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DA 2 SRR A ST B E T A S AR (R - BRI EL ¥ 27 P — A
v ABORIHE$2E) — BT -A O Lo o % & LB 2 it

ST &

SHERTEERE R O R VR ICBE S S 5T

R BRI BR RS RE

WMREE Av vk, EERS XC-BAEA % 28F 0 7L LIciiad S, b2
Eo@EfF—F 28HNICB TR ZLDTERVWEEARTHE—T, AT L F AT
VIERBIERITIEBHAONT VS, AV Y TIFRRPERSTH Y, »oRIEHDE
Ribea¥cd s 27 )50 5 v (GL) 2FEO#%E LzBolidh 7Y Fr1r 5 Vg
(GA) BEHRICOWTIIETHESD 3 DD, %L DAy Vv EABT I #% 5K
DIfF GABREHBICOVWTOREIZIZEAERY 0k, 22T, KifETid, oh
FCIMERL A Y YV YBRAET X A0H 250w Ok vy ACKROKE L, 20k
DI GAREZBIE L <, WA X 21 GAREHBR OE W ZBEEL 72, Z OF5HE.
BT DI GA RE DYBIHE T A —2—D 5 b 0 KefiA 5 48 FFff E TR
HiAR TR (AUCpas (ug/mL - h) 13, BA&H Y Vv EPLGLERLE L WHEZRL 72,
—7i. ZOmEMPEE (Cmax) % DFHERE (tmax) X, AP Y Vv ES GL &
B IIHBEE 3, BREREOEVIC X 2E L ZIT T L LI RBI N, HEHT XA
BIH| DL RMEMR D=0 I1CiE, BAINZH Y Y 7Iic X 33 ERPREIEH R OFEH %2
BHO 2T 572003, B colld GABEHEEZHLICT 2LERH Y, X5
AT DFENICH ST 2 H R ZHL I L R TN b w0,

A. WHFEHEP NOWPF* 2D GL GRICKITTHEL

InEClc, BT X ABF RN BMETLE V., ZOfER, =¥ X—-HEHD
RICET W LT, EEASIUOC % GL &RERAINZ vy YV vEICHAX
A % 28K o 7 L ICEE S ., WHHB AR R T Z L RO & L, NE
OB X AMHORIEARRORKAE EHAEZOMBE» LN NTH % C
L L TROMEHRBE DL H vV TICH EDRM L7, £/, 4D pH ZRTi#k
HL. WO Dlat2fT> C&7z, 3. AR 2 v V760 GL
H v OREETIGT D5 b, REWR 25 HEERIIHICED pH 2 EE T L
Hoz*ziconwt, HwaEHEoa v b LI L, NFEGOLAETIET IV
FEE L, BREROMAGEDERZNE ORAEDVFILED pH Z{K T & ¢, GL OfH
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HRZZE LK F XD TIIAR0wDE
WEmo 72 D,

TIVE, VTR Fa vy T3
VOREEHVLAEETHY, T VR
CoEEBEED L AMbNTEY, &
NOICXVHIUHD pH 2MET$ 3 &%
7o Z T T AMIORFEEIOFE LA L -
LA, FryvazitkoTh pH IZET
L72b DD GLEBICNLTIXIFEA L
BEH5 23, HES TR I 2008 h v
VU b GL HiRIGEE Y5 2 24
#ELCHEEIN TR, 22T, TIve
AU bICEAINDBEITNTE T
XCHEL, 2o GL 8% HE L, i
MEEEHLZECA BAH VYV VEE
Db AD pH ITHKFT 5 2 L 3L A
o7z,

INETICRET LT RCOA Y VTR
AHEFT T XA IOV AEH Y VY
BELXIF 2D pH & GL &8 % ofiHsh
Religme Lz A, =F2D pH &
GL 20 I3 I R WHB 2R L 72,
FIFRA—S—IlBnTld, EEH*
ZEF| DA v Z e 2 — 7 F— LT F RE
Hl % KUK SRR L 728 pH 2MB#E
THH., Th b DEIFAMTE T D RHIE L
KWHBEZR L., BRICBWCHERT 27
VY UBAES X A8H o GL R80T
WICHERTHDEZERRBLTNDS D,

¥ IR CIZVHEART v T4 T2 H
WA m oy P RAZT 4ICEWT, NE
& NEEEGOIRFIRRICE T 514 GA E
EHERE DR EC BAZ L AMEIhTE
D, BERAEFEDENPHCENICE T 1
W # 1< X 2 GL MK f#sh3#e GA ©
W EE 52 5 2 L BB I T 9,
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Z T AR ICENTH, v~ 7 22 H T
INGEER & N RS O BRI D B IREIC 35
F 2 IfH GA IRFEEHERS 2 MEE L. WAL o
fEHce b EHERIL 21 GA REHERS O
MHEZRH L7, chEcicAasonTn
X oic, NERREE GL & [ERRRRR I 27
v vigEh b ORERTH I AL A ) VR
LEICERET -0, BNMEEC X 50
IR RO 3 CRHE & 1 5 vl RENE % Tl
L7 9,

IHIC.GL O TV F AT v VEFEH O
eI 1o —>2 & LTEZ 5N 3 Iisico
WTh, 80 HLALEE L 72 M BALB/e ~
7 A% T, GL HERFO# SR o+
GA BEx T~y 27— & L WERET L
=l A, FRICKL TIH GA RE K
WEEZR L, ZOER E L CIBNMEE I
£ % GL Ko figstE oK T IciER 3 2
EHBRB I NI 9, Flink X i~ v X
DEGHNMEEZICOWTDOT vy F)ay s —
TV AMRHTIC XY . Inleic X 2 BN
DREEZEACHHEE & 7z 23, GL MK s
e oBER Y, 20T EAAHTH
%o

KRR IZ, 2N E COMMHERZLICHE
O, XoRIcET b0 LHEREELH
T, AV Y IVREETFIXF A2~ T RIC
HERE %S L - olfldh GA EEHER O
Tl L, Z OEYEHENT A — X —
EhVIVUBRAEES GL L LCokbEL
DWW AT o 72, £ 72 FEE OFlins L O
s~ v 20FHENEYOT v 7Y avy
— T VAT =2 BT LR E
TV B PR 5 0 BB oKk o0 el S i 1
DFHENETOT—% & DEEMICD
WTHGREZ(To 72, S DI, AV T F R E



LW~ A vlAEN ¥ 25 Rolldh =
7z RV v -7V 4 Fz7 28 ViR
BliconTd, #H T bikic X 2 50H
IR BT H . RN O TN & D5 HED 5
Fl v, HRKRTIRRTRE 2o Tw
%,

LITF, A1y 7 e B3 2 Bt s on
THET 5,

B. fff9t/iik
1. EEREY

EEREIY & L <. M BALBlc w7 2 (6
A, HARSLC) #Hwiz, ~7 23, 4
YR PRI R BN Y) € v X — 1T TR L
WHEBRICH L, bbb, RE-BEL
b ICHlE X LT3 SPF BRES T T {3
EH 7 —YNTHEEB L. 8 (MM-3, 77
Ny 77— L8 Lk (RO K) 13 HBEH
& LT, EBREII L v 2 — B 5 R, D7 L
&b 7 HMOBIME 217V, FEERICHEL 72,
. B OEER L O NICTRTCOEY)
FERICOWTIE, AR AEERIVEE S
D KRR FAREERDED HUE
% IESE L CHEME L 72 ORFEE 5 1 2020PE1),
2.

GL ¥ L U GA 1F, A E T LRSS
YEBERRERE L2 b5 I N2 b D
7z MHIREE D oM I W 7 3B 1
TRTCHPLC 7L —FDbDEH W, 21
DIA DS IZFFR D b D B AL 72, T 72,
Tv7Y)avy—rvAT—XORHTIC X
2 BN B BB RE Tl 7 — X fiFdTIc D T
X, T2 ALK - TART MY —ITIREEL
726
3. EEEAT Y a—n

Mt BALB/e =7 A%, 18 FEfElfiR L.

42

FERICHE L 72, GLEEHES o v ) o il A
T FRF, 2N IEEKITERD 5 v
ZEE L CROBG Lz, TR0
HGEICOWwTlE, ZhZhNEPEL S C
Eb, e PEHAREREL, 20 10 F&
& L7z, ZNZ D HEH, #5 IR 3R
2 1.5% A4 YV 707 v R RIS TR KEIR
2 HERIML, ZHE T 30 47~60 9 iE L 7=
#%. 3,000 rpm. 15 53D LLER % L T
Mg & L7z, Mg, GA © HPLC 70471 %
T, —35CICTRFEL 7=,
4, i 7Y Fu v F v EBIEEE o HE
MiE 200 uL 12, WEERHETH 5 2-
methylanthraquinone (MAQ) % 10 ng &
L. HPLC 7 & F =} Y 2 (1,800 pL)
A COKEICEL, BRE v o7 %275
720 % D% 4°C. 10,000 rpm. 10 Frfi iz
DAL 1T, B SN/ B (1,800 ul) %
[EUN L 72 & 0 B ZBERZE L, 56 iz
¥i&ic HPLC A % 7 — o (100 uL) %70
Z TR L, %@ 30 uL. % HPLC 437 icfit
L7,

HPLC &3, ATt E0TH 3,

717 2 COSMOSIL 5C18-AR-II (5 pum,
4.6 mm L.D. X 150 mm)

#%EiHH : CHsCN-CH30H-2% acetic acid =
48:10:42

JUE 1.0 mL/min

MR 254 nm

717 LimfE  40°C

C. s luER
1. AV OBRAET T X 2A0RKRO#K5ICE
J 2 I GA BEH IO W T



InETic, P 28 FEHREICENT
GL A vV U HET X X X L ICfTiF5E
THE ST /NERG /NGBS Z =
v A L 72BR ol GA BREEHERS %
HELTE7, 72, P 30 FEHRE T
GL e o5 8% 2 2 ¢, GL#5I1ck
B RN - SRR o BT 2 fT o 72, 2 D
FEE. GL (100 mg/kg) %5 HHCI3i%5%
8 IRffE] & 12 FFfICI GARE DO v — 27 28
A O, tmax X 8h, ¥72 Cmax X 1.6
pug/mL TH -7z, DO I§EMEDRRRZE I
2Tk, —2HF GL 2SBBNME#IC X
D GA ITHKSfEE I, IS 2B b
DT, ZOHEFWIRX Nz GA Tl T2
nravglaGIN 7 ) FAL T VBT
J7nzuaF A F (GAMG. 3-O-% ./ 7' v
rsa vt ) 5L F v SMGA) 23H
R X . AL I CHE BN I
X DMK ZEZ T THEL 72 GA 2SI X

NBov—27ch s EHEEL TS (Fig.

188, T NEHGC/NEEGZ E b
HHEDO 10 FRORO#KS L 2Bolnd
GA R S 83 2 (Fig. 2).

S 71, AEEHES, RO, 5
EEL S KBt NS =57 St R NELS 75/ SVAv 21
T4, PR, Hekuso 8 W%
bbWT, TNENHE~Y Zice M
Ho 10 ffEZENEE L, 48 K To
I GA JREE %2 HIE L 72,

ITNZFhoiER% Fig. 3 ~ Fig. 6 £ T
(a7 e

9. AV VORARNS ., GLER
DECATEHE S CIX, #%5% 6 i & 12
FEfEic oo v — 27 iR < 4, Id GA
B & LTk GL &5 0854 L
T W7z, ASEH RSl R EES Y v 7
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Y2 EAVITDIIRTH Y, ZD-0H
AESRIC X 2B P E 2 b T,
—Ji. RA&Hv Y UESP GL L LToks
B ERRE O/NEIG SRR E S
Tl%. Cmax T#J 4 ff. AUC THJ 2 55 H
LWL T DOITHRE xR L7,

Z DO ICONTH | I GA JRE
WEO AL ZHEBETE L, WDPD
NR—vHEDEBHEEINS, Thb
B, MM GA IREOHL 27— 7 137D
md DD, HIERR WIRFENICE - T
IC GA BFET 2 b D& LT, PEELE
/NGRS TR IR UG AT H AL, %
5% 8Kfld -0 ic—oor—2 & LTH
. 24 R LARRIX 1T & A CIHRICHAE L 75
W DL LT, FERTECAE S T2
KAfiGe B BB Fond, 2o
TH ., TRKMEGC ARG Tl &5
%4 & v B GAo—2Ho v —
7 IR L 72,

T Hic, YRS ST X — 2 — L L
HGhvvEE AUCes ZILIKT 5 &, 1
DX WHBEATRL 72 (Fig. 7(A), £72. GL
ELTCoEGEE AUCos KT 5 &,
Z ORI T L 72 (Fig. 7(B)), =D —
77T, Cmax & ZNZNEAEESL GL %5
& & OHICIZIAME BN LD o e
> 7z (Fig. 8(A)B)), LA EofERIX, 7 v Y
v ECAULT OREEIRFIC, GL o £GP & L
TIMHFICHAET %5 GA IKEHT %L, 20
AUCo4s BN v VvV BETHEET 5 2 &
T CTZ 52, Cmax ZH#EET 2 LITEL
WE WY L EEKRT S,

FATHFIEIC B VTt bAEOEIEH T
— % X —Z (JADER : Japanese adverse
drug event report database) % iGH L 721/



TRV OhHY, HEHZFAEANCL 2
BT F 2T u EDRRNAEIRKIZLII Y A
VIUTHD I LDBHERINTNE 6-10
T2 RFABRICK D BTV F AT a UhE
DRI T v Vv o—HESE, 74
bHEG A vV 7B BTN e E R A
REINTZET 2350050 1D, KHFZeH
ReE2HbEL L, AV VICHKT S
BIfERIC DWWz, 2o AUC Off & BIfE
FHERES R L o o BHsEME 1 D Tl 23
725, —1.GL & LToks58 & AUC
% LB U 723560 I I BAR B D KT 23152
SNz, ZOMEIIAHTH B,

F¥72.Cmax L XA H v Vv EPGL L
LCofkbGRE ICBEMEZ g 2 &
TEF, fthoMlAdsEic X 2 E»HEG
NTe, bW 2ALEEEGIT BT = % 2
BHlD X 5 e RYIEERTEAYTH Y.
BRI & & 2 60 2 LEY OIRNEIHEE D
H—tEYTH LML TR R L
FAE TN TS 23, ZDEREICDOWTH
FEEL T T ide b v, HER T
k. ZoHEREE L HET2LEMICL D
ORI #5 D GL KRG~ D 52
QO LEHEBI~ DR, X 5 ICBGA Dk
BT T T8 LRI, 2
ZNOBGIZ DWW CEBRIEICKREET %
PMERDHDLLEZTND,

X BT, AT & ARG R & | BIE
FICBRE 3 2 3B REAHY X T A — X — I
AUC <& b, HEHIEHICEED % D1 Cmax
TRV EbEZLN, vV VICHE
3 5 3EHEAH & Cmax & OB § BIE
BHinbd,

2. #ilind L Wi~ v 2 D& B Nl R
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EoTv ) avy—r v RN EZ W
THIT ) LEFTICOWT

WEAERE DR ic X 0 iiis~ 7 2 ~D GL
B[RO 5B 2 MF GA BER P
KL TREZRT Z EBHL &R0 T,
72, BENEYD B 72 15 E
BERIIC X B GL MK s A3 niis i< X
VRT3 2 LI RERSES . I GA
REAMEEZ R L2 2RK & L CHfig X T
W5, B R EE (X INiin i X B R T
52 EnEZOLNTEY,GL 2K E3
% Wk w EAE T 2 M O A A3 L T
52 RHEREEREOET b E AL LN T
WER, REET TV ave - VAT
— X &G L 7 BERE T HIENT 23 P REC B B
WS Tl Rbho DT, BN AT
277,

Z DR, Hiv~ v AL~ v 205
BRI 28BN o ENMEES p 7rray
X—XiEt porAru =2 —Xikth%e s
J LT =2 LR A, MR
PEE DITHERIC X 28370 T & ARE
Ihi (Fig. 9. WFHEEOMENTIC XX,
ESEAERENDE Gt = R Y (ol = & A (A = CANEGN
BB DD ) e BHL 2L -
Tz 2d, SO clifRtEE & L <
DECEERTE o7z, WEEERSL
TBERIEE O EBRAER L 1Z R 2R TH
D, FoBEEICOWTEROT S LT
TER, 7272 L S El oBREFHNE AR
mBIrayX—+x ([EC3.2.1.21]) L B 7
nrza=x—+ ([EC 3.2.1.31]) cBd 2
bDTH Y, GL ZHNUKDSEEER B 7N 2
H=X—ERZNICEHEENDE 0L D HITD
WTIRAHTH %, GL & MK R ATHE 72 1
FICDOWTiX, & bTlE Eubacterium sp.



2 of]® TR X, Peptostreptococcus
sp.%° Ruminococcus sp.d £ 725572055
S MK AR = I Nl & L CRHT X
7212, =T, KBE» oI nzp s
N7 v =X —+%, phenolphthalein mono-
B-D-glucuronide (PPG) % p-mitrophenol
mono-fB-D-glucuronide (pNPG) % fill 7Kk 53 fi#
T& %25, GL 2Kk MHT 5 2 L I3 TE R
W, X2 otk p v = X —
£ E2b I LA GL ZIIKSETE
5758 & GL K g EESR (T — R 72 B 7
nzm=x—+% ([EC 3.2.1.31]) & ELEFs
P 2 12, SEGLNTT ) LHEEE
HIfEHT & ORERZMELT 2 7201CiE, B 9
—Ehtn~ 7 A 2ER L, — iR R I
XN B IR SN & GL 1S3 2 ik
fETEME % LT 3 2 D E 3 H B & E 2T
W5,

D. i

AV RERERE X OB ¥
A D 7T EILA LI NS Z &b,
BEFICE o TUHHED LTV T AT 4
T—vavopciRHT % ARGV,
ZD7=», % ORIVEHOFRIERRE % BEER
ICHH S 2T Ly FBIE &2 RIR B BT A3 44
HCTH 5. mIMEHOIRREES & LTt GL 2
EzbonTeh, o@D EDFHRAL
G CTHhL L LCiERD D b DD 1819 Hh
D& 7o T B AEHPIARE LT GA T
HbH, bbbz, 2 cicgIfERA%Z Ml
TEFRRE LAYV EDL GL &
B0z iRE L, =¥ 2®8Ho [ v &
Ea— 74— LICil#WMINE T F XD pH
bFEL—DDODHLKL LI LERL TV 5,
S, 2 TIZ GL &E % Ofta®
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REEBELCE 2 F 22T, »(
DHDH VIV REET T X ARG RO <
v i GA IREHE 28I L=, % Off
B A vy AR Nl AR T R
(AUCo48) & X WHBAR R L7z, T/, &
IR (Cmax) IC2WTliE, BiadH v
Vo LB R & 3, fh o Rk RS
HK D & D AER DB D 5 2 L AVR
X N7z, BT, B A — 5 — it
TEA4AVEEa—T 4 —LICBENTHED
VY UBLAEH T X ARG REOIMY GA R
Bz oo - PEilt e & o7 — 2 TRl S
NTELT, HoTDbTICERETCh
vy F A Told GA BEHE L 57k
W, T REF O ReHEHICE T 55
BERFZE & LTk, Rk W REM AT v Y
BlAH T = ¥ 2GR oI GA IREEHER
ZIILD LT HERNEEEZHL 22T LT
BEDD 5, F 7z RIFFE TR A
VY OBAEEST T ¥ 2D ARG ICE T B
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G ic BT %5 GL ® GA OKNBIE % I
LT HRERD L LEZ TS, 5k,
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WE 72,

E= 04

1) M. Nose, M. Tada, R. Kojima, K. Nagata,
S. Hisaka, S. Masada, M. Homma, T.
of

glycyrrhizin content in 25 major kinds of

Hakamatsuka, Comparison
Kampo extracts containing Glycyrrhizae
Radix
J.Nat.Med., 71, 711 — 722 (2017).

2) M. Nose, M. Tada, A. Kato, S. Hisaka,
S. Masada, M. Homma, T. Hakamatsuka,

used clinically in Japan.



Effect
glycyrrhizin content in Kampo extracts
containing Glycyrrhizae Radix
clinically in Japan. J.Nat.Med., 73, 834 —
840 (2019).

3) EARFEE. NEFIESE, RUAE T BE, VUl
8 HERGE S =X AFo 7)) F1) 5
YOtk ¥ 2G5 ®RD ) FLLTF v
BR D MR EEHER, HEAEk 116, 209 —
216 (1996).

4) “FRK 30 BRI AR 71 T BOHEE R A S
i (A - RS L ¥ 2 7 b Y —
YA v ABEREHE) —MRT BT 8 o
] E R 0Bl & LB 20
FeHEE (2019).

5) M1 T A L JEL 2 55 B A7 IBCHE St ) A R
i (A - RS L ¥ 2 7 b Y —
YA v ABEREHL) —MRTEETT 8 o
] E R 0Bl & LB 21
FeHEE (2020).

6)Y. Kato, R. Umetsu, N. Hosoya, N. Ueda,
J. Abe, Y. Nakayama, Y. Motooka, Y.
Kinosada, M. Oyama, M. Nakamura,
of

pseudoaldosteronism

of Schizandrae Fructus on

used

=t
RN

licorice-induced

in the

Analysis
Japanese
Adverse Drug Event Report Database,
Trad. Kamp Med., 3, 63 — 70 (2016).

7) 1. Arai, Y. Hasegawa, Y. Motoo,
Estimated incidence of adverse reactions
to Kampo medicines in randomized
controlled clinical trials, Trad. Kamp
Med., 5, 106 — 112 (2018).

8) I. Arai, Y. Harada, H. Koda, K. Tsutani,
Y. Motoo, Estimated

population of adverse drug reactions to

incidence per

Kampo medicines from the Japanese

46

Adverse Drug Event Report Database
(JADER), Trad. Kamp Med., 7, 3 — 16
(2020).

9) Y. Shimada, M. Fujimoto, T. Nogami, H.
Watari, Adverse Events Associated with
Ethical Kampo Formulations: Analysis of
the Data
Reports of the Ministry of Health, Labor,
and Welfare Evid Based
Complement Alternat Med. 2019 Apr
15;2019:1643804. doi:
10.1155/2019/1643804.

10) Y. Shimada, Adverse Effects of Kampo
Medicines, Intern Med. 2021 Feb 8. doi:
10.2169/internalmedicine.6292-20.

11) B A, B PEE ERGEERR., $aARBR I,
FRERIR -, SR LW, fiLTEsE, R,
AREF R, HEOHE BT v F
AT w AEDOBEZICE Y 5 A, HA
RFEEFRRE, 66, 197 — 202 (2015).

12 ) T. Akao, T. Akao, K. Kobashi,
of
Eubacterium sp. From human intestinal
flora, Chem. Pharm. Bull., 35, 705 — 710
(1987).

13) K. Ishiuchi, O. Morinaga, T. Ohkita,
C. Tian, A. Hirasawa, M. Mitamura, Y.
Maki, T. Kondo, T. Yasujima, H. Yuasa, K.
Minamizawa, T. Namiki, T. Makino, 188-

Domestic  Adverse-Event

in Japan,

Glycyrrhizin B-D-glucuronidase

glycyrrhetyl-3-O-sulfate would be a
of
pseudoaldosteronism, Sci Rep. 2019 Feb
7:9(1):1587.  doit  10.1038/541598-018-
38182-2.

14) K. Takahashi, T. Yoshino, Y. Maki, K.

Ishiuchi, T. Namiki, K. Ogawa-Ochiai, K.

causative agent licorice-induced



Minamizawa, T. Makino, T. Nakamura, M.

Mimura, K. Watanabe, Identification of
glycyrrhizin metabolites in humans and
of a potential biomarker of liquorice-
induced pseudoaldosteronism: a multi-
centre cross-sectional study, Arch Toxicol.,
93, 3111 — 3119 (2019).

E. WFoeRc
1. FSCHER
PeAmHEfH
2. HRRK
Hefi e

G. JNAYEAPENE D HUBE - B SRR
Fricz L,

47



Cmax (ng/ml} - 169.9
2000 500 AUCqs (ng*himl) - 5.2
1500 100
1000 .
2E“ 500 0 10 15 20 25 40 45 50
= 0 eonte 9 09 O — — —e
[ =
.g PGUVES Gl 50 mglkg Tmax (h):12
© Cmax (ng/ml} - 783.0
£ 2000 + AUC, s (ug™h/mi) - 131
2 1500 -
o
S 1000
<
) 500
g O 1 rrr o1 rrrrr T T lllllllﬁ*'_l
o
Cmax (ng/mi) © 1621.0
2000 - AUCq4s (LG*h/mI)  35.6
1500
1000
200
0

5 10

15

20

25

Time (h)

30

35

0 45 50

Fig.1 7/ F1 Y 7 vi#g (GL) B0k bGicsd 2Mdh 7Y FrvF vk (GA)

IRPEHERS

Each point represents the mean = S.E.M. of 3 mice.
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Fig. 6
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