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MC M AM-T1S (o x 3 RBHc BT B HF%E

K& G- BmE NKE-AR M
AR P RUFTERT

MC-AM-TIS 2T T v by A X, FAMCBRARE LAPROR « # (0~24hr) 13 XU (5 »
by 0~8hr) FRMHORIE - EREZEL, KkOMRL B,
L RBIUEPICELS ISR L OREET, EhEhikiko 74~85%, 83~917

EED, PHMICEIBO bhirnsr,

2. AM-71S BRBIDIZLA L2 ENS oIS, BAONBIE LTI X V&, = FL Y
T IVE, N-TEFE, N-kv Ik, 7I2E68LUREEOHEEELRE L. /-,
Ty MBHEORBY L LTHNVEL O A FA T RTF M EERH Lz,

3. BEMHIDEBIUVA XORPICIIIFICEOSVEMIIGFEELLZW, Ty b, YLORPT
E3-FXVERERBHT, ThENL124,9.7% FEL,

4. Ty MEHFOTREMIIAFA AT NE (57.0%) T, RPICS 3S5% FELI, ZokH

RCEEEZRIZVWHLWEAER TH 5172,

BV Iz T 512 1YC-AM-T15 % vy, &HE
BREWick i 3R, 4, BEtonTHELEL, £k
bioassay iz X B Ei#ic 513 2RUN, 434h, PRt LR &
hTwa?, BRAEECBs T AmMPBE, 24, Rt
BRICIIAERERTIEVA, B ~odktRiciEz
Y OENRED Hh, AM-T15 R—IMHFEH O L vt
BRI TW3 Z LB SR,

ATt 1C-AM-T715 * iV T HESIY DR, %, 18
(5 v M) hR#MERIET S LICERE TRV, AM-
5 DRGRE LEEIZOWTRN LD THLET 5,

L =BHHEELIUBE

1. SrE

B T 1C-AM-715 # Wistar %5 v b iz 50 mg/kg,
E—=7AR, H=04Fricth¥h25mgke RO
L% Bohic 0~24 hr O, #, 0~8 hr OfE}H
(7 b)) 29RBE Lk, BELEREHISITIZHE
T % % TR ICHERE Lz, AM-T1S iR#ET Cid—
BRAIEERT 50T, REORE, KBHooEsE
N, FE, ERIFERRYERFET TR

2. KRS

REWEL L LTROHRELUHEFCARIL, [
BTz, (Fig. 1)

1-Ethyl-6-fluoro-1,4-dihydro-4-oxo-7- (3-oxo-1-pipe-
razinyl)-3-quinolinecarboxylic acid (M-1), 7-(2-amino-
ethylamino)-1-ethyl-6-fluoro-1,4-dihydro-4-oxo-3-quino-
linecarboxylic acid (M-2), 7-(2-acetylaminoethylamino)-

1-ethyl-6-fluoro-1, 4-dihydro-4-oxo-3-quinolinecarbo-
xylic acid (M-3), 7-(4-acetyl-1-piperazinyl)-1-ethyl-6-
fluoro-1, 4-dihydro-4-oxo-3-quinolinecarboxylic acid
(M-4 (1)), 1-ethyl-6-fluoro-7-(4-formyl-1-piperazinyl)-1,
4-dihydro-4-oxo-3-quinolinecarboxylic acid (M-4(2)), 7-
amino-1-ethyl-6-fluoro-1,4-dihydro-4-oxo-3-quinoline-
carboxylic acid (M-5) 3 X U¢ methyl 1-ethyl-6-fluoro-1,
4-dihydro-4-oxo-7-(1-piperazinyl)-3-quinolinecarboxy-
late (M-6).

3. MW/AT+I57 14— (TLC) 17

) A 7 L— b(Kieselgel 60 Fz2s55 0.25 mm Merck
#) R Wik, BENL I A: CHCl-MeOH-28%,
NH4OH (20:10:3 v/v), B: EtOH-AcOH-H:0 (3:1:1
v/v), C: MeOH-28 9%, NH4OH (10:1 v/v) w7, A
FCREOEEELE XTI 4:4:1 v/v, 10:6:1 v/v {, B iz,
BB CII2AWERB I UCREHOZ L — F Eofr
Ei¥ 254 nm, 365 nm OEABRBHICI VRH L, 7
v—bED YUC oBRHIZF A /b2 % v F —
(7201 #J Packard #t) 2k V1TV, ZOREIIS L
—PEYVTVY BN ELIEPERDY, KTBELEY
vFur—%, Aquasol 2 (NEN #) &1z “C #JEL
Tzo

4. 1C ORIE

UC nBIEEIWE Y v FL—va v AR P A—&
(Tri-Carb 2425 %l Packard #) # AV, S BERESHEE
T2 TUF VT ORMERITRY, bP—FAh L MM
LERENDOBESRERHL X,
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Fig. 1 Chemical structures of AM—-715 and its metabolites
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5 mE#AFBIOT+T57 44— (HPLC)

BRFIZESL 635 A A, » 5 Li3N%E 2.5 mm, R& 1S
cm ODRF LR HBTA, FipHlic Lichrosorb SI-100
(5¢ Merck #t) # v/, BEifaiciz D: CH:Cl:-CHs
CN-MeOH-28% NH4OH (100: 150:20:10 v/v) # fiv
Tco H 5 ABEX 35°C, Hi#EiX 0.8~1.2 ml/min & L,
BRHIC i &SRR (BhEER 300 nm, #% & 420
nm) % BV, REREIICX > TER L L,

6. EIMBRBRIXZAARY L (UVY) Oiflle

B STy HIEEEEF 200 B % Fivy, &3UkHT MeOH-28Y;
NH4OH (10:1 v/v) Iz¥#E L THIZE Lz,

7. ER5F (MS)

AEXEF IMS-D 3008 % Fv, REZEEEALT
70eV CTHIEL, ava—FICX YV HEELBERELY
a—s A4 7EBUTERESE, HTLk,

8. KMo

#Eix Chart1 IR L2 X ST, R, BHEzO®EY
B¥, #3201 NEBMHK #W97%) X101 Nk
BBt b U U AR (39 3%) # Amberlite XAD-2 iz
P, BELEROKTHESELHE L, BFLLUC

% MeOH-28% NH4 OH (10:1 v/v), MeOH, MeOH-
HCOOH (50:1 v/v) CHEREM L7, BHL1C 5]
Al PaEEE % MeOH-H20 (10:1 v/v) iz 8&\LTAD
&, HoMlh, BRULEHE TR LIV Y I SAAT
LATHEELIZ, YV B AT a—4a C-200 & Av,
#1 8 {25 » MeOH-H20 (10:1 v/v) THHL Tz h %
Fr.1 L, %&wT MeOH-28% NH4OH (10:1v/v) T
BH U UC HEx Fr.ll L L7=,

Fr.l 3@ | N ERBICHEEL T2 v a ki il
L, TLC TRHERMDE ML,

KRB IN KERfbF b Y U AkEKREM X Tw°, 1
hr Ak B, HEAKEBTT EFAEL, v uEih
HHLE, Zeesr IR FIRE > oKD 1C
i Amberlite XAD-2 CRi#E% MeOH-HCOOH (50:1
v[v) TEHL, TLC THBEL X,

Fr.Ilizzo —8% B, »3VW EARBTTt
FAMEL T v ud s, TLC THEESEMLE,
TLC o Y & ¥ A b D 1¥C oz MeOH-28%
NH4OH (10:1 v/v) TiTiR o7z,
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Fig. 2 Mass spectra of AM-715 (a) and its mctabolites, M-—1 (b), M-4(1) + M-4(2) (v),

M-5 (d), M-6 (e)
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Fractionation of AM~715 and its metabolites in urine, feces and bile

Amberlite XAD-2

Silicagel column

Chart 1
Sample
]
.Fr.I (MeOH/H:0)
|-1N HCI
[ |
H.0 CHCIs

l

TLC UV Mass.

H:0 CHCI;
|

XAD-2
|
TLC UV
M-3, unknowns

TLC UV
Conjugate of AM-715

25 ED UC ©— 7 @b,

—%, FrLlI25ix2-501UC -7 (55 FORE
XU T 32) 2R LIz,

1. RZTictE

Chart 1 |ZiR L 72tfEic X b Fr.I1 s 5458 L7 AM-
715 11 Table 1 @ Rf, Table 2 » UV $ X ¢ Fig. 2a o
MS #RL, ERr—%KLk, ¥, EAEEBTT &
nMET B LEGHO M4 (D) ic—EF 52 L hbRELE,

ZOEHDMC Itk > T ER LR % Table 3 i
R L7, FroILICiRE S hioRELEA BEfit o T &
KT, Ty b AR, $LORBICEAFH T4.3, 84.6,
81.5%, #hic 88.3 83.2 90.6% 7E7EL 7=,

2. BeE

Fr.1 oBET 7 v e hu b lHEOKE 2 A
%, EAEEETT £ FA{LL THERUC SEIIX, M-4(1)
DEH L TLC, UV T—%L, AM-715 s kicpisk
THELOLHEL, Zofasfkid Table3 izl L
IR, TPk bz 159 BUF T & LT3 minor

TdhoTlz,

|
Fr.Il (MeOH/NH.OH)

TLC UV Mass
AM:-715, M-2, M-6

M-1, M-4(1), M-4(2), M-5

3. M1

Chart | ILZR L HFETFL I oBET 7 ook
fhiAEA 5 TLC THEE S h-BER B D —oix MS
(Fig. 2b), UV, TLC © M-1 LRIE & hiz,

MS i3 AM-715 } D 14RBE O£\ 333 mle (M*) &
AL, AM-7T15 BRI tBORREE 75 VA F A A
289 mje (M-44) BB LB Z Lt AM-T15 © 2-4 %
JHEM-1) rEx b, ¥, CTVASLIRED A
FAETES L UVIimax275nm #2279 nm iz 7
ML, 3IANE L EEAFLTRT L I5ED 295 nm £
BEDOBROWEERD, &biz, HPLC iz THES
LRBREMY—F LIz 25 Fig. 1 iIRLEM-10
BENRES I,

R, %t o M-1 EFR2 Table3 iz57LLk 51z,
7y MBIV NVORPIZENERN 124,9.7% ThH Y,
major ZAHHTH o, £ XORGIZIE 0.8% Li
EER TV o7, ¥iZi304~08% 57 L, Bty
IZEIFZD oNAEP 57,
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Table 1 Rf-values on silicagel TLC and retention times (HPLC)
of AM-715 and its metabolites
Rf-value HPLC (min)
Metabolite
A B C D
AM-71S§ 0.25 0.25 0.38 3.7
M-1 0.15 0.55 0.50 4.2
M-2 0.12 - 0.25 34
M-3 0.13 - 0.31 -
M-4 (1) 0.35 0.55 0.50 3.2
M-4 (2) 0.35 0.55 0.50 3.2
M-$§ 0.13 - 0.31 2.0
M-6 0.79 0.35 0.85 -

Solvent system A: CHCl,-MeOH-28%NH,OH (20:10:3 v/v)
: EtOH-AcOH-H,0 (3:1:1 v/v)
MeOE-28%NH,OH (10:1 v/v)
CH, CI-CH, CN-MeOH-28%NH,OH (100:150:20:10 v/v)

vow

4. M-2,M-3

M2RTHDOERT S URPHRLIE=F LU T I
VETHY, M3z M2 0kB7 I/ E0T eFAK
THd, M2 13 Fr. Il 5 TLC TRk sh, UV o
Amax REFEEM 270 om v 7 FL, EBRE—FKLK
z L (Table2) k, HPLC CHEGLORERE L —FK L
ZLIRXVAELE, ¥, M2i3vYy T dhEKE:
BTTEFATB E M3 oiER L TLC L—%L7s,

M2 BRFICIZD L, RE - ERTE b 7225,
iz i3 1.1~3.7% 75 7€ L 7= (Table 3), M-3 3 2iF
LY XY e PRFIZBRFEATWSH, KRB TITEY
i, hoKREHORE CHBRES X UTERICIX
EbhdI ol

5. M-4

Fr. 1 0RO —o L LTH LR M4 (21t 2
Bokgty M-4 (1), M-4(2) »8#% L, Fig.liz;RLk
I5RERFCU N TFANETH-oTHIERX T &
FE, BEXFLVINVETHS, ZOFEEIX Chart 1
DHFETHL T, TLC, UV, HPLC iz TRI—2%
B% LY HREREETH o, M4 OREZT (Fig. 20)
ik 3k 361,347, 317,303 mle DA+ E—2 BED
Bz, B M-4(1) ® MS iz X 347,303 m/e D E—7
BEHLhY, Zhbiz M4 (2 ikhkli, #-T

M-4 iz M-4 (1) &£ M-4 (2) DREAHEHEL 2,

TLC TM4 G3HEE LTER LR Table 3 i
RLU7IcX 9 minor k¥, v b, 4X, H
DREHPIZENEN 3T, 04,28 FEL, HKTPizth®
1S5 1L, 1L1%GFEELTR Y, BiiicERRohR
holz,

Table 2 UV absorption of AM-71S§
and its metabolites

Metabolite A max (nm)?

AM-715 276 325 337
M-1 275 325 338
M-2 270 323 336
M-3 270 323 336
M-4 (1) 276 325 338
M-4(2) 276 325 338
M-5§ 267 323 335
M-6 282 320 334

a: Measured in MeOH-28% NH,OH (10'1 v/v)
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Table 3 Composition of '*C in excreta of rats, dog and monkey
after oral administration of '*C-AM-715
Rats Dog Monkey
Metabolite

Urine® Bile® Feces? Urine? Feces® Urine® Feces?
AM-715 743 221 883 846 832 815 90.6
Conjugate of
AM-715 1.3 1.1 14 1.5 1.1 - 0.3
M-1 124 1.7 0.8 0.8 0.7 9.7 0.4
M-2 - 1.1 23 - 3.7 - 1.1
M-4(1),(2) 37 0.7 1.5 0.4 1.7 2.8 1.1
M-5 1.3 1.3 1.2 1.6 24 3.0 0.4
M-6 35 570 nd. nd. nd. nd. nd.
Others® 35 15.0 45 111 7.2 3.0 6.1
Each value was percentage of '*C in excreta. n.d.: Not detectable.
a: Pooled sample during 0 to 24 hr period after administration.
b: Pooled sample during 0 to 8 hr period after administration.
c: Unclassified metabolites.

6. M5 DLDIZ I N AEBEEF b Y v LkEHE ML 90°, 1hr

M-SR THAERGCUBROBCcF AT I J{EDET,
TI)EE B bDTFig IR LI-HEEZH T 5,
Fr.I ots R#mD —o L LT TLC THEEREM & h,
% ® Rf {13 Tablel »X 5 TH Y, UV imax i3 AM-
715 L W EHER/ICY 7 P LT 267 nm %55 L7 (Table
2), &biz, YV UPEARBRTT EtFALTE LR
BEESBR (365 nm) B k5 BN MHETS Z L,
HPLC DREMHEANERL — B Lz Lick-TRE
L7z, MS i3 Fig.2d iZ;g L 72 & 5 iz M*=250 m/e, (M-
44)+=206mle DT F A b4 F L BEHLN, O
BEXZFEINI,

ZoL Dk Table 3 ITRzLic Xk 5 iR UMFEELET,
Ty b, AX, ¥VORBPIZEENAEN 13, 1.6, 3.0%,
EhizirzhEh 1.2, 24, 04, ThH-o TR OZER
BHohizhoi,

7. M-6

M-6 Z3(iANELBD 2 FAT 2571, Fig. 1
WZEOHER R L, Fr.1l 225 TLC THBEsh, UV
Jmax %282 nm G, 295 nm fHEOABHEE L, =

kAR D & AM-TIS 245, &6 iI2 kS mE
BAEIBTT tFALTHEMA) 240U, BEL0H
Re—%L1,

MS 3 Fig. 2e 2R Lk 5 iz 347, 333, 291 m/e iz 7
FYAL LA L ERE, MY 34T mle £ +5 & (M-
42)* ITHY+ 5 305 mle BREDbhEv, FZTM %
333mje 45 L (M42)* 3291 mje 7z 9, (M+14)*
D3M¥Imle TAFAEDEEFLEXD L L SHANT
3,

M-6i15v b icoZHRL, R, BHPicEhEh
3.5,57% fFfEL, REM+ @ major ZRYPHTHBICH
PhboTEPIITRVH L Ao - (Table 3),

8. XkREKMH

Amberlite XAD-2 DK~ DHNRAA LLFES &
UHIHRIETOKE~BIT L it omvw Rt x|t
KEAEREDIZ, A XORFIC111Y, HEhiz72% Lk
HBHELHEEL, 7y PRI A CRERIZERE
03.5,3.0%, Ehic4.5,6.1% fF7E L7 (Table 3),
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Chart 2 Metabolic map of AM-715, each value were percent of dose

N

AM.-715

Conjugated AM-715
Monkey 0.2%

Dog 1.2

Rat 14

Unchanged AM-715
Monkey 89%

Unclassified

Monkey 5.6%
Dog 78
Rat 5.0

------ 9
Dyg 83 }-COOCH |
Rat 83 Rat 3.7%
M-3
- T N
/ k
M- {CH:CNH N
,/’— N \ /
7\ /
(HN N 0 .
/
NO_L M-2
o R=Acetyl M-4 (1) ,/"\\
Monkey :0,0 R=Formyl M4 (2) [N N
Dog 7 mixture \ u/’
Rat 18 Monkey 1.4% Dt
y 1.4% Monkey 0.9%
Dog LZ Dog 31
Rat 1. Bat 20
M-5
’/_\\
/
l‘ H:N- \l
\~_//
Monkey 0.8%
Dog 2.3
Rat 1.2
M-6 QRIHNEKLEBEDAFLTRATN) ORESHTE
nm. = =

AM-T15 %5 v K, A XBIVHVicBOMIRE X
BE, PR LEL, KB ELEDH D LORRE
ftlkTh-T, BRERIIHTINICBRETIES Y I,
AR, $rTEIFH 83, 83, 89 TEMM TiRER—
Thotzo AM-TIS ORFHTE L LTERS SLROE
#T%» Y (Chart 2), M-1, M-4 (1), M-4 (2) ~D 2-4 %
Ik, N-7 & F1{k, N-ku ki PPAY, 4-morp-
holino-2-piperazino-thieno (3, 2-d] pyrimidine® T 1, 38
Hoh, BEaLAH L EHUORETH -1,

Minor Z ¥ TH 3 ERF YL BOME L M2
(ZF L7 I uk), M-S (73I26) 0 & 5 I fREHER

2 PPA TiZ 3 b h TV 25, PA?, perphenazine®?,

chlorcyclizinel® Gz = DAERBEDH ATV S,

BT 2 FALEOBEFIIEZ L LWRITHS A, voa-
camine!V |cZ» bh, B k3HFHEBHRTHEZ L
NEAFZEETHACTIERIATWS, ZhICEAFLE
AFNEAFARSEEOHZTIVELEATHY,
M-6 LHEERICHEEILTWS, 205y hORITEL
ANKELBOAFLT AT ABEEIEHPIEDTEL
FET 5 Z L LT OBFEMIEE TH S LEDR,
fhicB 2 BaVWHFROBK THS, Sbic, TORHY
NFy boERRHENZ» -7 Z LIIBRMERT
Bz xFafbah, AM-T1S KR53 Z LR Sh 3,
t FORPREMIRBELY Ik - TRFShTW3,
ZhEABORRLHETEE, WThOoBHETL R
BEOBENELEL, RPHiEHOKI80L & 5,
EN YN, Ty hTiRtE M-l B3RP EREM L 2
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RENT, & bGP Y — L ic B LTV R L
ThY, Ty MLEHD A FARENRRMTRDARS
DA oRghT e ML, Rz 2ty
DIFELAEWA XThH & NDfFA 5 Bt 2 FRIRIC Tz -
TWiz, KMt — e b ERIRETIC I 2 Bt
REERI—EERTEs b0 LA,

HEHEMEIC X 5T v F oMM EiltsRi, bioassay
EFREHRRD ENRYDENEDY, 2O, REHE L
THIV = E. coli NIHJ JC-2 i3+ 2 ettty M-1, M-2,
M-4 (1), M-4 (2), M-5, M-6 D#{HiTEM R EhFh AM-
715 ©1/7.8, 1/125, 1/31.2, 1/7.8, 1/250 TH 312 = Lz
EDDTHAH,

x ®

1) RETHE, MBS, AR 4 MCHEM AM-TIS 2
& 2 N EhtRICBA S 5 BF%E, Chemotherapy 29 (S-
4): 105~118, 1981

2) il FHE, FE W, PR, AR M
AM-715 o bioassay iz X % {KpNBIRIC B+ 2 WF%E,
Chemotherapy 29 (S-4): 98~104, 1981

3) KoGa, H.; A. Ito, S. MURAYAMA, S. Suzue & T.
IRIKURA: Structure-activity relationships of anti-
bacterial 6,7- and 7,8-disubstituted 1-alkyl-1,4-
dihydro-4-oxo-3-quinolinecarboxylic acids. J. Med.
Chem. 23: 1358—1363, 1980

4) Rk, WE L, AR #:AM-7150t b
B oRBICBT o E—aERk s~ 5
7 4 —iZ X 5——, Chemotherapy 29 (S-4): 128~
135, 1981

5) KUroBg, N.; S. NAKAMURA & M. SHIMIZU: Metab-
olites of pipemidic acid in human urine. Xenobio-
tica 10: 37~46, 1980

6) Prox, A.; A. Zimmer & H. MAcHLEIDT: Rapid

structure elucidation of drug metabolites by use of

stable isotopes. Xenobiotica 3: 103~112, 1973

SEKINE, Y.; M. Mivamoto, M. HasHiMoTo & K.

NAKAMURA: Metabolism of piromidic acid, a new

antibacterial agent. III. Determination of piromidic

acid and its metabolites in blood, urine and bile
of rats and humans. Chem. Pharm. Bull. 24: 1433~

1438, 1976
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olite of prochlorperazine and perphenazine. Drug.

Metab. Dispos. 4: 522~529, 1976

BREYER, U.; A. PROX, R. BERTELE & H.J. GAERTNER:

Tissue metabolites of trifluoperazine, fluphenazine,

prochlorperazine and perphenazine in the rat.

Identification and synthesis. J. Pharm. Sci. 13:

1812~1848, 1974.

10) GAERTNER, H.J.; U. BReYER & G. LiomMIN: Chronic
administration of chlorcyclizine and meclizine to
rats. Accumultaion of a metabolitc formed by
piperazinc cleavage. J. Pharmacol. Exp. Ther. 185:
195~201, 1973

11) THomas, D.W. & K. BIEMANN: Thermal transfer.
The mass spectrum of voacamine-ds. J. Am. Chem.
Soc. 87: 5447~5452, 1965

12) K#FRS, #il &, FEE#EK, AR $: Bioassay
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Chemotherapy 29 (S-4) 91~97, 1981
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STUDIES ON THE METABOLISM OF 4C-LABELLED AM-715

YosHi0 NAGATsU, KYoHE! ENDO and TSUTOMU IRIKURA
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.

The metabolism of 1-ethyl-6-fluoro-1, 4-dihydro-4-oxo-7-(1-piperazinyl)-3-quinolinecarboxylic acid (AM-715)
was studied in rats, a dog and monkeys following an oral administration of 14C-AM-715, respectively. The radio-
active metabolites in the 0~24 hr urine and feces, and in the 0~8 hr bile (rats only) were analyzed by TLC, UV,
mass spectrometry and HPLC.

1. Most of AM-715 orally administered was excreted in the urine and feces without receiving drug-metabolism.
The portion of unchanged AM-715 was 74~859%; of the excreted compounds in the urine and 83~919% of those in
the feces, irrespective of the animal species.

2. Seven metabolites were identified in the present study: 1-ethyl-6-fluoro-1, 4-dihydro-4-oxo-7-(3-oxo-1-
piperazinyl)-3-quinolinecarboxylic acid (M-1); 7-(2-aminoethylamino)-1-ethyl-6-fluoro-1, 4-dihydro-4-oxo-3-quino-
linecarboxylic acid (M-2); 7-(4-acetyl-1-piperazinyl)-1-ethyl-6-flucro-1, 4-dihydro-4-oxo-3-quinolinecarboxylic acid
(M-4(1)); 1-ethyl-6-fluoro-7-(4-formyl-1-piperazinyl)-1, 4-dihydro-4-oxo-3-quinolinecarboxylic acid (M-4 (2)); 7-
amino-1-ethyl-6-fluoro-1, 4-dihydro-4-oxo-3-quinolinecarboxylic acid (M-5); methyl 1-ethyl-6-fluoro-1, 4-dihydro-
4-ox0-7-(1-piperazinyl)-3-quinolinecarboxylate (M-6); and the conjugate of AM-715.

3. AM-715 was metabolized mostly at the piperazine ring. The following metabolites were common to all of
the animals: M-1, M-2, M-4 (1), M-4 (2), M-5 and the conjugate of AM-715. A metabolite unique to the rats was
M-6.

4. The dog’s urine and all of the animals’ feces contained none of the metabolites in large quantities. The main
metabolite in the rats’ urine and monkeys’ urine was M-1, which accounted for 12.4%; and 9.7 of the excreted com-
pounds in these urinc, respectively.

5. The primary metabolite in the rats’ bile was the methyl ester conjugate of carboxylic acid (M-6), which ac-
counted for 57.09; of the label detected. M-6 was also found to account for 3.59; of the label in the urine of rats. This
conjugation represents a novel metabolic pathway.



