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Crush syndrome (CS) is characterized by ischemia/reperfusion-induced rhabdomyolysis and subsequent systemic
inflammation and has a high mortality rate, even when treated with conventional therapy. In previous studies, we
demonstrated that treatment of rats with acute lethal CS using dexamethasone (DEX) had therapeutic effects in labora-
tory findings and improved the clinical course of CS. However, because the application of DEX in CS therapy is
unknown, evaluation of the pharmacokinetic parameters of DEX was considered essential to support its clinical use.
Here, we investigated the pharmacokinetic characteristics of DEX in a rat model of CS. Anesthetized rats were subjected
to bilateral hind limb compression using rubber tourniquets for 5 h, followed by reperfusion for 0 to 24 h. Rats were
divided randomly into 4 groups: saline-treated sham (S) and CS groups and 5.0 mg/kg DEX-treated S (S-DEX) and CS
(CS-DEX) groups. Blood and tissue samples were collected for HPLC analysis. In the CS-DEX group, the pharmacoki-
netic parameters of the area under the concentration-time curve, mean residence time, and distribution volume levels in-
creased significantly compared to the S-DEX group, whereas total body clearance, elimination rate constant, and renal
clearance levels decreased significantly. Moreover, decrease of muscle tissue DEX concentration and of CYP3A activity
were observed in the CS-DEX group. These results show the pharmacokinetic characteristics of DEX in the rat CS model

and support the potential use of DEX in disaster medical care.
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TOA REFRIEEO —FTH D, EMRELT
TRIDABBEOH M2 EITEE FHINTY
. bhibiud, CS 7 v MIxL TDEX Z{&H
& (0.1 mg/kg) MUGEME (5.0mg/kg) ZTHER
NG U=, FICE RIS a v 7, PIREIR
BRIV TR, NEE NO & lEEE DR 2
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KON, GEALOTFIER RIC X 5 st 2
AN —Z (third space) MAELU BT Tha<, RIEME
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1. fERENMD HAZZ TV > —lattns
55 7= Wistar R %<5~ & (SPF grade: 228~
330g) ZEEHE 23+3°C, MXHRE 55+15%, BHRE
YA 7)) 12 KT KD HBHIZER S N5 IREE
TEMUZ., 2B, AR THEHEINDSTXTOHE
BREMI IR KA Rl A s > 4 — Itk o UK
WEINEBYANTA RIA i THEiES N .

2. Crush syndrome £ 7 )L 5 v MER KB &

R MNIIVES =)V F MU D LREET [#llEE s
LT 50mg/fRE (kg), HEFFEE L T 15-20 mg/{k
#H (kg)/h] ©F v bE{PEAMLTREE L, iz
WX URETRAT L AN ORI AN, FEA
TIIN=NREZTA RSETHEHAL, WEkKz S
RFEEE U2, 20%, I/)N—/)N> RZ4)B Lk
%, EHEZEMBRL TERL .10

3. ERTHFA AEBRTHMLZ DEX
R, Daio#MEESEIC, TFTAYT >
U BT ATIV_F hY L (Sigma-Aldrich) %
FEH ALY ELTO.1 KU 5.0meg/{KE (kg)/

AR AR 100 L OIREICHH 21T /2.

FREE FIZB W2 T Y NI, BIEAICLITITRT 6
BT 72, EE 27D 5 BRI O FRERLE L 72
Bz AER (&) 100uL, 0.1 &8 5.0 mg/kg
DEX z 2B # kN 5 L /= ##1%, sham(S), S-
DEX 0.1 %' S-DEX 5.0 #t& L7=. —4, EHEMA
SN—=NCRZHWTCSETILT v EEEIL,
£ 38 fRBRE RTIC, ZE£ 100 uL, DEX 0.1 K& U8 DEX
5.0mg/kg Z 2 B#IRNTI 5 L 7= #1F, CS, CS-
DEX 0.1 TN CS-DEX 5.0 BE & L7=. 728, S- K&
UF CS-DEX 0.1 # @ DEX J&#13, EBRIRNICE
& FRRMEDSEFEEL, TN nlgEToh-> /-
ZEMS, 5.0mg/kg DEX 5 L-HOAEL,
LI\F% DEX 5.0 2 DEX & %&0 L /=,

4. MIBRORY > 7L OBEEVERER Y
M, X2 RNV ESY —)VRESHERF L 72, TXT
DOBERED T v M, REFAICERINLZ1T S 7291
v NOLAEBEIRICANY ALLERY TFL >
F 2 —7 (INTRAMEDIC™ PES50) % ## A L C[&
& U7z, BRI EEM#FRE 0.083, 0.167, 0.25, 0.5,
1, 3, 6, 12, 15, 18, 21 JON 24 B5fE#% (BH12 @D I
frof-. BRIMEIX300uL &L, HMMBICSEEDE
BEEALZ. BRELU 72 M3 5E 2 12 5= 0 5 B
(4°C, 3000 X g, 5min) L Tty > 7 I #2157,
PRY > TV, BREUT 270 HERIV— & 2k L
TRRITEEMNICRY ZF L > Fa—T &AL TH
[BROREDIEICHEEG L CTHELZFa—TX0E
7. BRPRVE, FVEAT 1R S EER % 24 R
FTC1REIEICIT > 2. BREL 2 JRIE, oIz
D EE (25°C, 3000Xg, 5min) LT, kizHd >
T EL. BonlzimEk R BEY > 7N,
HPLC 12 & 5 HIE R F THifEfR7TE (—80°C) L.

5. mMIERUVHEEY > 7LD 1 point 1 kill (&
DEEAE ERER 0.5, 1, 3, 6, 12 KX 24 K5
BRICHEHLIEZ L 7= Z v b ZBIE L TTFR#REK
DERIMZ 7> T/ BEL 7=, BRI, O,
fifi, B, PR NN (EEEAD) B 7
WIT, VU VEARERIC CLMERLIE L 72, 1§57
Y TN, R THSE R (—80°C) L /-,

6. MB/RURY > TIANEE MR TR
B2 TIVERENE, BTV (S0ul) WTNTHFT
B &7 0 )l (internal standard; i.s.) A% J —
JVIRHE (0.02ug/ul, 30ul) KRUOX% J—)L (20
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uL) ZMA CRGWEEL L. T0R%R, =Lk
(4°C, 20000 X g, 20 min) IZL > T, By >IN #
EZfTY, RiEZz#ERY > 7L E L.

—7, Y > 7T, HBERZ (o) 4%
A% /—)LHTPOLYTRON® PT-MR 2100 % f
WTHRETZF A X (26000 rpm, 1 min) L7z, 55
NERED X — MRIZESCHITELDEE (47C,
12000 X g, 20 min) Zfro7=. fF51 7= L1 (400
ul) 1TZBEAK (800uL) KU is. A#k (30uL) %
Mz, =0, #fk+ DEX 23 % 72012 [H
A4 H (solid phase extraction; SPE) #:{E % 1T >
7=. SPE ®F/i#ElE, SPE — kU w3 (Strata™ X
33u Polymeric Reversed Phase, Phenomenex®) 7% H
Wb NEEEZ T ICERELE S B0 61T
BB (100 uL) ITFEML THW .

7. HPLC BIEDS&H  Igbal 5 DHE? &5
ZIZLT, BEHIXY CEEEER (pHS4) /7t
=RV AY J—)=1.73/1.16/1, #iEE
13 254 nm, 51T LR 40°C, I 1 mL/min
K OGFEHE A B 20 uL OFMATHIE 2TV, BT
I Inertsil ODS-3 (4.6 mm X 250 mm, ¢ 5 um) 7%
AWz, 7P, BERZO0,0.05,0.1,0.2,0.5, 1, 2,
5, 10, 20, 50 K& U 100 ug/mL O EEHIBH 2 F W\ 7z

8. DEX O EE TR && TR (limit of
quantitation; LOQ) 13, LOQ=10¢/slope O X %
AWTHEHUZ. Mg, REO#EEED LOQ fEld,
ZNEN0.02ug/mL fHETH >, 788, ol
72 2 iREOBE B OERER 2= %2R L, slope
&, E& FRMMEOMERIOEHL /2.

9. XWHEFBENT KW HE (phar-
macokinetics; PK) /N X —4%—|%, A FOIEHZ
7z, s - EE AR i (area under
the concentration-time curve; AUC) 13, BEAR
ZHWTEN U2, FEiEE R (mean residence
time; MRT) OHHIZBWTHWZE— A > Mg
FTifE (area under the moment curve; AUMC) i3,
BEAREHWTEE L. 265%E V), &5
2UY 52X (CLy), BZ7UYZ2X (CL), &
KIMHIRE (Cuad), THREEER Ko KO-
MmeEFREL (K,) fEld, —BmRFiEZHNT
BH U7

10. > b 7 O L P4503A E M Bl & &

Nomura 5 O¥EPD Z25EI12, HFiRTI 70y —
LorEZEHE T 27-0ICHGERZ () 452 1.15
%) > AR & T POLYTRON® PT-MR 2100 %
HAWTHREDFA AL, BoNzhEDR— MA
Wi, EwenTEEOEHMEEZT> T /0y —
LAEBE. 370V —AR0IME{LT R YA
(pH 7.4) 2\ L, ¥ >NV EHEE % 5mg/mL
Wi Lz, >N EBERIES >V
(BCA) & )N B HFEF v + (Thermo SCIEN-
TIFIC) ZHWTHHBIIH > THIEL =, &b
wmonI oy —A1%, HIERE THEERTE (—
80°C) L7z

> k7 0L P450(CYP) 3A i&PEfEHIE 1, Baltes
5DIEY ZBEICHPLC Y AT LAZHNWTT A
rAFON5 68-EROFITARMATOAD
BWMNSREELE, 2T IHD6p-E ROoF 7
Z N A5 10> @ HPLC OH#IESRMFE, BEIZY
CEEREEIR (pH 6.0) /TR R RUJ S RAEY ) —
JV=35/35/30, tHIEEL 242nm, 715 AERER
40°C, ¥ @ 1.2 mL/min, FEHEAE 20uL, 75
IZ Inertsil ODS-3 (4.6 mm X250 mm, ¢ 5 um) %
Az, ESE=Y 7%, BEE (100 uL)
TR, Iad, BEMRIZO0, 0.0411, 0.0822,
0.1644, 0.411, 0.822, 1.644, 4.11 JZ 7\ 8.22 ug/mL O
EEHPZ H Wz

11. MmiFH DEX ¥ > N7 EBfEEE, mEHHE
BRERUIFX (EFREHEBTELETILT I FOHE
W Y > )L dh o DEX Oji#EERI (DEX free)
B 257912, Centrifree® (Merck Millipore) 7% [
vy, BRAVIEEEIZ K o T DEX free Z2Higft L /-, #
ERIRE, BHRWEHAEICH > 7=, DEX total &k Of
DEX free O > 7 )L FSIT, MmiEKRTRY > 7 )V
S FIHEV HPLC O&MtEH R E LT, 1
H DEX ¥ >N fEaRE2EH U= mEE o
lgsfkh 7 )L 72 > (Alb) E2DHIEX, BCA %Y
SNTEREF Yy NERAWA, I (Glu) 13,
MY > 7% 7 )7 A k Neo Z—/)N— [H=F11k
EWRFEFT]IC K > THIE L TR L=, Bk Alb
(G-Alb) f#ilZ, Glycoprotein Carbohydrate Estima-
tion Kit (Thermo SCIENTFIC) IZ&k->T7 L7
> OREEREZREL TEB L.

12. HEEMBEH T —1E, FElE R
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100 1 it Table 1. Plasma Pharmacokinetic Parameters of Dexametha-
- QCD sone in Sham and Crush Syndrome Rats
E . %8s @ -
NN S-DEX CS-DEX
ﬂh)
.E ((. ® ] 0 025 05 0.5 | AUC (ug+h/mL) 19.1+1.6 29.9+1.0*
£ | & 6, MRT (h) 3.86+0.28 10.0+1.5*
g o) (-] [ -] o PY Ve (L/kg) 0.94+0.03 1.63£0.07*
o o CL.. (L/h/kg) 0.2740.02 0.1740.01*
= 0.1 4
R O @ Values are shown as the mean+S.E.M.; *p<{0.05 vs. S-DEX group
(Student’s #-test) . AUC: area under the concentration-time curve; MRT:
mean residence time; Vg: distribution volume; CL,: total body clearance.
0.01

time (h)

Fig. 1. Plasma Concentration Profile of Dexamethasone by
Sequential Sampling 0 to 24 h in Sham and Crush Syndrome
Rats (semi-log scale)

Plasma concentrations of dexamethasone in O : S-DEX group and @:
CS-DEX group. Values are shown as the mean+S.E.M., *p<0.05 vs. S-
DEX group, (Student’s t-test). Dexamethasone concentrations of S-DEX
group were not detected at 21 to 24 h.

w7 (S.EM.) TZERILLU /=, 2 HEEOERIC f-test
Rk, ttest 2o/, 7z, 3HHL LD
I3, EOHT (ANOVA) #fTWARED ZE R %5
flil, BEEOLEIL, Tukey BTZHWE., B p
<0.05 ZHEAED D LHK L /-

] R

1. BEMY T /ICLD2MBRVORSF
DEX ZE/O0774J)L  ®REEMY T 2T
KB If#EH DEX REHBE KT PK/)XT A —F—D
fE9E, Fig. 1 KU\ Table 112,/ LU /=,

CS-DEX #f D i gL, S-DEX BHICILL T3
5% 3 R £ CIRMEEZRL, R, EYREG
# 5/4r® DEX X, S-DEX BEickbL T, CS-
DEX HENAEREIIK T L7z, E 5 6 Fefi H DA
I%, S-DEX BfICH T CS-DEX 2@ fEZ2 =L 7=,
CS-DEX 13, S-DEX #f & fb#z L T AUC, MRT
KO Vi [EWNARZITHEML, CLy B3 ZIHED
L7z

KA fR DEX @ 2 FE R HE il & &% O PK /X 5
A—% —1F, Fig.2 KU\ Table 2 iZ;xL7=. RZ1L
& DEX O 2R hHEiit oK #ER£13, S-DEX B
It U T CS-DEX BT 9 2 ZRL, W
R 5% 24 R TIZR 6 50D 1 ITHEIEA LU 2.
CL, bRRIZH 6 7D 1ICHEEICIKTFL, CL/
CL EHHEEIZHEAL =

2. fABFPDEXRE/ D7 7ML &+

urinary DEX excretion(ng)
=
(=}

ee@-@e@@@e@@@@@&@@@@@@@
(-
0 T

0 3 6 9 12 15 18 21 24
time (h)

Fig. 2. Cumulative Urinary Excretion of Dexamethasone by
Sequential Sampling at 0 to 24 h in Sham and Crush Syn-
drome Rats

Urinary excretion of dexamethasone of in O : S-DEX group and @:

CS-DEX group was measured. Values are shown as the mean+S.E.M., *p<{
0.05 vs. S-DEX group (Student’s #-test) .

Table 2. Urine Pharmacokinetic Parameters of Dexametha-
sone in Sham and Crush Syndrome Rats

S-DEX CS-DEX
Amounto o, (ug) 188.3+25.2 29.4+8.8*
CL, (L/h/kg) 0.012+£0.002  0.002+0.001*
CL,/CLyy (%) 4.84:0.84 1.00-£0.28*

Values are shown as the mean+S.E.M.; *p<{0.05 vs. S-DEX group
(Student’s #-test). Amounty o, cumulative urinary excretion 0 to 24 h;
CL,: renal clearance; CL,/CL,,: renal clearance/total body clearance ra-
tio.

DEX &~ 0 ~7 v 1 )L % Fig. 3 1Z;”x L7/=. DEX
DOEYMIREL, T, B BN OIS >
7=. CS-DEX B D ffA+H DEX %, S-DEX Bf &t
B L C Coax 1 (4.621.8vs.0.7=0.1ug/g, p<
0.05) KU kqyfE (0.234+0.03 vs. 0.03+0.00h~ !, p
<0.05) OHEBSKTZBIZ L. CS-DEXHOH
il H1%, S-DEX BEDIRFEICHERTIETL, Cpax fl
DEZ WD (7.4+0.9 vs. 5.5+0.8 ug/g, p<0.05)
ZRUJ=. —7, CS-DEX B[+ DEX e,
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Fig. 3.
and Crush Syndrome Rats (semi-log scale)

Concentrations of Dexamethasone in Gastrocnemius Muscle, Kidney, and Liver by One-Point-One-Kill Sampling in Sham

Dexamethasone concentrations in (a) gastrocnemius muscle, (b) kidney, and (c) liver were measured (O : S-DEX group, @: CS-DEX group) . Values are
shown as the mean+S.E.M., *p<{0.05 vs. S-DEX group (Student’s ¢-test) . Dexamethasone concentrations of S-DEX group were not detected at 24 h.
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Fig. 4. Tissue/Plasma Concentration Ratio (K,) of Dexamethasone in Gastrocnemius Muscle, Kidney, and Liver by One-Point-One-
Kill Sampling at 0.5 to 12 h in Sham and Crush Syndrome Rats
K, of dexamethasone in (a) gastrocnemius muscle, (b) kidney, and (c) liver was measured (white bar: S-DEX group, black bar: CS-DEX group) . Values are

shown as the mean+S.E.M., *p<{0.05 vs. S-DEX group (Student’s ¢-test).

S-DEX B & U T Crax EOHEIR B 2R LU T2
(10.9+0.4 vs. 18.3£2.3 ug/g, p<0.05). LMig BT

itk I BN T B AR OEANBR I Nz (data
not shown).

S-DEX D K, fElX, BEESZ b 2B L Ian->
722 &5, S-DEX #z& K7L L /= CS-DEX B D
Z{t% Fig. 4 IR L7z, CS-DEX HOHEMN K,
1%, S-DEX BICHEL THEBHMHPE TS Z &
MBI IN. KT, EYES 0.5 KO CS-
DEX Bl%, S-DEX D5 /57D 1 BEETETL
7. EY 5 24 K% O CS-DEX #f1%, S-DEX
HOSHDO3EEETERLE. —J%, CS-DEX
BED AL A% K, 1%, S-DEX B & LTI 5
i, BEICE < EWIRS 0.5 RGO RAME, Y
$e 5 6 RifEI 0 /Mt 2R U, 33514 12 R
BICEH Uz, £72, CS-DEX B0 Bk K, i
13, S-DEX B &l THRA IR T 2 @M %R
L, EW#b% 6 RBICR/MEZ R U7z, Ol
Ui K, EICBEE B (LId BRI o7z

Table 3. Protein Binding Ratio and Enzyme Activity of Dexa-
methasone in Sham and Crush Syndrome Rats
Reperfused (h) 3 6 24
S
DEX protein §.DEX | 86.2+0.3 | 88.3£0.3 N.D.
binding rate
(%) cs
CS-DEX | 84.0+0.8 | 80.9+0.8* N.D.
S 10012 10020 100+11
CYP3A  SDEX | 1304+9* | 175+24° | 153+17*
activity
(%) CS 114+3 10411 10618
CS-DEX | 123+3¢ 147+ 7¢ 141 £26°

Values are shown as mean+S.E.M.; *p<{0.05 vs. S-DEX group, ‘p<
0.05 vs. S group (Student’s ¢-test) . N.D.: not detected.

(data not shown).

3. DEXD#% N7 #EEH
Alb IZ#5E UFlED CYP3A 4y FHEic TR
M TdH 5. Table 3

7 FEE R KL CYP3A &M Z R LU=,
DEX % >\ 7 k&%

DEX 1%, i

#HEND

ICHEHOMEEH DEX & 2N

72d, I

1%, S- KO CS-DEX BED A
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time (h)

Fig. 5. Change in Blood Glucose, Plasma, and Liver Glycated Albumin of Dexamethasone by One-Point-One-Kill Sampling at 0.5

and 24 h in Sham and Crush Syndrome Rats

The effects of dexamethasone on (a) plasma glucose, (b) plasma glycated albumin, and (c) liver glycated albumin were measured (Gray bar: S group, white
bar: S-DEX group, shade bar: CS group, black bar: CS-DEX group) . Values are shown as the mean+S.E.M., #p<0.05 vs. S group, *p<{0.05 vs. S-DEX group

(Tukey’s test) .

&L, EYith 24 R, mEICBWTERS
HEYRENERE FRU N THoZ EnBHETE
ANV

CS-DEX #t DIt & > )X 7 #& & #13, S-DEX
BEICHL TR IS 2 EmMAERE Nz i
CYP3A JEMEMEIL, SHEICEER, DEX #5813 —Fk
W EAL, U3, CSHEEHEL THREKTHD,
CS-DEX B3, FEBREPIZEWEERL 2.

DEX O#f55 9 % Alb 13, #{bEIns Z & THE
OBITHEZERED D Z EN 5 M Glu, MmiEH G-Alb
K OFig  G-Alb fifi % Fig. 5 1R U7z, S2ER HAR
D Ifn B e OV AL R > Al il 12 B 72 28k
BlEX N> = (data not shown). Y5 0.5
REFI2IC BT 5 Glu fil, 13 & O APk G-
Alb Z{LFIL, TN TORTHEHELRAIIHEEIN
minole. —75, EWG 24 K% TIE, Gluff
73, S BEICH L T S-DEX, CS KU\ CS-DEX B I i
Ex EANEEIN, 1 G-Alb fE28 S B L
T S-DEX, CS %7\ CS-DEX B THE/: LA %2 Bige
L7z

% £

ODNOIUL, CS DYIHNRE DA & L THEIRN
DEX 2 512 EH L TWwa, CS T v hizBWn
TDEX X, JIRESL, 133 v 7 RUGHLLAR
ERZAL, N5 ORRIE—HLE R Z
EFAESBEEEYDRICE > THELEIND &%
BISMMZL TS, Y BBRFEAZRET & &Ik
HEME 2 R T D I DI AR 21T o /2.

bbb, CSIHEE T ITH W TOES Bl EE

KRR ENS 725 TERMEERIREBIC X > THES
MR —FRIIET I ETHEUE, LLERS,
CS T v k OIFIEHLER D A DY % GEZ D 5 N
%7~ L 7=. Nakajou %> Onoda 5 12 X AUuLkE(k
ENJz Alb iE, HIRICERICBITT 5 SWmE L
TWB A, 150 i > G-Alb &%, CS T v b®
DEX O#512 X5 Glu D& bicE->TELL
"2, AT O G-Alb Eid 29, AF
lERDIBE &~ Lisho /. bitbiud, B
W E B O IR E O A AR EH &/ R EE I
Ko T L 7= & 25, CS-DEX #1d sham #IC L
iz U CHFIIRE A S Y8 5 0.5 REEIRR 1T B R i 22 7R
ULIZZEMEELZEEZ 5N (sham: 2.62=%
0.09, CS: 3.4340.18, CS-DEX: 3.25+0.10). /=,
JEEGEHRAORE &/ iR E &L, EYits 24
e IC K2 /R L7z (sham: 4.04£0.05, CS:
5.68+0.19, CS-DEX: 4.84+0.17). AEFI)IL T v
X, GEEZTEHRNSMEEREDTUEIC > T
B, b b/ NOEREKS 7 Mckd
third space FELZBI SR L TW5. 1D 2 6214k
WEEM M OEITEEY T 52 En5H, DEX
DEY A IS E TRBEEZ S ESEI L TY
LHEREEZEZ SN

DEX |Z, FICHAAHZZIT2FE M TH 5. DEX
13, CYP3A i FHfElCk> TR#ZEZ T2, Bl
FEFRAGE D X D IR RIE KR, CYP3A 73 1D
FEHHNMEO XN TNSETTRL, HEOR
WEEFETH D CYP3A p FHEfEEZ LA SES.1®
RIS HR D Z o b BB U C CS AE M ITi G- 21T
5 &, BEEEMAA ISYRENHII N2 &I
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Ko TEYRBHEBERICEG L -EEZEA 6Nk, L»
LsING, MEtaEET 272DICHWEX> MY
Y4 —)VENZ, CYP3A r TfiZ27FET 5. EE
2, FEVER 0.5 WERME & bl U T 24 RpfTRIE, 2
B EICHESEN ER L T2 &5 (data not
shown), BERDMADLEDITIX, TOEEELE X
LZRENHBIEAD. —F, DEXIL, —HORE
EARDNE PRI K > THRNMNMSHER SN S, CS
W, DERESBEAEME T T 5. IR AR ARk
BIX, SDEXHICBNWTHHREGEMBEBDK 5%
ETHD CSITE> THHENK 6 0D 11K T
B0, Y OHIEILEITHT 2B IPnEE R
5N/, LEDZ &5 5.0mg/kg DEX £ 513,
HE#HR S TIIMER S TH, EREICDZD%RE5T
LLE13, EYOBFEEBES AIREMENE 2 o Nz,
BMAEET IV T v MBI 281 3 v 7 RPRIENE
Mz 39 % DEX # 5 &%, 0.1-6.0 mg/kg!*2?
ThO, ABFTHALKZ 0.1 mg/kg DEX 58
X, CSTv MIHLTAGHMOEEEZH/-5T
N, DARZ, Ta vl RORIEKSITHT 5630
WFEMAS 2.9 512, 5.0mg/kg DI EEIZRE
T4 I 2T DENCHERRG), EFEREENSE
52 EHMHRL TWS (data not shown). T 72
5, BHAREE-BTHEGL, WHCE M REZ
L CELDNEELRRA > N THBEZA LN
PLEX D, AL, CSHOEEMMEICBITS
DEX (KANBHEDR B ZBH S NI L2 & THHKR T
NSO AR E A7~ DEX O HICH R E#R 2
RHET2HDTH .

#EE AHERICEDD ZH AT
TR SRR IR U BT 9

TRATAWN

MzEAER PR NEHIZRAE RN,
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