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Hapk-2=2 v v T-1220 OAEIHIRGYE IC 3T % BRRHIRRET

AGIAT - MB)IER « BR 1« EE—R
BSRBARFERFEMNBFERE

HFUW -5 02 s fiEMBEE UTHRFE I N T-
12201 ABPC FHEAD 1 DT, &7 rBUE»H 75
AEYEEIC DT B EIEE 2R U, & 1T Kiebsiella,
Proteus, Pseudomonas, Serratia 75 ¥ D GNR izf U Tid,
CBPC, SBPC k& h <t 4 2 EDERM
IKEDH LN TWAYD, F1, BEKMNICIIIERARST
BERFTH Y, MBEEAFEEMEL, ERTHRE
%5 T VEREIERMIGEIMEVWEEALNS
CEDRRRTH B,

bhvbndBIEETE () X x50 12 T-
1220 % —ME(LARSRMAER O & 75 BRYYE D5 1T
AU, BEDER, BHERICOWTORE®1T/2->12DT
W]ET 5o

I.#% 5 F &

WFI614E 5 B & b A4 12 A 3 CleBIGSH B AR
NBHZABEUTSERIR, X OFHExERE T4
YeiZB A & o D BERYMEANRE LIz, 2HBFT9
~TTRICO T AERTH 5,0

T-1220 #H5EIIRATE, 8, 12g/H &L, /MR
Tid 40mg/kg/H & U1, #5HIZ1g % 50ml DA
BKE 1213 5 BREWR ISR, 9303 T ATERIET 5
CERBEAE U, MNRO1FITIZ1H 2 @OHEL L
120 PRERIZERE 2N THE L, GM, DKB, CLDM
2 E b MBI U TR LT,

AFIH 5B 3 H LLPICRYYE 1IC383 2 B BT
RowEaIniz b DEFR) (good), Z h Ll LOWR%
BEU ORPLFR (fain), ERORE S 1IIMEL
12 b DEES) (poor) EHIFEUT,

LFEFIT OV TBRYYEDRKEDORBEXT5 L & b
1T, RKgIL, TSR, BEREOZE), £&3k RN
7 UX —SEROFEALBE LI

O. BB K B #&

R E U 12ERIZ T N CEENRINBYLE I8 S
55D Th% (Table 1), EBHKELERL T, BYYE
EUTHEEL, ZhZFNITE 3 KFORENRY» 5
&, BumfE 3 Bl £BER), Mk b E AL A
o oS, FRIRAICEMAE % 8- 72 2 BITI3E %, S
Z1BIThH- 17, RBEEBITHFKT 2 RFBAIZ 2 5T,
A%, D% 1B, YRGS FEE TI3E%).

POHEDE 1B TH - 12, BYERRRD 1 HIIEE), H
TR, BYEEANL 1 B o T & HICERREIRIZER
WoNLhoTz, TNEDIERNETEDLE, HRHTH

(58.4%), ©HY, EHIzhEFnl, 4B TEE
58] (41.6%) &7g- 1z (Table 2),

BRE EE AL NAHMBELIEES N fE B 12 Bl
108 Tdh %555, 64Hlix GNR DREARYY, 2 #liz GNR
1 EOBMmYL, GNR & GPC OE4 @Y, GNR &
BSEROBESBRE 1 Th- 12, BAEEEET S
& Klebsiella 5 #&, E. coli 4 ¥%, Enterobacter 3 %, Pseudom-
onas aerug. 2 ¥R, Pseudomonas (not aeruginosa) 2 ¥ G, %
DA, Proteus, Serratia 75 ¥ 13 & 1K Th o120 ThHD
BIRDIEFIRZED 5 5, T-1220 & BI#RH & HiED
INTW3 CBPC it N4 AMZMA T 1 A2 HETHS
&, CBPC Tt #: #k 13 17 #keb 13 8k (76.5%) 1c2 L 12
5, KFIDERER LI3—BU T v, PHAERIOE
BYHIRICEST 2 C i3t FH L v A5, GNR ik
BEMEEHITH A7 GM 721X DKB ZBHE LIz b
DIF12BFIBITH 5. ¢ D SOPAER I 3
EREOBRZY: bERDR E—HT5 LB L T &
t ¥ 7z (Table 3),

FEBGORWER 2R L TA % &, NKFR T2
BUCEREL A 5 Nz, HEB 5 TIRAKIREML b mye-
loproliferative disorder HEIELTH b, M 12 Tl
RifiEic & % leukemoid reaction & A 54, AHIHEY
BaET U, sk, shock FERDHE & & DICER
{EUT WA, LRS- T, D2 FDMmMEFTROREIX
FEG EBBHED L D EELLNS, [FEIEFETIX
7 BPNTHFREEDSEBY 5 T ds, BB BT ICH 5 12
W, §CICHFREEAME-> TW5 3D (ERI2, 3, 6,
7, 10, 11), BfHick 2HFEE GEA1) LHKah,
WIEN b ARG ORE L IIEA L NZ - 1

B AETE T3 2 BIIC creatinine, BUN D R 21z
5, SEB 7 TR EERE IO > FFBERE, i
BI11 TR OARLICHERTAERALICE S DT, &
Fi G L h BEREOREYHS5DLU T3 LBRTA
%o Fiz, DMERIRICNT 2 AKFEORE I,
REEER, LDICBEBY LN o1, 8B OREFT
7 voL ¥ —fERIH B3, RKSIMAD eosinophilia
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Table 1 Surgical infections and T-1220
Case Diagnosis a;g%o %ﬁgﬁf{és Organism (sensitivity) Effect
LM.T. | Infected burn | 1 oo /q Pus T 1220
9yrs. M. | wound im x9d None Acinetobacter(GM(JrH) )—> Acinetobacter (GM(+) ) poor
30k (45% BSA) (9.02) CBPC(—) CBPC(—)
g 4 Staph. epid. (ABPC, GM(4))\Staph.epid.(ABPC,GM(+)
: GM, 160 | Pus T-1220
2.8.H. | Multipe 808/, me/dyim | Rtz CBEC, GM(y)) L. (Eani| CBPGABRC(-)
45yrs. M, | '1Ver abScess ivx23d CLDM- || PeptococcusCt ABPC(H)GM(+)) \Kleb. \CBPC,ABPC(—)| good
S0k (post ) (184g) phos. || E. coli(CBPC, ABPC(—))
£ 1t. hepatectomy 1. 2g/d.div|\Kleb. (CBPC, ABPC(—))
BT L. |, 6. 02/d. Bile  T-1220
62yrs. M. it div x 21d None unknown —~ [ Klebsiella(GM, CBPC(—)) good
oTkg | Colecystitis (126 (B SPC e
4.M.M. | Medjastinitis 6.02/d, DKB. 400
38yrs. M. | (perforation div x9d T .. | unknown good
£ h (542) mg/d., div
65kg of esophagus 54g
ti Sputum T-1220
5.K.K. | Postoperative | 1o0/d,  GM,, sp0 |[Prot. mirab(ABEC, |
50yrs. M. & rt. pyothorax i(VX].%d mg/d., iv %BP?,( é}li\/l/l((—)))—9(Prot.m?gb.lvgé\B)PXﬁ%%Pg,GPl\(/I:g~) poor
* 180g " . coli H E. coli + , CBPC(—)
41.5kg | (esophagus Ca.) ABPC, CBPC(—))
i T—1220
6.Y.O. | Multiple
I I 6.0g/d., GM Bile 4
5lyrs. M, | Liver abscess twocsd” OM 820 bt GMUOCBPC(— ))——»Pseud (GM(HD) fair
mg/d., iv
71k (post ) (482) 8/ds Enterobacter(GM(H) ABPC, CBPC(—))
g rt. hepatectomy CBPC(—))
Septicemia Blood T-1220
28 I. KM ChI())]angitis ?vggz/gd, DKB, 1, 200 gs aerug.(GM(#)CBPC(—))—¥ ,negative ool
yrs. M. ! ,
(metasta'_ﬂc Ca-) (132g) ™&/ds IV} Y pe” horug (GM(HDCBPC(—)\—>unknown
40kg of the liver Pseud.*  \GM, CBPC(—)
. . T-1220
8. S.A. | Septicemia 12¢/d, GM, 160 | Bloo d -
57yrs. M. | [post ope ivx 5d. mg/d., iv Klebsiella(GM(#)ABPC(—)) >negative good
esophageal (602) g/d. Enterobacter(CM(+H)ABPC(—))
64kg diverticulum Citrobacter(GM(#)ABPC(—))
Pneumonia
9.K.T. Sputum T-1220
esophago- 8.0g/d, Ps. aerug. (CBPC(+))
68yrs. M. | | bronchial ivx10d. None - v . poor
fistula (802) Kleb. (CBPC(—)) > died
66kg Bacteraemia(?) E. coli (CBPC(H#))
. T-1220
?
10. U. I. | Bacteraemia(?) 12¢/d, GM, 160 | Blood i
77yrs. M. | [post PTCD ivx7d. "1 s | arterial blood good
16k primary Ca. (84g) mg/d, iv | Joro s blood )negatwe— ~ > unknown
g of the liver
Cholangitis . Bile T-1220
11.M. K. Bacterage miaC?) | 68/d iv GM, g0 | Klebsiella (CBPCC-IGM(+))
72yrs. M. ' x 2d. d. i Enterobacter (CBPC(—)GM(+))\ died poor
(choledocho-) (12g) mg/d, iV | Blood o :
70kg lithiasis negative (heart failure)
Septicemia . DKB, 100
12.K. 1. Pepr)itonitis 6g/d, iv mg/d, im 11220
61yrs. M. x29d ! Blood | good
64ke (post-gast-) (174g) GM 160 | Serratic (KM, GM, CBPC(#))—>negative
rectomy mg/d., iv

*Pseudomonas not aeruginosa
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Table 2 Clinical effect of T-1220 to surgical infections (1)

Clinical effect

Fig. 1 Clinical effect of T-1220
to surgical infections(3)

Surgical infection | Case No. Total Duration
Good [ Fair ‘ Poor 30r o S mood
days . fg 0
air
Septicemia (7,8,12) 3 3 ® poor
Bacteraemia(?) (10,11) 1 2 ol 8
Mediastinitis (4,5) 1 1 2
Pneumonia @ 1 1 °
Multiple liver abscess | (2,6) 1 1 2
Acute cholecystitis 3 1 1 0r, Q
Infected burn wound | (1) 1 1 f,’
7 cases | 1 case |4 cases |12 cases . ® )
(58.4%)| (8.3%)|(33.3%) Daily dosis 1 6 12 g/day
No. of cases (1) (6) (3)
Table 3 Clinical effect of T-1220 to surgical infections (2)
Surgical Case Organism Combined Sensitivity (disc) Clinical
infection No. antibiotics ABPC | CBPC GM effect
Septicemia Ps. aerug. DKB (=) | (= | O Good
8 | Ps. (not aerug.) GD) (- D)
Klebsiella -> - €1}
Enterobacter GM (=) - (€11D) Good
Citrobacter (&) - €iD)
12 | Serratia GM D) CONINCD) Good
Bacteraemia (2) 11 | Klebsiella GM =) | = | &b Poor
Enterobacter D) ) €D)
Mediastinitis 5 | Proteus mirab. GM D) SD) CD) Poor
E. coli (D) () €1
Pneumonia 9 | Ps. aerug. — D) +) €] Poor
Klebsiella =] (= | G4
E. coli D | D | i
Multiple liver 2 | Rettgerella | (i) | b
abscess E. coli GM CD) - (CD) Good
Klebsiella CLDM CRECNNCS) ’
Peptococcus # - +
6 | Ps.(not aerug.) GM (= | (= | G .
Enterobacter (=) | = | | Far
Acute 3 | Klebsiella — (CD) CD) (&)
cholecystitis E. coli €D) (4 €l'D) Good
Infected burn 1 | Acinetobacter — - - €] P
wound Staph. epid. D - €iD) oot
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Fig. 2 Case 7 LK. 58yrs. M. Septicemia and Cholangitis (Metastatic ca. of liver)
Date 6/1 10 20 7/1 10 20 8/1 10 20 9/1
Ope.
BT. 39°C} PTC drainage !
ol /\"/\/\/\ AV, M
o N/
37 .AﬁJﬂA.AN V vﬂv LEL AR S | v VNV
36 |-
CEZ 2 giv. ABPC 2g, CET 4g, iv. ~ GMB80mgim. GM160mg,i.m. DKB 1.2 dii.v.
Chemotherapy = iv.  po' T LCM 1.2g,im. SBPC 10g, i.v. " SBPC20g,i.v. , T-1220 6,g,i.v.
. ¥ 1 & 1L 1 1 1
(dose/day) = " "CER 1.5g po 1
—_
WBC 7700 7200 7300 9400 9100 11500 10800 11200 10000 12400 15800 15100 13400
Hb (g/dl) 12.1 11.0 10.9 7.9 8.0 13.3 12,0 105  11.1 8.7 142 14.2 10.7
Plats (X10*) 32.8 41.5 34.9 55.2 54.2 27.9 27.7 649 58.3 42.9  35.6 19.4 16.3
TP (g/dl) 6.6 6.0 5.3 5.1 4.8 5.3 5.5 5.7 6.6 4.8 5.5 5.3 4.3
ZTT (Mac.V) 4.2 3.5 3.0 3.6 5.0 7.8 6.2 7.8 6.4 2.9 3.6 3.0 3.2
TB (mg/dl) 37.8 21.5 14.0 6.5 4.7 7.6 8.8 9.1 8.2 5.0 5.7 4.8 3.9
GOT (K.U) 31 37 35 33 25 21 35 31 36 42 34 42 26
GPT (K.U) 13 14 22 17 11 10 12 15 14 20 19 17 28
LDH (W.U) 418 325 384 319 398 488 457 275 392 1128 1330 1098 723
ALP (K.A.U) {409 25.9 21.2 46.9 38.2  38.9 80.0  49.5  37.2 225 27.7 47.3 23.9
BUN (mg/dl) 0.3 15.9 12.6 3.8 7.4 85 10.9 5.0 8.2 16.3  27.2 28.5 47.3
Creatini:e(mg/dl) 0.9 0.8 0.9 0.8 0.8 0.5 0.5 0.3 0.6 2.8 4.4 4139
AG - 0.9 0.64 = = 0.8 0.5 — 0.56 ~0.56 0.56 0.56
a, -G (%) - 14.9 9.8 — - 14.9 19.7 20.5 — 21.7 25.5 24.6
- = we G wE B2 o= 0w
Bact = & =2 55 3 g g & g
: 3 3 3 i ® A2 mmEyy &
exam, 2 2 > £33 ¢ S £8s88 =
A g R e SRR Po
Z Z H AR ¥ Rizz= SExRN P
By o ! RSN =Y SRR T [IBZER ~
(= Pseudomonas N 38 o- = % 3823 3 % 3 Ik P
not aeruginosa) N NI w m TS558 RaAa®¥® H]
® A% 2 0 053090 =S
p 220 T 98 5 28320 3
o BB § g2 § 2gsizg G
= TF = - ™ FOFT
T iz > 3 ~0z-¢
- o [2Ke) CEFZO
2 B8 3 23 gRE=
] 3 S& a 1o Qax»0
o A R QETav
< a0=x o (@] m—~"T
Q m | 9} o wl On
=1 oo~ - - 2aA
£ == Q = T eg
TolL g L - 31
b 4

LFAE LU s h>» 12 (Table 4),
. ARYEGINERRKRIEE

BuffiE < 5= 7 (Fig. 2), HERBF MK 12FTH
FREES % X 12 UTER) T, RIEFHAGED 2 FRIE
RV =Rl o 128, REDEEEL, BT, R
HIE TSRS A B T T2hS, #i54KT 40 BT Psen-
domonas (aeruginosa) T X % RUMAE & 75 - 12, T-1220,
DKB #5ick bifirhk b DML, BEERBED S
NOT, BERMRIEDHEHELUIL, 205K, FEE
DHERITE DT LT, FEH 8 (Fig. 3), ABEMEDI:
D OBAMFENRICHELY X 12U, Mk X b Klebsiela,
Enterobacter, Citrobacter 3FE(D GNR % 43t Uiz, AB)
izid T-1220 12g/H, GM 160mg/H #BiHL, R
w8205, HAUREFELOHBENERERRE U TEbNT
EBHTH 5, fEH12 (Fig. 4, BEHEOBRERED
5 IR R A &34, T-1220 6 g/H,DKB 200mg/ H
BEx1T - 1255, BEE kRS shock IREE &7z b, ik
X b Serratia SYBEU T, T DA X b BEAIZEHKIA GM
160 mg/HICEREL, HKEROWE, Mk b D Ser-
ratia PRAHTHY, ARIOHEKNRELBD ., Z0

#OFEEE IVH Oz EEAHPEL TV B,

fERa 2 < ER 4 (Fig 5), B8R UIsBREIREINIC
FRELTIDFRE, HMRES, ERRTREY YL,
X (Fig. 6) kb, Iu DABEAAXITHLL
FEBMTdh 5o AHl6g/H, DKB 400mg/H #5ick b
AL FEEETIHER U, ZHERRIITTAETH -
120 $EFI5 (Fig. 7), Ei A#EDI2) WENREEYE
Wi, LM AR UciER T, T-122012g/H,
GM 320 mg/ A5 21T/ » 120 XHRE L, HREROD
FaBs I3 SSRIL 12 A3, BEFE U 12 myeloproliferative dis-
orderic & % B ERFDET DIz HBEKICER L,
Utz AFIOBRENREEH L HELI,

JF R RAUAE « FPRSSEIE 2 B GEB 2, 6) Th b, %
NZENFEEE, GEUBRBICREUIERNTH 2., L BiC
BBV I3 GNR DR ABYLEZRL T b, T-1220 8g/
H, 6g/B IK§TE Tld GM 160 mg/H, CLDM 1.2g/
H, %& T GM 320mg/B %#BEAL, %), ©PHE
PEBE Uz, FEH 3 (Fig. 8) 13BN 0 E A IR ITE 4
REGIT T-1220 6 g/H HETHRELXMFEIL, I
A= CIREBH M AT > 126D TH 5,
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Fig. 3 Case 8 S.A. 57yrs. M. Septicemia

(Esophageal diverticula post-ope.)

Fig. 5 Case 4 M.M. 38yrs. M. Mediastinitis

Date 8/11 15 20 25 )
5 Date 8 24 26 28 30 91 3
B.T. .| UPe:
40Cr | B.T. -
39 e
38 38 F
37 YAW 37 s
36 36
CER 2g/d. = -
iv. &% T-1220 12¢/4, diiv. Remarks endoscopic
_— foreign body
Chemotherapy CBPC GM 160mg/d,d.i.v. l,e‘m;s:l Y
5g/d., iy ———————— T4
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Fig. 4 Case 12 K.I. 61yrs. M. Septicemia and Peritonitis (post-gastrectomy)
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Fig. 6 Case 4 M. M. 38yrs. M. Mediastinitis

FROBEIIED EEZZL SN,

WAE (58 : FFE GEGI10) ERIHE A GER
11) D 2 BT & HicPAzEdEBE 2Py, JRH AR I
FaEh, HIMEREE & X 1o Utc, MEKFRD> 5 I 3HIEIE 50 i
SN h o TEDSEIRIITII B IIMAE & 2 W U t2o SEH 10
T3 AH] 12g/H & GM 160mg/H “PHH L, KT
ROBM s YREDH S N1z, FEBI1L TIIAH 6g/H &
GM 80mg/H #» # 5 Uizhs, BEFEDILAR4H 5 shock
RELBERLAEIUIZICY, AR TY T,
FET U1,

Z DM AEFO 1D RERE LWL, e Rk
fifi s 2 DL U1 iEB] 9 &, 45% BSA O 9 5T D &y
BGRIDIES] 1 TIEARFI OB S 21T » 105, HK
RT3 A 5 Nk - 120

v. ®

T-1220 I3FERIGEH SN TV % £ DRI A < &
RV & DERR = &Y LA B, SVEHEES ©t
Ttk EAERYE DR E & U CEE I LT\ % Klebsiella,
Proteus, Pseudomonas, Serratia 75 & > GNR 1ZSf L, FEK
RSB TI A DS invitro R HEBINT
W3, bhvbhidc OfEDzwic GNRIT L % & #

Fig. 7 Case5 K. K. 50yrs. M. Postoperative
mediastinitis (Esophagus ca.)

51.7.21
(before T-1220 administration)

51.7.31
(10 days after T-1220 administration)
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Fig. 8 Case 3 T.L 62yrs. M. Acute cholecystitis
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CLINICAL STUDIES ON T-1220 TO SEVERE
SURGICAL INFECTIONS

Kyuva IsuiBiki, Naok: Aikawa, Hirosui Takami
and Yoicuiro Hosopa

Department of Surgery, Keio University, School of Medicine, Tokyo

Clinical evaluation of a new semisynthetic penicillin, T-1220, was studied on the
severe surgical infections such as septicemia, bacteremia, liver abscess, biliary tract infec-
tions, mediastitis, pneumonia and infected burn wound. All of 12 cases were diagnosed
to be caused with GNRs. GM, DKB and CLDM were occasionally combined to T-1220
therapy.

Out of 12 cases, 7 cases (58%) revealed the good clinical response. Daily doses
for adults ranged from 6 to 12g/day and maximal dosage and duration were 184 g
and 29 days respectively. There were no side-effects on hematology, liver function, renal
function and allergic reactions.



