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AC-1370 nERARIRES & A NEHEE

BHFAL-BAR B-FAEH
(EES T

= =

AC-1370 Z 16BN EA L 2. FHIRSFREYEELIOP, FREGECUE 3 B, MBIERLE 2 B, Wik
B1BTh -7z, #5K130.5~ 2g/Bl% 1 ~ 2 B/ B OBEA SBEHE TIT - 12, IRHAEIIHE
RIETHRE D 1B ZBR21SBUSDWTT, ER 36 (FHIRSSREGEE 2 B, IREGYE 161),
A5 9B (FHIRIFRRILE 5 6, JREERILSE 2 6, BBRIE 2 6)), XRF% 16 (R FRYE),
#5h 2B (FHREFEREE) Tholz, ERREL AT LHEESNNE L 122 L2 EETILIE
BT A v, FENC L 2 EEZ LN B ERLENWERIZ &b - 72,

PR RPDFRIBEL 4B TL 57z, AC-1370 DAISHIRFPICHER E 1, FHVIRPBEH
Bohr, BHEEIIKT 2 & Rbdettdm L, npRERTABEL -, BFHEEKTH i
BETHDL L, REZSICLZMPBREFAIH > THWRPBEIREL 2, BRERTISE
KhdE, BOmPRESFGRL TLRPBEIHZ VE LS Lh o205, BRMICIITD EE

L b b BEHREEMIFRG L 72,
BRI AC-1370 5 &2 BEF L 72,

FF X

AC-1370 I3k D ZWR P RIFERT THIR X h, B &%
BRER CHR 2 N2 T A cephalosporin # T, 77 4
BEEY? L 77 ABEHEICHL TIREVWRNZ b L g )
D0, WIZ 77 AREREICH L THEVYRBENERT &
WHONTWwW2, BWERT in vitro DHEENES L3 b
% in vivo DHEHRBH LN T 3Y,

FLLTERRBLAT 5 BibED Kk E G # A
L, BRMR, SMER & 2 RaTT2 & & iz, &#IC
L2 poEF T - RebBEFBEL, AFH 0K
BlmLrEAEEsRAL 22,

I. ¥R H&E

1. EM#ERAE (Table 1)

BHISTE 4 AL 058 1 BoMic Skic AbL T
", MERRYE L ML CARL 721560 & 184 dGEAT
ETI DI » > b i % 47 L 22 1 Blic AC-1370
AL, BH 8, Lt 8Hl, Fmbii18~84k (°F
165 42%) , K& 128 ~59kg (1445 1kg) Th - 7z, fF
REIL 1E0.5~2.0g # 1 B 1 B (24850 = & B s)
2B (120B = 88) %85 ~605 TREL, HHN
iz 5 ~248 (E#13.78), EREIE 5 ~90g (FH#

28.4g) Tho12,

2. BEFRRRZE (Table 2, 3)

REBINEB, BIfER % & % A 5 126010, EBERYIC MK,
R & DFERELIT- 72, 4B2iC B 2 E&f#EI: BUN
(M ERFER)8~20mg/dl, CR(LE 7L 7F=>)
0.7~1.7mg/dl, Cer (RRHEZ7L 7F=> - 775>
Z) 70~130ml/min, S-GOT (Il % glutamine-oxalo-
acetic transaminase) 40 Karmen# {7 (K. U.) LI,
S-GPT (ifi # glutamic pyruvic transaminase) 35
Karmen#47 (K. U.) LI'F, ALP (fii%alkaline phospha-
tase) 3 ~13King-Armstrong {7 (K. A. U.), T. B. (it
BREYILEY) 0.2~1.0mg/dl, T. P. (mi5&L%EH)
6.0~8.0g/dl, y-GTP (y-glutamyl transpeptidase) 0
~40mU/ml, ChE (fiiE=2") > = 2 F 7—%) 0.75~1.1
4pH,

3. BARDROAITERME (Table 1)

Eh(excellent) : ()VEEE A & H 435 21 ERE O
HREBRERD BELKEY 272 L0, QEEERH
ThoTh, BREKDAELHEL A DLD, O
TURAIGERE D BN T AC-1370 IS B FE L Th b 2k Im K
Ly,

A (good) : I RIBE i % A BERSE R EE D F 1L
ALy,
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326 CHEMOTHERAPY DEC. 1984
Table 2 Laboratory findings before and after AC-1370 therapy
Case | Tou BUN | CR |S-GOT|S-GPT| ALP RBC Ht | WBC Platelet
No. &)e (mg/dl) | (mg/dD) | (K.U.) [ (K.U.) |(K.A.U.) | (X 10°/mm?) %) | ¢mm®) | (X 10*/mm?)
1 34 Before 14 09 21 13 55 447 435 8,800 174
After 19 0.8 20 16 53 464 42.5 7,600 19.1
2 28 Before 16 1.0 9 4 74
After 14 0.9 24 21 9.8 471 44.5 9,900 236
3 28 Before 25 1.2 13 3 9.1 420 38.0 9,800 17.6
After 11 0.7 29 12 8.1 385 35.0 5,900 319
4 90 Before 13 0.4 30 31 58 508 43.5 4,900 43.1
After 9 0.3 17 21 5.1 519 44.0 9,800 35.9
5 44 Before 70 2.2 61 32 483 43.0 18,800 28.1
After 12 0.5 37 24 6.3 303 295 5,100 224
6 20 Before 28 0.7 5§ 17 1.7 447 440 11,500 17.6
After 15 0.4 11 3 4.8 419 420 6,000 29.0
7 2 Before 10 03 12 8 51 350 35.0 | 24,100 25.2
After 14 0.1 4 12 35 303 28.0 7,100 16.2
8 30 Before 12 04 18 14 9.6 403 41.5 12,000 21.8
After 15 04 41 51 7.5 410 40.0 6,200 242
9 18 Before 12 0.5 26 14 4.6 314 33.0 11,300 146
After 18 0.7 24 12 8.0 246 26.5 12,900 18.6
10 40 Before 15 0.8 40 14 51 360 39.0 11,300 246
After 15 0.7 32 25 4.6 370 37.5 5,000 18.1
11 12 Before 15 0.6 18 13 3.6 348 36.0 8,000 17.8
After 21 0.7 15 10 3.6 369 35.0 4,100 22.1
12 7 Before 88 7.3 46 57 9.2 214 225 7,300 35.7
After 121 7.6 30 33 6.3 140 14.0 8,400
13 22 Before 12 0.6 19 10 4.7 410 39.0 9,100 11.3
After 10 0.6 12 7 5.2 390 37.0 4,900 19.0
14 27 Before 6 04 24 20 9.8 333 345 14,900 14.9
After 7 04 46 41 8.4 348 32.0 4,000 38.6
15 2 Before 11 0.7 148 184 36.9 406 37.0 5,200 326
After 9 0.6 35 39 23.1 366 36.0 4,300 294
16 5 Before 75 11.2 7 3 6.0 209 19.0 4,200 19
After 84 11.7 14 6 6.5 236 22.5 5,000 10.5

Laboratory reference range value:

BUN (urea nitrogen in serum) 8 ~ 20
(creatinine in serum) 0.7 ~ 1.7
GOT (glutamine-oxaloacetic transaminase in serum) <40
GPT (glutamic-pyruvic transaminase in serum) <35

ALP (alkaline phosphatase in serum) 3 ~ 13
RBC (erythrocyte) 350 ~ 590
WBC (leucocyte) 4,500 ~ 11,000
Platelet 15 ~ 40

CR
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Table 3 Serum and urine levels of AC-1370 in patients treated with AC-1370, and
laboratory findings of the patients

. . Urine level (ug/ml), urine volume
Date Serum level (ug/ml) at time after dosing | Serum (ml), and urinary excretion (mg)
Case |* of half- at time after dosing
No. |Dosage |thera- - s l(1hf§ Yo
124 ~ ~ ~4| ~ ~ ~
0| 1 3 5 7 | 24 o) 0|~2 61 ~8 | “hn
1gIV 8th (ug/ml) |1,620]4,200(9,130(6,800(2,620
6 [Gmin)| ©7 |14.0(110.0| 76.0| 43.0 | 31.0 3.2 |(ml) 75| 50| 60| 40| 32
q12h X | day (mg) 210| 548 272| 84|1,114
10 days
1gDI (ug/ml) | 97.0/4,330(1,230| 660| 352
10 (GOmin) 3B\ o | 730 320] 145 | 8.1 1.9 |(mi) 30| 158| 171| 184| 151
ql2h x | day (mg) 684| 210 121| 531,068
20 days
0.5glIV ”th (ug/ml) 2,105(1,148| 727| 452
11 (51'31‘1"; (lja; 1.2] 320/ 23.5| 17.0| 7.30 2.9 |(mi) 109| 93| 77| 83
?Zdays (mg) 234| 107| 56| 38| 435
BV (ug/ml)| 200| 600| 845 687| 587
16 (32’;‘]11") d‘ 95.0 [150.0 |140.0 [135.0 {130 | 92.0(47.0| 28 |(ml) 83| 86| 136| 115
q24h X | day (mg) 50| 73| 93| 68| 284
5 days
* [V, intravenous injection over 3 ~ § minutes
DI, intravenous injection over 30 ~ 60 minutes
q12h, Every 12 hours
q24h, Every 24 hours
** Laboratory findings
Case -
No. BUN CR Cer S-GOT | S-GPT | ALP TB. T.P. | ~+-GTP ChE
(mg/dl) | (mg/dl) | (ml/min) | (K.U) | (K.U.) | (K.AU) | (mg/dl) | (g/dl) | (mU/ml) | (4pH)
B 28 0.7 74.9 55 17 7.7 24 6.2 10 0.44
6 | D 12 0.4 11 3 48 1.0 5.8
A 15 0.3 10 3 4.8 1.2 5.6 5 0.29
B 15 0.8 40 14 5.1 0.7 5.7 29 0.34
10 | D 14 0.5 163.7 48 36 5.4 0.3
A 15 0.7 97.3 32 25 4.6 0.4 56 29 0.43
B 15 1.0 27 15 36 0.3 5.8 13 0.47
11 | D 21 0.6 82.2 17 10 36 0.2 5.6 17 0.52
A 21 0.7 15 10 36 0.4 59 25 0.56
B 75 11.2 7 3 6.0 0.6 5.7 9 0.45
16 | D 84 11.7 4.6
A 105 126 14 6 6.5 0.7 6.5
** Laboratory reference range value:
BUN 8§~ 20
CR 07~17
Cer  (endogenous creatinine clearance) 70 ~ 130
GOT <40
GPT <35
ALP 3~13

TB. (total bilirugin in serum) 0.2 ~ 1.0
TP. (serum total protein) 6.0 ~ 8.3
7-GTP (y-glutamyl transpeptidase) 0 ~ 40
ChE (cholinesterase) 0.75 ~ 1.1
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G H (fair) | BEFRERND—EH 2 VWIIBERES
AL D,

2 (poor): RERBNIE X% AT, BRERDOTED
SWiiBlbE AL,

4, M - RPBREDARE(Table 3)

AC-1370ic & 2i6%H, B E5HEI, E5®%1, 3,
5, 7, 24, 48FFfiDIRME~0, 0~2, 2~4, 4
~6, 6~ 8FFHIENIRKE &P 5V II—ET % 4 IE
BITATV, FRERL 721035 & RIZBIER £ T—70C TR EF
L7,

BRI SE | R R (BR) B REFRRARIC THERE T ¢
Z 712 & B bioassay TAT - 72, REH K. prneumo-
niae 1FO 3317, BIEIESHUIRZMEET 1 2 7 8230 (56HF),
BRERI, OFEFPRECRRELE(2>1L—7), KF
BEICI31/15 M ) > B a(pH 7.0)% A v TR L
72,

II. HRELUEE

¥ 52I2 Table 3 & * Fig.l2/R L 72, Table 1 i3 B&RAK
N F & &, Table 2 I3IEERTEDE L REMM, Table
33 PBERCRPIBEZ L 5 EFNEHRSEAV
133~ 5aEEE, D305 ~ 604 M SiFEsE,
ql2h, q24h [31285f = &, 24BERE S kS, BEBIE
B (RENC L BEBMBEICH725h0 %2R, BHoks
BRRICRIKZIRER L 72), AP, i, RPIBE, R
=, RPHEitE, WERKE (AC-1370 v, RPIBE
IKHBEBLIZTL TR EEZLNEY, BLIZTHY
LN VRERBENEL LR L2, EERE VIRICE
BEB->TB,) #xL7, Fig 113 1@ 1g#&%5HD
b EEHERS A B HERE (Cor TREB)ICE N EDH B = &
%KL T\ 5, Fig. 213 Fig. LIZ/R L 25BN R P E
EIRpHEME %2R L T3, Table 4 13 EHAER Dk5
EERL,

1. EFN#EB (Table 1~3)

EF 1 BBHIBOFIC DGR E 9 1T 72, 41FE L
)0 SEROMIR KB, ZMK, YRR X 2 ABTIARRD
IF T 7z, 5746 4 A 4 B37.8COREA, PRI HEE%
L TARE, B LIRMET, AC-1370FAL 72 & 2 A T#
L, MOMIKRLEEL 127, WHIREEII#AETH - 72,

FEG) 2 BRFIS1ER &0 MK, "FIEATFRHEL TH Y,
KR BYINA D » 72, STEZ A L) LMK, KA %
L7z TABE & L7z, AC-1370 21 H L 72 A7 Ew 7,
MENZE L 2HRIE N AELA L7228 LY, 7
ERHRDOATIZEE L wREE £ 2 L,

JER) 3 BEFIS04FE & ) RE LRI L VWb iE#EL T
Wiz, S5TH S A23H &£ 1) FeEK, WEIRIETE, IZMKAHERE L

Fig. 1 Serum levels of AC-1370 before and
after intravenous injection of lg in
patients of various degrees of renal
function treated with AC-1370 Ig
every 12 hours or every 24 hours

200 -

Cer 4.6ml/min

100 -

50 +

"-_E\ | Cer 74.9 ml/min
2
2
°
2 10 |
€
=
5 s
- Cer 163. 7ml/min
il
e A e L 1

or 3 s 7 24

Time after dosing(hr)

72728258 ABE L 72, AC-1370 A TRFICHEL 12,

JEB 4 © BEFI524 olivopontocerebellar atrophy
(OPCA)RAE, MERMBEMOIKIESH D, 558 & ) & TE
EHN,57TF5H6 B NHHRICERL cefazolin, linco-
mycin, gentamicin # B L 72»%EL T, 5HBEL
) AC-1370 # 5 L 72 & T AREL 12 &5 —HEE
fEL722ATL T2 S/ L 72,

ERS | 4 FRNCIRMERE L b, STE6A1H
L) RE, B, £5BEKPY), 67 HLNVREL
72 $ENR, PPIRAEE, BACKIEZ XL H D EETHH 1
i BT FERZ A ), AC-1370 5 TAEICHEL .

EBI6 BV L) BTEBEESY, BEMLDEA
HRDIKIEICH > 2579 H 2 B L D AKTIRE LY,
TCRUSFEE) L7, 9ASBAREL, LY T
CERTHEMER : Ei0—8icE 5 ), Pa0nfE
T, BAKKEEY & 572, AC-1370 # 5 cixEL, #58
HEICMFRRPOESNBEE L 572,

FEB) 7 BBAISSAES A LIETHRMmMALHEENL
orz, STHE9AISH & N Fe#h, MEKTZE2LIA
238 ARt L 72, Cefazolin 1 L 7= »°tkE-¢ ¢, AC-1370
TWEL 2,
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Fig.2 Urine levels and cumulative urinary excretion of AC-1370
before and after intravenous injection of Ig in patients of
various|degrees of renal function treated with AC-1370 Ig
every 12\/hours or every 24 hours

Case 10

Case 6

Case 16

Cer 163.7ml/min Cer 74.9ml/min Cer 4.6ml/min
r—, .‘I '
- ' '
10,000 - r 1 : 41,000 !
] 1 1
-J 1 -
[ - | it
I
. s
= ]
E 3 ' ' S
~ r= | ] °
2 ! , 1 5
3 : : : s
n >
% 5000} | ! : 0 2
2 i : H Z
- a
5 ) i i - 2
' 1 ) M =
: ! 1 < =
) | ! [} 1 El
| ' ! - 1 €
! : : i,_—;"‘*. ! 6
ok . P SR SN SR TR
0 2 4 6 8 0 2 4 6 8 02 4 6 8

Time after dosing(hr)

Table 4 Dosage change with renal dysfunction

Degree of renal function
(Cer, ml/min/1.48 m?) * Dosage
Cer > 60 05~2.0()|q 6~12(hr)
60 > Ccr> 30 05~20() | q 8~ 24 (h)
30 > Cer>10 05~1.0() | q12 ~ 48 (hr)
10 > Cer 0.3~1.0(g) | q24 ~ 72 (hr)

*q6 ~ 12 (h), Every 6 ~ 12 hours

fEB) 8 : BEAN534E L 1) olivopontocerebellar atrophy
(OPCA)THATHEE, SEEIEE, WTFHEH'H - 72, 5TF
9 R23BIFIRESE TARE L 72, PaOAKT, £ FMEIck
Who1:nTAC-1370 2 %5 L 72 LEL 72,

R 9 BHSEMREL D 20 £ FEDR, 565128
Wi & BBk T RE L 72,5748 5 A30E & 1 SEmEH Y,
WL 20 TAK, EBREmKESR %27, AC-1370
BERL e W $, MmoMEAMIcEEL CbkE
L%t ofz, ek & M L 85 L 72, AC-1370 fE A
RO e & AT AUSERB L 72 TTREME D & - 72

R0 BBRIST4E 9 B17H R#A, SEHRE, BREH U
B ROTBRE M- 2 BEOEEEH L2, 9 A20
HABEL, AC-1370 % #5 | 7z & 88 L 72, 20 H F3%5-
TRT & LBIR AR L T2y, 204 bIEFAIC

KL 72, AC-1370#5 5 BEOBRIc A - RPBES
L b~72, AC-1370 #5108 BiZ S-GOT nE&EE LA »*
Boths, FN%LIEO>OX10HBFERL, B3
HEH®N S-GOT RIEE TH » 72,

FEF1L  BEFAS2EE L ) TR, AR, EEH NS
R THEBEE T T, 5T 4 AI3HEEREAER %
Storigic ABEL 72, ABE108 BICR#, S8R, HERIE
AR, AC-1370 A L EL 72, %5128 BH#I20.5
g ERENMP - IRPIBEE L 572,

FEML2 | BBASAEICEIBT LK E 51T, BErrREK
gL Tz, STEI0AL168 & ) ABEHME, miR, %
#& N, amoxycillin 1.0g/ B X 14H &5 L 7225 FE 512
REET, ABIE, MEs k2, AC-1370 %54
L NELHIZKEL 72, BUN 88— 121, CR 7.3 — 7.6,
Ht 225—14.0 £ BILL T 555, KRN EICL DL
DENIIBETLICBRIEDMb -2 FBEEZ 5ND, X
B AC-1370 ¥ 5-BiDR B S. epidermidis L& L R
B e h o 72 DILRTIRED amoxycillin NFE & & 2
L, BRERBEOTEEMEIZ D,

EFI3 CIBASTET AL N EEBREEZ HSNBER
2 HHR L T 7z, BRBS 1k 726 sulfamethoxazole-tri-
methoprim #ARAA L T\ 272 9 B17HICRE - F#, @AM
R e L2 EH-hEEL, 57TEI2A 7T H
&N R#, KRS cephalexin 2.0g/H AR L 72 AL
EFT, AC-1370 #5112 & ) BaERICSHE L 72, ME¥H
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RETIIRRENE ) 128 H Enterococcus V& L »
BREINTELT, BRRENTEEIZ LW, BEER
TERANDEMRRESRARNH 5 Z L HHBEAL 72,

G MEEET, BRNZE% 51 T2, BBHI5T
8 A138 L N ®&, lincomycin1.0g/H %* 2 HEHAR
L7-hEsh, AEMERREIZAL » Thh - 72h%, BEE
»WEZ bz, AC-1370 AL TR&ERICHEL 2, 108
BiZ S-GOT, S-GPT »&E LA L 724%, 14BREFEAL
KTHABBICREE 5T,

FEMINS © 10FRTICIERE S & CRIEER/RAZIERBEINT
Wiz BBHISTEE12A 14 B BRI DX¥EE D72 H ABE L 72,
#, S-GOT, S-GPT&EFRIZH 7245, BiEIZ Lk
hofz, 58%F 1 A24B L )&, A LESEER, 8%
EERENDEHUEELrE2 72, BBETLH, EENL
T5EE*E2 AC-1370 2 AL 2 & Z A B EICHE
L7,

fFEFIL6 D I0FERIICEHEBE R bz, IBHISTETA
L NER, ERTRS ) MBGEFLELREIC K 720
TIHA3HEEIRE (W v F) 2ERL, Mg
BT AC-1370 1g/B # 5 BRFEAL /2. 8lfE
B, Mo Bag%EL 72, #H%5&&H (58H)
me - FRPBES L 57,

2. EEER%HFR(Table 1)

16617 5 HLAEHI1613 TRHIRETH - 72D THHIRHE &
DAL 7z, 156000 &% 36, Brh 9B, LXFR

165, Exh2HITH -7z, HEF TR EFRELAE105]
o2 B, 5BIER, 1BINRER, 2BIENTH -
12, Eh ERRB/HD IBNILLRT & ) IR E K
TBN, (EFEBEEDATIIBRRIED Z EHEELER
TH -7z, REBERYAE 3FF 160I3FR, 26I3BMT
Hotz, BERPEFE2HELEMTH - 72,

&l Emsh B, FRERF), LB SH - LEEIITER
FEBID L e 12 b FEZ B,

3. EIfEA(Table 1, 2)

BRIRAEK D S IIFFICEIER L ZEZ 5B L D3 e h -
2, Thbb, HERERS CHENS CELNETH,
BELEL L, BaEmL kb - 72,

M, R & DRE TIIERRBORRYPSEICE ) BE
fEixALNTzD, AC-137T0I2 L B £z b NAEARLYR
3 hehr -1z,

4. mRE, FKRBRE(Table 3, Fig. 1, 2)

1) MmA s

BHAETIC L ) M BREERTHASRIEL, FEMg
L7, BERIIAKEFGERNTSH > CLERE TR
FBHANERMEA A S bz, BEIEUADRERE
mrpgEHBOELII—ENBRITIA LN L 512,
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CLINICAL TRIALS AND PHARMACOKINETICS OF AC-1370

YosHIMARU Usupa, OsaMU SEKINE and NOBUKI AOKI
Shinrakuen Hospital

AC-1370 was administered to 16 cases (respiratory tract infections 10 cases; urinary tract infections 3
cases; biliary tract infections 2 cases). They received 0.5 ~ 2.0 g of AC-1370 by intravenous injection over a
period of 3 ~ 5 minutes or 30 ~ 60 minutes once or twice daily. One case was excluded from the evaluation
of clinical effect (Case 16 was prophylactic chemotherapy). Clinical effects of 15 cases were excellent in 3
cases (2 cases of respiratory tract infections, one case of urinary tract infection), good in 9 cases (5 cases of
respiratory tract infections, 2 cases of urinary tract infections, 2 cases of biliary tract infections), fair in one
case of respiratory tract infection, and poor in 2 cases of respiratory tract infections. Among 16 cases treated
with AC-1370, serious adverse reactions were not observed.

Serum and urine levels of AC-1370 were studied in 4 cases during the therapy with AC-1370. Elevation
of serum levels and prolongation of serum half-life of AC-1370 correlated with the degree of renal dysfunc-
tion. Urinary excretion of AC-1370 decreased in parallel with the degree of renal dysfunction. Dosage
modification of AC-1370 is necessary in patients with renal dysfunction.



