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Table 1 Clinical study of THR-221 treatment in surgical infections
Dose
N Age | BW Clinical diagnosis (gXtimes/day) Organism Clinical Adverse
1 sex (kg) (Underlying disease) Total dose ( s2g/ml, MIC:10°) effect effect
(g)
) 53 69.9 Infected abdominal wall fistula 1%x2 E. coli (0.2) Good N
M | %7 | (Appendicitis) 1 B. fragilis (6.25) o0 one
. K1 u Localised peritonitis 1X2 E. coli (0.05) Good .
F (Appendicitis) 7 B. fragilis (6.25) o0 one
33 Wound infection 1X2 E. cloacae (>100)
3 53 L ) Fair None
F (Panperitonitis) 16 E. faecalis ( >100)
73 Subphrenic abscess 1X2
4 55 P. ]
M (Gastric cancer) 2 aeruginosa (100) Poor None
5 69 49 Pneumonia 1X2 s (N.T) P N
M (Pancreas cancer) 14 - aureus AR T oor one
. . E. cloacae (400)
55 Wound infection 1X2
6 54 E. faecalis ( >400) Fair None
F (Osteosarcoma) 14 ]
P. aeruginosa ( >400)
N.T.: Not tested
Table 2 Postoperative administration of THR-221 after gastrectomy
Dose
N Age BW Clinical diagnosis (gXtimes/day) Postoperative Adverse
0.
Sex (kg) (Operation) Total dose infection effect
(g)
58 Gastric cancer 1X2 :
7 65.4 Liver abscess None
M (Subtotal gastrectomy) 12
61 Gastric cancer 1X2
8 61.0 None None
M (Total gastrectomy) 11
43 Gastri 1X2
9 66.0 astric cancer None None
M (Total gastrectomy) 18
71 Gastri 1x2
10 38.5 astric cancer None None
F (Subtotal gastrectomy) 15
54 Gastri 1X2
11 58.0 astric cancer None None
M (Subtotal gastrectomy) 15
54 Gastri 1X2
12 50.0 astric cancer None None
M (Total gastrectomy) 15
61 Gastri 1X2
13 67.0 astric cancer None None
M (Subtotal gastrectomy) 21
38 Gastri 1X2
14 49.0 astric cancer None None
F (Total gastrectomy) 16




772 CHEMOTHERAPY OCT. 1988

REDIEGITH Y, RELIREISRKE 4 HINREH L 720

WEIBBE L MM L, BRMRIFHEHEL. F
Wik DIRE PRI TE D RE XTI E. coli B & U B. fragilis
MRS SN,

FEB 3: B3R M, MM/ ILIC & BILSETEIUNR
RIZE D, NEHESTIERB X WA F L -2 % iy
L7-EBITH Y, Wik CMZ IS % RIFT Wiz, #ifkS
BE&L)AIBRAEDON72HK MK L, TOB,
CMX % 5 HMfER L 28 Rash b, FAY I
BKEL7, R, HIMERY S SFFHE LA L h OHER
DA B L URIDMEIROERA AR Stz z0, RPRHELY
EHC L, WIRETIXE. cloacae B & U E. faecalis &
0 S. wameni ~DOELNRAFRDH NI,

FEBY 4 : 73853 M CHERSEM FATOBEAE % 4 3 H4EGIT
HhH, BHDL-OH WL &L UIREHIR % i1y, #ifk
IZEEREIRIR TR % 320 72 7o KK 2 128 M{ER L 72,
FHIFEHE O BRIEKROK BN ALY, BEHEHEL
720 REH L P aeruginosa THIHEFWERIZAETH
YA

FEBI 5 : 69K 5 1 CHESASAA (xF L RSH+ 18 v bR
RERITLIERI TH D, MkMigiIiL, CTM,
TOB A L7 BN D - DEFIXGIZEBE L1, £
DESREBIIFRL, BRERKOUEIALNLH o7
7oOBME L7co FL— 2L Y S aureus 2558
SNHEFHIHRISETH -7,

fEG 6. ARER(BRE)D-OBERL%, 8K
BRERL, BURY X558 NDLMNTH D, Filrhl
A4, %5 LT/ ABPC, CP iDL HIMT L,
TR GICEE L7z, 5 MG%I108 B IZfEMEm % 32
O1-DT, RLAEMEHE L. MEEHDRIIFAET
Hot,

BREMBIZAF XS L2860 b 16, EFH7T
IR BRAEE A A SN Y, KFIFLE 6 kI CAZI
H2gIlKE L, —B2L7oH%125% B & ) BEASH
CHBLL, BHBEEREICL ) FAEN3.5X2.5%
3.0cm DIFRE LB SN, BREIIAHETH 720
e 7 B AR BAE L5200 & Az 5 72 (Table 2),

FHICERTIEWEREZEZONDE - hEFFR A
HERS L 4BI2fllBd ok oz, BIRRARE
DEENE, 13BNV TERIX S /T2 KA M E mEKE,
NEZOY L fE, M/KE, s-GOT, s-GPT, Al-P,
LDH, £ WK, BUN, 2L 7F=>, NadBLlf
K D12 B # € L7z, EFII20 s-GOT, s-GPT, Al-
PURESHEREL R LV FHRBIIHRTLILNEE
Aoh7, ARG ICHETHEEZ LN EEHEIZE
BN 57 (Table 3),

2. MEBMR BT

Witk 3 A MBS PR U R B & RS THR-
21IMEDRERFMEILE Fig. 1ITR L7

R M % 1 B B130~476(F9215.8)ml, 2 H
B12~120(¥1449.9)ml, 3 B B4~140(F1433.3)m! &
AT B AH T, THR-221DBUHPiRIE L,
Witk 1 0 BIZED 8 FBR\ 72 7 BITIX7.5~21.2(8y
16.4) ug/ml ThHh, EGI8 TIAHHEKZL D 485M3C
DBRAEAGRINT &3, #itk 4 BEM & 1) 24854 £ CI2IREL
L7-REDOMEMIZ12.6 ug/ml THo7:, 2HE, 3
HEI8BITENENIT.0~22.7(F1919.9) ug/ml,
13.7~31.5(:F#22.4) ug/ml Th Y, BWEARLES
DEK|ORIE LA K2R DHIHA SN,

I = 3

THR-22LI34F M - MAMD Y 7 LR B LU Y 5
LEEMEICH LTLVHEANRY PV EFTHAE 7L L
FHEYRTH ), HEERREOFZVHEEA, BHiC
THALRR FA (B E T 5 BRAEY OIEMRICBIEHH D 6D
tEZOND, 50, F4IIERO—KHLBNHEL
B AERB LR T 5701, FEOKRNEESFHE
N—2 & LTHEAR R PIRE T 8 10 B YIRA %I
BWTHIEL, 7, 6FIONHNREAE KRS L,
ZOBRKRIIRERET L7,

#itk 3 BMOREARLEPOXROBIEL, £18,
2H, 3HEBEIhEFNFHETI6.4, 19.9, 22.4 pg/ml
EREBMICHYT AR ALN, ERODMEIRELD
B LAHENRKPEERICETDEDOTH -5
F 4 ORFFETIE, BEMREHTERIREIIERND
mAEEE EOHMERTEENELATEY®, @
PRI 5M LT 2 ARFTIRRVEFD
FHEAIBEAREAFORBRELRLI-bDEELOLN
bo F7:, BEMREH PRI HRICHYET A
AN, COBEMERTERMIAEV, KFIDER
FEZBLTHHICOPBRENERAMN#HEIZO 6T
B5Y, BEBRR LD REATR#E L ORFIC
DWTIRBALHTIE 2V,

BRMIRET T2, AR26), AR 2H, EH2H
Tholo ARITH 721 L U2 TRABEDH
KnALN, MEEMICOERD LIS, L2L,
PRER, bLIIEDTH-EMI, 4, 6 TRY
B %23 5 THR-2210) MIC 813100 peg/ml B L EH
{, BRHR BONEh ot EXOND, ZOEN
&, Enterococcus, Enterobacter, Pseudomonas B2 L 5%
BAE T AR OBAIIREEZETHTHS ). &
FIRE IS BEMER & L C REBRREMBRE RZHON



73

CHEMOTHERAPY

voL. 36 S-§

. juaujea) LW.:< N < jusujearny MET_=Q | juauwleat WLO.«Um N m
Sy L1681 8'0 S'g z0 0£2 91 SI Sl 192 101 006¢ v o
Sy I 80 z'el 80 002 €51 9 1 661 10T 00€9 d
s 0°Ge1 't PN L0 9¢2 LSy 92 L1 9°L6 76 00v¥1 v ol
8'¥ 9 T¥1 2’1 A | 70 €81 02¢€ St 1 (343 6°¢l 0089 g
S¥ 07281 01 9.1 €0 857 89¥ 99 v 29 6°01 00£2 v -
I's 9°0¥1 €1 6°02 L0 vl 921 9 6 681 S'el 0062 q
s 9281 01 LTl L0 26 867 55 2 255 6°€l 008L Vo
¥ FAR 2 I'1 €6 v0 22z 92¢ 91 21 208 gel 00L8 g
vy 9 9¢1 8°0 611 $°0 92 602 01 1 vz 011 00L1T v or
AS 4 €Vl 80 021 €0 e 961 01 L LG8 L'6 0065 q
8¢ 6°0¥L 01 9°12 Lo vzz 081 ¢4 3 43 Lol 00€9 v
'y 6 T¥1 6°0 1821 V0 €52 8S1 6 21 061 18821 00£9 g ®
8y L Vel 80 8 11 €0 62¢ 619 b 22 9°¥¢ 9'6 00Z¥ v
9y rAl A2 'l Lat ) 21z 0¥z L 11 292 Pl 005V g ?
V'S 6°8El 't 89 90 €62 19¢ F4Z €2 899 el 00LL v
6¥ FAdA Ll 't 6°¢€l 50 vz 022 91 91 G 6 2vl 00€8 g
Ve 1°g€1 9°0 2°s¢ 9'0 vy 158 61 82 €L 811 00¥2 v
L'E 981 9°0 16 €0 615 92 12 9 Z'1 L8 008L g’
9°¢ S¥ET 80 1’6 Z'1 L1z 158 81 91 80 S'L 00%9 v
'y g egl 80 812 L0 0Ll €2 6 21 v1e 88 00501 g °
vy 0¥l Z'1 L2z v'0 692 181 1 61 8°2L S 11 006 v,
vy v 681 Z'1 £°01 v 831 8¥2 ¢ LT 995 1°01 00201 g
Al L L81 80 96 €1 162 292 oy I3 6°GE 71l 00¥11 v ¢
'y € ¥El 9°0 LSt e 662 60€ 68 144 4 LTl 00L11 q
'y 9 191 6°0 ) €0 812 el 9 8 9°92 v°S1 00211 a .
- - - - - - - - - - - 00€81 g
0°S 3448 'l 891 50 €z LET Ig €1 6°€2 gel 0015 N r
0°'S 0°2¥1 €1 091 90 022 42t 91 01 861 Syl 00L¥ g
G ¥~8°€| SYI~0¥I MHH M.mw 12~ 8 £1~v0 | O¥E~S8T | 00§~021 9e~ ¥ 92~ L ge~Sl1 Mmumvmﬂw 0002 ~00S% _”NH”A
(1/bgw) | (1/bam) (1p/3uw) (1p/3w) (1p/8w) (/nn (vnn (/0D (vnD | (uu/,orx) (1p/3) (;urury) o
31 eN 11D NNd ng-1 Ha1 d-1v 1dD-S 109-S sp[aeld qH ogm
juauneasl [zz-YyHUL jo sSuipuyy Kiojeroqe] ¢ I[qel



774 CHEMOTHERAPY OCT. 1988
Fig. 1 Excretion of THR-221 into peritoneal exudate after gastrectomy
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PENETRATION OF THR-221 INTO INTRAPERITONEAL EXUDATE AND CLINICAL
EVALUATION OF THR-221 IN SURGICAL INFECTIONS

SHIGEHIRO KIKUYAMA, NAOKI AIKAWA, TAKAYUKI TAKAHASHI and KYuYA ISHIBIKI
Department of Surgery, School of Medicine, Keio University, Tokyo

We evaluated the clinical effect of THR-221 in 6 patients with surgical infections and in 8 patients after gastrectomy.
The concentration of THR-221 in postoperative intraperinoteal exudate was also determined. THR-221 was administered
in a dose of 1 g b.i.d. by i.v. drip.

The response of patients with surgical infection was good in 2 cases, including infected abdominal wall fistula and
localized peritonitis, fair in 2 cases of wound infections and poor in 2 cases, including subphrenic abscess and pneumonia.
Liver abscess was observed in 1 patient covered with THR-221 for 7 days after gastrectomy. No adverse effects directly
attributable to THR-221 were detected.

The mean concentration of THR-221 in postoperative intraperitoneal exudate was 16.4 pg/ml, 19.9 xg/ml, 22.4 ng/ml

at 1, 2 and 3 days after gastrectomy, namely, was high and even tended to increase.



