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Fig. 1 Chemical structure of AB-206 and its
metabolites
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RRFFREAFIC S W TERERA BT 6 4 (Fi#h2l
~39 %) IRtk AB-206 500mg 4% 0 #5 L, BRI
LB L VML, BES, EOMELLE Y SRR
Licdh D, BIOERHC 2RHIZ Lic 8 R ¥ THRIEL
Teb DERASE Lico BBHIE, SUNKZESEMBHRE:
BINFCSWTHE FLF - oh LSRR
E28 (LT, 455K, 447%) A% AB-206 1,000 mg %
1EERHEL, BRI WL O¥REE L,
AL, KERTZBILRBERRIE £ v X — 1t %\~ TAB-
206 % 1 B 2,000 mg &#¥ X OBLEATIC 5 ARIPR S
¥, 2HEL3BHCEREhA b D2ABE L,
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=27 —AEBEEMNZ, £CTEHERELLEZ
IVRELICE, METCREZE LI, BEY 0.1M
KB ER (pH 5.0) =B L, B-rrrswv=x—+x
(Type B-10, Bovine Liver, Sigma Chemicals #) #
HUEML 37°C T4 BHA v F 1 P EI LI B--
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—7, AB-206 oAy ws 4 FiBAL T 16 (K
Table 1 Serum levels of AB-206 and meta-

bolites after single oral administration
of 500 mg of AB-206 to healthy human

KIS 4 4 vZcHiiE SAX (Du Pont i), BRI subjects
0.01M 7=vFg-0.03M g > b V v 5 K & ¥ (pH Concentration (ug/ml)?
5.0), »35AEE 40°C, WHES 70kg/cm?, % e
ol Ll 4758 (254 35 X U 330 nm), Name Ti{fxﬁe_after administration (hr.)
AP R TIC S BIHHED (R H M2, AB- 2] 1 2| 3| 4| 86
206:3.84, M-1:9.34, M-2:5.94, M-3:25% A.R 05| 70| 57| 27| 1.9 0.3
Thoto EEIY -7 EEBEEZERAL, BEEYE K.S 1.7 51| 6.8| 56| 3.8| 1.0
X o TIER LR IR X D B LT, H.Y 0.1] 0.4| 33| 37| 48| 1.0
II. #R & ER A.S 0.9 40| 48| 48| 20| 0.3
1. MERICFRBRHEYE F.T 3.4 6.8 49| 31| 1.1] 0.3
RAER AL AB-200 500mg ERRMALTLIL & KT | b | o o 8 6ol &
OMER ICREFHLIBERIZKDO LB ThoTo
it . MeanS.E. 1% o0 %0 o Fo.o w07 20,2
miEFIzEE btk AB-206 L zD "L 7 » vEEIA

BHRFEL, ThHODORE#H#B Y Table 1 1R 7,
AB-206 D v — 7 REEL 2 RERIBTRC RS bh, F0F
HEEL 6 ug/ml TH 7ot BE 10 ug/ml, BIE 5

a : M-1 was not detected in every sample.

b : Values in branckets ( ) indicate concen-
trations of AB-206-glucuronide.

c : Not measured.

Table 2 Urinary levels of AB-206 and M-1 after single oral administration of 500 mg of

AB-206 to healthy human subjects

Urinary level (ug/ml)
Concentration Recovery rate
Name Time after administration (hr.) of AB-206 (%)
of
(0~8 hr.)
0~2 2~4 4~6 6~8
AR AB-206 13.8 12.6 8.7 2.9 2.3
T M-1 0.02 0.10 0.15 0.19
K.S AB-206 27.3 49.5 46.3 11.9 1.6
: M-1 0.01 0.01 0.01 0.01
HY AB-206 11.8 54.1 30.0 11.1 2.5
e M-1 0.11 0.50 0.42 0.43
A.S AB-206 58.5 64.3 23.5 4.3 2.7
: M-1 1.14 0.45 1.79 0.30
F.T AB-206 13.4 26.0 4.7 1.4 2.4
Co M-1 0.47 0.25 0.13 0.12
K. T AB-206 15.0 28.5 13.9 13.6 1.5
T M-1 0.08 0.24 0.22 0.50 ‘
Mean level of AB-206 23.3 39.2 21.2 7.5 2.2
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Table 3 Urinary excretion of AB-206 and metabolites after single oral administration of
500 mg of AB-206 to a healthy human subject

Metabolites?* as :
In(t;;-\sal Unconjugates Glucuronides Total recovery
AB-206 | M-1 M-2 | AB-206 | M-1 M-2 mg  Yof dose

0~2 #g/ml 15.0 0.08 0 188 0 3.8
mg 1.88 0.01 0 23.5 0 0. 49 25.9 5.2

2.4 #g/ml 28.5 0.24 0 482 0 22.2
mg 2.85 0.02 0 48.2 0 2.22 53.3 10.7

4~6 #g/ml 13.9 0.22 0 233 0 17.8
mg 1.77 0.03 0 30.3 0 2.31 34.4 6.9

6~8 #g/ml 13.6 0.50 0 236 0 57.8
mg 0.95 0.03 0 16.5 0 4.05 21.6 4.3

Total mg 7.45 0.10 0 119 0 9.07 135

% of dose 1. 49 0.02 0 23.7 0 1.81 27.0

a : Both unconjugated and conjugated M-3 were not detected.

T.) OWTHIE LA, 5 AB-206 A H AR AYIZ
EinTsEALEDON, 4BMBIRH1/2 (2. 3ug/
ml) kigotc, MORBYETiHbL M-1, M-2, M-3
IV ZhboREERL, WThUERRUT CRE
Shigh ol MEFRBHEOEENLRD X 51l
o2 & KRB btk AB-206 BENRFD I AL I vF 4 F
BRECLENTECC LERBWOBAY L X SEUL
Tuwico

2) REKRHDE

Rebwziz, JEfadtke LT, AB-206 L M-1 2%
LTWwco ThBDOREHS % Table 2 1K7R L1, AB-
206 D — 7 BWEIL 2~ 4BHFICA DR, T 40
ug/ml THoeh, FRUBETL, 6~ 8 BEET
139 8 wg/ml kigoiz, AB-206 05 BiC 3t 58k
HEERIZ 0~ 8BEMIR T 1.5~2.7% THotoo

AB-206 iz tbX M-1 DBEEIR T b TEL, 18%K
W, $XTO0.5pg/ml LITFTHhotoo BISHIC A.S.
DHRNED oAy, AB-206 BELFABICE LS, Lid
e i 2 ug/ml BEWRE L& ooy Lichins T, M-1
DRFFELRIL e + DBE, ERBHCHELTED
DTEML-TEV LD,

16 (K. T.) @ oW TABERBYEDSH T -
e, ZOER%Y Table 3 RLico BEHKLLT,
AB-206 3 X' M-2 07 v 7 vy 4 Pl X htc,
AB-206 DSV 7 vF 4 FORIIZE LSS, BRIz 8
B ¥ CTRBE B 24% T, BEREX 480 ug/ml i@
ElLlo DX, AB-206 DA 27 wF 4 FHRE
DERBYWETHD L IXERBY TLRAKETH - 128,
LTI M-2 07X rv 2w 4 FA8RERTE CIo iy 2%

Repie gkt & hich’, KRB TIET » b OREHHPIE
REGLLT, Sy ti~vRrDEILEBCERIA
Tw3Y ¥l M-2 wELILRBmE, AB-206
ERBIRAF vy o2 o ErE TS oxolinic acid 1
BOThe P RARBEYEL L TRIEIA TV 59, M-
1 D7y w1 R, EREMYCLiibThinn bl
ShTWBH, et CRBREEhichotk, ChHOX
KXY, v TO AB-206 DERBHERIIS N 7 v v EE
BEIHhBBERTH-T, M-1 L M-2 ~DORBZEY
WCHEL, X minor THBZ ENBEbME L oT,
2. BHB IVEFEFRBWE

BRRRIC IS W TR S hic B 8 L OB E O 4 s
RILUTDLED THotoo

1) BH+RBmE
EERRERKEE (FFERE : %) <« AB-206

Table 4 Concentrations of AB-206 and meta-
bolites in bile after single oral dose of
1g of AB-206 to human subjects

Time Concentration (ug/ml)
122;“5 Zf,ts? Unconjugates Glucuronides
(hr) | AB-206| M-1 | AB-206| M-1 | M-2
2 50.8 | —* | 10.6 | 3.0| 2.5
“64;5- 3 8.8 | — | 325 | — | 1.7
4 320 | — | 195 | — | 1.6
Y. M. 5 20.7 | 20| 1.9 | 0.4 0.3
(44 6 1.9 | 1.9| 31 | 0.3] 0.3

a : Not detected
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lg # 1 EERFELIcE EDEHTFD AB-206 35 X O
Rt EDOME S Table 4 TR L7, AB-206 R IT,
14T 80 ug/ml, fbOBIT 20 ug/ml WL, K
MBI S BEHRI TR HERBIZ T & 7\ A%, R0 miE s X U
RepBE g ThiE, B0 AB-206 {47 v
VMEETDHHIDEHEEI RS, 26k BEL TAHADR
RBE 1T AB-206, M-1 310t M-2 p&{ /L2 v
A FThoteo AB-206 DA 7 vy 4 FAMEREICE
BETh-ch, RPBERESKWE R0k E1-
Too FEHAEKL L TR, 16k M-1 BFERBE XK
DHBTHolo Ty POBENY LUBTHES » b TR
AB-206 DSV 7RI 4 FiZ EbDTHET, LA
M-2 & M-3 DL 7 vd 1 FRERBYETH -1

2) EFEFRBEWE

THIEE AB-206 2,000 mg/H ¥ EHEEOHREL,
2HELS3HERHRLLEFBROVWTHH L fo
Table 5 IEA KD BE YR LIz, AB-206 i3 40~
55ug/g DBRE TR I hi, REHELLT, M-1%
M-2 23578 b BIRE THRIE S hic, EREM T3, AB-
206 XV LB WTDOERWH IR, M-1 £ M-2 1
DWTE, Ty FETVARKWTREHOEIREYE
Tho1c¥s

Table 5 Concentrations of AB-206 and meta-

bolites in feces after consecutive oral
doses of 2g/day of AB-206 to a human

subject
Concentration (ug/g)
Day
AB-206 M-1 M-2
2 38.2 28.1 22.9
3 49.0 49.5 76.5
II1. # #

% A AB-206 500 mg ¥ RHEAME i L Tom
BER, BEFREMRRBEC 1g xNRI®LED
Bit, BXUTHAERK 28 ¥HRIRLL F0EFET
DWTEERE 7 ve< 757 4 =52 THE, kD
%%%ﬁfio

1. MiF AB-206 JREE v — 7 13 b5 2 B RIAT# I

Y, ¥ 6.0ug/ml Thot, MFHRBHHELL
TAB-206 DV 27 vi 4 PR E iz, FoBE
1% AB-206 > 1/2~1/10 TH» oo

2. R AB-206 R — 711 2 ~ 4 BERERIC IS\ T
RER, Ty 39.2 ug/ml THot, AB-206 DHRLEE
x5 BRI 8 B ¥ TIRFEE 2.2% Th -0

3. ReER#WEIL AB-206 DL 7 e 4 FT8
Bl Tk, BREED 24% OHHERTH 7, LR
HWBELLT M2 D SArvF 4 Fit 2%, M-1pn
0.02% Bk X I tzo

4. Bt AB-206 JEEIZRER 80 ug/ml L
o KRBMHEL LT, AB-206, M-1, M-2 D& A »
wi A4 FHRRHE I, ehTh AB-206 D2V 7 vy 4
FORENEM -7, M-1 231 TR bl ERE
EThoko

5. FFd AB-206 MBS 40~50 ug/g BE ThHo
Too RBMHE L LT M-1 & M-2 3 X hiz,

6. AB-206 oe FTORBIT, EREMOBE L
BT, Z2RDLREDTH- TEFh—H%L T
Wit

(RHREHMZFBM504E9 Anb 5247 ATh 5,)

X [

1) FHREBEE, RKEATF, ALEBD, {{HETF, MM
B, WAREER, K& H, KFHEX: Hikz
# K| AB-206 o 31 B & Flo Chemotherapy
26 (Suppl. 4) : 48~59, 1978

2) HR W JIFE—X, EFXHE, HREE, LUK
25, VAR : MC-EE AB-206 0 & E R B
Wiw ks F 5 R, 576, B, Chemotherapy
26 (Suppl. 4) : 77~82, 1978

3 FR W OINE—K EEFXE HREE, M
WA, WA o MC-EE AB-206 D #EERE)
i 1T B #, Chemotherapy 26 (Suppl. 4) :
83~90, 1978

4) HllE—, HRER, HREE: Fl 2B EH
AB-206 nfEEAR 313 5 5 — #H B K B %5,
Chemotherapy 26 (Suppl. 4) : 267~270, 1978

5) DICARLO, F.J.; M.C. CREW & R.C. GREE-
NOUGH : Biotransformation of the methylene-
dioxy moiety of oxolinic acid in man. Arch.
Biochem. Biophy. 127 : 503~511, 1968



100 CHEMOTHERAPY SEPT. 1978

METABOLISM OF AB-206 IN MAN

Axira YosuiTake, Kazuo Kawaunara and Fumiakr SHono

Institute for Biological Science, Sumitomo Chemical Co., Ltd.

Axio Izawa and Tosuiakt Komatsu
Research and Development Center, Pharmaceuticals Division,

Sumitomo Chemical Co., Ltd.

The metabolism of 5,8-dihydro-5-methoxy-8-ox0-2 H-1, 3-dioxolo[ 4, 5-gJ-quinoline-7-carboxylic acid
(AB-206), a new antimicrobial agent, was studied in man. Intact AB-206 and its metabolites in serum,
urine, feces and bile were assayed by HLC.

The serum and urine samples were collected from six healthy adults dosed orally with 500 mg of
AB-206. In the serum, the peak levels of intact AB-206 were observed within 3 hr. after administ-
ration and the average concentration was 6.0 #g/ml. The glucuronide of AB-206 was detected as a
metabolite in the serum but the concentrations were as low as 1/2 to 1/10 of those of intact AB-206.
In the urine, the average concentration of intact AB-206 was 39 ©g/ml at the peak which was observed
during 2~4 hr. periods after administration and the total recovery rate within 8 hr. was 2.2% of the
dose. The major metabolite found in the urine was the glucuronide of AB-206 (24% of the dose within
8 hr.). Other metabolites detected in the urine were 5, 8-dihydro-8-oxo-2 H-1, 3-dioxolo[ 4, 5-g Jquinoline-
7-carboxylic acid (M-1) (0.02% of the dose) and the glucuronide of 1,4-dihydro-7-hydroxy-1, 6-di-
methoxy-4-oxoquinoline-3-carboxylic acid (M-2) (2% of the dose).

In the bile which was collected from the patients administered orally with 1g of AB-206, the con-
centration of intact AB-206 reached 82 #g/ml at the highest. The biliary metabolites were the glucuro-
nides of AB-206, M-1 and M-2, and unconjugated M-1 was also detected in one case.

In the feces which was obtained from the patient treated with 2g/day of AB-206, intact AB-206
was detected in the concentrations of 40~50 #g/g. The metabolites found in the feces were M-1 and
M-2.



