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FH~s 0514 FEFEYE TE-031DME R U C. trachomatis 1= & HREE - IR BAE T 55
BEHY - BRIRBIRRET 24T 5 72,

W23 5 AH D MIC 130.05~6.25 pg/ml 128 V), peak f#130.1~0.2 g/mlI T, B-lactamase
EAIZL ) MICICEBRZOONED o7,

C. trachomatis {2339 % MIC 130.003 pg/ml L{EMET3H Y, Erythromycin(EM)®1/100, Doxycycli-
ne(DOXY)D#11/10& A7 ) &> MIC 7R L7,
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BRZIRE, HEHE TFRERGH)RIFEFEER(7H1)I121 H200~900 mg, ¥ 7-FriMkEAtER
FRES(34B) R FEHHE 2% (3361)12 1 H300~600 mg 1% 5 L, UTDAEME(EEEHE) 1%

pAN
HEAMBFREX  :60.5%
HERFERELX :8.7%
FEMREMFFRER :85.3%
FHRERFEHER :93.8%

BERI, 1260ICBWT1HII RO LN L H o7,

BELY, KHIISTD & LTORE - HEREREAE, 5ICIRMREREE I LENBRSE 2R
Lizo WMREBBEIIN LTI, 1 H8O0mgKGTHOEALBRYRLEELT, $HEICAER Y
EZRLOOEGEOHNE LT, RIATHILENHLLEZ LN,

Chiamydia trachomatis (C. trachomatis) (2 & % JRB& - %
BRI OFATHAHFREICILA > TV BT LD, BN
EFROKELRMLBEL R o TWD, AFIZBVT—H
AOIZBITBFHATIIBAL»TII 20, FEEELLD
C. trachomatis D FEIZ, REDLEIIH: 5 EHE
ZNEXRT, 5VLI0%ELR-,TVD, ZOBMARER
RIZIIBKEADKRIEETH ), FFIZBVTHERER
WL L B2 BEDDEDIIHATT A EAD D B T & A
TEINTWA,

AT, TORGEFIIBITHEREL LTHRER
WhHL N TV 5 Erythromycin (EM) D& ESI R X, £
MICO.2 pg/mlV 6 ZE 2 THESERELT, $-BK
B&LFH L Wb DT%Vy, Doxycycline(DOXY), Mino-
cycline(MINO) COBEHEMR IXEN-LDTH LA, #
BOBERREROME» L FNOER IR L xR
TVAERYP L, HIF~LMEHTE 2 Macrolide RIEH|
T, B2 C. trachomatis \23$ 3 % MIC DRV K ASEER
tEIhTwabiITH B,

4O, REMERRSH L YAR S TE-0314S,
Macrolide ZOFHHLEWMTH Y, C. trachomatis |23
% MIC #*DOXY, MINO ¥t &, F7-iF#hATFTTH5
EVIBREBTEYY, LREOPHFICIRAIELEL
bNBT:®, C. trachomatis YERE - PSSR IZHT L
BRTABRELBLOTHEET 2,

%8B, FEALKEIH TS MIC b BRER(,
MIC0.2 yg/ml, MIC®0.78 ug/ml Td H, DOXY I8
MBI T 5 MIC2 0.78 pg/ml, MICw 6.25 ;g/ml
RELBETHZ L) B#rsH B, SO L IERE
HIHSTD DEERSAETH B C. trachomatis 12 & & )
HEIIH LT H 2 BEOEDUIGIHEIND 2 E55,
WBIRS, 5EIC#1/4DEBIH 5N D C. trachematis O
REBEBH S 2 ERICHE SN 720, KBRS
(C. trachomatis BHe&HEBI) 14T LT HB~B T L2
b,

1. B &

1. &%

1985412 & 1 19864E128 % TIZHLIR STD Ff 4%
MOEREZICEZL-STD E LTOEBFREE, F5
FERILBITHD, ZORREAJIEAKL T LD
D75 Table 1T 5,

2. HRA%

WEREAEICHT§ B EHR AL L TR, TE-031, 1
H200~900 mg ® 7 BEEHE %, T 7-FEMKEE REAE (253
LTiE, 1H300~600mgl4HAM#xS%FEAIE LTIT-
72

3. WA

WEREG T Z DT WY DGHFERSZ, 7T L
M BERE DA TR T H L L O IIFWDEEY
TL, REEHE L, 2B, FTHEIIOWVWTIE MIC
% #%E L, B-lactamase EAREZ ST L7, C. trachoma-
tis DZ W ix, FA (Micro Trak) & U EIA (Chlamydiazy-
me) DTEIZTITV, FOWVWTIAI2IEBEOL D% C.
trachomatis TRYAE & BB L 72,

4. EzhFHEmEE

EFMOHE KGR OLME LT, HERESEIC
DVTHEERICL D KBS BRI NER, $7:C tro-
chomatis BREFEIZ DOV TIE, WEEMTFA $/213 EIA
DTN HTEHOERN T, BOFMERER HFER
NTVBLDDRIIDOVWTIT o7, 2B, HEEHEDH
FIIMERYESE 3 RO 7 B, C. trachomatis BREHE 12
DWTIR T RUVUBRICERFORE, TUYOHEER,
ZOWIIBFRERDHERER I 7 723 PR+yEM
IR(PMNL)D#EBEREL, ENFMLIT -7

BFRE 2 DERFMZ, HKERESE % Table 2, C
trachomatis TRBLFE % Table 3, FEME - FE7 733 7H
RYSE % Table IR L72o FEEERISH L THHKE
Y SE % Table 5, C. trachomatis FRHLFE IX Table 6127
L7
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Table 1 Breakdown of cases by disease
Gonococcal Non-gonococcal
Di i No. of Gonorrheal
1agnosts 0. of cases Only ) Chlamydial Non-chlamydial
Chlamydial
Vial it 7 27 11 18 16
thrit
ale urethritis (37.5) (15.3) (25.0) (22.2)
Cerviciti 40 4 3 29 4
t
erviciis (10.0) (7.5) (72.5) (10.0)
Total 112 31 14 47 20
t
ot (27.7) (12.5) (42.0) (17.9)
Table 2 Criteria for evaluation of clinical efficacy in gonococcal urethritis by committee members
Clinical efficacy Excellent Good Fair Poor
N. gonorrhoeae - - - +
Macroscopic discharge - - +
PMNL - + +

Table 3 Criteria for evaluation of clinical efficacy in chlamydial urethritis by committee members
Clinical efficacy Excellent Good Fair Poor
C. trachomatis - - - +
Macroscopic discharge - - +
PMNL - + +
Table 4 Criteria for evaluation of clinical efficacy in non-gonococcal/non-chlamydial
urethritis by committee members
Clinical efficacy Excellent Good Poor
Macroscopic discharge - - +
PMNL - + +

Table 5 Criteria for evaluation of clinical efficacy in gonococcal cervicitis by committee members
Clinical efficacy Excellent Good Poor
N. gonorrhoeae — — +
Macroscopic discharge - +

Table 6 Criteria for evaluation of clinical efficacy in chlamydial cervicitis by committee members

Clinical efficacy Excellent Good Poor
C. trachomatis - - +
Macroscopic discharge - +
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I. B ®

1. TE-031D#LEH D#Et

WHE IS T B MIC R U B-lactamase EE A BE ¥ T
Kb DHBKTH), TOMCE T ED b DA
Fig. 1 T 5%, B-lactamase EEEFEIZ25HR T 5k, 20%
Thole Fig. 1LIZIZFERERTH 5 EM F /- —AKEEK
BWTE CHVHS A EOHEHF Cefaclor (CCL),
Ampicillin(ABPC), DOXY & MIC & ff5C L 7zo &EHID
MIC % #5 @ Range 13£0.05~6.25 4g/ml C, peak f# iZ
0.1~0.39 pug/ml Td 5725 MICs 120.2 pg/ml, MICso
130.78 ug/ml & 72 B, F 7- B-lactamase BEAFEL ) MIC
REMEIZR BERIZED SN h 57,

ABPC U DOXY T i Z#HH# 545 % 7~ L B-lactamase
EAB I MIC #3254 L, JE B-lactamase EEA B
(& MIC IRIZHA ZR LTV 7,

C. trachomatis ® MIC % Table 7 |{Z;RL7-. TE-031i
0.003 ug/ml LIEMETH H, EM ©1/100T, DOXY Dy
/1I0ERZ DV MIC 2R LT, 28, biAll,
TE-031 200 mg #x 5 B¥ O Il P i A 13 peak B SIS 2 BE S
#%T, Cmax0.97 pg/ml, 12B¥RA% O M iFHiEREI20.15
wg/ml THY, C trachomatis \Z3F T HEMBEL LT
REFEEZ ORI,

2. BReREt

1) BRIERI DRAE T TR

WE R O IR RIAE DU OB R £ R T 5 &
Fig. 20 TH H, HEREIEDOHKPAMIZH~, FE
RERREOHRPMORE 2 b D% <, BHOHLE
BTHREBRIIEICH L TE» 72

2) EHEHEIZ L HERDEHE

BFRERRUTFEEERIIBIIDIEEDEN—B%
Table 812" o THhEEHZKSBINICT LD B L
Table 9, 100N TH 5,

KRERBFRERTIX, REBISRDIHK-TH
BERBEL LY, C trachomatis PR & 25 T12300 mg I2
BOTEBID—ERIZ A S 7255, 400 mg, 600 mg T
HEBIELE 2 o720 KB - 2 5 IV THRELD
ERIRIL, 400 mg L ETIHIIZEBIEYTH - 7=,

REMTFERERICM L TRAEE LTREBINDZ

BFREREFL &S THTEMERIIS L 2V, B
Blid2h 572, C. trachomatis HFEHERIIB VT,
300 mg T12BU% 1 B EIHBIADH h, 400 mg T i3 2Bl
KEHTH -7,
3) ERHIELEID L BBES R
1) WENBFRES

WEIH T2 3 BROMEL T LHDA Fig. 3T

Br, FWIHT BRI Fig. 4 DML TH D, =

512, KERVU WIS R EBE L - ESHE
REIZLDBERHRE I LD/ L DN Fig. 5 TH 5,

HEICELT, 2L LTLEREOHRZRFLTHSL
& dose response A A SNz, b A, HEERUE
SHH#EDATLZ THHE THERXIT-7-DT, 7TH#%
ITOBRKRIRDIEHBM % Fig. 6 D LEIIR L,
BL, EMICZZHIZZZ L2 o ERL LR b
27:DT, KBIRMECIL WFMREBDOSHELHEEL,
ZHELTOIBHRO T BEDEEDROHRERL
12DH Fig. 6 DTETH D, 800 mg X5 H I & &%
EBEDI, 3HBICENTBREIBVEDRELRL,

HEARBFRERRVFERERIIBITABRLE &
MIC & DI % KET L 7-D A% Table 11T& 5, Table |2
RoNBML, 0.1 ug/ml LT OMEL BT LBIEH
THo7h, 0.2ug/mUIBVTIIERDABEHTH Y,
0.3 ug/ml DIEFTIITTEDE V) BFE 2 > TV,

MIC R UM iR b FEICEEIZLDD, LD
B OEZOND T LI, HEFBEH dose response ¥
ALTWAZENLY, 1 HRSEZSHIZHEMT A
WX NEBRDRBIEVERICLDLEEESN S, B
DWREIxH T BEREFE D one shot FiEIZB N DD H
ABRD L, 612, 1[5 HEH1200 mg BEIZ L
FonnErz ) OBRKHRLEZLLNLDT, 451%El
EBEDMEMEEE X T, BRIICKRETNEZRET
H5bo

1) C. trachomatis EE FFRE %

C. trachomatis Y55 FIRE RIZAF$ 5 TE-031 DAL
RIZDWT, C trachomatis {§KE, DWMEER, W
REVPAATHEMIKELREL T ED-L DA Fig. 7
THb, 8, 300mg 58, 400mg L LIZ5HIZH
TR L7z, 300 mg %58, 400 mg LA E+%x 58 % 1t
BYHE, 7THETORKERIITE L L80% L k&
SN, BAKRTIRE/ST 2= FH100% LV I FHKETH
272 300 mg X 58, 400 mg UL LIZRGSEH OB TIX, &
BRICEBELREIRDON 2D 57,

Fig. T I3REBDZZEDATRD-LDTH B,
REIESETHVWTT -y REBDHELXEELT, £
MRODHERX T LO/-DH Fig. 8 Th b, 300 mg x5
BHLa00mg L ERGHLEOBICBRDBEDEE L EH
BOONLHP DT, &% EFFLERL L, C ta
chomatis DHKFIL 7 H%T68.8%, 14H#%T100% T
HbHo L TERFMELEIZ L HBEHRIRIL, 7HHEKT
E5060.0%, LB L66.7%Th 745, 14A%T
ZEHAL00% &V RETH 576

i) FERE -7 5IVTHBFRER
FRIRZNF %300 mg X 58, 400 mg Ll LIRS BEIC T &
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Fig. 1 Susceptibilities of N. gonorrhoeae
(%) (10%cfu/ml)
100 -
801
g
Q
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Q
2
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>
O
20—
s (eg/m)
MIC <0.01250.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 | Total
- 1 3 5 8 3 1 2z 1 1 25
TE-031 (1) (1) (1) (1) (1) (5)
3 6 8 3 1 2 1 1 25
EM (1) () (1) (1) (1) (5)
5 10 7 2 1 25
ccL (1) (1) (2) (1) (5)
ABPC | ! 6 7 3 3 1 1 1 1 1 25
(1) (1) (1) (1) (1) (5)
DOXY 2 6 6 5 3 3 25
(1) (2) (2) (5)
() :f-lactamase-producing strains, 5/25 (20%)
(%) (10%cfu/ml)
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e
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Q
2
340
g
=]
(@]
20
= (ug/ml)
MIC <0.01250.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 | Total
- 1 7 7 4 2 2 1 1 25
TE-031 (1) (1) (1) (1) (1) (s)
1 5 9 4 2 2 1 1 25
EM (1) 1 (1) ) (1) (5)
6 11 5 2 1 25
ccL (1) (1) (2) (1) (5)
1 8 6 3 2 1 1 1 1 1 25
ABPC (1) (1) (1) () W | (5)
1 7 6 5 3 3 25
DoxY 1) (2) (2) (5)

() :B-lactamase-producing strains, 5/25 (20%)
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Wb DA Fig. 9 T B, 300 mg £400 mg L EDFH%
EREMICEBERENZVOT, MBEEbETLRC
wachomatis TEB FRER & FRRICHBIEESEICL ) T &
b1y DN Fig.10CH %, 7 BHETRAHEHS?.3%
CholbONIUAHTIEI0% L % > TV b,
BAEVHOPTRWVWIERE - 77 IV THBFR
BRI BOTHERER DL N BOBEBHRERLAIL
#b, LD C. trachomatis & & 7o IEMRE PR 8 221
HEAHBEERL LTOFEEIMGIASINEEI LN S,
iv) REMHTERER
HEBRTFERRERABIIBVT, 2B0IHREM, 55
ZEt, 1 PISEREN, EEBETHY, RY 16,
BERREORENTON D o - OMRHENTR
Lot 37, KB - 25 IV THTFERERIBUC
BLTit, 15 SR, EEBETHY), HRHUE

AHEELRDIEDT 2B TH 720 FNEFROHRHE
REDBLVEHTH 72,
v) 773 ITVTHFERER

25 IVTHFERERIINT HBERMEL C. trach-
omatis (HRE, TUWHHEEE, 2OoTICHMELHELL
F5haFM % 300 mg, 400 mg X5 B L2517 DA Fig.
11TH5s,

300 mg & U400 mg & b B AL A, 7THETOH
C. trachomatis {H % F 13, 300 mg T77.8%, 400 mg T
91.7%TH Y, F-EIFMEEIZLLBRDHRHET
i, AEHEA T BH%C300 mg 75.0%, 400 mg91.7% T
Hoto

3. EIfEA

BIfERE, 11260 T NEEMEAZV TR LD
b h o7z,

Table 7 MICs of TE-031 against C. trachomatis

. MIC ( ug/ml)
Strain
TE-031 EM DOXY
L, 0.003 0.1 0.025
E 0.003 0.2 0.05
0.003 0.2 0.05
Fig. 2 Incubation period
Male (n=72) (days) Female (n=40)
(151 5)
) Unknown
285l 3§ 1632,
36~
s
99~ 35 EZE3 : Gonococcal
(3:_38)[:, [—1: Non-gonococcal
1 pom () : Percent
12
(31.6)k 14
S
12
(31.6) E
200 1
(14.3)

(No. of cases) 10 5 0

5 10 (No. of cases)
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Table 8-1 Clinical summary of TE-031 treatment
Case Sex Daily dose | Duration Discharge’ | PMNL* | N. gonorrhoeae™ | C. trachomatis* Clinical | Sige-
No. (mg) (days) effect  |effects
m # + —
1 M 200 7 + + — — Excellent -
H# H# + -
2 M 300 3 H H# + - Poor -
H# H# + —
3 M 300 3 H# 4 + Poor -
+ m + —
4 M 300 8 - — Excellent -
400 1 H# H# +
5 M + + + Poor _
600 7 +#-(12) #(12) +012
H# H + -
6 M 400 3 + — — Excellent -
+ # + -
7] M 400 3 + # + - Poor -
+ + +
8| M 400 5 + + + Poor -
+ + +
H# H + -
9 M 400 7 H# H# + Poor -
H+ H# + -
+ m + -
10 M 400 7 + HH + - Excellent -
— + p— p—
H H + -
11 M 450 3 + - Good -
m + + -
12 M 450 7 - - Excellent -
H# H# + -
13 M 600 3 - — - - Excellent -
H# H# <+ -
14 M 600 3 Poor -
+ m + -
H# H# + —
15 M 600 3 Excellent -
Before
* . 3days

7days
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Table 8-2 Clinical summary of TE-031 treatment
Case Daily dose | Duration ) . . | ¢ ach .« | Clinical |Side-
" Sex (mg) (days) Discharge” | PMNL™ | N. gonorrhoeae . trachomatis effect effects
] H# H# + —
16 M 600 3 - — - - Excellent -
- + +
17 M 600 3 - - - — Excellent -
1 H# + -
8| M 600 4 + # + — Poor -
+ +# +
19 M 600 4 — - — Good —
H# H# + -
20 M 600 7 — — - — Excellent -
H# H +
21 M 600 7 + # + Poor -
- m +
HH H# +
22 M 600 7 + +H - Poor -
+ m -
H# H# + -
23 M 600 8 — — — — Excellent -
800 3 # # B -
24 M + + + - Poor -
400 4 + 4 +
+ + + -
25 M 800 3 — — — — Excellent -
4 + + —
26 M 800 3 — — — — Good -
+ + + -
27 M 800 4 + + + Poor -
] m m ¥ ¥
28| M 300 7 + — — - Excellent -
H# H# + +
29 M 400 3 + H + Poor -
H# H# + +
0| M 400 7 + + — Excellent -
_ - - - -
Before
* . 3days

7days
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Table 8-3 Clinical summary of TE-031 treatment

Case Sex Daily dose | Duration Discharge® | PMNL* | N. gonorrhoeae* | C. trachomatis* Clinical | Side-

No. (mg) (days) effect  |effects
H# H# + +

31 M 400 10 + H + Poor -
+ + + +

32 M 600 3 — - — - Excellent -
H# H# + +

33 M 600 7 + H — + Excellent -
H# H# + +

34 M 600 7 - — — — Excellent -
H# H# + +

35 M 600 7 — — — + Excellent -
H# H# + +

36 M 600 11 + H# + + Poor -
H(11) H(11) +(1) —(1)

37 M + + - - Excellent -

400 4 —(9 —(0

+ + + +

38 M 900 6 - — - - Excellent -
+ +# + -

39 F 300 7 Good -
— + p— J—
# +# + -

40 F 400 7 (1) (1) —(1) —(1) Excellent -
- +
+ H + (—; culture) -

41 F 600 7 + H Fair -
+ H - -
1 H + (—; culture) —

42 F 600 7 + + - - Excellent -
+ + — -
+ # + +

43 F 300 7 Good =
+ + — -
H# H# -+ +

44 F 600 7 + + + Excellent -
+ + - -
+ H# + +

45 F 600 7 + + - + Excellent -
_ + — _

Before
s - 3days

7days
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Table 8-4 Clinical summary of TE-031 treatment
Case] Daily dose | Duration . . . . .« | Clinical |Side-
Yo, Sex (mg) (days) Discharge” | PMNL™ | N. gonorrhoeae C. trachomatis effect effects
= + - - +
46 M 300 3 +(3) —(3) —(3) —(3) Fair -
] + H# - +
47 M 300 6 - — - Excellent -
+ + - +
48 M 300 7 - — - - Excellent -
+ + - +
49 M 300 7 — - — + Poor —
— - - +
50 M 300 7 — — - - Good -
+ # — +
51 M 300 14 — — - — Excellent -
+ + — +
52 M 300 14 + — — Poor -
—(17 —17 —(17 +017
+ + - +
53 M 300 14 = - — — Excellent -
—@y —1) —@) -
+ + — +
54 M 300 14 — — — — Excellent -
+ # - +
55 M 400 7 - - — — Excellent -
+# +# — +
56 M 400 13 - — - Excellent -
+ H# +
57 M 400 14 - - — Excellent -
H # - +
58 M 400 14 + + — — Excellent —
+ # — +
59 M 400 14 — — — Excellent -
+ +# — +
60 M 400 14 — — + Excellent -
H# +# - +
61| M 400 14 - - + Excellent -
—(16 —(16 —(16
600 3 + # - *
62 M - - — + Excellent -
| 300 11 — — — _
Before
* 7days

14days
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Table 8-5 Clinical summary of TE-031 treatment
Case Sex | Dailydose | Duration Discharge” | PMNL* | N. gonorrhoeae* | C. trachomatis* Clinical | Side-
No. (mg) (days) effect  |effects
600 14 * H - +
63 M - — — + Excellent -
300 7 — — — _
+ +# - +
64 F 300 1 +(1) H#(1) —(1) —(1) Excellent -
+ + — +
65 F 300 7 + + — - Excellent -
+ # — +
66 F 300 7 + + — — Excellent -
+ # — +
67 F 300 7 + H - + Poor -
+ + — +
68 F 300 7 + + — — Excellent -
+ + - +
69 F 300 7 - — = - Excellent -
H - +
70 F 300 7 + — — Excellent -
+ + — +
71 F 300 7 — Good -
+010 +(10 —(10 —(10
+ # - +
72 F 300 7 + H — + Good -
+ m - +
73 F 300 7 + + Fair -
+ p—
+ H# — +
74 F 300 7 Good -
+(10 10 —(10 —(10
+ — +
75 F 300 8 + — — Excellent -
# - +
76 F 400 7 Excellent -
—(9) —(9) —(9) —(9)
+ + - +
77 F 400 7 + + - — Excellent -
+ + - +
78 F 400 7 + — — — Excellent -
+ + - +
79 F 400 7 + + - — Excellent -
Before
* . T7days

14days
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Table 8-6 Clinical summary of TE-031 treatment
— - - — —
Case Daily does | Duration . . . . .. Clinical Side
N Sex (mg) (days) Discharge” | PMNL* | N. gonorrhoeae® | C. trachomatis effect  |effects

] + H# - +

80 F 400 7 Good -
@3 433 —@33 —@33
+ + - +

81 F 400 7 + + — — Excellent -
+ + - +

82 F 400 7 + + - - Good —
+ H — +

83 F 400 7 + + — — Excellent -
H H — +

84 F 400 7 H# H# - — Excellent -
+ H — +

85 F 400 7 Good -
+(16) +#-(16) —(16)
+ H — +

86 F 400 7 + + — — Excellent —
+ # - +

87 F 400 7 Excellent —
+ + — +
+ H# — +

88 F 400 7 + + — — Good -
H H — +

89 F 400 14 - H — Excellent -
—(16 +(6
+ + -

90 F 400 14 + + = — Excellent -
4 H — +

91 F 400 14 + + — + Excellent -
—_— —_ _(10) —
H# H#t — +

92 F 600 3 —(3) +(3) —(3) +(3) Unknown -
H# H — —

93 M 300 4 +(4) +(4) Poor -

T ¥ m = =

94 M 300 7 — — Excellent -
+ + - —

95 M 300 12 Excellent -
+ + - -

96 M 300 14 Excellent -

| —(19 —Q19 —Q9

Before
* :© Tdays

l4days
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Table 8-7 Clinical summary of TE-031 treatment
Case Daily dose | Duration . * P - . % Clinical | Side-
. C. trachomat €
No. Sex (mg) (days) Discharge” | PMNL ™ | N. gonorrhoeae rachomatis effect  [effects
+ + - -
97 M 400 3 +(3) +(3) —(3) —(3) Fair -
H H + (— culture) —
98 M 400 7 - — - Excellent -
+ # - -
99 M 400 7 = — — Excellent -
# +# = —
100 M 400 8 - — — Excellent -
.+H, — —
101 M 400 13 — — - Excellent -
+ +# — —
102 M 400 14 + — — Good -
H# H# - —
103 M 400 14 — - - Good -
+ + - -
104 M 400 14 — — — — Good -
+ # - —
105 M 400 14 - + - - Good -
— + — —
— + —_ —
106 M 400 14 - + - — Excellent -
—(16) —(16) —(16 —(16
+ p— — —
107 M 600 3 —(4) —(4) —(4) —(4) Good -
_“_ —_— p—
108 M 600 7 - — — — Excellent -
+ H# - -
109 F 300 7 — + — Excellent -
+ + - -
110 F 300 7 + + - — Good -
H# H — —
111 F 400 7 — + Excellent -
+ +# - —
112 F 400 14 — + - — Excellent -
Before
* 7days

14days
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om % ®

BEX TR, AFEHR O C. trachomatis 12335 B
gt MIC 2 ofifF s hamd, PRVEELZLD
THLIENREBERIIBV RSN EEZ LN D,
Macrolide R DT ERZER| TdH 5 EM O C. trachomatis \24f
+5 MIC #0.2 pg/ml THBIZH L, AEH D MIC »*
FD1/50~1/100L W2 &, ZHLWIIAHFIE EM LD
iR OB BV T, EM 400 mg I3 L, Z01/2
0200 mg TRZEDBRPABOLNE I L H 6 HARDIGE
g LT, EMIZHREFOFEDRENFH N EVEHIC
BRSND, SO LiE, —REEFADEGZEL» 6
C. trachomatis H5~10% BRI SN HBEITIEL ) HF
HELTOBRHERIEVLDEEZLNL, LAY,
REH D C. trachomatis (2353 A MIC i, BEA C. tracho-
matis BRESE I T HEREL LT—RBICEAS R,

BEHNENBVE ENTWAS DOXY, MINO XL TH
MIC A& <, BERFRAYICIERZIR S RIERRART, 31T
FETHAHEN) ZENTEBHEINTNEI EnL, —f&
BA, N&EDBLEDT, £C. trachomatis BREGEHE
ELTHEMTHAEEL L),

—7, WEREE ST HBEERIE, 800 mg K5
T TCORFIIBOTHM RIS L RS LT, 4H%aE
B ZRB LT, REBEHMZLB5EORETE & 6147
ILENHLEEZLND,

B, AEFOBRIERE, SRODNOIOEETIE
1260 1 Bl L D LT Wi h o 7245, EEBRIEE
KB TORSMRE T, 18508 EIfEH ZH426)
(2.27%) THY, BIEB L L TOERIITH, &KE,
BRAREEDEFIANIEALEEINTWES, B, &
BORBEERIF0.22% IERT, EELREEHREDON

Table 9 Clinical efficacy in urethritis

Investigator's evaluation Efficacy rate (%)
Excellent
Daily | No.of Excellent +
Diagnosis dose Excellent | Good| Fair | Poor + Total Good Total
(mg) | cases Good +
Fair
200 1 1 1/1 (100 ) 1/1 (100 )
Only 300 3 1 2 1/3 (33.3) 1/3 (33.3)
400 8 3 1 4 4/8 (50.0) | 15/27(55.6) | 4/8 (50.0) 15/27(55.6)
@7 600 11 6 1 4 7/11(63.6) 7/11(63.6)
800 4 1 1 2 2/4 (50.0) 2/4 (50.0)
Gonococceal
300 1 1 1/1 (100 ) 1/1 (100 )
Gonococcal | 400 3 1 2 1/3 (33.3) 1/3 (33.3)
/Chlamydial | 600 5 4 1 4/5 (80.0) 8/11(72.7) 4/5 (80.0) 8/11(72.7)
11) 800 1 1 1/1 (100 ) 1/1 (100 )
900 1 1 1/1 (100 ) 1/1 (100 )
200 1 1 1/1 (100 ) 1/1 (100 )
300 4 2 2 2/4 (50.0) 2/4 (50.0)
400 11 4 1 6 5/11(45.5) 5/11(45.5)
Total 23/38(60.5) 23/38(60.5)
600 16 10 1 5 11/16(68.8) 11/16(68.8)
800 5 2 1 2 3/5 (60.0) 3/5 (60.0)
900 1 1 1/1 (100 ) 1/1 (100 )
_ 300 9 5 1 1| 2 | 6/9(66.7) 7/9 (77.8)
Chlamydial
08 400 7 7 7/7 (100 ) | 15/18(83.3) | 7/7 (100 ) 16/18(88.9)
Non-gonococcal 600 2 2 2/2 (100 ) 2/2 (100 )
) 300 4 3 1 3/4 (75.0) 3/4 (75.0)
N"""'(‘"'“’d"' 400 | 10 5 B 9/10(90.0) | 14/16(87.5) |10/10(100 ) | 15/16(93.8)
19 600 2 1 1 2/2 (100 ) 2/2 (100 )
300 13 8 1 1 3 9/13(69.2) 10/13(76.9)
Total 400 17 12 4 1 16/17(94.1) | 29/34(85.3) | 17/17(100 ) 31/34(91.2)
600 4 3 1 4/4 (100 ) 4/4 (100 )
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Table 10 Clinical efficacy in cervicitis
Investigator’ s evaluation Efficacy rate( %)
Dail No. of Excellent
aly o0 Excellent +
i i d
Diagnosis ose Excellent | Good Fair Poor + Total Good Total
(mg) | cases
Good +
Fair
onl 300 1 1 1/1 (100 ) 1/1 (100 )
(:)y 400 1 1 1/1 (100 ) | 3/4 (75.0) | 1/1 (100 ) | 4/4 (100 )
600 2 1 1 1/2 (50.0) 2/2 (100 )
Gonococcal
Gonococcal 300 1 1 1/1 (100 ) 1/1 (100 )
/Chlamydial 3/3 (100 ) 3/3 (100 )
3) 600 2 2 2/2 (100 ) 2/2 (100 )
300 2 2 2/2 (100 ) 2/2 (100 )
Total 400 1 1 1/1 (100 ). | 6/7 (85.7) 1/1 (100 ) 7/7 (100 )
600 4 3 1 3/4 (75.0) 4/4 (100 )
Chlamydial 300 12 7 3 1 1 10/12(83.3) 11/12(91.7)
26/28(92.9) 27/28(96.
. l 29 400 16 12 4 16/16(100 ) 16/16(100 ) /28(%6.4)
oo Non~chlamydial | 300 2 1 1 22 a00) [, Tz TS T
(4) 400 2 2 2/2 (100 ) 2/2 (100 )
300 14 8 4 1 1 12/14(85.7) 13/14(92.9)
1 30/32(93.8 31/32(96.9
Tota 00 | 18 | 14 | a4 18718000 ) | /320088 I ati00 ) | SV/3H96:9)
Fig. 3 Effect on N. gonorrhoeae in gonococcal urethritis
Gonococcal Gonococcal/Chlamydial
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° 304 S 30-
o 207 ~ 207
104 104
0 0 , 0 ,
=300mg 400mg 600mg 800mg  Total 300mg 400mg 600mg =<800mg Total
®3) 3 (9) @) (19) ) ®3) ) (2 (1)
3days 3days
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904
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3 6o- 60.0
& 50.0
@ 50
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g 304
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10 ﬂ
0
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@) (6) (14) ©) (30)
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Fig. 4 Effect on macroscopic discharge in gonococcal urethritis
(% %
100 Gonococcal 100+ Gonococcal/Chlamydial
o 901 ~ 90
[
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2101 66.7 £ 704 60.0
3 001 8 60- :
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Fig. 5 Clinical efficacy in gonococcal urethritis
(By criteria for evaluation of clinical efficacy)
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10 FI
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Fig. 6 Clinical efficacy rate in gonococcal urethritis
(By criteria for evaluation of clinical efficacy)
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Table 11 Comparison between MICs against N. gonorrhoeae and clinical efficacy
No. of MIC ( xg/ml)
cases 0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13
] Excellent Good Excellent Poor Poor Poor* Fair Poor
(450mg) (450mg) (300mg) (300mg) (400mg) (600mg) (600mg) | (600mg)
5 Excellent Excellent Excellent Poor
(600mg) (600mg) (400mg) (600mg)
3 Excellent Poor
(600mg) (600mg)
P .
4 oor
(600mg)
Good
5 00!
(600mg)
6 Excellent * . PPNG
(600mg) () : Daily dose
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Fig. 7 Clinical efficacy in chlamydial urethritis
(By criteria for evaluation of clinical efficacy)
[:c. trachomatis *Macroscopic discharge
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Fig. 8 Clinical efficacy in chlamydial urethritis (n=17)
(By criteria for evaluation of clinical efficacy)
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Fig. 9 Clinical efficacy in non-gonococcal/non-chlamydial urethritis

(By criteria for evaluation of clinical efficacy)
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Fig. 10 Clinical efficacy in non-gonococcal/non-chlamydial urethritis (n=13)

(By criteria for evaluation of clinical efficacy)
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Fig. 11 Clinical efficacy in chlamydial cervicitis

(By criteria for evaluation of clinical efficacy)
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BASIC AND CLINICAL STUDIES ON EFFICACY OF TE-031(A-56268)IN TREATMENT
OF MALE URETHRITIS AND CERVICITIS

(Sapporo Clinical Research Group for STD)

Yoshniaki KumamoTo, SHIGERU SAKAI, TAkuji TsuNekawa and KEenji HAyAsHI
Department of Urology, Sapporo Medical College, Sapporo

SHIGEO TABATA
Tabata Dermatology and Urology Clinic, Sapporo

TsutoMu GOro
Sapporo Urology Clinic, Sapporo

KinIcHI [cawa
Department of Urology, Self-Defense Force Sapporo Hospital, Sapporo

HitosHi TaNDA and SHujt KaTo
Sanjukai Hospital, Sapporo

Fumidiko Kamito
Kosei Urology Clinic, Sapporo

SHUNJI IKEGAKI
Ikegaki Clinic, Sapporo

HirosH! YosHIO
Yoshio Hospital, Sapporo

Toru UeNo and KAzuHIKO MORI
Daiichi Clinical Research Center, Sapporo

Koichr DEGUCHI
Tokyo Clinical Research Center, Tokyo

We carried out basic and clinical studies on TE-031(A-56268), a new macrolide antibiotic, in urogenital infections
caused by Neisseria gonorrhoeae and Chlamydia trachomatis.

The MICs of TE-031 for gonococci were 0.05~6.25 ,g/ml, and the peak was at 0.1~0.2 xg/ml. The MICs were not
affected by B-lactamase production.

In relation to C. trachomatis, TE-031 showed a low MIC of 0.003 »g/ml, which is only 1/100 that of erythromycin(EM)
and about 1/10 that of doxycycline(DOXY).

The clinical efficacy of TE-031 was investigated in 38 cases of gonococcal male urethritis and 7 cases of gonococcal
cervicitis treated with a daily dose of 200~ 900 mg, as well as in 34 cases of non-gonococcal male urethritis and 33 of
non- gonococcal cervicitis given 300 ~ 600 mg/ day. The following efficacy rates (as assessed by the investigator) were
obtained.
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Gonococcal male urethritis : 60.5%

Gonococcal cervicitis : 85.7%

Non-gonococcal male urethritis : 85.3%

Non-gonococcal cervicitis : 93.8%

None of these patients experienced any side-effects.

The above clinical findings demonstrate that TE-031 has excellent clinical efficacy against urogenital STD, especially
non-gonococcal infections. Against gonococcal infections, however, 800 mg daily cannot be considered to provide suffi-
cient clinical efficacy. Future study of higher dosages of TE-031, with attention to possible side-effects, is necessary.



