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2. PC-904 ) Sisomicin 0t BZ)R

{RE AL Biophotorecorder (B B{ERT) 2 AW T
#A#| L Sisomicin OB B RO XRN LI AV
BB O A FIBZ ML 50 4g/ml ¢, Sisomicin BESEH:
i% 1.56 ug/ml G 57z, Sisomicin # 0.1 ug/ml (¥
1/10MIC) cE®E L, F#IX, 2MIC, 1MIC, 1/2MIC,
1/4MIC 4 Byfk & UTHAL Hf8, SRO LR HH
BEXYAL I TRN LI

3. 7y FEEBARE

PC-904 100 mg/kg #» Wistar R, {SEf 100g ©
vy F OKBEEICHAEL 18F 3 UL L CRREAYCBm E
BL, miE, b O, EREELCERRREXIEL
Too MBI 258D 1/15M PBS (pH 7.2) %#fn% Uni-
versal homogenizer & TEHF & LEKRAK & Lico

KEE L B. subtilis PCI-219 # F\s, £ i 4813
PBS pH 7.2 B TER L1,

4. BROcRT > mnHRE ERTBE, JEXS
WK RE
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WEL, M R - BRPBEXYREL, ZoF01
PITILE R TH# 1.5 B C, KEXRETRREC
X D REX S WAL, FHIBREXHE LI,

MmEix 10 E&ARL, Kix 100~1,000 EZHFRLTH
FL, BEITX 20% N-acetyl cysteine ¥ (pH 7.2 &
F%) % 1/4 Binx T 37°C, 30 H#EKIRERIEL T
RELFAAL, EDEERGLE LI, KEXTUH
Agar well method &5t » THIE L1co

TUTE B T 2S N IREE BUTE & Rk DRE D & X AR 1
BWHEE X -
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Table1 MICs against respiratory pathogenic Pseudomonas aeruginosa 34 strains
No. CBPC SBPC ’ Ticar. , PC-904 T-1220 GM KW-1062 SISO
1 25 12.5 12.5 0.78 1.56 1.56 1.56 0.78
2 25 25 12.5 1.56 3.13 1.56 1.56 0.78
3 25 6.25 6.25 1.56 1.56 1.56 3.13 0.78
4 50 50 12.5 1.56 1.56 1.56 1.56 0.78
5 50 50 12.5 1.56 3.13 1.56 1.56 0.78
6 50 25 12.5 1.56 3.13 1.56 1.56 0.78
7 50 25 25 1.56 3.13 1.56 1.56 1.56
‘8 50 25 25 1.56 3.13 3.13 1.56 1.56
9 50 >100 100 3.13 100 1.56 1.56 0.78
10 50 25 12.5 3.13 6.25 3.13 3.13 3.13
11 100 25 12.5 3.13 1.56 1.56 3.13 1.56
12 50 100 12.5 3.13 3.13 1.56 3.13 1.56
13 50 25 25 3.13 3.13 1.56 3.13 0.78
14 50 25 12.5 3.13 3.13 1.56 3.13 1.56
15 50 25 25 3.13 6.25 1.56 3.13 1.56
16 100 100 50 3.13 12.5 25 6.25 6.25
17 50 50 25 3.13 3.13 3.13 3.13 1.56
18 100 25 12.5 6. 25 6.25 3.13 3.13 1.56
19 100 25 25 6. 25 3.13 3.13 6.25 1.56
20 100 100 50 6.25 12.5 1.56 1.56 0.78
21 100 100 100 25 100 1. 56 3.13 0.78
22 >100 >100 >100 25 25 100 >100 >100
23 50 50 50 25 50 3.13 1.56 3.13
24 100 25 25 50 50 1.56 1.56 0.39
25 >100 100 100 50 100 1. 56 3.13 0.78
26 100 100 100 50 100 3.13 6.25 0.78
27 >100 100 100 50 100 3.13 3.13 1.56
28 100 100 100 50 100 3.13 3.13 1.56
29 >100 100 100 50 100 1.56 3.13 0.78
30 >100 100 100 50 100 3.13 3.13 0.78
31 >100 100 100 50 >100 3.13 3.13 1.56
32 >100 100 100 100 100 3.13 3.13 0.78
33 >100 100 100 100 >100 3.13 3.13 0.78
34 >100 100 100 100 >100 3.13 3.13 0.78

CARREXR 2, MMk 1, MLBE 1, BERE
F% 5 BHMIERS 3, SEXILEE 3, EEMED
PR 1, RERPE+STETL 1, RERRMEL O 18
EGIDIE 20 BYE (BT % BHEMSIEIRIT
2EBE) wEAN, KB EECKEU1IARE 1~6g
ELELUTRABRBECTRE L OBKDR, BIER,
BAEDORZN L KSR OBFRIC OV TR LT
II. ® =

1. HRBHFREEOHEHERSM

i) BhsEkE

59 BrAFK|D MIC 44513, 0.003 ug/ml 8- 1.56

ug/ml 5345 L, shiiaid 0.006 xg/ml p: 8 0.025 ug/ml
T 86.4% FE» T\ 5, MIC 1.56 ug/ml OEIL 1%
Ttk <T 0.05 ug/ml PUTFicdh B, LIchiasT MIC
1.56 ug/ml o 1 BIHEETH 50 L5,
ii) 4Avor=vyE e
80 KkoFAcx T HrREZM X MIC FHTH B L
0.05 ug/ml ;& 1.56 ug/ml B4 L, hind 0.2~
0.78 ug/ml ‘C&koD 88.8% % HH T B,
iii) RIRE -
34 BROFHFICH T 5 B S 0.78~100 ug/m
RIABHL, 2 G hh b, BEZHEHEIL 0.786.25



VOL. 26 s—2

CHEMOTHERAPY

385

Fig.1 Cumulative percent of MICs against
Pseudomonas aeruginosa 34 strains
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ug/ml B 58.8% % tih, 25 ug/ml Ll EOREE
X 41.2% % hH B, REMR%Y Fig.1 KRLi, Fig.
1 hbabh3 X5 CEAN PC REYOFTRIBEIC
BVRVCHAENYS - T b,

iv) XIBHE, MKEH, Fv=F, 557

Table 2 REDHESKETTo KIBHE 5 BROXF w3
BREHIZTRT 2100 xg/ml CHigEE T2

FHi 6 kAt 8.13~6.25 ug/ml » MIC #i5TMaE
T2Hix 2100 ug/ml DA IR LIco €T F7 Ik
2 BRAVERSENL:, 1 HKIRIHETH o Teo KB & F2IN
T DB D 1A 4 I D R MR 2 7% L o

v) B RO DY

R+ 5 PC #l3s X U° Aminoglycoside #jo
M2t OBk Table 1 127k Lo AFIiCxtd 2 M2k
M 25 ug/ml ORIE 2D PC DFTRTH B\ iz—Fic
i td:{b LTy 5%, No. 9, No. 16 Dl X 5 ic SBPC,
Ticarcillin, Piperacillin gttt LT\ Td, FHIC

IREZERRLTWAHDOMNBH B, LL, Loz
Pis, tho PC Hl& DML XAMILL T 5o #HR
34 #korh 1 BkAY Aminoglycoside BERETM:EE, 1 #H
BHEMNVEETH - o

KBE T3\~ TikB H2c PC 5 FIRIC 52 A B
L, WieBEThARcEACD S, 1L, XRH &
Piperacillin o3t kb ottt LRixfbo PC 3 Ktk o
HBK X DBV, 5 F7 1% Th PC AN Tt D k%
Evrabhic,

Lk, AFERAMCEFAOMEENECEEL Tk
b, TOEHIXMEOZhETD PC HEHIC X - Ttk

Table 2 MICs against respiratory pathogenic gram negative rods

Organism CBPC SBPC Ticar. PC-904 T-1220 GM KW-1062 SISO
E. cols
1 >100 >100 >100 100 50 1. 56 1.56 1.56
2 >100 >100 >100 100 50 1.56 1.56 1.56
3 >100 >100 >100 100 50 1.56 1.56 3.13
4 >100 >100 >100 >100 >100 1.56 1.56 3.13
5 >100 >100 >100 >100 >100 3.13 3.13 3.13
Klebsiella pneumoniae
1 50 50 50 3.13 3.13 1.56 1.56 1.56
2 50 100 50 3.13 3.13 1.56 1.56 1.56
3 >100 100 100 3.13 6. 25 1.56 1.56 3.13
4 >100 >100 >100 3.13 3.13 1.56 3.13 6.25
5 >100 >100 >100 3.13 3.13 3.13 0.78 1.56
6 50 100 50 6. 25 6.25 1. 56 0.78 1.56
7 >100 >100 >100 100 100 1.56 3.13 1.56
. 8 >100 >100 >100 >100 >100 12.5 50 25
Klebsiella ozaenae
1 100 100 100 0.78 0.78 0.2 0.39 0.39
Serratia marcescens
1 6. 25 12.5 3.13 3.13 1.56 1. 56 1.56 3.13
2 6. 25 25 6.25 6.25 3.13 1.56 0.78 3.13
3 >100 >100 >100 25 6. 25 1.56 1.56 1.56
E. cols NIHJ
6.25 12.5 6. 25 0.2 1. 56 0.78 1.56 1.56
Pseudomonas
aeruginosa
NCTC-10490 0.78 1.56 1.56 1.56 1.56 3.13 1. 56 1.56
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Fig.2 Effect of combined administration of PC-904 and Sisomicin
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2. PC-904 ¢ Sisomicin Oft R

Fig.2 ¥ DML RT, Sisomicin 20.1 ug/ml Hi
HCIRE DM A — IR EE SV, 14 MIC L]
EoFFRMTIIW TR LEMER S ChTRbh, &
DEF D { ik dose response ML T B, AH &
Sisomicin D P BHMFARTIXT X THFEB IR Nt
~UFE T HRLRED A bt BRE AR MIC A
50 ug/ml Gt LTk h, B-lactamase ELEETH
BledRHEMLcEFY LEVWERELIRALDTH
b, ZTOEER(EM% Sisomicin O ff A T HIIAEL
TRESENGEDRY PRI I L EL OGN D,

3. Jy MEBANRE

Fig.3 X ofixrt. THhbbaEcmPRE
LRL, 153 CRBEMEL BN, o 30 5TY
— 7 RET B, ¥—7{Eixm, B MolET2 MR
TREL o

4. IM¥E - ER - LEIFWY, RERE

¥ 23T Table3iwint, 5HADOMFBE I THD
-7 EXEERTRCSHD 1~3g O 2B 5Cix
dose response (118 b Tchr o 7ohs, 30~63 ug/ml &
b, ERE 1M TH -1 BRPRET 0.12
~0.40 pg/ml ThHRE L DOHIX 0.2~2% TH-1,
No. 3 DERITAEK 1.5 B TREXRTFR TRE
UM EFRL TR LCBRBIERLTH 50, R
EHIRIL 0.40 ug/ml OAFEE AL TH I ORKELR

Fig.3 Tissue levels of PC-904 in rats
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50 100 mg/kg i.m.
3rats/each group
. Thin layer cup method
40| | \ B. subtilis PCI-219
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O W hAFRE X 1.8 ug/ml, 7.5 ug/ml LEEgE
FRE XD LBELMNIC 4.5~19 5\ Rebdhite N
FE LI 3EMTIX 3~8 BfHIT 5~22% LA XiclEghH
Bhﬁ:o

5. FEIRZE

AR OB KB DM Table 4, Table5 w—5L
TR LI

FE IKZh R DHIE R BRI R R 5.8 0 E BRKIER 0
F L BRBOMHR LRI HIA G2 E B L TED,
EZh, BE, POHL, BHO 4L L.

Table 3 Serum and sputum levels of PC-904

Case B.W. Single Instillation Serum peak Sputum peak Urinary
No. kg dose time level level excretion
6 38 lg 26mg/kg 2hr. 48 ug/ml 0.12ug/ml 22% (3hr.)
8 51 2 39 2 63 0.14 15% (4 hr.)
11 58 3 52 2 30 0. 60 .
16 8 3 34 2 46 0.42 5% (8hr.)
19 51 2 39 2 30 0.46
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i) PRRAEYE

‘a) AMTERIESMBE AL X200 1 AN
g1 1ANBETH-2A, 18 2EHE 1g O
ECHKERIHBEL, SOBOEY, HHORKLE
tmo PSEOCEMMETIIRMIZER TN, A
THECHLMCIERBEND D, BE ki KkE 25
~40ml/AXEH LT\ o 1 A 2@AH 1g 2EAK
250 ml KEML IRMITERLAE D, BRIZA
HEFY LEARS 4 B B THRRESMEAL 9 BHNER
L2 Lo RABREMNERFIA v 7 1= v4H 100/
ml 2R LN, SH#EA vZA=vyERTHEAL
o A V7LV EEREEEINSD (HEED).

b) (S0P TR 38 R HE

1) BHCEREE : 1 GUiZARBIS BFRE L M4 DHAEHEIC
LA LFRER LR TRIETH 5100 MAFICHEY
REDTBEBEERECERN -7, AK1H 6g(3
gARME2E) 5L RS TIVRBOMEAY
ki Te?iL#RM, CRP fHOHBFDBDSLhiho1e
zinb, PREREHELI,

») BUHEKEIL: 6 AlhoRBAEII, v 7=y
B 40, RIREHS LG, BEAMEMNLATD T,
roRDEORALERL IR RIETREOERILE
BoABHIE» 5T 1 BRERIIA v 71 = vV ER
PET 1~dg, RPERYSET 42 XAV, 18 1EH»
2EDE ATHES 1 6 (Fig. 4) RIETHEEIRARD
hico 2HREH LORK1r B b, EH 1, ARHS
DRETH 7o Tabled WRTI5KK, 1 vIr=v
YHE 4, BABRN 1 oEATCRRAENTELEHEATS
DIERS L S HR Lo

Fig.4 M.T. 538ly.o0. 65kg, Chronic bronchiolitis

23/V24 25 26 27 28 29 30 31 1/VI 2
38 [ PC-so4 1.08 LV. |

Sputum culture

H. influenzae 10°/ml (=)

WBC 6100 5200.
ESR 34/74 10/18
CRP 1+ (=)

GOT 18 19

GPT 13. 17

Al-P 10.7 10.1

BUN 27.1 23.9

Creatinine 0.6 0.6

RIBEMSEFT 5D 1 FULRIREH A 10%/ml 22 5 107/
ml AL 2R Lich, WRE LT, 7F XA RS
B2 hsHEIh T Y EDLHE L. RRED
A3 2 B2 M1 MIC 2T 3.13 ug/ml ThH o 1z,

) RIS ¢ 3 EEBUIE 4 MBI DL LI
WEh L RIRE T, No 11 jxA#|MimmiE (Bgx2/R)
RXORIBEEMEL, BREROHW LA (REE
M) B 1 FUTMCHE A D RURM 134 F 8 Fic X b B
BAETD -1, WREDEEMY, SMEIEROK®
(BMERBOENL, CRP HHH) L &hbihT, $*
WL ¥IE Lo o 2 B Sisomicin ff IR HERh &
*UE Lo

Fig.5 H.T. 563y.0.58kg Chronic bronchiolitis

1/vi 10
.
PC-904 3; D.1L xz
/ml
10k Pscudomonas nuu(lmnn
Sputum o
culture 10
10
104
PC-904 MICS0.2 1,56 1 =02 156 pe/ml
aStrepto. # - /fspmm level 0.32~0.60 ug/ml

PRATYR Neivseria + o . (aStrepto. 107/m}
3
Sputum Po. cerug. 107/ml M1 C R R bt I0/m1 75
1 Pu. acrug. 10%/ml 0.39 ug/ml Kb 10
2 Ps.aerug. 10%/ml 0.78 ug/ml 5 a aativi
3 Pa.aerug. 10/ml 0.39 ug/ml o Sireme el
4 Pu.ocrug. 10/ml 0.39 ug/ml eisseria 8 us/

5 Ps.aerug 10°/ml 0.2 ug/ml Morganella 10°/ml

fEG : H.T. Wp@aexi (Figh)

FRF1 49 EREANLE, MUEROERNEFHL Y,
VERDEEIE R R A B L 1K ~ O it 213 1 gk ¥
WP Ehi, TORIABRBELYRIEL T,
PR EL B O ENME (1BR33%) 1ab
hio 6 ATHCSUHNBOERYEL, WREE R C
10'/ml L EORBE 2D D, BRIOBREOKAR
2z <0.2~1.56 ug/ml THo7%, 7 B 21 HOK
EXRARRETHBLALS A FTORES WP AE I
TRTHRE 100/ml ThHYH, £0 KE iz 0.2~
0.78 ug/ml THotco £ TT A2 BEEKH 3g &
5% 7 FogE500ml ic ML 2 M TRIBL, £ORT
#1L5BMCAEZRITRREC X > TREF WH LR
RL, £0hoEEERFABRELIE Lo RFRDOXS
CARELH, $2 B oRKDME L 0.32~0.6 £g/ml
Thotedt, FBERHRBER 0.4 2g/ml ©, KH
SWHPIREER 7.5 ug/ml & 1.8 ug/ml L BB A,
MRE#oMFTREL 29.6 4g/ml T, KRE~NOHW S
UBFABRED bR, £ERO L 5 CREZFUHAM
Bo MIC 2% 0.78 ug/ml THH, BEFHEE ©
MIC iz 1.56 pg/ml AJ{ELZOT, WTFhi AHEAH
WHPIRE X DBV BAOKKRERERERC LY, K
BHOoEEYEWHLLL S, REKELACABML, K
HLUHPORBE IZLCHERL, LOBEELBD L
hico RBEUNOMEOBESTXIITIRRAL Kk
Vo SRMEMNKLLE L L RBRERIEBCHE LI F
AT EER & Lo
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=) SEIIRRE : SADHF A v 7= v RIRRE
ext LTk, AF o0 1A 268 1g AR TR,
IBYEROMY, MY AFEOUBLADR, 1 V7L
= vy FRIRE B ESL L ). RIBMBYE 2 fiT
21 BFK 6g © 2 ESHKHEC X » ThMERH
4%, o1k Sisomicin 1 5 100mg 2[E4
HPEDOHAIC X b RIME IR Lo Lichio THH
TR, SFRACRAEYEHE L. = OREORIME
DERFCHT B KENE 12.5 4g/ml, 0.78 ug/ml TH
h, Sisomicin kT HMIMILE bic 1.564g/ml ¢
baf:o

i) MIEHEORIR, REERYE

EmKBic MSL LEMER, RmyAT 5 5E G oM
BHONRETH 5 EE O MR I VTh i &ET
Hotco 38.5C LLEDRM, AMmMIRMS, EHEBE,
CRP #ff, AUEMETESOR Ry HMENO B %L
Z# 1L, ABPC 6.0g/H, “>-3\~T PCG, 480X10* ¥
OBRSICL > THHBEYARY, FH1E 3.0g/5%
Aa—2R 250ml/ 2REMAERIE L A 2@ CHBBRLICE
A, EHEYR, HRM BSRIEELAECTS
Lo L LXDH 1 AXTER#B%ZR /o © T ABPC
6.0g+GM 120mg/A DB RCEELIc L & A BML,
#ikR CRP HDHKFE ¥ Rico T & THHCE VR EY
LHE LI 2H0RBERIELE b CEEOEREKRE
¥HLEARZLBELTHEATH 1o 1 BlizMlifoR
B CEEBER CHRY T —FLOHBATIELL
LHRL TV AR S RBEREC L KRBT AR
LB TH o ToofthD 1 HUE E M T, BIB R E
NEVERPTHY REEREY R LEXRRIERE
& Proteus morganii CH 7z, & 0.25¢g ¥ 10 2
EHEFERA LI L ATEIRE.T S L L VICHR, B
R, REBLMEALI. LOELEYRLEBBIERD
WHBs{ Pr.morganii EHB Lo HRYEHE LI,
iii) MRBEBICET HELED MIC k EKEHE

a) 4 v7r=vHE  FARBRYYEIZL 6 AIOR R
FRIFETHY, FEOFF TS K2 K12 0.2~
0.39 ug/ml THHo 1 EREREIT 1g b 4g TH
BH, BEFENBETH AFMETCINE N A%
b, BETLEARSORBIITRTEYIER DR K
“C‘b')‘fio

b) FIBE : AERRIEL 7 BIAMES M IR R 55 5K Y iE
T, 1FIRRBERPIETD - 1o AFREIZ X » TRIB
BEAEE LEMA 2 AT B # &, 16k Si-
somicin DHHIC X % b DTHE L HAHF (0.2~0.78
#g/ml) r Sisomicin (1.56 ug/ml) ICRZMHTH T,
Sisomicin $f HEALERTH - 1-BhIL, FFIREERE

RO Lo oAb D TRROH A L 5%
RiErLbhZ, ¥ 1 RS EVARTHHLEE A
b, BREOBRREDOEN, HERBHRCKEL T
LA EN B BRI HYTH 5 7=No. 10 28I M2
HTEEORVIZEE ThhbhO¥EHRE 107/ml L
Tkl bleh o, BRERVBRLI:ANSHY
LHELI, AHT1 HREEY 68 THEL IARAH
AR LIcFTIEM A MR Eh B, F—EMN No. 14 ¢
B5ERH1H60g DAKTHIEERNYT, K2EH
25106 A FRICRZENTH D edih, £DL Siso-
micin AL TH R TH > BAIZ, BIEASTE
KOEOMIC BT HHERICEIDSDEME L T 35,
No.13, No.16 o 2 RO LYz FGH L IR TR IC X
540CHbH, Mo No 13 (1 Sisomicin DY AMTH
oo MDA L L THE T2 EAE A oRtn
KEUBERTHH, HED Sisomicin ftHACIE, —h
EFCREADENADTE~NDBITARENERA IR TS
TEMBELT, JENOEFABARLKLIBLDLHE
EEhko

iv) EifFA

K AT O ERE R ML Table 5 It—E L=, Bl
ERELTEB L LORBEDLAEWA, FHRRHE
(2EERALYE 2EBCHELY), GPT BE LR
A1 FIEEDIHEERLSE, FERCB LI,

III. * -3

ThETO PCREADHELE L TCRIBEDHED
DORENHEBERED > T HOHREHDET L&
52k0Bb, TDHLELTDMPPC, MCIPC it X hid
¥Fohhbo = DFERT PC-904 (¥ Piperacillin® } F#
B ECIHARBECHERCEV - HEOYE T LY
KMOMENDOHENDET A LRV ATTENE
FAEHHEE V2 BT b b, PC-904 (iR RE I3
HHE L AMPC K9 T 58T <¢h, /v 7=
BT AHENL SBPC DX hicidiT %L { AB
PC e ric iy, RBECHTHEHE
o MIC NREZMEICH L Tik 1.56~3.13 ug/ml ¢,
CBPC, SBPC, I H~# 20 f£L\ &% <, Piperacillin
CERTHRPEL, KBECHT5BEFO PCREH
FRLEL, Lk PCEHDRA L Xhifligfic
T AEAENIRRINTE D, PRERPEOTE
HREAECEALRENEZA L T BT hicERL -
3TENTED LML, EED 4B RN TKBETY
TRTTCIAWA, FF K B CBPC, SBPC
LLIRFAARIMELER L THHERHH0T, X
FlofER S WL TREAEORZHARY 7R3
BLENRDB, :
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AFORBERILRNOKERIL, MPMENDED S
RoREWT &L RPEEEEN—F L2 & D 2 EuR
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TEY, FHAOEARESELR e EFETH L b
b DM RE O INEY BT L L0 L # % T
%o RPBEDOHEMRL—E Ly RO LB E K
EFAREL B E0bBHHHHc BRI T3
TELEXORDY, REBRRPIE~NDOHIKDRICL A Y
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BRPNOEXFBTRERD PC L AROBITRY ©
zo'ﬁ:o

AFREIT X BEERDREORMKILGERED PC REH &
RIS v 7 v = Y P EBREEC T RTHEYU LR
BB, RBERUTRBRPIET AL BERS K
6g Lobhbhof 5 ERETIME YO LEY
THh- I BHHE R L Sisomicin FEHADE L 2
BERIN, 61 ARESEBOMINC X » THE
DHELHEE SH BRI BERRATH 5720 D 3 HlIL,
10t BERIE N 5 & 42% DEHR LI 50 6g
DEEBROBANTS S Z L ERT D LT SRR
VR XS5 TTREEY Lk, ok 2 EHOH
WRIBE TH - T b 18HIFR 3 RAE D HICi3F BT D
OEFFERLR X > TEBBITNRER ERLREE
Biridh, TOX5EFITIRREAELEREDOE
PRTERLVe IRELZD X5 RBADK DIIBIZEWE
AR ATABEALFEREC X - TREI R, OM
20T, REOCRMPCEAD L5 LHBEHOBWEY
AV, ELWCESEBCI DERTH LN, Tl
BEXRHBITRLOEAD TS Z L 2ERL Tk
Tl

&, PC %¥E# L Aminoglycoside % I # o 6t A
BRE—BCRMOZ L THDHH, bhbhd in vitro
LEE RIS B CA# & Sisomicin D ftBic X 5 HEHKA
BRE Lo KERBITDEYOBITHNBEIHEHD
REXDETHOTHEhLERED LRORENLE
ThY, SORBEOHABDRORECLREEORT
RMABLAELRLDT, SEEYHFAOWELE
KOBTHRFCERINBRERBELV 2L 5, Thb
EHOBRIC X > THLEDTH » - EMI LEOEHE
ARELHTORWEITRLREDT, RERFRED
BRICAY AR T 5,

FH D EIER I ITFRMERNS 16, GPT BE EHAD1
flicik® b, %5, BHAEEZEDORIL, T,

LA EDR A 6 R FNTRIRE % 5 BT B tEE
BRBRPFEC, KICEM PCREXRTHS LRERT
2X),

IV. L]

1. SR oD Wl i P 45 P S £ R D T i D\~ T
PC-904 w5 M2 % MIC RTREL, KOMR
1837,

Ttige B3R 59 ko> MIC 272 0.006~0,025 xg/ml
TRk b 86.4% b 5%, 18} 1.56 ug/ml
OTHETH - 1o

4 v7r=v4H 80 ko MIC 477t 0.2~0.78
ug/ml Lt b b, 88.8% % B,

RARE 34 ki MIC A 2B 2 mh, 0.78~
6.25 ug/ml DREEPEREE 25 ug/ml Ll O PLEREL
D, EOWEDIE 3:2 Thoteo MEVEBOM
ZH:% PC RIEHHB/ D H\ o

figigsEn MIC 447 2 ey rh, BEWERD
MIC i1 3.13~6.25 ug/ml TH -1,

. RRIRE, IhAREE, KB Tk CBPC, SBPC Liitthix
BT HNFLER Tikleh o1,

2. PC-904 (1/4~2MIC) t Sisomicin (1/10 MIC)
DHRAZEIIRBRGER LB L L THE IR,

3. Fy FARBRARELISORY -2 ET DN,
i, & K, WoIETHb 2R TREL .

4. MR 1~3g o 2B5MATE ¥ 1k T 30~63
ug/ml THHH, ERPIWIHMTH-7 T hic
TR BRPFEDOERF L — 7 BE L MFRE Y —
7D 0.2~2% ThHolco IEXD WY IREIZE
BHBEX VALLCE L, = OHNBE LHRFEDOH
Riz—H L1

5. PC-904 % PR BRYSEY L& T5 18 FEHIE
20 RPUEIC, BERMCEAL (1~6g/H 2 ESEAH
BMENRFL) , ROBRYB,

TR BERPFETIIIMES (BMSEIXR2 Mxl)
TER 2, X1 OBEE BB RBELIETI
A v 7= Y FERRETCRTRCEGHERNTH Y,
BIRERRIE 7 lCix i HEL) 1, H% 2, Sisomicin
LA X BEZ 1 THERIL ST CE L (RIBE
DHEIIPZFCHED LR,

MEMORBR TIERRH %), EEXMEEY 02
FIDRBEFIFECIZ 1 GIERD, 1 0B TH 1o

BIfEFLIFEEERINA 1 6, GPT D LH 1 G % Eabdi-
AFEBIEHREEICE L1,
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LABORATORY AND CLINICAL STUDIES ON PC-904
—TREATMENT OF RESPIRATORY INFECTIONS—

Keizo MATtsumoro, Yukio Nocucui, Tsuvosut Nacatake, Yosuio Uzuxa,
Hirosur Svzuki, Kimitosur Tamaki:, Kiwao WaTtanase, SHiexkr Rua and
MasatosHr Ipe

Institute for Tropical Medicine, Nagasaki University

Laboratory and clinical studies on PC-904 were performed with the following results.

1) MIC values of PC-904 against respiratory pathogenic organisms were measured. 86.4% of MICs
of PC-904 against 59 strains of Streptococcus pneumoniae was 0.006 to 0.025 ug/ml.Only one strain of
the organism revealed MIC value of 1.56 xg/ml and it was resistant to PC-904.88.8% of MICs of PC
-904 against 80 strains of Hemophilus influenzae was 0.2 to 0.78 ug/ml.

The distribution of MICs against 34 strains of Pseudomonas aeruginosa was divided into 2 groups.
They were the susceptible group (20 strains)with MIC values of 0.78~6.25 u#g/ml and the resistant
group (14 strains) with MIC values more than 25ug/ml.

The distribution of MICs against 8 strains of Klebsiella pneumoniae was divided into 2 groups.
They were the susceptible group (6 strains) with MIC values of 3.13~6.25 £g/ml and resistant group
(2 strains) with MIC values of more than 100 ug/ml.

The antibacterial activity of PC-904 for susceptible group of Pseudomonas aeruginosa was the highest
among the antibacterial activities of CBPC, SBPC, ticarcillin and piperacillin.

In this studies on Pseudomonas aeruginosa, E.coli and Kleb. pneumoniae, PC-904 showed cross
resistance with CBPC and SBPC, but not completely.

2) The in vitro synergetic effect of PC-904 and sisomicin against Pseudomonas aeruginosa was
defined by using bio-photorecorder.

3) After intramuscular administration of PC-904 100 mg/kg in rats, serum concentration reached
peak in 15 min. and the concentrations in other tissues reached peak in 30 min. The peak levels in
tissues were high in serum, kidney, liver and lung in order of concentration. PC-904 was not detected
in 3 hours after the administration and 4 hours after the administration in other tissues.

4) In the study on 5 patients with chronic respiratory infection, serum concentrations were in the
range from 30 to 63 #g/ml by administering PC-904 1~3g intravenously over 2 hours period and ave-
rage of the half lives was about 1 hour. In these patients the ratio of the sputum peak levels to the
serum peak levels were in the range from 0.2 to 2.0%.

We already reported that the antibiotic levels in the bronchiolar secretions were obviously higher
than those in sputa in the case of chronic respiratory infection. In 1 patient with chronic brochiolitis
among 5, the levels of PC-904 in bronchiolar secretion were found to be higher than those in sputa.
In this patient the levels in bronchiolar secretions were higher than MICs against Pseudomonas aeru-
ginosa isolated from corresponding bronchiolar secretions. The treatment was performed according to
the levels in the bronchiolar secretions with good response.

5) PC-904,0.5 to 6g/day, mainly by instillation, was administered against 20 episodes in 18 pati-
ents and following results were obtained.

In the case of acute respiratory infections (2 cases of acute bronchitis and 1 case of pneumonia),
PC-904 was evaluated to be “excellent” in 2 cases and “good” in 1 case. On the other hand, this anti-
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biotic was excellently effective in 5 episodes of chronic respiratory infections due to Hemophilus
influenzae, and in 7 episodes of those due to Pseudomonas aeruginosa the antibiotic was evaluated to
be “excellent” in 1 case and "good” in 2 cases. The effectiveness of the combined administration of
PC-904 and sisomicin was evaluated to be good against 1 case of Pseudomonas asruginosa infection,
in which the administration of PC-904 only was ineffective. As side effects 1 case of eosinophilia and
1 case of increased GOT value were observed but these side effects disappeared by discontinuation of
the antibiotic.



