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TA-058 O ENBY: « BRI

MEERA « Ry BET

» R B - ARIEN

R AN R IR

BA RKR - KR RA
RN RMEEMEN.

WL SRS BARM~R =Y K| TA-088 ico\ TN, KEREMMER, KDk5k

WR LI,

1) AISZMRAEKAEMHMIc TA-058 2 g £ WME L 7o DO BISL MU KIEALMRPIIRBE I3 I # 43.5 ug/ml
T, MNP 27.0 % L MOBITHEETRLE,

2) TA-058 iz XL 5 ERPTD S warneri OHWMEMTILIR, WL, ll, EXORETH
2, E. coli InBWTix, ERECHMEOOTHRMBRILNS Hh, KMBMEOMMERL &b
icMifkiz, bulge, spheroplast MR xh, BHicE-,

3) RMEMMIERIRESR 23 flic a5 TA-058 DRAEAMIL 9.3 X Th ok, Kic, MMM
ERBEBUSEBE 13 Plicxt+ 2 RAHERIL 38.5% ThoTc,

4) BERBHER S X URRERIRZEEM O R 1B 122 - 72,

#® x

TA-058 3 MEEX &IV THE, MBS L
@ Ly B &gk penicillin Mlcdh 5, AHOHEZ,
ORHIc7 3/ BRE & ¥ A L7 amoxicillin ok,
@77 L BRERBIUY T LB RENCERT 5
JL9E penicillin #j, @M iRV P RME, B
AREHPB O, ERMBE LI OWBENR D2\ 2
EThd,

4@, TA-058 k->vT, 1. Bz BAEASE MG AR
B, 2. REBRPBEOHKBELOXBMRM, 3. A
EH MM RRER O BREK AR AT, 4. MM RSB i 1E
MEMRNENA 2O TRET 5,

bop TNCYIINY-

I AUSIARABATEARL M P

BINLAIRKIESRE 54 1238\ T, BRI i
TA-058 2.0g %#¥ixL, TA-058 DRISZARIEAEANR
PYMRBE & HHH B P IBE & RISE L 72,

I RhEEEBEL

5P RESHBERRBE £ L Lz, EROBRSE
Hikit TA-058 1g #4R/K 20ml (CFEMEL, one
shot W L7, BRRIIWBEHEANIC 753X bow
F—FNERRERNICEE L, Z ORE S h bR &,
BH5EHS5, 15, 03 HTF—FVERKRLTRRLRD

—i i ZRkE%, MEREK, BY & —20°C i THE
REFEL, RPREMECEkL X, REGEHEBRREE
#%i2.1,500 ppm/min L THWIEL, TOUHEN1HEH
ERS54F7F7ALICHO UHIERLCEY 7
YARKICRKL, AU TR HEHRE (==2)
ETHR -MELE, cans?

RPMEIL, | B. cali. ATCC 27166, &&iﬁk Lk
#N Y v 7HCTEHR Mo MIC ﬂaw
& MIC Jgic - W

X BEMaE

1. o MEENMPEHE BB

LHEXBL, ﬁﬁﬂmm&t#ﬁénr#ﬁzs
PERRE L, EBIHIL 2~ B 4.5&8TH
7= (Table 1),

R0 ki T 104 cells/ml. LJ.J:Q w,tﬂ
RELEL, RABRL 1 PATH -, AH1g BV
2g¥ 1B 1[E, 3AMMELE. HRME: UTIR
PHIVERE (B2MR) KX DT,

2. WMIERENSRGE

WA ABE L 2 M SRR 2 1Rk & LT, i
SFIL 49~ 83 3R, W9 66.9MTh o, REHHKR
2.0g one shot ##x L, 1H2M, 5HM (94,
1B3E, 58M (44) OH13ATHok. Thb
EMIZ—HE LT Tabie 2 i5FT. KB, HRAERV
FThib UTI EHiEEn (B Kiolt.
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R

1 FMEXEMMARE (Table 3)

FTIRIE KA IMEE X, 17.0~43.5 ug/g (Y
31.4+4.5 ug/g) (REH 15~4043) THY, HISZBRIE
KRR TP EERY, 10.7~82.2% (E#27.0

12.5%) Thol.

I ReMaEFRRRE/L
ARG RPMEED AL, RPIRERG O MM,
Table 4 (iR L, %55 3%0RPMER, 24.0~

27.0 ug/ml, 80 53 Ti%, 460~1900 ug/ml & WGIRBE
I HEME &, RRRAI IREE S < e B3 o T,
RPNEOFBELO®MIL, Fig. 1~6 (TRl

S. warneri (28) M5 LBMERE L L TR SH

Table 8 Tissue levels of TA-058 in patients after 2 g intravenous bolus injection

c Tissue Serum concentration (ug/ml) | Tissue
. cr | concentration concetration
arks
Tissue| Sex | Age (ml/ (ug/g) ] 5 " “ o erum . X100 |Rem
min.)| (Time (min.)) (min.) concetration
m | 72 (823 43.5(30) 257.5| 190.0| 135.0 118.0 32.2 B. P. H.
m 68 | 69.9 17. 0(40) 250.0{ 122.5 97.5/ 75.0| 62.5 22.7 B. P. H.
Prostate] m 72 | 66.7 30.5(15) 250. 0| 155.0f 100. 0 75. 0| 19.7 B. P. H.
m 68 | 82.4 28.5(30) 135.0] 112.5( 97.5 70. 0 29.2 B. P. H.
m 67 | 179.3 37.5(30) 155. 0] 120.0 95. 0 31.3 B. P. H.
Table 4 Correlation between urinary levels and colony counts
Case Dosage Time Urinary level Isolates Colony count WBC (in Urine)
No. (min.) (ug/ml) (MIC : ug/ml) (cells/ml) (% 400)
Before 0 E. coli (0.78) 4.14%10° 15—18
1g 5 270 negative 0 2— 4
1 . 15 1,044.7 negative 0 0— 1
LV 30 987. 4 negative 0 0— 1
24 hrs. — negative 0 0—1
Before 0 S. warners (1.56) 2.02x 108 8—10
1g 5 95.0 S. warneri (1.56) 6.11x10* 0— 3
2 . 15 460 S. warneri (1.56) 3.42x104 0— 2
LV 30 460 S. warneri (1.56) 2.50% 104 0— 2
24 hrs. — negative 0 0—1
Before 0 E. coli (0.78) 1.62x 108 1
1g 5 255 negative 0 10—15
3 . 15 625 negative 0 4— 5
LV 30 850 negative 0 0— 6
24 hrs. — negative 0 0—1
Before 0 S. warneri (1.56) 4.68%x10° 10—15
1g 5 24.0 S. warneri (1.56) 2.85% 104 2— 3
4 ) 15 720 S. warneri (1.56) 8.50%10° 1— 3
LV 30 1,550 S. warneri (1.56) 2.45% 10° 0— 3
24 hrs. — negative 0 0—1
Before 0 E. coli (0.78) 8.12X% 108 20—40
1g 5 27.0 E. coli (0.78) 8.60X10° #
5 . 15 1,050 E. coli (0.78) 3.28%10¢ H#
LV 30 1,900 E. coli (0.78) 2. 41X 10° #
24 hrs. — negative 0 0—1
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Too PEH309 E COMMAN TR, MMIZHERTBZL
A dr o785 AEEOBML L TW LM D, 245
MR AL L T e IR ORI, 309%T
ORMIC BV TIE, Fig. 2 a7k 5l L
Tebd, BEELRLONRED b, BEAYBED
RObOLREL X,

E. coli ®3BM7 7 ABMIRHE L LTRN &R,
543 (Fig. 4) ICHWTHEEIRRRMREL, #HEkOH
WAL 2 T RN NI 2 W 5, 1543% (Fig.
5) Ti, BWfROMEX 5 4% LT RIBETH 525,
WP AR & D DR OR L OB b,

304y (Fig. 8) Tik, WEOWEII—~WRIRY, B
RSN BHOKRIHIBHE L T i, 3HB 240z,
5.5 9y %I THIXBEIL L7, 24REMETIX, 5Ly
AR & DR L 7o, RAPAMERE, 4456ickn
THEMHIIC D Lo

o ERERAHRN

1. MR

RABKIIR, WMEEIZIRIX, Table 5 6 TRL
fe. MEEHEI3ET, READRL R2FL, 5%
THETXERMTH o7z, Table 7 ix, FHBSH
iz Bi1F 3 MRENCFAREDEILE A LD TH B,

Fig. 1~2 Scanning micrographs of S. warneri before or after administration
of 1g of TA-058, bolus i.v. injection

Fig. 1 Before administration

Fig. 2 After administration of 30
minutes (Strain of S. warners
is swelling and aggregating)

Table 5 Bacteriological response to TA-058 in acute simple cystitis

Isolates No. of strains Eradicated ( %) Persisted °
a-Streptococcus 1 1 (100%)
f-Streptococcus 1 1 (100%)
S. epidermidis 1 1 (100%)
S. warneri 1 1 (100%)
E. coli 19 17 (89.5%) 2
C. diversus 1 (100%)
E. cloacae 1 1 (100%)
Total 25 23 (92%) 2

Persisted® : Regardless of bacterial count
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Fig. 3-6 Scanning micrographs of E. coli before or after administration

Fig. 3 Colony counts : 8.12x 108

cells/ml
(before administration)

of 1g of TA-058, bolus i.v. injection

Fig. 4 Urinary level : 27 pg/ml
(after 5minutes), Colony
counts : 8.60x 106 cells/ml

Fig. 5 Urinary level: 1,050 pzg/ml
(after 15 minutes), Colony
counts : 3.28x10¢ cells/ml

WS~ E LR bhir iz,

0 EMMRIMEERLE

136ch %) 1 9], ARh 44, EHSHIT, HRIE3L.5
FThotc, BAEDHRI, HIBE100%, HIEE25.0
X BVEES0.0%, BV, BVIEE40.0%Th o1z

Fig. 6 Urinary level: 1,900 x4g/ml
(after 30 minutes), Colony
counts : 2.41x 105 cells/ml

(Table 8, 9), MIEFHIZNFIL, 228k 13 kicilik %
w7 (Table 10), EAEHPICH B &, S. epidermidis
T3HA 28K, S Saecals 4K 4 BRICIHRITED &
hichs, P. morganii 38k, S. marcescens 2¥iziz 4
{EHNThoT,
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28, BIERR X UHRREMORMICOVWT Y, HF e 4 IFR 3 75 BIZBHTH o,
HEREMET —iBND LA EZANLON 26 Abhi * =
2, BEERLREBEARVEILERELDIEAL
hizh o (Table 12), RAHZIRIL, 38.5 K TiEd TA-058 iZBHic 7 I / B L WA LIci L s
ke, 1 BRERCHRMNT AL, 1H6g |METH- A penicillin | TGz X ) O WV AP L

Table 6 Overall clinical efficacy of TA-058 in acute simple cystitis

Symptom Resolved Improved Persisted
Clear D¢~ [Un- cjear [De- [Un- oy, De- [Un- Eict:rchr‘i):
Pyuria dear creas-icha- |34 creas-icha- |4 “creas-cha-
e ed nged ed nged ed nged
Eliminated || 20 | 20 (87.0%)
Bacteriuria ?ﬁg;?:g:g) 1 1 (4.3%)
Unchanged | 1 1 2 (8.7%)
Efficacy on pain on urination 20 (87.0%) 2 (8.1%) 1 (4.3%)
Case total 23
Efficacy on pyuria 21 (91.3%) 1 (4.3%) 1 (4.3%)
“=_|I Excellent 20 (87.0%) Overall effectiveness rate
| | Moderate 1 21/23  (91.3%)
I I Poor (or Failed) 2

Table 7 Laboratory findings of TA-058 in acute simple cystitis

Case (x 1&?:%::;3 yex 1%}3:ng) (gI}Igl) 335 ( xlil()%}‘:r]xer:x’) GOT | GPT | AP
s | a |8 |a| B A B A B A |B|A|B|A|B|A
1| 301 01| o8| s9| 123 12.6] 356 37.1 oa| 22| 4| olse]3s
2 351 345 65 52 11.4 11.1 34.1 34.0 21.8 27.6 36 39 8| 18|88 171
3 | ar2| 42| 99| 76| 13.5| 12.6| 40.3| 37.0| 20.3| 27.4| 30| 33| 16| 20|70 |60
4 | 44| a07| 73| 64| 13.2] 127 389 383 i3] 12] 11| o2 lus
5 | 444 78 12.5 37.8 % 15 192
6 | 418 107 12.3 37.5 28 26 %

7 | 432 126 12.7 38.1
8 | 419| 442| 127] 88| 12.7] 13.5| 38.8| 40.3 30| 30| 17| 14|76 |82
9 | 43| 471| 100| e8| 13.0| 13.8| 30.5| 419 56| 44| 60| 52 [110 126

10 | 349 | 380 63| 51| 12.0| 12.9| 35.3| 38.3| 28.6| 31.2| 20| 16| 16| 13|41 |34
11| 431] 409 s4| 31| 13.0| 12.2] 38.8| 37.3| 20.3| 33.5| 14| 12| 8| 7
12 | 453 | 437| 108| 72| 14.0| 13.5| 41.3| 40.1 15| 20| 16| 17|77 | ™4
13 | 436| 383| 123| 55| 13.7] 12.0| 41.8| 36.0| 31.4 6| 16 12| 18
14 | a26| 408| 76| 56| 13.5| 12.9| 41.4| 30.6 0| 8| 12] 10
15 472 480 93 59 13.8 14.4 42.6 42.2 30.2 30.7 21 22 25 23
16 | 413| 302| 97| 54| 12.3|-11.9| 37.1| 35.0 0] 15] 10] 12
17 | 420| 423| 115| 66| 12.9| 12.8| 38.4| 37.8 30.5| 19| 31| 18| 33
18 | 388| 380 51| 48| 11.3| 11.2| 34.1| 33.2 13 12] 6| 7

19 | 473 | 418| 66| 62| 15.4| 15.4| 45.4| 45.5 8] 35| 18] %) |

¥ No. 20~23 Unknown B : Before A : After
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Table 8 Overall clinical efficacy of TA-058 in complicated U. T. 1.

N Cleared Decreased Unchanged Egcifgfi}\lzr?:
Eliminated ] 1 |l 4 5 (38.5%)
Decreased ’ « %
Replaced { « %)
Unchanged ; 8 8 (61.5%)
Efficacy on pyuria 1 (1.1%) l ( %) 12 (92.3%) Case total 13
"_——_;‘ Excellent 1 (.7%) Overall effectiveness rate

|| Modarate ‘ 5/13  (38.5%)
E Poor (or Failed) 8

Table 9 Overall clinical efficacy of TA-058 classified by type of infection

Overall
No. of cases :
Group (Percent of total) Excellent| Moderate| Poor effec;;x;gness
1st group (Catheter indwelt) 1 (1.1%) 1 100. 0%
2 nd group(Post prostatectomy) 4 (30.8%) 1 3 25. 0%
Single
o 3rd group (Upper U. T. L) ( %) %
infection
4th group (Lower U. T. 1) 2 (15.4%) 1 1 50. 0%
Sub total 7 (53.8%) 3 4 42.9%
5th grour (Catheter indwelt) 1 (1.7%) 1 0%
Mixed R
infection 6th group(No catheter indwelt) 5 (38.5%) 1 1 3 40.0%
Sub total 6 (46.2%) 1 1 4 33.3%
Total 13 (100.0%) 1 4 8 38.5%

Table 10 Bacteriological response to TA-058

in complicated U. T. L

Isolates g?éi?lg Eradlcated) Persisted®

S. aureus 1 « % 1
S. epidermidis 3 |2 (66.7%) 1
S. faecalis 4 4(100. 0%)
a-Streptococcus 1 1(100. 0%)
E. coli 2 | 2(100.0%)
C. freundii 1 « % 1
K. preumoniae 1 « % 1
P. morganis 3 « %) 3
S. marcescens 2 « » 2
A. faecalis 1 1(100. 0%)
P. putida 1 1(100. 0%)
P. maltophilia 1 1(100. 0%)
F. meningosepticum 1 1(100. 0%)

Total 22 |13 (59.1%) 9

Persisted® : regardless of bacterial count

Table 11 Strains® appearing after TA-058
treatment in complicated U. T. L.

Isolates No. of strains ( %)

S. aureus 1 (7.1%)
S. epidermidis 3 (23.1%)
C. freundii 1 (7.1%)
K. pneumoniae 1 (7.71%)
P. morganis 3 (23.1%)
S. marcescens 3 (23.1%)
P. aeruginosa 1 (7.7%)
Total 13 (100.0%)

°: regardless of bacterial count
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Table 12 Laberatory findings of TA~068 in complicated U.. Tu.L -
i ww sl ¥ BUN ",
Case| (xi0mamt) | Cxitvmmnt) | o & (,"i‘.,‘.}',.'.',f.., ot cPT AP mgra)) | g
No. IBefore] After | Before] After | Before] Aftar | Before] After | Befors] After | Before| After | Before] After | Before] After | Before| Afser | Beford After
1] a0 | 200 [ 64 | 44 | 103 108 84| 228 280 280| 82 [ 20| w0 | 10| 89 | 46 | 4] 12| 1010
2( 208 | 310 | 102 | w0 | o8| 00| 280] 306 20.0| 5.4 60 | 116 | 113 | 105 [ 107 | 8| 8| 8|10 10
8| 342|312 | e | e [ 1,2] 121] 33,6 263| 21| 02| 20| 20| 0| 8| 2| 13| 16| 1] vz
4] s | w6 | | 80 | 109) 100 328 30.0 82| 20.0| 9 | a5 [ 20| 22| e | 2| 1| 10| 12]12
5| s26 | a8 | 70| 70 | 1n4] 20.6] sea| sa8| ano| | 20 2| 12| 10 |2 sz | w| 0|11
o| see | se0 | o8| 7 | s08| 106 sra| 22| 2ol aso| 2| & | 0| ms| | 00| | 0]|is]
7| %85 [ 386 | 8 | o1 | 18| 11.8) 95.3] 5.1 22.8| 5.8 20 | 20| 28| 28| e 0| o 7] 0108
8| 260 252 71 ” 9.0 8.7| 2.0} 26.8| 23.1| 18.8 18 17 13 18 172 178 1 8 L0 {09
| 450 | 380 | 79 | o8 | 16.0[ 126 55| sa7| 204 26| 46 | 28| 25| 16| 0| e | 6| u|12]0s
10| 910 | s23 | ss | 40 | 17| 10.2] s52| a8 | | 2] 12| 2] 12| & .
1| a2 || e | 6 | 12.8| 13.0( 8.7 30.3] 202| 273 ) 15 | ~—=140.9
12 | 466 “o 68, [} 16.0 | 14.8| 43.7) 43.4 | 28,0 27.8 02 52 30 37 13 7 9 0.9
13} 45 385 48 50 14.6| 124 4.9 36.6| 320 21 1 8 22 16 22 6 66 -1 17 1.2 110
' 10 Hay's
! Pt it
AMARENEB SN, 75 LR XN lnz; ze J:"‘ﬁ'i‘%., zH Lfﬁ*ﬁﬁﬂ#&iﬂck{#
WIHERT B L SR THEY, . RPAEK, ARSKORDEBHLT L, KA

I T, 3 TWRBHRKICIT SAROMBTHS
BISI AR~ DBAT & ASLARAEKEERIC 35\ TR L 7= Al
STRRAEAS B 12 3517 5 B SLARARARPI MBE R o I BE M
3R 2. 0% TH Y B Y BWBITHERLE,

FAERIC X 5 ME O HBREILIc >V Ti,  peniciflin
¥, cephem D\ bHwp 5 f-lectmam FRiiA: AL A
DREEMTICEY, 7 F Y RRECRER~WR-K
Wo—Weth, KM CRER~7 454 ME~2A7 =8
752 ME-BEEWHIBETERL, SbKZIHLE
HEICESBREOEEE, ZoKICEhbDOBRMBHE
L, BECHEEICES E TORNMEOBNTERYDRIC
B3 L ELOLNTVWALY, Z5 Lk MEO VIBE
{Liz oV Tid 7 5 ARMEREIC IV Ti penicillin bi-
nding proteins (U.'F PBPs) & a)ﬁﬁl‘m_ J: UR Nl 2
ENBT ERBDHRTNEWD,

—#%iz penicillin j% PBPs 1B BIUI1 AlHRES
BRSO L EhTWaA, AFIiX n vitro Dﬁm
;._; 3L, PBPs'2, 1A, 3 mlﬁl_ﬁﬁlﬁt»xba L&h,
& t‘pL E. coli k.?)‘l,'(ii74 FAy Ht‘)".’wilﬁ#ﬂﬂ\
™, mjuymlonﬁrérﬁﬁf6 LD S
NTWwas, AEOHETRT 454 MEZIREA LR
wHhY, bulge RN HEOMK & OB
MDD LA b, ZHIZBERD R
THLBRBREOEMVRPIHMEhBZ LicXsLEL
bhd, ZOARSHTHBFL, YORATLRHRED
ERPLETIERA 7= v 75X PRERENED LBRRT

ﬂ#&ﬂﬂi%MTmmB%#M%t#ELﬁbknﬂ
EAO MR Uitz

BIRARM TiX, SHEBFERICH L TORZEI91.3
FLIZIERETRERERTH o1, BREIREELIE
Ti238.5 B L RMER RETHoL, L, 18K
568 HTR, PMBPOOTHERTERVNE, 5
EORHETH - L kBEX DL 1 B 6g HEHER
BRIECINECHEZ LeTRL T 56D EED
hs,

" =

TA-058, (22T, ORIZMEREMRBAREME
ORPRBEHEE(COEBATRY, OBIEHMICHIKS
OERKARN, OBUNERBERLAE O RRARM ETV
ROREREH/I,

TA-058 2g one shot HEIC X 5 AL IRIEATEM
PIMBEIE, 17.0~43.5 ug/g Th D, MPREE L OB
Ti219.7~32.2 % &+ < hic BSLRIEXSEARMABT
HEBH,

&%) 1g one shot HEic X2 RPMEHELILE,
S. warneri TRMGL, WRE, ERORETHY, B b
i% bulge JUhk, spheroplast &% L Tw i
M bhic,

St 23 oAkl 1g RU2E £ 1HIE,
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LABORATORY AND CLINICAL TRAIALS WITH TA-058

Hironiro Wasuipa, Masayukr Tsucaya

Noriakr Hirao and Yusuke HacHisuka
Department of Urology, Anjio Kosei Hospital

Kenyt Takeucur and Kazunisa Ooruka
Department of Microbiology, Central laboratory,
Anjio Kosei Hospital

Laboratory and clinical traials of TA-058, a new semi-synthetic penicillin, were performed and
following results were obtaind.

1) A peak .prostatic tissue level of 43.5 ug/g was achieved in. prostatauxe after administration
of 1g.of TA-058 intravenously and its ratio to the mean serum level was 27.0%.

2) The morphological alteration of S. warners in urine exposed to TA-058 showed various
situation with swelling, aggregation and normality.

In that of E. coli, TA-058 induced filamentation of the cells at low concentrations. Spheroplasts
were formed with elevation of the concentration, and the filamentous cells were lysed.

3) The clinical rate of effectivness for 23 cases of acute simple cystitis was 91.3%, and that
of 13 cases of complicated urinary tract infections was 38.5%."

4) Any serious side effects and abnormal laboratory findings were not observed.



