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CHEMOTHERAPY

FK037 OBHAREEE I B 2 BNEE S & UTPRBBIEBH 3T 5 BRARRUR

A E8-#EE FA-FNOET
HH Z-mR &t
ERERBEE"

B A B—-HHEH W
ERERBEEFIR
X B R k-t & BE F
EXERRERER

BEBHEEREERE 12602, FK037 0.5g % 60 2T AMEEE LB M EE & Rk
MWMREZREL, FHNEREICRIZTBREBEOREC DL TR L, BREEZDEE*E
B (LE) 34, hEE (I8 34, SE (IE) 460, SHEAG (IVE) 26Ic2EL,
BREEE T L ICENEIRER LB LTz, IVEETIZ & 512 FK037 IR55954 24 BsR%% & B 216
TL, REIOBRE LRI Lc, ZORR, MAPEEEEEE (T, 8) OF¥MEIE [ £ 3.80 B
fil, ILBf 4.87 B§fE, IIIEE 8.15 BFR, IVEE GEEATEE) 39.93 b5 & BEREETOEE L DI
FEWERL, MFREHETERE (AUC) OFHES 1 8£106.6 ug - h/ml, I1E£148.2 ug -
h/ml, UIE¥346.8 ug+h/ml, IVE£980.4 ug-h/ml & BHEEEETICHVEMBEE R -7, VB
B 2ENEED T, f OFIEIE 3.54 Bl L IEBMBRICHE LB IEHREShTBY, £H
DENTHEIZREFTH o7z, 24 B & TORPHEMFBEOFIEIL [ #73.7%, 115 66.0%, IEE
53.6% & BEHHE T TV LT,

RN 2R R AAE 24 Bzt LA 2ER L, %146, B% 186, #21H, 8H 16, B
RIS TN DEREG, BHEREIRY s ¥, BERRERSE L 1 §icHmERkEY, 2% GOT

OCT.1994

O+H, 18T GOT, GPT D L&,
BEOLDTH->T,

4pIc7a borEVEREDET 2ED BNV TRY

Key words: FK037, #WN&E, BHRAERES, TRERIE

FKO37 3BEREMTEHRASHIC L VAR S TS
Mt 7 2 AREMETH 5, KK|IZ A B-lactamase 12
HLUTEETHY, HETNVEKREL2RULDETZ7 T A
BE» S RBEE2E0 S 7 ABNE E T, BLEVIE X
N7 MV EBEOHEEY 2R L, ¥ methicillin-resis-
tant Staphylococcus aureus MRSA) WX LEFEO £ 7 =
LEI L DIEOE N 2R,

SER A T2 OB BAERERH 12 511 KK &2 S5
E LR OMAF R & FRPHEMELJIE L, FNEHEC K&
12T BBAEEEORBEC O TR L, £72, 24 Bl
e 3R R GE DIEFNI X L, AFIOBERIRS 21T>7- 0T
OB RRET 5,

I. X R & FH &
1. BHREERECB T 5ENERE
TR S B 10 B HBRICABEF T, IREREINICRIE D

Bonl-BREREELET 2 8E 1252 RRE
Ltzo MREBEI Cor ERIEE L L TBEBIEEZOR
Ex 4B, 1B 50=<Ccr<70 ml/min, 118 30<
Cer <50 ml/min, I11&# Ccr <30 ml/min, IVEEETEA
FE Lz,

HEATIZ FK037 DEARIGRBR 2 EH L CRETH
5 2R LI, £K0.5g 24EEAEK 100 ml
WZTERE, 60 30 CAETEEEL, MDBES L UER
HAGI 2B & IRPBELZRE L, BHEEEEECS
JHEERERIZIEL.0g THEH, HREDKR
HEEELT0.5gBE5 TR ETo 1, FMIR
50, R5HA% 1B (AR T, 1.25, 2, 4,
6, 12 8 & U 24 BERARICHT o 720 X HIVEETR, &
IR G606 & D 24 BRI 2 5 BT 2 HEITL, 25,26 B
LU 28 BRI (EMTRARAD S 1, 2 B & UF 4 FEER)

* T 950-21 HBTHIEHRANT 1-27
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KM ZIT> 72, AL 2MRIZE S IC~/SY) » 25
LIS % 538 U 7z, IRISE ST, RE5FR% 0~ 2,
2~4, 4~6, 6~8, 8~12, 12~24 B &8}
MHCER, REXRIESRZ D 10 ml 2 EEBEIE < &
Lo ZhoIMEs & VRIZBEAEERE CHEESG
FL

EEBE I, ZFEmbe—y—zateReticT
HPLCHW L VBB LTz, &7z, MEETEEHEICD
\»C two-compartment model & % > TIEETZE /N
ZHFEDO a5 A NONLINIZ & © EY#E B Ry
NI A= — %18,

2 . EERHIRRET

R 4 F 10 B> 5 ¥R 5 F 3 BORICERERE
KBWTABREBRE 21T, KEREMCEELES N
o PRI SRR AAE D BB 24 B (B 1981, Zitk 54,
FERIISOEPS I EET, FHIS.IK EMREL
2o

FK037 O 5 AL, AFIOKARGHRER * Eif
L, BETHAH L 2R L% 1B 0.5, 1.0g b
L<ik2.0g% 1H2ME, 100 ml DEEREKICIERE
L, 30 50 THafgEE Lz, S5 HMERE LT
T~14 HE & U7 fERN 10 £ 1143 BUN, 7 v 7 F =
VOBEELYD, BHEEEESELNIY, JVTF=
YI VT 7 YARENEFN4T.7Tml/min, 29.6ml/

min &£ 20ml/min A ETHY, EHEORE 21T
72

BEARZIROHIE SBERER, RERE, HHy >+
TUMROWERE, BAEOHEELRER b LICKRED
WZITW, E# (excellent), B#%1 (good), RXHH
(fair), #%f (poor) M 4 BEPEFFM B & U (un-
known) & U7z, HIBFHIZNROHE SRLKE & #HE
SNDIEDERIC L > TiH%k (eradicated), B (H
HMOE 5 H %k %25 decreased or partially
eradicated), A% (persisted), BEZR{X (replaced) ®
4 BeRERHE ¥ & BB (unknown) & L7z,

EMFAB L VBERREHEEEEHOEEICOVT
i, BEAERZ & W RBMEER, MEEFH
B - BReERE, RRESORERTORANICHE
L7z,

II. # e

1 BHEEEREES BT 2ENEEE

NREE 12 BIOBHAET [ B35, 11834, 1B
46, IVEE28ITH -7z, FK037 0.5 g STEFRERD
MmAEHEEHRE % Table 1 & Fig. 112, EWEER
fJ/8F * —% —% Table 2 IR, FK037 DERE&EMmM+
BEISFHIET I BE31.9 ug/ml, 118 32.5 ug/ml, 1II
BE40.4 wg/ml, IVEE20.2 ug/ml TH>720 Top f 13
SEHE T 1 BE 3.80 BERS, ITEE4.87 BFRI, IIEES.15 6%

Table 1. Plasma levels of FK037 in patients with renal dysfunction after 0.5g d.i.v. administrations
Case |Age Body Cer Plasma concentration of FK037 (xg/ml)
Group * Sex *weight| .
no. |(yr) (kg) | (MV/min) | 1h [1.25h| 2h | 4h | 6h | 12h | 24h | 25h | 26h | 28h
1 72 «+ F - 43 66.0 42.0] 28.9| 17.9 8.1 4.5 0.9 ND.| — —_— —
2 80 + M - 41 57.3 26.11 22.9| 17.0 9.2 5.7 1.8| ND.| — — —
I 3 62 «- M - 61 54.5 27.51 22.1| 15.8 9.7 6.3 2.2 0.4| — — —_—
Mean | 71 48.3 59.3 31.9| 24.6| 16.9 9.0 5.5 1.6 0.1 — — —_—
+SD +6.0 +8.8| 3.7 £1.1| £0.8| £0.9| £0.7 | £0.2
4 73 - M 50 47.1 28.7| 22.5| 17.5] 12.2 8.6 3.6 0.9 — — —
5 77 « M - 48 46.4 28.0 20.2| 15.1 8.7 5.7 1.8 ND.| — —_ —
1I 6 58 -« F -51 30.1 40.9| 36.2| 26.6| 16.1| 10.6 4.0 0.9 — —_ —
Mean | 69 49.7 41.2 32.5] 26.3| 19.7| 12.3 8.3 3.1 0.6 — _ —_—
+SD +9.6 +7.3| £8.7| £6.1 | £3.7| £2.5| £1.2| £0.5
7 76 « M - 48 29.1 46.0 39.6 | 29.1| 21.5| 15.9 8.3 24| — — —_
8 83 « M - 36 20.5 38.8| 36.6| 32.5| 26.8| 23.0| 14.4 6.4 — — —
1 9 |97+« F + 4 16.5 | 37.3| 28.2| 25.5| 19.0{ 15.6| 9.4| 3.9 — | — | —
10 92 « F - 42 13.6 39.4| 39.0| 25.6| 18.2| 14.2 7.8 2.8 — — —_
Mean | 87 41.8 19.9 40.4| 35.9| 28.2) 21.4| 17.2| 10.0 3.9 — —_ —
+SD +6.7 +3.9| +5.3| £3.3| £3.9| £4.0| £3.0| £1.8
11 7% « M - 54 — 22.0| 19.2| 20.0| 17.8| 16.3| 13.8| 10.5 7.9 6.6 4.6
v 12 71 =« M - 45 — 18.4| 19.2| 17.8| 15.7| 15.3| 14.1| 11.7 8.7 7.2 5.2
Mean | 73 49.5 — 20,21 19.2] 18.9| 16.8| 15.8| 14.0| 11.1 8.3 6.9 4.9
+SD +25| 0.0 1.6 £1.5| £0.7| £0.2 | £0.8| £0.6 | £0.4 | £0.4
N.D.: not detected
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RS, IVEE39.93 ¥ L BRREET O EEIC R IRV ml & BHEE T W EE & & o 7o Cor LHAMOD
HEEL, AUCH I B£106.6 ug+h/ml, 11 5£148.2 HEEEHK B RUAFDLE 77 7> A (CL total)
ug *h/ml, IIEf346.8 ug+h/ml, IVE£980.4 ug-h/ ORI I3 REF 2 ERARAE 380 & L (Fig. 2, 3), Cer
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Fig. 1. Plasma levels of FK037 in patients with renal dysfunction

Table 2. Pharmacokinetic parameters of FK037 after 0.5g d.i.v. administration to patients
with various degree of renal function

Group Case Ccrv g T.8 CL tot.al CLr. Crax AUCy-w
no. (ml/min) (1/h) (h) (ml/min) | (ml/min) (ug/ml) (ug+-h/ml)
1 66.0 0.273 2.54 81.68 68.16 42.0 102.0
2 57.3 0.179 3.87 79.60 58.60 26.1 104.7
I 3 54.5 0.139 5.00 73.63 49.33 27.5 113.2
Mean 59.3 0.197 3.80 78.30 58.70 31.9 106.6
+SD +6.0 +0.069 +1.23 +4.18 +9.41 +8.8 +5.8
4 47.1 0.126 5.37 55.51 49.27 28.7 150.1
5 46.4 0.196 3.53 82.66 43.94 28.0 100.8
11 6 30.1 0.121 5.71 43.02 26.99 40.9 193.7
Mean 41.2 0.149 4.87 60.40 40.07 32.5 148.2
+SD +9.6 +0.041 +1.17 +20.27 +11.63 +7.3 +46.5
7 29.1 0.106 6.51 27.92 19.36 46.0 298.4
8 20.5 0.071 9.81 17.31 10.17 38.8 481.4
i 9 16.5 0.081 8.59 25.71 14.84 37.3 324.1
10 13.6 0.090 7.68 29.40 17.44 39.4 283.4
Mean 19.9 0.087 8.15 25.09 15.45 40.4 346.8
+SD +6.7 +0.015 +1.39 +5.40 +3.98 +3.9 +91.3
11 — 0.022 31.21 [3.51]* 10.34 0.00 22.0 805.7
v 12 — 0.014 48.64 [3.58]* 7.21 0.00 19.2 11565.0
Mean — 0.018 39.93[ 3.54]' 8.78 0.00 20.6 980.4
+SD +0.006 +12.32{+0.05 +2.21 +0.00 +2.0 +247.0

*T,2 B in condition with hemodialysis
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& Ty, f DEHEHZERNED 51172 (Fig. 4. BITE
MEERFIZ 81T 5 T, B 1 3.54 B¥fE L FEBEERIC LB L
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Table 3 & Fig. 5 ¥, RE5HEE» S 24 K& T
ORFHEME L, 1 ET73.7%, 11F66.0%, L&
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2 . ERIRAIRREY

1) ERRZIR

Table 4 WEFIO—BEER LIz, KFI=KE L 24
Blck 23 BICERELHIE & h, ZERh 46, B2 18 4,
W 1 BICHEIEIZH.T% ThHoTz, MHThH-o72 1
BlEFHHE (stage 1V) % EBER B R DB RERLE
DEFIT1.0gx 2E/H, 7HEEES L0, BKE
ROUEBLEZRD R o7z, 2B, ERI 2413, FiKics
2 AR RBREICRE S N BEREX L DER]
THoll:®, BKRZHE, HEFHIZIR T L HE
L7z,

2) HEFEHZR

HEFEACIZ, 23 B0 11 B S5 14 RSBt S h
720 PERIZ Streptococcus pneumoniae 6 ¥k, B-Strepto-
coccus (B) 2%k, S. aureus, Moraxella catarrhalis,
Haemophilus influenzae, Klebsiella pneumoniae,
Escherichia coli, Pseudomonas aeruginosa & 1 ¥ T

Hotze BHEIOKEIZLD, 14 5kP 12 £k (85.7%) »°
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E. coli &, fEBI15 D P. aeruginosa O 2R TH % 13,
ERARANICIE 2 Bl Ic BRI TH > 720

3) BIYERA

KERE I ERVEIERIER D 2ol
Table 5 WERRERBEOHBE 2/~ LIz, GOT Ok
F% 2%, GOT, GPT ®_L&% 1, BB OHED
216, YoborErEEEOETE 4 HITRD,
AH L ORBBRIIATREMES D LB 2 ST
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Table 3. Urinary excretion of FK037 in patients with renal dysfunction after 0.5g d.i.v. administrations

Case Time after administration (h)
Group Item
no. 0~2 2~4 4~6 6~38 8~12 12~24 0~24
1 Concentration (ug/ml) 1589.3 1827.9 771.9 418.3 222.3 51.3 —
Excretion rate (%) 27.0 25.6 14.7 5.4 5.8 4.8 83.3
9 Concentration (ug/ml) 817.9 758.4 403.9 207.5 85.0 41.1 —
- Excretion rate (%) 21.6 18.2 10.3 8.9 8.2 5.5 72.7
I 3 Concentration (ug/ml) 514.0 746.4 376.1 281.3 159.0 38.1 —_—
Excretion rate (%) 22.6 11.9 10.1 6.2 7.5 6.9 65.2
Concentrati (ug/ml) 973.7 1110.9 517.3 302.4 155.4 43.5 .
Mean | “oncentration fug/mll | 45543 +621.0  £220.9  £107.0  +68.7 £6.9
*SD 23.7 18.6 11.7 6.8 7.2 5.7 73.7
Excretion rate (%) +2.9 +6.9 +2.6 +1.8 +1.2 1.1 | #9.1
4 Concentration (ug/ml) 712.2 704.6 471.5 129.0 166.1 81.1 —
Excretion rate (%) 10.7 17.6 19.3 8.9 14.2 14.2 84.9
5 Concentration (ug/ml) 260.8 549.8 422.1 411.1 404.7 159.4 —
Excretion rate (%) 4.5 6.3 3.6 2.1 13.9 22.3 52.7
1 6 Concentration (ug/ml) 153.2 246.2 273.8 305.6 105.9 50.1 —
Excretion rate (%) 23.0 12.8 8.2 4.9 5.3 6.1 60.3
Concentration (ug/ml) 375.4 500.2 389.1 281.9 225.6 96.9 o
Mean g +296.6  +233.2  £102.9 +142.5 +158.0  +56.3
£SD 12.7 12.2 10.4 5.3 11.1 14.2 66.0
Excretion rate (%) +9.4 +5.7 +8.1 +3.4 +5.1 +8.1 | +16.8
7 Concentration (ug/ml) 198.1 311.3 784.1 —_— 946.1 216.8 _—
Excretion rate (%) 13.9 8.8 13.2 15.1 13.0 64.1
8 Concentration (ug/ml) 113.5 235.7 275.8 123.8 276.6 136.8 —
Excretion rate (%) 5.0 7.5 6.8 2.9 7.3 18.3 47.9
9 Concentration (ug/ml) 323.2 491.6 423.0 386.7 228.1 89.9 —
1 Excretion rate (%) 6.2 11.0 4.1 6.4 8.9 12.8 49.4
10 Concentration (gg/ml) 300.5 769.6 594.7 594.0 558.8 110.7 —
Excretion rate (%) 9.2 14.6 8.1 4.2 7.0 9.8 52.9
. 233.8 452.1 519.4 368.2 502.4 138.6 —
Mean | CONCENtration (ug/mb 1 g6%g 493774 421904 +235.6  +329.8  +55.6
+3D 8.6 10.5 8.0 4.5 9.6 13.5 53.6
Excretion rate (%) £4.0 431  +38  +1.8  +38 435 | +7.3
(%)
18 Urinary  Urinary
(pg/mb) ] concentration excretion rate
2000 — O0—0O [ Group I
1000 E- — 60 o o—e Group II
. E o &— [ Grouplll
S C s
2 k3
% 100 g — 40 %
5 F =
S F &
e £
£ 0 420
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Fig. 5. Urinary excretion of FK037 in patients with renal dysfunction
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Table 5. Laboratory findings of before and after therapy

Case| Total BUN Cr GOT | GPT | ALP | T-Bil Ht Platelets WBC |Neutro | Eosino |P.T. act.
no. | dose(g) (mg/dl) | (mg/aD) | (LU | (LU | (LU | (mg/dD | (%) | (X10*/mm®) |(/mm?*)| (%) (%) (%)
1 28 B 9 0.4 18 8 164 0.3 31.0 34.0 11,000 94 0 76.3
A 16 0.4 13 7 184 0.3 29.0 36.4 5,100 55 4 67.0
2 7 B 24 1.2 164 192 1126 0.4 37.4 18.9 36,600 96 0 >100
A 15 0.5 58 96 555 0.4 37.7 25.3 7,100 73 3 95.8
3 56 B 19 0.4 15 13 166 0.3 36.3 16.5 5,200 56 5 >100
A 16 0.4 15 10 151 0.6 36.4 19.1 5,400 50 5 91.9
4 28 B 17 0.8 15 12 205 0.5 34.0 22.2 7,100 77 1 53.7
A 14 0.6 44 26 299 0.6 33.0 21.2 5,200 62 2 51.1
5 56 B 17 0.7 44 25 511 0.4 32.6 68.3 10,700 85 0 69.1
A 15 0.6 47 29 418 0.3 29.6 41.6 9,000 74 0 61.3
6 7 B 10 0.7 25 26 169 0.8 48.9 16.4 8,300 65 1 67.0
A 15 0.7 15 19 161 0.5 45.4 33.6 7,700 43 3 100
7 28 B 20 0.5 10 14 219 0.5 39.6 22.8 9,000 84 1 88.3
A 21 0.5 42 67 200 0.6 35.6 25.2 5,100 52 3 79.0
8 28 B 43 1.5 39 26 323 1.0 34.5 31.9 22,600 92 1 69.1
A 20 1.0 24 24 338 0.6 35.8 37.1 7,300 80 1 62.8
9 56 B 15 0.8 36 46 372 0.3 37.7 50.2 17,500 86 0 56.5
A 11 0.8 21 29 284 0.2 37.2 40.6 10,200 73 2 49.9
10 14 B 58 1.4 21 10 322 1.1 33.9 25.4 15,600 81 0 73.7
A 63 1.6 25 14 375 0.7 29.4 38.0 10,000 72 4 74.0
1 7 B 29 1.3 28 10 207 0.4 35.4 20.9 11,100 83 0 100
A 32 1.0 32 30 169 0.3 29.0 25.0 6,800 84 0 69.0
12 28 B 18 0.9 23 18 172 0.7 54.8 10.7 12,500 92 0 79.0
A 10 0.5 23 19 131 0.8 47.7 27.4 2,900 63 1 69.1
13 14 B 37 1.1 19 8 218 0.3 40.7 31.8 12,900 97 0 >100
A 27 0.7 19 16 189 0.7 40.1 25.6 6,300 93 0 >100
14 15 B 43 1.4 25 16 252 0.6 40.4 26.7 18,800 94 0 53.7
A 22 0.7 16 9 284 0.3 36.5 46.6 5,200 66 5 44.6
15 28 B 11 0.4 18 11 225 0.2 35.9 47 .4 13,700 82 0 >100
A 8 0.5 17 9 181 0.2 32.2 58.5 10,700 83 1 76.3
16 28 B 17 1.4 37 30 194 0.9 55.4 17.5 9,300 80 1 63.1
A 15 1.0 30 37 167 0.5 52.5 22.0 7,100 59 2 >100
17 14 B 25 0.9 142 53 434 0.3 38.6 17.1 12,000 86 0 88.3
A 28 0.8 117 71 422 0.5 40.8 22.5 8,400 73 0 46.6
18 14 B 12 0.6 20 15 413 0.3 34.2 33.3 7,100 71 0 91.9
A 22 0.6 13 26 248 0.2 31.2 34.9 8,700 73 0 61.9
19 28 B 36 1.1 82 24 203 0.3 39.1 10.4 6,500 84 0 85.0
A 24 0.9 21 22 174 0.5 36.1 14.5 9,400 92 0 48.9
2 7 B 26 1.0 21 18 93 0.5 42.8 18.1 9,100 84 2 91.9
A 21 0.9 23 30 89 0.4 41.1 17.7 7,400 79 1 91.9
21 28 B 16 1.2 56 40 257 0.9 43.2 15.5 12,100 89 0 100
A 6 0.7 27 30 186 0.4 38.5 19.1 5,200 63 6 95.8
29 28 B 13 0.9 33 20 161 0.2 41.4 16.8 4,900 80 0 91.9
A 16 0.8 21 23 187 0.4 41.0 28.7 4,600 65 4 95.8
23 14 B 12 0.4 13 18 251 0.3 29.9 48.3 12,900 87 2 85.0
A 13 0.4 8 13 257 0.3 27.4 49.6 14,300 92 4 78.0
2 56 B 36 0.9 20 12 375 0.5 33.9 14.5 3,900 71 4 65.0
A 27 0.6 24 21 364 0.8 36.2 17.9 7,400 77 3 69.1

B: Before treatment, A: After treatment
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BEFEOLDTH -7, Table 6. Dosage schedules of FK037 based on Dettli's
m. % = method in patients with renal dysfunction
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BIED 5 R ATE LIS, RS % 4 X TOR  (m/min parameter (0% dose el
FHEM L 0% ETH B T & & hKAIDF 2P 100 _ 000 1000 2
BHABTH 2 LELSN T2, S, BHEEE ALC pos pos 2
EBRFCEK0.5g xAMHEL, MTBEHEESL X 6 Coun 238 218 12
URFIENNEEZRET L1, ZDRER, BHEERTHE Crox 1,000 967 12
B BIHEV, T, B DER L AUC DBADESD AUC, Coin, Cowx 1,000 1,000 1
biie, 1 AHIRES 24 BRI & CORGBHEELL, A W s
BHALE T D T 2RI B > 7o EBH/IZEHY 4 o 1,000 869 I
WNIA—=F =51 Cer & f BLUCL total & DFHE AUC, Crin, Cax 1,000 1,000 27
W REFHBARAR SRR S, REIDENENHE X B AUC 468 348 12
BEEEEZECBLTLFEL L TZOBMEALC L > TX 30 g 1 080% 722 g
e e L AUC, Com Cowe 1,000 1,000 35
X7 x LRI LB ELHEDORWERITIEH 523, AUC 00 - "
FENIBHMBOERTHY, BRECEELET S " Con 56 35 12
BETIERER L, Bk - BEOZESLEL Conax 1,000 666 12
EzoN5, @Y, BREREEETE, BHORS AUC, G, Conr 100 1.000 47
BERY 3¢ hE, REMBLERS YL HE, B féUC 3;; 1‘15; }3
FUZOmEREAGDE L AECLVRESATL 10 o 1,000 193 12
%, FK037 DF-FHE 23T 5728, Dettli 590 AUC, Caim, Cex 1,000 1,000 75
FERCETE, REBBIURSHBEEH L2, AUC 318 114 12
Z DFER % Table 612, Cer 20ml/min ® & & DRK/E 5 Coin 32 12 12
BREBOMBIEEDY Iav—var- -h—T% Am%xﬁm 1$g Iﬁg &
Fig. 6 IR LTz, B85 X — 5 — 2 EH S 218, BgAs AUC o p -
DOEBCEEBRLZVWEEZONZ ST A—F —1 0 Con 27 6 12
BERABFCBILEIHFBRLOKRD SN % Crax 1,000 246 12
BERLY, BRERERE TOMEREER(S) 13 Fig. AUC, Coin, Cowa 1,000 1,000 1

2 ORAFERE AV, BEEBEZEEEIC Table 6 1R

(ug/ml) Ccr 20ml/min

Identical AUC
—————— Identical Cmin
........ Identical Cpax

——— Identical AUC, Cmin and Cpax

Normal subject (1g, every 12h)

Concentration

0 12 24 36 48 60 72 84 96 108 120
Time (h)

Fig. 6. Simulated plasma levels of FK037 calculated from the parameters obtained by Dettli’s method in a
patient with renal dysfunction (Ccr 20ml/min)
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BEEKE DI EWKEL>THAUC, ConB & U
Coax2—HEIE B EBTES, UL, ZOHEIR
BIRER EEMEEL Bbh, FIR0 L5t 7 2 2513
RSB W 0o, BEREERICT 2,
BERRE 2~41EEL, L IIMELXHET L2
Lk, BERACBO 2EABEBIGEMTES S
DEEZOND, ZDRAEXER LT FK037 OFERAE%L
Table 7W/RL, ZOFRGTRERELIEEDEE
KB BT 2HREMPERE Css(max), RIEMPEE
Css(min) B & U AUCy.,, DEXEbE TRL 2,

Fig. 71243 Cer 7340, 20 8 £ U5 ml/min DBREICB
b2y iav—yvar-h—7%Rx7,Dettli 5Dk
EHET B L, Con®—EIXT 5 RS HELEE, E
LIcHERBRLELRD oo, KEOELHOSHER SN,
EFIZBEORE, BAE, BLUEREIINT S
NMENEEEL T, RET DI LTk EH, SEEE
L7c &5 & MBI 5 Css(max) 1347 30~90 xg/ml
T, BERAK 2 gRERE L7z L & D Chax #9100
ug/ml AR THY, /2, Css(min) XBERATO

EEBRESEETHL1E 1 g 1H2MEEETODCss
(min) % LEI>TBYH, BEFHOESTHEE L LF
oz,

EBECH L TIZ1E0.5g % 48 BRI T&
B3 2HEBEZ NS, BEIOENEISLLEIR
HFThO, SE 4BEFEOENIC LD MPERE ITENE
HID 44.6% £ TR 2B 72, > TERBH RS
TEBICEBEMCL 2MTBEDET OERT L8
BHBERbhb,

EFENIERBELIFEDE 2BLETH S S. aur-
eus, S. pneumoniae, M. catarrhalis, H. influenzae,
P. aeruginosa DWW TR L THEOHTIEEE2HF
LT D, HRBFRGEECH LEENAFF S N

SEl, WRIBREGIE 24 Bl 5 LI ERIE, &R
461, Bz 18 B, fExh 16, BIKZRAEA 1 Flcek
DEMEILIS5.T% TH o712, BNTH o I DIz
B LR EBREE 1 FIOATHY, K, LR
iE, BHESEXROSIMEES L URERETERIEFE
BOZRBYE, 2T LEMTH> 7z, MEFEHNI
ITEERERES 11 Fd 9 FITHEIEK, BEEAINCIE 14
PR 12 R EKR L T B D, FENIHE RN b RIF %
RERLUI, ZEHCEAL T, SfERAIIEL{RD
Shy, BRREBEOERELH % 8FICTD 2035, v

Table 7. Dosage schedules and predicted plasma levels of FK037 in patients with various degrees of renal dysfunction
Cer Dose Infusion Interval T..8 CL total Css(max) | Css(min) AUC,-.,
(ml/min) (g) time (h) (h) (h) (ml/min) (ug/ml) (g/ml) (zg * h/ml)
100 1.0 1.0 12 2.13 118.4 57.4 0.9 281.6
1.0 1.0 12 3.40 74.2 64.1 4.3 449.0
60 1.0 1.0 24 3.40 74.2 60.9 0.3 224.5
0.5 1.0 12 3.40 74.2 32.1 2.1 224.5
1.0 1.0 12 4.84 52.2 71.3 9.9 639.0
40 1.0 1.0 24 4.84 52.2 64.0 1.5 319.5
0.5 1.0 12 4.84 52.2 35.6 5.0 319.5
1.0 1.0 12 6.14 41.1 77.9 15.8 810.6
30 1.0 1.0 24 6.14 41.1 66.7 3.3 405.3
0.5 1.0 12 6.14 41.1 38.9 7.9 405.3
1.0 1.0 12 8.39 30.1 89.6 26.9 1107.8
20 1.0 1.0 24 8.39 30.1 71.6 7.3 553.9
0.5 1.0 12 8.39 30.1 44.8 13.5 553.9
0.5 1.0 24 8.39 30.1 35.8 3.6 277.0
1.0 1.0 24 13.26 19.1 83.3 18.2 874.7
10 0.5 1.0 12 13.26 19.1 57.6 26.2 874.7
0.5 1.0 24 13.26 19.1 41.6 9.1 437 .4
5 0.5 1.0 24 18.66 13.5 48.6 15.9 615.7
0.5 1.0 48 18.66 13.5 37.7 4.6 (615.7)*
0 0.5 1.0 48 31.50 8.0 45.5 12.2 (1039.5)*
* AUCo-ss; Kz : 1.182(1/h), Vc: 8.648(1), a: 2.988(1/h)
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Clinical evaluation and pharmacology of FK037 in patients with renal dysfunction

Nobuki Aoki, Yoshimaru Usuda, Hiroko Yoshikawa, Yutaka Koda
and Tetsuya Takasawa
Department of Internal Medicine, Shinrakuen Hospital
1-27 Nishiariake-cho, Niigata 950-21, Japan

Nobuto Wakabayashi, Seiichi Hayashi and Isao Nitta
Department of Pharmacy, Shinrakuen Hospital

Yasuo Honma and Nobuko Kitamura
Department of Clinical Laboratory, Shinrakuen Hospital

We studied the pharmacokinetics of FK037, a newly developed cephalosporin antibiotic, in 12
patients with renal dysfunction.

The drug was injected intravenously at a dose of 0.5g by drip infusion for 60 minutes, and its
concentrations in the plasma and urine were determined by HPLC. The patients were classified
according to Ccr values into group I (50=Cr <70, n=3), group II (30=Ccr<50, n=3), group III (Ccr<
30, n=4) and group IV (uremic patients, n=2).

The plasma concentration of FK037 decreased more slowly in patients with severely impaired renal
function than in those with slight or moderate renal dysfunction. T,,, 8 of FK037 in the plasma were
3.80 hour in group I, 4.87 hour in group II, 8.15 hour in group III and 39.93 hour in group IV. With
hemodialysis (group IV), T,,, 8 was shortend to 3.54 hour. This demonstrated that FK037 had a good
dialytic property. The urinary excretion rates (0~24 hours) of FK037 were 73.7% in group I, 66.0%
in group II, and 53.8% in group I, showing a tendency toward a decline in relation to increasing
degrees of renal dysfunction.

The clinical efficacy and safety of FK037 were assessed in 24 patients with respiratory tract
infections. The clinical efficacies were excellent in 4, good in 18, poor in 1 and unknown in 1, with
an efficacy rate of 95.7%. No side effects were observed, and abnormal laboratory findings were
observed in 8 ; a neutropenia in 1, an elevation of GOT in 2, an elevation of GOT and GPT in 1, and
decline of prothronbin activity in 4.



