CHEMOTHERAPY
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Fig.1. Serum concentration of T-3262 after

oral administration of 150 mg and 300 mg.

* TI75 FAUEETE XM EAT 8-1



VOL. 36 sS—9

T-3262 DIAAEHEE,

HERaEE, ERRERT

419

Case: M
— 150mg
~ Lop - == 300mg
£
2
S
§ 0.5}
E
g
3
A%
Z
Q9
&
0.1 . . . L . L
0 2 4 6 8
Time (hour)
Fig.2. Serum concentration of T-3262 after

oral administration of 150 mg & 300 mg.

mg #EDFE, BEHLBENOBTIEL, H#EF 2HE
BOKSEROFENALNICLDEEL bR B,

RepENRER Tt Table 2 (ZiRTZ &< 2 QDM DE
IBREN oA, 0~ 8EEEOEIREK X 150 mg #HE T
25.99%, 47.9% TH»H 300mg LTIk 17.4%, 26.5
% &vThid 150mg #ERICHL, ¥ForclkrE-
o

1. Sm&Eiecad 2R

1. f &

E#e MERMY BFEAO BALT LR ~ Y v
ey vl ERL, 742 —nez2v LA (BE

Normal bone marrow aspirated

Ficoll Conray
(gradient 1.077)
400g 30min.

v

Mononuclear cells

5ug drug/2041-EtOH

52 PHA-LCM

17, BSA

2 X107°M 2 -mercaptoethanol
3075 AB-plasma

1.275 methylcellulose )
2X10° cells / ml-IMDM

v
Incubation in 5% CQO2, 5% O:

|

Count on inverted microscope

for 14days

Fig. 3.
hematopoietic progenitors.

Assay method for influence on

1.077) wER L THER DR C TEBMREY OB L,
Z D 2x10%ml % PHA f#e F AMBREHRLE, =
ARELZF Y, 222 ANT v X ) =L, VBT
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Table 1. Serum concentration of T-3262 after oral administration of 150mg and 300 mg

Dose Time after administration (hr.)
€ | (mg) 05 075 | 1 | 125 15 2 2.5 3 3.5 4 5 6 8
F 150 0.35 | 0.53 | 0.53 | 0.50 | 0.47 | 0.35 | 0.36 | 0.32 | 0.28 | 0.21 | 0.18 | 0.16 | 0.14
300 0.30 | 0.55 | 0.48 | 0.40 | 0.31 | 0.38 | 0.47 | 0.61 —2 1 0.62 | 0.41 | 0.36 | 0.24
M 150 0.22 | 0.30 | 0.49 | 0.48 | 0.47 | 0.47 | 0.46 | 0.43 | 0.55 | 0.48 | 0.33 | 0.30 | 0.24
300 0.52 | 0.67 | 0.79 | 0.58 | 0.53 | 0.45 | 0.49 | 0.53 — 0.69 | 0.57 | 0.51 | 0.40
» Not done (zg/ml)
Table 2. Urinary recovery rate of T-3262 after oral
administration of 150mg and 300 mg
Dose Time after administration (hr.)
el me [0z | 2—1 | i-6 6—8 0—8
150 9.6 7.5 5.5 3.4 25.9 (%)
F 300 3.5 5.6 4.7 3.6 17.4
M 150 13.6 16.1 11.0 7.2 47.9
300 6.0 7.0 8.3 5.2 26.5




420

CHEMOTHERAPY

DEC. 1988

rE4 v (CPFX) %% 5pg/ml OEETEK= % /
— v 20 pl TR LT BN LT,
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Fig. 4

Influence on hematopoietic progenitors.
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Table 4. Laboratory data before and after T-3262 therapy
N c Hb RBC WBC Platelet GOT GPT Al-P BUN Cr.
o ases (g/d) | (x10") | (/mm®) | (X109 | (1U) (IU) | (K-A) | (mg/d) | (mg/dD)
1 F.S before 11.4 346 4,800 24.8 20 © 15 7.2 14.9 0.9
T after 1.2 340 3,400 27.1 22 11 8.1 14.9 0.9
2 lHO before 11.5 403 3,600 9.3 11 8 6.6 11.8 0.9
T after 11.3 388 3,600 9.5 14 9 8.7
3 1A0 before 13.5 442 8,600 21.2 14 8 4.4 11.0 0.9
T after 13.5 449 6,700 16.0 13 6 4.6 8.3 1.0
. ,200 25.2 14 7 6.0 14.0 1.0
4 | MA. before 14.8 538 5 )
after
s | am before 15.6 526 5,400 26.3 19 24 3.9 7.3 1.0
T after 15.7 519 5,200 20.2 19 27 4.5 4.5 1.0
6 Mo before 12.9 470 7,900 28.3 16 16 9.6 18.3 1.4
' after 13.0 477 10,000 31.9 15 11 10.9 21.3 1.5
7 a0 before 14 9 4.1
after

SHTEZRSOUIEN LG, BE16, 22ELH1
Bl EZH20IC BESEZLASHEHEELMTELT
ermEEsR 1 2 F%, &L LTEREE 57% T
> 1o FAEFEANTIL Haemophilus influenzae o 117 &
Streptococcus pneumoniae | [RETZ 1-5S, Haemo-
philus influenzae % i U7-IER] 7 T Staphylococcus
aureus \ZHHZEMR Lic, EBIFA TR 1B TASIRE3 R
Bite SRl h bt BARREE IS CEE
BD7h - 7z (Table 4),

1v. = =

T-3262 (XEODH L\ €Y v h vk v BERIELEY
HTHY, BErvHIy sk T £EEHBOK
FAREN, TOWENL 7 5 ABMEICH LTInesk
DEY VAR EBRABEALD L, 75 a&%
B LTRRENETHCBE TS 5, AFOHRE
BBz oW T, AR SR O M E 2 2 R 13 5o b
LRIFTHHI LD E SN, FEY Vv HO Y aTD
BB Cix BI85 0 BEmpigE: 150 mg TR
0.31 pg/ml, 300 mg TFHg 0.67 ug/ml TH b, BEBE
LR OREMFIEE S 150 mg TF 0.58 pg/ml, 300
mg T¥H 1.08 ug/ml TH » 124

A IFERKTARLIRE S ¢, o ikt
L7, 150 mg ZEfgRsi% 5 OB Tl B b s e 1 3
RAENULER &3 2 BB TOARBIEE L 3FR URUE
% Lco 300mg #585 Tig 2 BRf16% 0 SKIER O B2
FTURERTR L B X ) OFHEORAAK S hihs,
T ORI ZENIR DL ERM L RABETH oo 2D
E XD FFNIBESIE (BWEE) FTORIUZBL &5

B KBS BPUCTHRET 2L 5 IfEbRTL BT L X
D, BBEEENL BAOBITAEBRILDE ELLA
7o fEo TRBEETRELOBOBIIMBEI RS
CEZIDVEVEBENBOhBLDLEEL AT,
BRI T, SHKELL 2RO ERR SRS
E7 IR 2 BE Licry, BHEL 57% TH -1 Bl
ERIZ1BITH BRI, ZhItAFIHEE S A RS -
L DT, RAICE D 2FBERSHE Lhhick vk
E Lo AAZPREMERCH Lits/ » v REF LR
BT GABA o receptor fEA ¥ AET A= & ML X
RTWBY, TDZ & EAPITD BIERA & DBIEIZTH
THBH, PIVCBERTLRI -2 LT 30
BE2H Bo

T, AFNL VT Ml X o Emiakk o LR
EEFRAE LTV AZ LR MBAT W BY, F0EA
BT FRLE R EHEAEET B &b,
ZTDOBREL OFLX oy Fvh s vERitE
HEBELLRWEREIR TV Y, Halt Fhboks
BURL D LHEBERT R, $r0BE BERNICY
FBEiean bbb e FEMBMITCT 245D
TER%EHRET Lico TOER, AHEIL 5ug/ml TEEKIER
R HREFRF, ERERITEMAE PIVOESam-—%
FECOBIL, LrdBECHT BMEN2 7 b 2k
bDTH ol FRITK LT OFLX,CPFX # &y 1y
Ky a Ky BRAEROREIE L, hicy &5 L1z
Rigo>Tfeo FAO REMFREDL 150mg s
QMpymL3ng&$fﬁﬁ7%hﬂ&%h&£@%
IERE R, L L. ThLRZEWSE S op e
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Hbh, B%TIZ 150mg T 0.58 ug/ml Hgin3 5 7c vvFvy s, T-3262, HE, 1987
E D LBVBE LD, o TREREMED 5 pg/ml 2) | WiE, FE B, BHEI, KHFEA, &£
o o i, dAEE MOEH EEF—8, SEE

WL Licudy, Dz X Pseudomonas aeruginosa 75 & 3 ¥, BEE T:#H+/,ev%& T-3262 RUFoD

TILL W EBOBENDLELINTWEY, 1ug/ml O e ZE L4k o> R AR 4% 22 1 vo B 3 % BF %%, Che-
SETOAFOLEEMBMARCE 2 AEEIBRF LTH motherapy 36 (S-9) : 116~120, 1988

Fouhs, B &7 B & 5 ik BRI 124 Tl 3) KHEBME, FHES, gEARE FRHET:T-
B E L BB, 3262 oEEEMinT T 5 MEEERB, Jon ]

* " Antibiot 42 (4) BHTE

1D %834 BRERLEREFERALZTREE, FE

BASIC AND CLINICAL STUDIES ON T-3262

Junicur Kataunira, Tepper Kumapa, KyoicuHr Tortsuka and KinacHiro SHimizu

Department of Internal Medicine, Tokyo Women’s Medical College
8-1 Kawada-cho, Shinjuku-ku, Tokyo 175, Japan

We studies T-3262, a new derivative pyridone-carboxylic acid, for its pharmacokinetics and effects
on hematopoietic progenitors, and for its clinical evaluation.

Serum level and urinary excretion after the administration of 150 mg of T-3262 containing diluted
hydrochloric acid revealed maximum serum levels of 0.53-0.55 ug/ml, the same as when T-3262 was
administered after a meal, However, the maximum serum level after administration of 300 mg was
0.62-0.79 pug/ml, lower than that after administration following a meal, and the urinary recovery
rate was also low. These results suggest that the absorption of T-3262 is increased in the presence
of gastric acid, whereas its transfer from the stomach to the intestine is delayed when T-3262 is
administered fasting at a dose of 300 mg.

The effects of T-3262 on various hematopoietic progenitors were analyzed by colony assay using a
semisolid medium. At 5 pg/ml T-3262 suppressed the growth of the granuloid, erythroid and mega-
karyocytic progenitor cells and a colony conteining all these cells. T-3262 markedly suppressed growth
in the latter two cases. Since this agent suppresses hematopoietic progenitors, the patient’s condi-
tion should be carefully observed when its level in blood begins to increase.

When T-3262 was given to 7 patients with respiratory tract infection, the eficacy rate was 57%.
Haemophilus influenzae in one patient and Streptococcus pneumoniae in another were eradicated, but
the patient with H.influenzae showed superinfection with Staphylococcus aureus. One patient
complained of malaise as a side effect. No abnormal values were fond in clinical laboratory findings.



