVS,

CIMTERLOITRLL DB IR TV, &
72, AT-2266 3 TC REHNz & <l & b, Chla-
mydia I ENLHEILDHHBERDD EELDOND
7B, LWERBRREIRTELY, ShomasriifEh
BETATHE.

s, AT-2266 DE/EROMBRIBREDDON
L6 RLEREDATH -z ki, FEFIOER
BB FOE ClEoZ E R TR EE L T

-

e
ES & &»

LR A 2R 2 #o4LIR STD 3% group
T, 19824E6 H X 0 19834E 5 A ¥ ToiE, BT
WEHEIR G ATER 131 B, AT-2266 1 B 600 mg, 7
AREREL, FolEAREYRET L LI, Th
BIEFI O EESIHBE B O B o MRS 1T
mote. o, HFHBERTFEESAEMNCOVTE
PEATRE BN 3 ML THHEFRE Lo T
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Table 8. Ho#®

Lulotsd 1] 3 BMAR 1 BEMAER
N. gonorrhoeae S. epidermidis S. epidermidis
82 5 2
(81) (57)
N. gonorrhoeae S. epidermidis -
+ 2
S. epidermidis (8) (4)
9
S. epidermidis* - -
2 (2) (2)
® om - -
5 (2) (4)
aft 98 (93) (s7)
() BRAX
* VTR GRMICTY S LMt
TIRW (X PRRE & h - EEDY
BROFWOMBTREHL X b >
LDEMRL TV B,

elable 9. p-Lactsmase B4 DHE L BEEKEIE

%
. AMAED N
ﬁ 8- Lactamaso4 bk B PREY KD >4t
5 2 [} 0 7
3 + (11.4)  (28.6)
7
(100.0)
48 35 3 0 86
2 - (55.8)  (40.7)
L—oa—J
(96.5)
3 0 0 0 3
bi +
Y] 16 1 ¢ "
B _ (13.4)  (25.0)
Lg—
(98.4)

BmLk.

ZORBEELDBERDODIEI LA,

()18 600mg %18 1EHE (44), 278
L (106)), 3 5ERE (8F) iThot & T 5,
3 BRI, TRUKERAIRS b 00, 4
WL EN B D, DI DEHRYETh Lh,

B-Lac@®: B-LactamaseEd: ¥k
Bf-Lac©: 8-Lactamase JEREL

7.7%, 0%, 51 % &icot. 1 EREL Y ERES
LU, REMTF « RPBEXBLRFTI L0
E5WER ERFTH B LEL o T,

(2) 600 mg/day 3SEIAER COWRBHER, 38
FHRER (9361) TEH5T. 0%, HH39.8%, LHEY
3.2%THY, 7HEEE C10) TEHI46%, B
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Table 10. B-Lactsmase fE4DEE K2 HIHABERSR

% ¥ 3 B M & & T B M A& W
|
a v B-Lac® B-Lac® PF-Lac® B-Lac®
] E 3] 3 13
s aH 1 ]
38 P0ED 0 1
(2901) %% 0 0
0 E 300 1 27 1 36
1)
I8 A® [} 16 0 [
1
1H »¥HY 0 0 0 1
(sa9) ¥R 0 0 0 0
? E 3] 1 8 2 9
ia Sy 1 8 0 1
18
[ 2 -1 ] 0 0 0 0
148
(1864) %3 0 0 0 0

B-Lac@®: 8-Lactamase EE4£#
8 -LacO: B -Lactamase JEE 4 #

Table 1. WEETERESIEFOEE WY OHY

\\\\\ 5 B B K R
N. gono 3 308 a5
o »n # %A 2PHk

e (:) 3 0 ]

w5 i en)
=3

18 (;) 0 %[@ﬂ [@:]
R

Table 12. MEFEBESTSCNTHREDE

£
? X ® A OB rPEH £ B & H
b L
IR 1 1 1 0 3

78 1 2 0 0 3

1201
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%923.9%, RREM1.5% LiroTxk b, hic hEEK
LR EN oI TrEs, 7 BEBESTLSUY
LRBPEMBRBEL Chlamydia 7t ¥ OBRARLR ¥
BRREHEEL T 5.

()7t L - B JIEEFARE Y BT L7, BE
Lx 7118 8 ¥k (10.4%) i B-lactamase FEAY
bl

AT-2266 o MIC ¥, EEEETIREAEE{L
¢, 10°CFU/ml T 0.05~0.2 gg/ml & 3.16~12.5
pg/ml i peak DB TBMESTER LI, REE
MIC BoOMEIIH TN TG EEEFS>TWS. It
B, TOLSFEIX B-lactamase FEAERE &L IXEBIGRT
Hote.

(4) AT-2266 OEWEFRITEED H D 128G 2 4]
1. 6% b ic DA THD TERDOHBE TH - 0.

X Bk

D) IRy vrRew 288 TAT-2266), £ 31 EAA
LRSS, KR, 1983
2) Rein MF : Epidemiology of gonococcal in-

fections. od The gonococcus, Roberts RB, p.1
~31, john wileg & Sons, 1977

3) Philips J: p-lactamase-producing, penicillin-
resistent gonococcus. Lancet 2: 656, 1976

4) Berg SW and Harrison WO: Spectinomycin
as primary treatment of gonorrhea in area
of high prevalence of penicillinase-pro-
ducing Neisseria gonorrhoeae. Sex Transm
Dis 8: 38~39, 1981

5) MBFERAR « BTHE « NEFFE— : 19814 5
BEX W WHE O FEARSEME 3 X U8 B-lactamase
LEAWEC OWT. BRIERS 57 : 205~211,
1983

6) RRAVLER « EH K EFILNE - B 4 HF
EfE - HIRES - FH HW L TR
R EERET - ARFIR - ERERE  HOE—:
WEREAIE DR, TR 70 —Frikt: 7
¥ v ) v (L—AMPC) k& X585 — WR
fOE 29 : 1537~1564, 1983
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