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FK037 OEANEIEEIC &IT T probenecid D54

ES Z W-#H H fc
ERRESEMAE EZARY

NEIEME < SRA 1 - SF)
BRRER T EKRASH

HEA

P 7 = ARPIEYE FK037 OBHEMEF 2Rt T 2 0 BERABFERE 6 &1,
FK037 1 g(f{f) % &ARAIC 1 B infusion #& 5 L 7:B¥ & probenecid % A5 L 72D
EYMANBIRES 2-way crossover HEIZ & D HE L 72,

FK037 B E5OREAEOMBEDERE I, infusion KT % 2 MM THEL, HEFEEA
(£SD)1X2.10+0.21h TH-o72 72, B2 V77> A3 91.9£22.1 ml/min T, RHEWZIX
BEEDIL.0+5.4% " KRELE E L THEft & 1172, Probenecid ##fA#K5 L TH FK037 O
EREEEICE LA SN T, HEAFERPIZ2.13+0.30h, B2 V7T 7> A1389.0£19.2ml/
min, FREHEMEKIZ 92.5+3.0% TH -7,

U ED#ERD» S, FK037 OBHRMEFIRIRERBIZL 2 b D LEZ SN,
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FK037 BEERESH TEMRASH AR SN EHAE
770 ARY VEIT, ZOEEHERL L MbFERIE Fig. 1
WRTHED TH B,

FRIFRMEB L VRKMED 7 7 LABHE, BEECE
LOHIEARY bV EBOTENERL, 7N VERES &
UCRBECLRIEFZESEE2BL TV, FioAF Y
CEEMET R VKRB L TREEDL 7 2 2K L DHE
WHBEHETRLY, & 512 ceftazidime TMEDIHFE S 7 4
EMEEc L CHOEEEET 5,

A&l D% 1 fHE TIE 125 250, 500, 1,000, 2,000
mg DEEKRESE L U2,000mg# 1 H2E5HM (&5

9 ERE) DEGERSSITbIz, KEIOENENEIIRTY
TH Y, BEKRSHBROEFFEIAIL 2.30 h, RELEDRK
FHERIIFI 5% TH B I EBRDSNTWBY,

S, Bx3EBERARFEERE 6 LEXRIC 2-way
crossover i CAH| % #MkM I infusion #5 L, FK037 #
¥ 58F & probenecid #f I SEF O BV BN B RE & LLEk
52 LI D BHEBFCOLWTRE 21T DT, %
D RET 5,

%8, FRROBREMASES IHETFRRGEREESC
BLTEHESh, ARanrc, 1993 F 3 B BIERiA
BeEmL 2,
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Fig. 1.

Chemical structure of FK037
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I & B #H &

1 JREREE

FK037 13 1 g(f7ff)) &/ x4 7 v (Lot No.73242
YK) %#Fi L7z, %72, probenecid @70~ % 3 [®
52 250 mg (AEANZ7ER) 2EALL, &6, UT
FK037 O&&FRIZETHIETRLI,

2. WERE

1) #ERE DOZEE
EEZRABFEEEOT» S, BHIORERZH,
eI BV TIERANCRIB D 2 o 72 6 B EHRER
ZELTHRALY, SOXBRSHMBCEREZAEDK
NRIGHBRETH 5 2 & 2R L 12, HERE O F&,
BEBIUVHRER TN TN FY23.3K (20~27/),
169.9cm (159.5~177.0cm) B & 1UF59.0kg (50.0
~70.0kg) TH-o7z(Table 1),

2) A B

WERE 13, FAIOFEIRABE, BRIABRNE,
KBOHM, HEBLUREEC OV T34
2%, XBZ L IREBEDE, BEBICEML, BB,
BBROSMB L URTHBEIHEBREOEHELE L
2o

3. RERBIUKREFE

WERE 6 LR RERBRbE, BEAIIHATOD?2
BEiC4>1F, Table 1 @ 2-way crossover HEIZHEVY, 1
SBROBRTE 11, I FK037 28 F 21k
probenecid £ #fF L TH5 L/, FK037 &, B5A4E
FE A T BRARE L 7o 1 59 100 ml (FK037 1g &
) 2EHEREARYZEEG, FETIE»S 1R
i TEEBRAIC infusion ¥ 5 L 7z, %72, probenecid i&
FK037 D& 555k 2 BFrfERTIC 1 ¢ BLXUKRERTE
%12 0.5g BRA S €72,

kB, BEORK 22 By o> FK037 &586E%E (U
T, #E5%EBT) 4BHORERER TR X TR
BrlLi, £, B5HBEOYAR, REHDERB
VYBORBIEL, AL b cA—t L, BRIIK
51% 4B, YRRBBS5% I0EBEIcE 58,

4 BEHEE

Fig. 2 WRLIZBBRA Y ¥ 2 — V> T, UTD
BREEE 2RET LT,

1) BEER

BERI»SBEE 24 B/ i@ s L OERSA
sh7-3B8, $RESBCEROAE, BE, HEA
BB &k A AR 2 BEERGSR IS,

2) Mz s & VB2

BEH, B5%1, 4, 24 BREICERBL 2,

3) EEARMRE

B 57, B51% 24 BRSO ZEHERFIC Table 2 R L
FEHECOWTERREZEMKL, REBECRESR
HONIBERERICRES Z CEBIRESRTo 1, &
512 Cer BR5% 0~ BEORFZ7VvV7F =&
28E51% 0, 4 BHoMmMEs vy F= v BEOFY
ETERL TEH L1,

4) BEEHRE

ME, IRMEERSH], &5%1.5, 4, 24 B,
I8 2 15T, 5% 24 BERICAIE L7z, %72, B
12 FHLER &5, £5% 24 BRI L1

5) [M#Eth FK037 #BE

m#s FK037 BEHED - », B 5], 5%
0.25, 0.5, 1 (5&THEAD, 1.08 (18HES5%5),
1.25, 1.5, 2, 4, 6, 8, 12, 24 BRICHEM %1T> 7
M#EE~ ) CERMOBEZERME % v THERL Y
7 ml L, ERLLICHWHELRE G &> TmEE 2.5ml

Table 1. Background characteristics and allocation of 6 healthy male subjects
. Body Body
c A Treatment
Group | ubiect 8 | height | weight
no. (yr) (cm) (kg) Period 1 Period 11
1 23 175.0 63.0
2 24 159.5 50.0 FK037
1 3 22 165.5 53.5 with FKo37
. alone
Mean 23.0 166.7 55.5 | Probenecid
+SD 1.0 7.8 6.7
4 27 177.0 70.0
5 24 174.5 57.5 FK037
2 6 20 168.0 60.0 FK037 with
alone b id
Mean 23.7 173.2 62.5 probeneci
+SD 3.5 4.6 6.6
Mean (n=6) 23.3 169.9 59.0
+SD 2.3 6.8 7.1
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Day 1 Day 2
Time after dosing (h)

-2 0 0.25 0.5 1 1.08 1.25 1.5 2 4 6 8 10 12 24
FKO037 administration E—
Probenecid administration | O O
Meal O O O
Body height and body weight @)
Subjective symptoms } |
Interview, auscultation and
percussion o O O O
Clinical laboratory test O O
Blood pressure and pulse rate O O O @]
ECG O
Body temperature O O
Plasma FK037
concentration o o o o o o o o o o o O O
Plasma probenecid O O O O O O O O O O
concentration
Urinary FK037 I | | | | | | |
concentration f ! ! T ' ! ! !

Fig 2. Study schedule
Table 2. Parameters of clinical laboratory tests

Hematology

RBC, Hb, Ht, WBC, WBC differential, Platelets

Blood chemistry
BUN, Glucose

GOT, GPT, ALP, LDH, y-GTP, LAP, T.bilirubin, Triglyceride,
T. cholesterol, T.protein, Albumin, A/G ratio, Creatinine,

Urinalysis

Protein, Glucose, Urobilinogen

UE%SEL, BIER: CHEERELL, £, &0
BRI OV TEABAELHE THEL 2,

6) IM#E probenecid &%

4% probenecid IBEHIE D7z, FK037 %55
2 B¥fE (probenecidi® 5E#), &5#%0, 1, 1.5, 2,
4, 6, 8, 12, 24 BERIICERIM % 1T > 7z, MUEIE~/¥Y >~
WINOEZRINE % B CHEIRE D 3 ml$EERL,
HRXDIWCEBEIEIC X > T4 1 ml AEZ4HEL,
IR E CHREREL

7) FRdr FK037 HEitt

R FK037 MEREDD, £E5%0~1, 1

~2, 2~4, 4~6, 6~8, 8~12, 12~24 B
WCERRTo 12, 28, ERPORIIKFREL, K
BERAER, #10m] 2RPBEHER E CHRERT
L7z,

5. MBEEABEEORIEE

MBEABARORAE R LRMGEECL DTS
T2o $2bB, M4 0.4ml &L b7 7Y — C3LGC
(TVURTH) AR, FELICEDH 0.1 ml DRSNE
Bellc, MEBEEFBEERIRARBTOEFBEE
FK037 % (Cf) &% FK037 ¥R (Ct) L5,
MEBEEEHEEE (%) =(1—Cf/Ct) X100 DR THEH
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L7z,

6. EVEREOHEE

m#gh, R & RS EET O FK037 #BE IR
WMT4A7 (S mmERE, 7Ny 7v7, b—3F—
#) BV REREREEE (R—/3—T 4 A7)
IZ & D bioassay HTHIE L7 REE & U T Bacillus
subtilis ATCC 6633, #ZHuix 7 = B b ) w7 LkEH
(7 BF LYV YL1.0%, KURTLE>0.5%, A
I¥R0.3%, BREK1.0%) ZHW. ZORBRDOHAIE
FRELIZ 0.25 ug/ml Th - 7z, M4, BARBES & VR
BRIEZERE/2130.067M V) >~ EIEEEK (pH 7.0)
THEEFRLIZ LD E2REL L Ui, BERIIMEETR
BEoRETCEFFE MBS L U0.067M V) v EE
BEE®K (pH7.0) THIRLUE P CTHABL, KRB
OB KT EEDORE TIZ0.067M V) v EEIEE
&9 (pH 7.0) THB Lz, 7z, MY probenecid
#BE 3 Van Gulpen 5 D /& IC# U T HPLC & THI
EL, ZORERFIZ 3 ug/ml Thotz, 8, M
B L URF FK037 #BEORIE IBEREMRTHEKAS
HHFAF T, & 74 probenecid ¥ O HIE IX 1k
AREet=Fmtt—>—xVTEmBL I,

7. EUMERNBIRED AT

M4 FK037 BEDRIEMED 5 b EmEmBE % Chax
&L, T i3855 4 BRELAREO MR 2 S5
L, SHE/N_FECLDEBOSNAR (8 A
WT In2/g TEH LIz, AUCKKDWLTIE, BE5H% 24
B & TD AUC(AUCh—2an) E2ETRARNTEHL, 8
S%ERARFRM E TD AUC (AUCy..) REEIZELD
BEARE g EBwISMEETEE L, 257 )7
7Y A (CLy) i3e5&% AUC,-.. THRL THEHL,
B2 V77 A (CLy) 3#&51% 24 Befi £ TORPHE
&% AUCoorin TBRLTEE L, £72, EHRED
DAEE (Vi) DL T FEHERME & CL, O E
LTk,

8 . HataE

FK037 DEYHEREI/ NN T X —F DEEERE 1}
ST TITY, BEKEIS %L Lz, £/, EX
FOEIZFIIELSD TR,

1. # ES
1. &%

FK037 B 5858 X Uf probenecid AR 5K &
bLTNOHEREICH BREEROFZ 3%, M2,
B2 BLWTHLREMREZEO N h o7, F 72,
BERRERE (Table 3) B & UME, Ikias, &,
LEBMNEOBRZNFFRICBLW T BRELHEIZED SN
whrolz,

2 EMENEIRE

FK037 B 58555 & U probenecid #f A& SHF D
EWERE T O Mg FK037 & O fIEE %2 Table 4
1z, probenecid Bt A5 R D M4 H probenecid HEE
DYEfE% Table 5K R, 72, FKO37BL U
probenecid D FH M FWEHR # Fig. 3R L
720 FK037 #5856 X U probenecid ff 55
r b, infusion & T #icMm4E+ FKO37 BEIRETEE
WWELRE, B0 2Bl THEAL, FK037 DX
YIEE R/ YT A — ¥ % Table 6 \Z/R L 7253, FK037
EmE 5RO T, ,132.10£0.21h TH D,
probenecid A 5D 2.13£0.30h L HEELER
AShiholz, FKO37 B SRHI BT 5 Cpax i
67.5+11.5g/ml, AUCo-w i 170£424g * h/ml,
CL; 12 103+23 ml/min, Vssid 16.9+2.71, ¥ 7z
probenecid #f B #& 5 B T 1& Cpax 13 66.9£8.5 ug/
ml, AUCy-o i¥ 17633 pg=h/ml, CL; i 97.5£18.9
ml/min, Vg3 16.9£2.31 THH, WTFN bEELRE
F&H S5, MEEBHEEIX FK037 DREWR
ferr e ¥, MR 0.49~84.75 ug/ml OEEICH
2o TIER—ETHY, Z OFHEIZ FKO37 HEHikS
BT 14.0+3.0%, Z 7z probenecid #tFHR S8 TI1X
15.6+1.9%TH Y (Table 6), EEREIZAS>NE
otz

FK037 84 5/ 8 & U probenecid f A& 5K D
R FKO037 I8/, #5% 24 CORPHME
(Xug~24n) % Table 6, 7, 8 8L U Fig. 4 1R LT,
FK037 B 5B BT, BE5RD 91.0+5.4%,
probenecid #f R GB T13 92.5+£3.0% 53 24 B &
TORPICHE S h, MREHICERERERAONE
holze £7z, FKO37 B S5 TD CLg 1X91.9%
22.1ml/min, Ccr i3 118+24 ml/min T & Y,
probenecid #f F #& 5 B T 13 CL; 89.0%+19.2 ml/
min, Ccr X 109£20 ml/min & % Y (Table 6), &
SMcBEERZERA SN 15Tz,

. =

FK037 0% I AR B W I SEILFHHAEN 1 g
% 1 B infusion 5 &N TBYH, ZOFFD Cpex &
60.0+8.4 yug/ml, AUCy-.. i 163224 ug-h/ml, Tz
1£2.27£0.20h TH o729, SFEIGSNT T X—F
EHIZIZERBENETHY (Table 6), BHMEDDH S
BRI,

4, 2 13 FK037 OB HRMEF 2 B E & < LR
24 % 728, 2-way crossover & T FK037 * 8hbH 5
v id probenecid & FFRKR S L7z, 2 DOFER, MEH
FKO037 #4 B 13 FK037 B 58K 8 X U probenecid
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Table 4. Plasma concentrations of FK037 in 6 subjects after intravenous infusion of FK037 1g with and without
probenecid
Subi Plasma concentration (ug/ml)
ubject
mJ) Time after dosing (h)
0 0.25 0.5 1 1.08 1.25 1.5 2 4 6 8 12 24
1 — 29.31 43.91 60.37 55.78 50.16 41.62 28.03 10.97 5.89 2.79 0.84 -
2 — 39.04 53.40 78.64 68.05 63.13 46.76 39.37 17.91 8.14 3.68 1.12 —
3 — 33.41 54.95 84.75 74.22 65.32 53.45 43.47 17.78 9.38 5.43 1.91
FKO037 4 — 27.02 32.67 55.59 48.85 44.15 34.79 24.74 8.81 4.42 1.89 0.52 -
alone 5 — 23.58 36.14 63.02 57.99 48.46 38.26 28.67 13.74 6.80 3.30 0.91 —
6 — 25.69 41.62 62.40 50.16 47.57 31.79 23.58 9.06 4.21 2.00 0.54 —
Mean — 29.68 43.78 67.46 59.18 53.13 41.11 31.31 13.05 6.47 3.18 0.97 —
+SD 5.69 8.99 11.49 10.06 8.84 7.99 8.17 4.12 2.05 1.31 0.51
1 — 29.31 38.40 65.32 55.77 50.98 42.75 34.48 13.99 5.32 3.33 1.20 —
2 — 32.02 47.15 80.60 71.39 59.65 54.89 38.23 18.43 8.28 4.46 0.88 —
FK037 3 — 27.76 49.42 68.45 65.32 60.37 50.16 39.45 17.44 9.47 5.45 1.87 —
ith 4 — 18.06 33.38 56.28 50.98 41.06 32.67 27.02 9.74 4.65 2.37 0.57 —
‘1})\” i 5 — 17.70 40.52 70.36 58.01 50.16 42.75 31.16 14.38 8.89 4.58 1.35 —
probenect 6 —  24.23 34.48 60.37 57.27 47.57 37.29 30.50 10.32 552 240 0.49 —
Mean — 24.85 40.56 66.90 59.79 51.63 43.42 33.47 14.05 7.02 3.77 1.06 —
+SD 5.96 6.56 8.49 7.33 7.37 8.14 4.8 3.56 2.09 1.26 0.52

— : below assay limit of 0.25xg/ml

Table 5. Plasma concentrations of probenecid in 6 subjects after oral administration of probenecid
1g, 2 hours before and 0.5g, just after the end of FK037 infusion
) Plasma concentration (zg/ml)
Su:(J)ect Time after dosing of FK037 (h)
-2 0 1 1.5 2 4 6 8 12 24
1 — 87.2 81.0 103.3 136.6 129.1 107.4 84.7 51.8 13.5
2 — 62.2 65.6 82.8 148.3 143.0 119.7 100.2 69.8 30.4
3 — 117.7 94.1 126.1 116.2 140.1 123.2 115.1 72.5 30.8
4 - 83.2 68.6 74.4 83.7 85.5 84.1 72.5 43.9 17.2
5 — 100.3 80.4 131.5 152.8 129.1 109.3 80.9 58.6 22.6
6 — 88.3 89.2 100.8 134.3 126.0 106.9 87.1 57.1 14.9
Mean — 89.8 79.8 103.2 128.7 125.5 108.4 90.1 59.8 21.6
+SD 18.5 11.2 22.7 25.5 20.7 13.7 15.2 9.5 7.7

— : below assay limit of 3.0xg/ml

HREREREE DEULUIHERE2TL, Cha AUC,

Tiz CLy, Ves B UM EABERIBVLTHEERE
RRD SNtz i, RPHEMICBL TR
ST XUg-zsn, CLg BL U Cer CEEEZERRAD SN
% otz, F< i probenecid D5 Fik & L T
FK037 # 5 2 BERIRI 1 probenecid 1g &5 L, &
512 FKO37 5 THEKRIC0.5g 2:BINKE53 54
%8 % w7z, Howard & & cefmetazole (CMZ) d1fl
#frhyE s - &IE 3 probenecid DB ZRETL, CMZ
5 1 BRI probenecid 1g 25 L, ZDH®D

probenecid D B MK 5 % L T CMZ & & &
probenecid i & DEAS MiZEMNA SN D Z L Bl
LTw39, > T, §EMAW/: probenecid D5 &
X FKO37 DB HMBEF 2R+ 5 LTHARET
HolreEZoNBM, HERE LT FK037 DENERE
i3 probenecid KRS IC L 3 ENTD SN Lo
726

FK037 DERENRE I & IZ T probenecid DFZEIZ D
WIS FEAOLTRE S NER TIE, FK037 o1
BB IX probenecid AW L 2 Z S a s n T, B
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Fig. 3.  Mean (£ SD) plasma concentrations of FK037 in 6 subjects after intravenous
infusion of FKO037 1g with and without probenecid, along with plasma
concentrations of probenecid after oral administration of probenecid 1g,
2 hours before and 0.5g, just after the end of FK037 infusion

Table 6. Pharmacokinetic parameters and creatinine clearance of FK037 in 6 subjects after intravenous infusion of
FKO037 1g with and without probenecid

Subject| Cpax AUCo-w T CL. Vs Protein  Xup-z4n CLg Cer
no. | (ug/ml) (ug-h/ml)  (h) (ml/min) (1) binding(%) (%) (ml/min) (ml/min)

1 60.4 156 2.14 107 17.5 9.79 90.0 94.8 140

2 78.6 210 2.01 79.6 13.4 15.5 92.3 72.2 99.8

3 84.8 232 2.51 71.8 13.7 11.5 95.5 67.2 86.6
FK037 4 55.6 129 1.95 129 19.6 13.4 93.0 119 145
alone 5 63.0 161 2.04 104 18.3 18.1 80.6 82.1 105
6 62.4 133 1.97 125 18.7 15.8 94.4 117 133
Mean 67.5 170 2.10 103 16.9 14.0 91.0 91.9 118
+SD 11.5 42 0.21 23 2.7 3.0 5.4 22.1 24
1 65.3 172 2.35 96.8 16.9 16.9 88.8 84.2 122

2 80.6 210 1.84 79.4 13.5 17 .4 92.0 72.1 86.5

FK037 3 68.5 215 2.50 77.6 15.5 12.4 89.4 67.9 83.7
with 4 56.3 133 1.96 125 20.1 14.3 95.4 118 115
probenecid 5 70.4 180 2.31 92.4 18.0 16.5 95.9 86.9 111
6 60.4 147 1.80 113 17.6 16.0 93.6 105 135
Mean 66.9 176 2.13 97.5 16.9 15.6 92.5 89.0 109
+SD 8.5 33 0.30 18.9 2.3 1.9 3.0 19.2 20

Above pharmacokinetic parameters and creatinine clearance were not statistically significant.

7077 RARRREEAREIIZIZE Lo 2k &R Eh 5, FK037 i3E & L TREREHEA
75, FK037 I3 E & U TRERFAIC L DRt n 3 KL E»SHRttsh, RAESWOBESIZIEFEAY
ZEBHRESN TS, SEIDOE b TORETYH, BVHLDEEZSNT,

probenecid & FK037 DEABIEICIE L A B2 R
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Table 7. Urinary concentrations of FK037 in 6 subjects after intravenous infusion of FK037 1g with
and without probenecid

s Urinary concentration (uzg/ml)
bject
un(J)ec Time after dosing (h)
0~1 1~2 2~4 4~6 6~8 8~12 12~24
1 4470 1730 440 1170 444 142 56.8
2 5940 6780 3000 1880 462 193 112
3 836 917 781 1080 821 343 117
FK037 4 396 951 458 487 354 117 28.7
alone 5 2160 1150 679 1040 216 144 87.7
6 4440 506 564 324 223 61.2 29.9
Mean 3040 2000 986 997 420 167 72.0
+SD 2240 2370 993 552 223 97 39.4
1 1890 703 540 258 250 231 88.7
2 3520 3450 648 543 549 208 86.3
3 3120 925 237 281 311 346 121
FVI;(EE7 4 660 1010 570 419 496 175 35.3
robenecid 5 1300 1580 802 667 388 223 70.7
probenect 6 1070 932 490 376 310 147 34.1
Mean 1930 1440 548 424 384 222 72.7
+SD 1160 1030 187 157 117 69 33.6

Table 8. Urinary recovery of FK037 in 6 subjects after intravenous infusion of FK037 1g with and
without probenecid

) Urinary recovery (% of dose)
Su::)ect Time after dosing (h)
‘ 0~1 1~2 2~4 4~6 6~8 8~12  12~24
1 25.50 24.51 16.07 12.37 4.79 4.67 2.04
2 21.99 24.42 20.97 12.38 5.91 4.52 2.13
3 21.33 26.15 19.13 13.01 6.90 5.66 3.33
FKO037 4 23.38 30.42 19.68 9.25 5.13 3.51 1.64
alone 5 25.91 22.91 8.14 11.47 6.81 2.88 2.50
6 28.86 26.83 18.04 11.32 5.12 2.88 1.35
Mean 24.49 25.87 17.01 11.64 5.78 4.02 2.16
+SD 2.81 2.62 4.64 1.33 0.91 1.12 0.70
1 24.57 23.19 19.99 9.80 4.74 4.26 2.22
2 28.19 24.18 17.49 13.03 5.49 1.76 1.86
c IS

FK037 3 21A§5 22.20 17.51 13.47 6.97 5.54 2.72
with 4 26.73 29.93 18.24 11.10 4.76 3.60 1.04
robenecid 5 20.76 22.94 20.06 15.33 7.38 6.34 3.08
P 6 25.23 26.57 15.93 13.74 6.19 4.12 1.77
Mean 24.56 24.83 18.20 12.74 5.77 4.27 2.11
+SD 2.83 2.92 1.60 1.98 1.00 1.59 0.73
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Fig. 4.  Mean (£SD) urinary concentrations and recoveries of FK037 in 6 subjects

after intravenous infusion of FK037 1g with and without probenecid
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Effect of probenecid on pharmacokinetics of FK037 in healthy volunteers

Kohya Shiba and Osamu Sakai
The Second Department of Internal Medicine, The Jikei University School of Medicine
3-19-18, Nishi-Shinbashi, Minato-ku, Tokyo 105, Japan

Masao Obara, Hiroshi Sakamoto and Masato Terakawa
Fujisawa Pharmaceutical Co., Ltd.

The mechanisms of the renal excretion of FK037, a new cephalosporin antibiotic, were studied in
a 2-way crossover design with or without probenecid in 6 healthy volunteers. Single 1 g doses of
FKO037 were given intravenously as a 60-minute infusion.

Plasma concentrations of FK037 decreased in a biexponential manner after the end of infusion.
The elimination half-life of FK037 without probenecid was 2.10+0.21 h, renal clearance was
91.9+22.1 ml/min, and as much as 91.0%+5.4 % of the dose was excreted unchanged in the urine.
Concomitant administration with probenecid did not affect the pharmacokinetic profile, i.e., the
elimination half-life was 2.13%0.30 h, renal clearance was 89.0%19.2 ml/min, and urinary excre-
tion was 92.5%3.0 9. These findings demonstrate that FK037 is eliminated by glomerular filtra-
tion.



