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AT-2266 OB Lkt #AF

GIIFRE - ' AK - NZ - AR - 1A
KB ARRA 2 ALK A FIIERT
IR BF AP
KB SRR P

AT-2266 DWLEMME 2 AR 10kg MEDOMREL — 7 AR, W2 Y 7 5 v Akis XU stop-

flow Ef&ﬁ L7

AT-2266 OB LA & BEMMF 1 Pipemidic acid & Bz 9, FILARBCIIT2HBTH-

TRIEE S WOBIEII D Te\

ZDMEDEE AT-2266 DM MEE DY WIMA: Pipemidic acid X h B-BHDO—DLELDL

b (-1

AT-226612 (3§ L AR S Wi (L3REFIT Y 5 LGN,
RRE, +577%807 7 ABHEHC ~1 275 X< HICh
HTHWHE NIRRT, BOfET5 2 HEBHOR BRRE
NTBCHFMY R BB RIECHm LicHk, KXo
R E IR h B,

Z#)ix Pipemidic acid it LiiniREEEEBIOR > & L2
BRO—DOTHHZ LD, FRETIIRBERYAVTH2Y
75 v AB LU stop-flow BB%1T-> T AT-2266 DFHHMHIC
DWLTRETL, EiIC#ES Lic Pipemidic acid & L 7o

I.®2 & /% &%

1. {FREY

{KH 10kg B DR v — 7 L A% Pentobarbital so-
dium (30mg/kg i.v.) THEL, KEVIEHE, BHES
PIB% T, TROBRECYH = 2 —VEBALTER
Lo %7, EXBBRC S =2 —VEFALELS
VAL a—%— (AAKE ; MP4T) 2/ LTHELH|
E Lico BRIMTAAIRENRA S, YOI KB
FRabEhEns =2 —VE AL TIT-70

2. {ER%EY

1) Priming ¥!% Para-aminohippuric acid (¥
b2, %%, AT PAH LB63) % 2W/V % XU
Creatinine (FH1L2, $&) % 6 W/V % DEEI0.9
W/V ZEBREKEYAVRER LI

2) Sustaining A ¥ (7Y 7 5 v AERA) ¥ PAH
% 0.2W/V % ¥ XU Creatinine % 0.06 W/V % Di&
BEied X5 0.9W/VY £BREKEAVRM LIS,

3) Sustaining B % (stop-flow £EMA) (X Manni-
tol % 10W/V%, PAH % 0.06W/VZ% 3 XU¥ Creati-
nine % 0.17W/V% DEEZ 0.9W/V% £BREKY
AUVAR LI,

4) AT-2266 (sesquihydrate, Lot No. T81008) i}
FEHERA & D IN NaOH T %L, 2N-HCI iz T
pH7.5~8.0 ic AEL /- %, Priming ¥ ¥ /i Susta-
ining WE AV THEABRECHR LIS

5 ARYv (FEME %) X 5W/VY 0RE
{Z Sustaining B &% A\ B/ L1

6) Probenecid (BHF{L%) 3 240~390 mg (30 mg/
kg) % & b Sustaining B #&® 20ml & 500mM @Y v
FEiR R (pH7.4) 5ml Nz, MMELTHEMLI.

3. 2975 AER

AT-2266 OF 7 V75 v A @Y 6 HOA 2L
Tfioteo %7, AT-2266 B EFOBHEYNETS
Jcbiz Priming % (1ml/kg) *ZEXBERACES
L, =23\ T Sustaining A WX FREA XV 72
T 2.5ml/min OFEE THIRAICEA Lo EARES
1 BRIk, REANHE—TEIL > THHERREMTFRE
Lico BRIXISHTRTREREL, HRiMiRROFHAL
BNT~AY) VB LIESHEZAVTT >0 RWT
Sustaining A W T¥M L7z AT-2266 ¢ priming do-
se (1 mg/ml/kg) ¥ MIRAICH S L, XbicihREY
#ERF 3% 1o D sustaining dose (100p¢g/kg/min) % 2.5
ml/min DEX THK 2 FFRIFEEA Lico AT-2266 O
MFBEY X HIC EiF57bic AT-2266 OHAR
priming dose (2 mg/ml/kg) & sustaining dose(300¢g/
kg/min, 2 hours) Z#5 Lo

4. Stop-flow £k

Priming ¥ CHM# L7z AT-2266 (1 % 7-( 2 mg/ml/
kg) #RIRAICES- L7-#, Sustaining B I CHEMLL
AT-2266 (100~900pg/kg/min) % 5ml/min OEET
FREEA Lico TEABRRAKY 1 BERItE, REAS3 ~4ml/
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min K-> TREL TS, 3HHIKT2EERKL, A
Bz ME SRR LT free-flow 2 V) 7 5 v A% JUE Lo
KT, BRETHBALICY =2 — V2 IHMSHFT6 4
MR LRI AL X 1o BRBISEATIC A % Y v (500
mg/10ml/dog) ZBHMRAIICER S L1ze (hMngl T2 BAKL,
BHTAR Y 7% 0.5ml 2 £ Y 7 7 ) A KRR
v 7Ry TIEBICI0ARIRI L1zo U 3 MR
T2EHRR - BRI L, free-flow 2 ¥V 7 5 v A X JUE L 1o

A EDRBHIE T Probenecid (30mg/kg) * BRI
BEL, 200KICHEY free-flow 29V 735 v AfITE &
stop-flow ERR ¥ DR L 1o

5. AT-2266, PAH, Creatinine, Inulin, Na i X

UK oERHZ®

1M XUBRPD AT-2266 &E (3 Escherichia coli
Kp ¥Rl e TA88» » 7 B KX hAIE Lo
AT-2266 DREMIL 0.067M v v ik liag (pH 7.0)1C
THB UK (0.125~ 1 pg/ml) TERL, MmYEe
RZAY v BREER CEEARUERICH LI, ok,
FETRMEFDOEARKSE AT-2266 (2FRTH =L
XD ERER r RRICRIEI NS & L2, MR AT-
2266 132 AT-2266 * LTEEIND, LIcAi-T, M
SRR AT-2266 IR I3SEHI L7ce AT-2266 iBE
LMEREMEARMY 1A HHEM L1 (Table1),

PAH (% Smith ®5#®, Creatinine (I Bonsnes and
Taussky ™ #7357, Inulin (X Schreiner OFED I &
hBE L1,

Table 1 Calculation of parameters in renal function and renal excretion of AT-2266

Parameter

[RPF : ml/min]

Renal Plasma Flow
(PAH clearance)
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Fig. 1 Urinary excretion of AT-2266 in beagle dogs
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6. BHSEEIS XU AT-2266 D'E 2 V75 v AEDEH
B

4% & (Renal Plasma Flow : PAHD 27 V 75 v
AfH) AREBREUHBE (Glomerular Filtration Rate :

Formula

urinary PAH concentration X urinary volume

plasma PAH concentration

Glomerular Filtration Rate [GFR : ml/min]
(Creatinine clearance)

AT-2266 clearance [CAT-2266 : ml/min]

Amount of free AT-2266 (#g/ml]

Amount of glomerular filtration [¢g/min] |

(GFAT-2266)
Amount of urinary excretion (#g/min] \
(UEAT-2266) ‘
Amount of tubular excretion [¢#g/min] 1
l

(TEAT-2266)

urinary creatinine concentration X urinary volume

plasma creatinine concentration

urinary AT-2266 concentration X urinary volume

plasma free AT-2266 concentration

Total AT-2266 concentration X (1—0.34)
GFR x plasma free AT-2266 concentration
urinary AT-2266 concentration X urinary volume

UEAT-2266 — GFAT-2266
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Table 2 Urinary excretion of AT-2266 in beagle dogs

T R T T ol | .
Plasma concentration | _‘ AT_ZZS? ] ___-_Rffai{lm_cti?__\,
° (vg/m) | GF# | UE# | TE# |yggx1%| C4 | (RpF)# | (GFRS | UV¢

Total Free* | (¢g/min) (%) (ml/min) | (ml/min)
1.87 1.23 31.7 41.8 10.1 21.0 33.6 | 53.8 | 25.9 0.08
+0.07  +0.05 +4.0 +4.2 +2. +6.7 | £33 | +11.3 | +3.4 | +0.01
3.73 2.46 71.2 95.9 24. 5.4 | 3202 | er7 28.9 0.11
+0.05  +0.03 +6.9 | +10.6 +4. +3.5 +4.6 | +6.4 | 3.1 | 0.01
7.74 5.11 139.8 161.8 21. 1.7 | 321 ] 655 27.7 0.15
+0.39  +0.25 +9.7 | +15.9 +8. +4.2 +4.1 | +8.0 +2.5 | +0.05
13.70 9.74 255.6 309.6 54, 16.1 | 31.6 | 69.9 26.1 0.20
+0.95  +0.36 +23.6 | +31.9 | =+17. +4.0 +£2.7 | 8.2 +2.1 | +0.04
[mean } ‘ 18.6 | 34.1 | 64.2 27.2 0.13
+S.E. £30 | £17 | *356 | 07 , +0.03

AT-2266 was given intravenously (1 and/or 2mg/kg) and was immediately infused at the rate of 100, 200

and 300¢g/kg/min (n=3~5).

* . The binding rate of AT-2266 was 34% in dog plasma. # Abbreviations :

GF =amount of glomerular filtration; UE=amount of urinary excretion; TE=amount of tubular excretion;
C=renal clearance rate; RPF =renal plasma flow ; GFR=glomerular filtration rate; UV =urinary volume.

Creatinine D7 Y 7 5 v A{f) 7t ¥ DBEEERI>T~
F A — & =3 hEnmE & RhDPAH s X UF Creati-
nine DIRE L RBLOEH LT

AT-2266 DRbdktRE (UEAT-2266), ARGREE
(GFAT-2266), WRAAE Lt (TEAT-2206) 2 V7 5 v
AfH (CAT-2266) 75 ¥ AT-2266 DB A FI>T 2
7 2 =2 = XThZFhiEeRPD AT-2266 IREE L&
BWREX R T 54— —XbDHEHLK (Tablel),

0. 8 & R

1. AT-2266 DA RIZKTHB27V 75V R

AT-2266 D 1 ¥1:iX 2 mg/kg X MIRNICE S LT
100, 200 35 X U° 300 pg/kg/min DR B CRIRNICEG
TEATS LmpOEgER AT-2266 BE OMIMICHIG L
TRP~DOBFHRH I Lo

AT-2266 o i HERER R B AR IRGBME (GFR, 2
V7F=v2VT 5/ R) HBITTHE LI AT-2266
DAIREMEE & FR L7RP AT-2266 HEBiTiix
R %~ L7: (Fig. 1)o

Tisbb, AT-2266 OmigEhERERIRES (1.23~
9.74 pg/ml) %30y, AT-2266 DB 27 V75 v R{H (C
AT-2266 : 34.1%1.7 ml/min) (34 B 4 8 (Ccr:
27.2+0.7 ml/min) 1ZE <, BMmiEHE (CPAH : 64.2
+3.6ml/min) X hit5% 75:01']‘3 Moo

RepBEt BT X35 KT 2 WEDEIS (tubular ex-

cretion/urinary excretion X 100) (X 18.6+3.0% 2/h&
otz (Table 2 )o

2. Stop-flow £

AT-2266 © 1 mg/kg ¥ BRAB 5% 100¢g/kg/min
DRAEY 1 FBHIFEHREA L1-Fro RN stop-flow -~
&2 —v#rL1: (Fig.2)o

REERROO~ —H — & LTI, EREEFHIC
2 Na %, ILRMEETOICIE PAH %, ARGHAIC
24 2 v 2BUE Lo

ot~ —» — DR/ mbRELE (U/P) %
RBGBORE (7 v 77 =voRb/hRELE, U/P
Cr.) —C“% Lf;fﬁfil:l:\' L1

ZOKER, ENRAED¥RT PAHOE— 78
d, ¥, HRMEBYRT Na OFPHAICD
AT-2266 DRED &' — 2 3Bbbich o1

%7, Probenecid Bz X b, PAH O —7iH
L L7Teht AT-2266 D2 & — VI BEDELIXIEM -
1o

m. & s

AT-2266 DBEHEMF 2515 BRI CHREE 1 2 XAV
TBI7 V75 AERY Tt Th, AT-2266 OF
27975 AMEL GFR ITIZFTERT5 = b, AT-
2266 DBEHLOMIECARGHACLES O TH
h, REEOEEIIPIs 2 # RIS,
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Fig. 2 Stop-flow pattern of AT-2266 in the dog
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SERTMLTHD, 2075 AN AR

**'i&'i‘Z)o

e AT-2266 oM IR A 42129 L 72 Pipe-
midic acid DGR L k5 &,

1. AT-2266 O 2 Y 7 5 v Aff{it Pipemidic acid
DL H/h& <L, GFRICIXITERT 5o

2. AT-2266 (% IfrREIBHALIZIS\ T Pipemidic
acid D X 5 /e BEAL D WH T\

L7zhi5 T, AT-2266 DFFHEIELSL & B8/ Pipemi.
dic acid X R/ch, FIRRECKSTLHATEHD, R
T OB G LI LIERTE B,

Z 5 Licii# oz AT-2266 O MirRilEE oYM
Pipemidic acid X h BV EHDO—2 L Ex b b,

(SRR : 19814F11F] ~19824E 4 )

X ik

D dRE— HKIIZEE, ® ¥, FHEBA, KL 7T,
M —, BEET, WKk : AT-2266 @ invitro
B L in vivo HiEFEMo Chemetherapy 32(S-3):
70~85, 1984
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RENAL EXCRETION MECHANISM OF AT-2266 IN DOGS

KuniHiko Takeyama, Hisao MiNaTo, NoBuuki Kurosge, KaNoo Hosoki,
and TosHIAKI KaApokawA
Research Laboratories, Dainippon Pharmaceuticals Co., Ltd
KENJIRO YAMAMOTO
Department of Pharmacology, Medical School, Osaka City University

Mechanism of renal excretion of AT-2266, a new chemotherapeutic agent, was investigated in anesthetized dogs
using renal clearance and stop-flow methods, Results were compared with those of pipemidic acid.

(1) Renal clearance rate of AT-2266 was lower than that of pipemidic acid.

(2) AT-2266 differed from pipemidic acid in stop-flow study in which AT-2266 showed a similar pattern with
creatinine.

These results suggested that the renal excretion of AT-2266 took place mainly by glomerular filtration. The
longer biological half life time of AT-2266 than that of pipemidic acid might derive from the above characteristic
in renal excretion.



