CHEMOTHERAPY
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b=V arEFR-Y, a9 —ldba-
Ly bty 1= Kt HP-85 2\, BBRPRE
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Tablel Blood levels of 6315—S after 0.5g D.I. in cases with variuos renal function
Cu",: Sex| Age E:idg);lt l:i}i,n Cer Blood lovels (ud/ni) Note
L ) | (s | V/min) |1 j1 (1| 2 |8 | 4] 6| 8|7
1| F|s8s| s1 | 20 57.1 |86.4|27.0|208]10.2(120| 7.0 8.8 1.8(8evere dehydration
2 | P |61 | 45 28 827 |44.4/86.8[820]28.8]204]|108]| 29 1.8 BIL—VUR. CPN
8 | M |69 | &4 12 31.7 |80.4|27.0[20.0]21.4]10.2]14.4 10.8 7.9|CGN
¢ | M |sa| s1 26 30.2 |266[19.8/16.8]14.4|104] 4.9 2.1 0.7{ After It —Nophroctlomy
5 | F |57 42 7 18.6 |B6.4[48.8]452]40.8]|87.2| 282|184 11.8 CPN
6 | P |42| s2 3 9.7 |89.2|96.2|82.4(81.2]24.0]208 16.2 8.8/ CGN
7 | F |48 ]| 85 <50 [27.0(206{19.2|17.4[142|11.6] 9.4 4D (on)
8 | r|es| 4s <50 |[14.2[180]11.8|11.4]11.2| 7.7 71 HD (on)
9 | Flar| s0 <50 [157|189)11.9)11.1] 99| 67] 41 HD (on)

CPN ! Chronic pyelonephritis

LM REEMEOHESERL .

EP4 RBEEBICL S 1 AIBRKK 10 AEKRE 2%
-1 bDT, ZOAT Cer iz 30. 2 ml/min &
BETH - 7:h%, PSP 15913 26% LEE®TH D Cer
EDBICENR o, PEEEREMER 46, &
EERGERER 2 f), BFTREERIFIZThTN
FYLE-MPBREDY I . b—Yari3 Fig.l D&k
CEBEORLIC SN TREMPRE RS, HEGE
ETAEETH-1, HICEEREH T BEEOR
BlhREE 4Bug/ml EE <, 6641 T 10 ug/ml
ULzt L1c, £-MBEREITPOEETIRR
RMPRE MBICHXTEVETSH > 8%, IFhH S
DHEIBVVMER TH 70 COBERBDL L 2L —
VarBthhD bDTHD, HirH#EEE L T 10 Bl
TTCTEbhIEABELTW A, ERETHRD
MAREIEBRICRISKCEHEAFET I LDOEE
Abhbd, ChoD I EERBHENINRTA—7ILKD
R %1745 & (Table 2), [Mik?s &% & & central
compartment & 4 &% 75 & o peripheral compart-
ment DA OHEH Rk . k., IFEFEERTH
$ ROTERE. PEEEEHOMTH -1, LML
BriibnTizSs v+ 22 BD R, BhiEEMED
FORHHHEE TRk 3P EERERTO0.0, SEM
ENTIR0.4 CHoto BIFHTOL ,130.3 TH-
M BEEE#SERVTRS Cor5ml/min YT &ize
AEBBLTWA - HEINICL BRENREDERL D&
Eionht, :

HEEEER aBLUBIIOVTIE, alzFICiEE5HE
RDOBIN, AHICH TS LOTHRIES ORIEILH
WeBbhah, SEBEERETRICHVERT

CGN : Chronic glomerular nephritis

1D : Hemodialysis

Simulation of blood levels after
6315-S 0.5g D.I. in cases with
various renal function
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Blood levels
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Hotoo TIXERIEMEEMA L koL RDT
BROZEEEHTO.4, AEME, SFBTRR0.2L
Cer tBVLWHEM %R L1, MK compartment 37HA
MV BLUERKRENHBAR(Vss) 3L Fh bEE
BEEHTIRIEVEB & - 708, BirboBEIcET
% Ve, Vss (3 16.6, 27.4 SthBHCHENRT 2 LU LD
{HTH 7o CHIIERIEMEORE X 0 EIFBTICK
ZMEREDELICL B EEZ SNt MKRERE
WTEKAUC) LB 7Y 75 v Z(CLtot) i3 BHEED
EbicE->TAUC 3@fEL ) CLtot i3{EEL S
HETh -7 THIIFHEMBORKNEEE TR
ICHEtt aA N, BREICMPICHERTEILEICLEHD
LBbitie alDEBH (Tha) 3TXTOETO. 1
BRITH BN, BHEOYRM (TB) RPEEEER
T3 1L OBR], SEMEERTIE 30N, mMikEFdT
13 2.6 B4R & BHEEDBILITHEVWFRICER L,
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Table 2 Pharmacokinetic parameters of 6315—-8 0.5g D.l. in cases with variuos renal function

Case kig ke k1o Ve Vs a B Ty Tyh CLyot AUC
| e ] e | e | gD | L) | e | ) (hr) (o) |- min)| (M5 )
1 1.1 11 1.1 6.4 12.9 2.9 0.4 0.2 1.6 121 68
2 1.9 41 1.0 5.6 84 8.6 0.6 0.1 1.0 94 87
3 2.6 L7 0.4 7.6 18,6 4.6 0.1 0.1 8.9 57 144
4 2.0 2.6 1.2 8.8 14.7 5.8 0.6 0.1 11 176 47

Mean 1.8 2.8 0.9 6.9 18.6 4.8 0.4 0.1 1.9 111 86
5 2.0 2.6 0.4 4.8 8.8 4.7 0.2 0.1 2.9 35 281
] 4.5 4.0 0.4 5.8 12,8 8.8 0.2 0.1 8.1 47 176

Mean 3.2 8.2 0.4 5.8 10.5 8.7 0.2 0.1 8.0 41 208
7 8.8 1.9 0.1 7.3 19.8 5.7 0.2 0.1 2.8 86 96
8 1.3 8.2 0.8 24.1 84.0 4.6 0.2 0.1 8.8 120 68
9 1.5 29 0.5 18.5 28.4 4.7 0.3 0.1 19 179 46

Mean 2.0 2.6 0.3 16.6 27.4 5.0 0.2 0.1 26 128 70

Table 3 Urinary excretion after 6315—S 0.5g in
patients with various renal function
Case| Levels Time (hours)
Recovery

Na (%) 0-—1 1-2 | 2—-8 | 3-5 | 5—-7 0—7

ng/ml 620 1,360 565 270 126
1 ng 48.4 70.7 50.9 41.6 24.7 231.3
% 8.7 14.1 10.2 8.3 4.9 46.3

ug/ml 2,050 2,110 650 955 520
2 ng 102.5 1056.5 780 57.3 20.8 364.1
% 20.5 21.1 15.6 11.5 4.2 72.8

ug/ml 211 343 660 900 570
3 ng 388 54.9 35.6 774 58.1 264.8
% 7.8 11.0 7.1 15.4 11.6 53.0

pg/mi 625 940 1,310 340 102
4 ng 90.0 167.3 68.1 36.0 29.6 391.0
% 18.0 33.5 13.6 7.2 5.9 78.2

ng/ml 218 415 435 380 325
5 mg 32.7 70.6 50.0 53.2 438.9 2504
% 6.5 14.1 10.0 10.6 8.8 50.1

ng/ml 110 270 159 121 108
6 mng 13.2 21.6 18.3 31.5 18.4 103.0
% 2.6 4.8 3.4 6.3 3.7 20.6

ReAPBE : BREREAN ST IRIBEOHR
(3 Table 3ICR LA LD ICER 2, 413 THME TOR
chE Y2 72.8%, 78.2% L H\WMETH -~ 7 Cer 9.7
ml/min OEH 6 Tid 20.6% LEEZEZ T LI Thod

DTF—§ ERICKDI-EHNEREELEICY 12V
FNENAERPBEINZOD RS YFOBNLDTHEN
BERDREIET 2EERII VT NOER b ARKTH
DIEBEMETHD, TOREIFREDOE LICHONTE
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Table 4 Simulation of urinary levels after 6315~S 0.5g
D.I. in cases with variuos renal function

Case Urinary levels (ug/ml)

N [ 05 1 2 3 4 5 6 7 8 10 {12(hrs)
1 | 1.800|2800{1,800| 780| 400| 210| 110 65| 86| 10 8.0
2 | 1,700] 2900 1,400| 690| 880| 160| 79| 88| 18| 44| 1.0
8 950( 1,500 980| 820| 690| 580| 490| 410 840|240 |170
4 | 2.400| 4,400 2,500 | 1.200( 600 =220| 190| 120 80| 60 | 42
Mean| 1,700| 2,900} 1,500 860 s500| =290| 217 158 118| 78 | 54
5 860{ 1,600 1,000 770| 570| 420 810| 280f 170| 96 | 53
6 640] 1,100 820 650 530 440 370 300 250 | 177 147
Mean 750] 1,800 910 710 560 430 340 260 210 130 100

(3B TH > (Table 4), FA-BRIEDE(LIC
INTHRERPRENSOREOET IMRR THENS
WREZ MR T 2ERIER L. CORREEH
THET 5L (Fig.2) dEEBEH TS RDRE
B 2900 ug/ml & 5%, FORKEICHD L 6 BE
i221Tpg/ml &80, REHEERO 126/ T3 5dug/
mléfinte, —HBERERTR IKMEORPRE
21300 ug/ml L{EETH O 1SS, 6 EME T 340
pg/ml & EEEFED 12 Tid 100ug/ml DRGSR
BEThH-1o

0. BE K & & &
| HBBLCHE
LUHABKEEZEIMIC6315-S 2RSS LTZOHRE
I Utco MERIZIEMMRERE S 6§, MMEBEER2
¥, WRBEKMAE 1 #lTED—HK% Table 5 IR
Lo #545#131E0.5g % 250ml OEERIEKIC
BELT, 1828 87 I BEOSERETH S, E
B 8 IXRPEIBMETRIC 38°CLIE DR AR L 7o fo O KK
EER LI, £AER 9 133V T IEERR % £ 5 18R It
ROEFITH 545, HEFIRERICTHEIBEHTH - 1,
NS IFHCDWTERERIC L AHRHEZITEL,
ISR UTI EHFMBAE 16 > THIEATHED T Blic
POTERDREHIE L1,
2. #®
BE9ERIcH> W TOEBELIE TIIER 8 (1M
MERERI AL, -8, FERS 2 BICTRLTH
R, P 91 TS & ORERNHE L1720
AYMEHEL, 2FOHYHRIZIFIP6H (66.7%)&
Bt UTI BB EICRE > THIEAETDH - 1

Fig. 2 Simulation of urinary levels after
6315-S 0.5g D.I. in cases with
various renal function
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Modorute renul dysfunctions( v -4 )

80001 A~ . Severe renul dysfunctions (0 =2)

2000 4

Crinary levels (ug/m)

1000

10(hrs)

THlic >V TR BREF DR R T2 BIEREH S F)
TERDIRHEEREED | FIERVWTETEYT. B9
RIIBOUTH-1o TLREBRBF 2HIVTNLE
HTH-1:0, REBDERTRITXDENRTH -
7-(Table 6), MBHT —TILDEHEETR L L. ZEH)
TIISHB 3N, FAB2HATRLIFNEUTH > 70
BRE L OCMEERICHT 2% R 3. Table TICRT &5
IKRRICHT 2HRTIR2HIICREBL LS, WERICH
TAHMBTIE 4 FlCREHE(LE DT,

KICHFEREFOMEZEIHR AR L (Table 8),
THINS SH 10 BADBEIN, CDHBSHRMNBEELL
te AN DE TS 5 &L & h B Pseudomonas
aeruginosa |3 3%k Th H R/NREMEERE(MIC) i
£ T 100 ug/ml LI ETH ~ 7051 $kidil%k L. Entero-
coccus faecalis 1#k13 MIC 25 ug/ml Tk L 1z,
£ A5EORATRIFEEHRE R L kLD -
120
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Table 6 .Qverall clinical efficacy of 6315—S classified by the type of infection
N of patient Overall
Group ) Excellent | Moderate Poor effectiveness
(% of total) rate
Ist group 4( 57%) 8 1 75 %
2nd group 1( 14%) 1 100%
Monomicrobial Sra ( %)
infection rd group #
4th group ( %) %
Sub total | 5( T1%) 4 1 80 %
) 5th group 1( 14%) 1 0%
Polymicrobial
) . 6th group 1( 14%) 1 0%
infection
Sub total 2( 29%) 2 0%
Total 7(100%) 4 3 57 %

Table 7 Overall clinical efficacy of 6315—S in complicated UTI
1.0g/day, 5 days treatment

Pyurias . .
Clcared Decreased | Unchanged Effm.!, u,"
B A bacteriuria
acteriuria
Fliminated 3 4 (57%)
Decreased « %
Replaced « %)
Unchanged 1 2 3 (43%)
) e R
Effect on pyuria| 1(14%)| 1(14%)| 5(71g)] | "Hon total
@ Excellent « %)
Overall effectiveness rate
Moderate 4 (57%)
4/7 (57%)
Poor (including Failure )| 38 (43%)

Table 8 Bacteriological response to 6315—S
in complicated UTI

Isolates No of strains | Erudicated ( %)| Persisted®
E. faecalis 1 1 (100%)
E. faecium 1 ( %) 1
S. marcescens 4 3 ( 75%) 1
P. aeruginosa 3 1 ( 33%) 2
NFGNR** 1 ( %) 1
To'tal 10 5 ( 50%) 5

« regardless of baclerial count

for P.aeruginosa

% NFGNR: Non fermentating gram nepative rod exeept
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Fig. 3 Laboratory changes before and after treatment with 6315—S
RBCC10'/m®) Hv (8/d1) HL (%) WBC (sa®)

500 150 55.0 16000
460 1404 50.0 14000
420 180 16.0 12000
880 120 4&0-::,.—“5::: 10000
8404 1104 85.0 80001
3004 ' 1004 30.0 iﬁ, 6000
260 90-‘::“"-—~ 25.0 4000 4
220 gpFT—— 20.0 2000~
Before After Before Afte Before After Before After
§-GOT(1U//) S - GPT(IU/]) BUN (mg/d/) 8 Cr(mydl)
601 60 304—" 114
50 50—\ 25 1.2
10 40-] 20 10
30-74 30 15 o.s-g
on 90 -3 .'/
2o ao:Eff:: 10 06
104 10 5 044
—]
Before After Before After Before After Before After
3. Bt Ti238.2ug/ml EREADH IMEOBETEH 1 &

6315-SxE5EHM I FlicBVL TR E bE, LR
ER%2297, /L EERREMEICMLTLRFIIBHA
M-tz (Fig.3),

m # x

6315-S D {EREIEIZ YASUNAGA ¥ &Ik
AEBEATIE 1.0g, | BEARERETCOMPE -
MBI 45.2ug/ml TH D, T4 BIL0.86hr, AUC I
66.6u g *hr/ml D{E%ERLTW3E, CDEEDRe
PEttR (13 205 F T2 60.5% & BHTHL, 1288 F
TIC 89. 2% MRepIcHEft s N TWB, —HEMLIcE
A5 % %> LMOX T, El—0f5 &, #55&0
BT, MbPE— 7 BmEIZ85.0ug/ml, TwB12.2
hr £ 6315-SDRIF2EDRELEBHTHD, 28
RiE TORPYEMEIZ 50.2% & 6315-S ? 69.5% Ictt
NTEWVETSH 555, 24 TORBPEFMEIZ 96.5%
EEL, MmEIE L EAETBEUHMEEL I 5 LTIt
BETHO, BRIEFEFICREINLIBA, TORAY
RRREALRIAERALAIEAFHEINS, LMOX
TEEARSD L A& Cer15.4, 7.4 ml/min OFHE
FEEFTIE1.0gHEERD | EHBRETS.9ue/
ml EEAS9. 3ug/mliclNTEBELD 8 EE

LTW3, 6315-S 2\ Ti2 0.5 D | Bl SAmHE
KkaMbiRE RIBREOHBLIBHEBHS ICLH2F
ADRRE, SERETT L 7- B s TR 4 R L1,
REAIFOTEEMbMBEDOHE IS 1 EMET 19.6
veg/mlTho, 4B T L. 4pug/mlic&DL, 6
BB TI30.4ug/ml L1535 TS, AREMEKEK 18
T 38. 6% ARebicHtt dh, 8EE TORPER
RIIBBETH-1ELTWVWE, CORE,ISEON
1R NFREER~SE, k(R EEER) K
BOWTHEAT20THH- 1 bONFRIEDBILICHD
EHIKREICETL, SEFEEHTIR03LL-TL
3, ¥ THBTLRHATLIBMETH 12 bOK,
hEFEEHTIE LMY, SERERTIEI0ERE
BB ERIFRERZED, L LERTOR
HEUTI 2.6 ML BEEERICH~NTEL, MMIDE
OBV EAERS N, o2 &3 CLtot (8
JUT5UR) CHEEBMERT 4lml/min TH- 12
Lo, F BT 128ml/min & EEHicEMLTWAT
Eho bAHINT,
WicHhBE, ROBMEDL I ab—Y a7l
TRILAN, YIalb—vavaiFnilsickh®
BERIEICHES —EDRERELHRT 5 &3, RAE
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BMORELMS Z LATMEL LB, TS OICRIBME
RERBVWTHBH TERBTH 2 RFORPREDHBS I
2T, KRR LIZMEORITIREICL 2 LEINKE
woé, EFRENVEMATORLERSC LIIERLE
REMER & &D, FELXHAVWAILIEOPTHERER
S bhde Yialb—YarEFU-ER MPREC
SVTRE-/7RETIAEHBEBIFHEZIZRILRE
®2.5g/ml &80, WRKEOBLICHEVRER L
ALEERENTRAENON2BOMEN 2k, D
ERERXKBICRLTANRERTEDOETRIRALSA
T, KOTHHEMEEE 8- o, BT REEEY
LREF CRR M REORDTH- A ERE—7
BEOHRELUBRTALRKFEVC L BN, R
BEDYIal—-va3—EoRENBOoNS (18
RE=1440ml) & L2 FRTTLH 0 | HRE 500
ml T CE/ITIC & BREN PN E 1S 5 BT BTl EBk
REVWEEXTFLODREh >, BRIEMEFNLBERT
EgTEE, E-7BETIMPREL L HICHEER
TB8600ug/ml BB THVWERPBENBON, Kic
TEEFREN, SEMENOMEL -/, LIMLEOK
FRMPBETI 2 EETCH - bOH, RIRET
BEMEERENPZX Lo THIZ6315-S D
V75V ADENREDNbDEELONSE, ZDRR
PREGRE DT BT OREIIMPBE & FHIC
REBTRLET, ROCHEEEERLLY, SER
ERRC -V BECRRETH - bOORDIBHRT
SKEECR¥HA LE O REMICh ) RPRELH
RTaRITH - 10

UEnsER4 FHEED MIC #2100 ug/ml Téh 3R
BELECTHEES 2 L BREEEH TRIE - 78K
MIC o 86f% & 75 248, 5ERRIBICIZRPBAEZ MIC
A2TFTRAC &y, 1H2EETIIMICLUTEL
SEM TR RME S5, ChicH L ThEEE
BEMENTIRE -7 RER MIC 0 29f5E 750 8
HETMIC 2 LEI 2 RAOBRENHEFIN L LK
5, SOKEEERIEMERTIE-7REE MICD
13L& 72 505, REIREEMO 12 BB % © MIC
ETEACLRRWVEVIBERTH 1o THDLRE
BRETCRREMEOCHBIEYLBHPTCEETHD,
E-/BELD b—FL LOBRENH/FINS 2 &0
RLDZEANTIE>" LEWERORIBEEBRA T NILE
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and Yuximicin Kawapa
Department of Urology, Fukui Medical School
(Director : Prof. YukiMmiciii KAwADA)

The pharmacokinetics of 6315—S (flomoxef) in patients with impaired renal function and
its clinical efficacy in patients with complicated urinary tract infections were studied, and
the results were as follows :

1) In patients with impaired renal function, biological half—life was prolonged and urinary
recovery rates were reduced. 6315—S was highly removable by hemodialysis.

2) Blood and urine levels of 6315-S were simulated using pharmacokinetic parameters. As
renal impairment increased, higher peak blood levels and longer half-life values were ob-
served. In hemodialysis patients, peak blood levels were almost identical to those in healthy
volunteers, but half—life values were longer. Peak urine levels of 6315—S were highest in
healthy volunteers and fell depending on the degree of renal impairment. The situation was
reversed, however, after 5—6 h of administration, and thereafter higher urine levels were
maintained in patients with renal impairment.

3) Clinical efficacy was evaluated in 9 patients, 8 with chronic complicated urinary tract
infections and 1 with suspected septicemia. Positive clinical response was obtained in 6 of
the 9 patients (67%). When clinical efficacy was evaluated using the criteria proposed by
the Japanese UTI committee : excellent and moderate responses were obtained in 4 out of :
7 patients (57%).

4) No clinical or laboratory adverse reactions were observed in any of the 9 patients.



