CYPRRE1BERORR : 77U H I FYFLE
H3kHifan CoS-1 Mgt ME (10%)

% &1 Dulbecco’s modified Eagle medium 9T
5% _EELERE T, 37°C TR L7-, #KE (5.5
x104) S A7 a0l HENCE
£ 10 cm OFEMICERELZ, ¥B, it
OPTI-MEM medium 1233 L, HFAREB L UE
EAl CYP2El cDNA DEHR TSI A I F&
Lipofectamine 2000 Z WV T hF AT 27

i a LT, 48 BEfH}{%, phosphate buffered saline

TR L, 250 mM sucrose-100 mM
pottassium phosphate buffer (pH 7.4) CHBA2 % [B]
W L7, X512, Ekins HOFH [18] (Z#EHL
LTI/ —L2EaEz@BML, 10%
glycerol-100 mM potassium phosphate buffer (pH
TAHTE L, MMLEI 7 oYy — LB
EHT 2L T-80°C TREL, BV IE
i, Lowry H D5 [19] (L L THIE U7,

U AP TR YT 4 Y COS-1 gD
I ay—Ai% Laemmli H0HEE [20] 2%
w L T 10%  sodium  dodecyl
sulfate-polyacrylamide gel Bk BHZ T L7, Bk
1%, Towbin HLDHIE [21] ZHEWF 37
% PVF ¥— MIEE L, PVF ¥— MI—R
fifk & LTH e b CYP2E] Hifk%:, “RHLiE &
LTSN F o ¥ —PEMR v ¥A L7
B rEMAL, A rFas—b U, fifiE,
RS LEZ NI 2EERKEIZLD
BH U, FD/2 FEEEEX Typhoon 9400

(Amersham Bioscienes) AW TER LT,

- CYP2E1 {KTFHEBERTENE: -
Q7 vy x4/ 6-KEBLIES
Potassium phosphate
buffer (pH 7.4} 50 mM
Chlorzoxazone 20~1000 uM
COS-1 cell microsomes 500 pg protein/mi
NADPH generating system
NADP* 1 mM
Glucose 6-phosphate 10 mM

Glucose 6-phosphate
dehydrogenase 2 U/ml

MeCl, 5mM

Final 500 pl

Lucasu BOFEE [22] IZ#¥RR LT, Lo
M TIT o7, BE (uayH ) i34
F /= ATEEH U (BRI EENE 0.5% viv), 37°C
T2HaM A vA v Fax—rarLizig,
NADPH generating system % 00 LG % B#s
L7z, 37°C T20 53] ¥ a—rarii
#, BB FL 3 ml ZHRNLUTREEZEIEL
fr. PUEHEME L LT 1500 pmol D 4-= b
Tz J—ETRML, 22 LIRE LE,
2000xg T 15 R Lo8E Ui, BREHEMAE
SELL, 35°C TERBNALZHKT CHRE I,
BT 200 pt X Z J—n-k (50:50, viv) 1
EHEL, HPLC T6-E Fux 2 ailry x4/,
vEER LK, HPLC &FIETRO X 5 iZ5%
L7,

<HPLC %f% >

Column: Inertsil ODS- 80A column

Column temperature: 40°C

Mobile phase: 80 mM acid-acetonitrile(82:18,v/v)
Flow rate: 1.0 ml/min

Detection: UV 295 nm

Injection: 50 pl

@4-=ba7=z ) — 2-KER{LIEHE
Potassium phosphate
buffer (pH 7.4) 50 mM

4=br7x/—1 10~500 pM
COS8-1 cell microsomes 500 pg protein/ml
NADPH generating system

NADP" 1 mM

Glucose 6-phosphate 10 mM

Glucose 6-phosphate
dehydrogenase 2 U/ml
MgCl, s mM

Final 500 pi

Tassaneeyakul &7tk [23] (¥ T, E
ROMRE TITo7, EH@-= 7=/ —1)
XA # /—ZE» L EHRBEIL 05% W),

— 344 —



37°C T2HM7 Vv A vFa— 3 LEE,
NADPH generating system % Z500 Ui % B 64
L7, 37°C T2 A v F=a~—a L
#, B FA 3 ml MU TREEEILL
7=o PHESZESIEL & LT 1000 pmol DH U FAF
IFEHRERML, 2 7R LCIEREL 2%,
2000xg T 15 SRHEOBE L7, AHEEEE
SEL, 35°C TEENARM T TEE S ¥,
FRAX 200 wl O A F J—b-7k (50:50,vAv) 1T
BIR L, HPLC T4-=buabFa— L2 EEL
7eo HPLC &HIXTFROX S ICBRE L=,

<HPLC &>

Column: Inertsil ODS-80A column

Column temperature: 40°C

Mobile  phase: 20 mM  triethylamine
{pH3.0)-acetonitrile-methanol (78:12:10, v/v/v)
Flow rate; 1.0 ml/min

Detection: UV250 nm

Injection: 50 pl

cBHRFE  EERMNASTA—F— KmBX
X Vmax) V4 Prism v3.0 (GraphPad Software,San
Diego,CA,USAY* BT, I h Y 2 AT
RICESWTRDE, In vitro 7 V 77 Rl
iT Vmax/Km & L TR, WIhofEd 3 [E
DOFEBROEELSD & L=, AEERTEIR,
Stat View v5.0 (SAS Institute,Cary,NC,USA)% Fi
VT Dunnet’s post-hoc 7 2 k %17V, BEED
BEIIFEHEE %P RAEL LT,

C. &%

< COS-1 MBRIZBITIHARRUERNY
CYP2E1 % /37 OFH COS-1 Ml THREX
7 CYP2El #Fo_7Rizy=2F Ty

TATICEVBIELE (Figl), FAEREW,
ZEEM CYP2El DL h CYP2EL IZHYT
LAV BRI, CYPELL #2320
F¥E BT 3.5 pmol/mg protein TH - /-,
CYP2E1.3 & 7 BRTUFCYP2E14 # 230 D
EHEL CYPEILL IZHEE LTz,
CYP2EL2 # /%0 DEEBEIL CYPELl O
29% F TH Lz,
- HARFCERR CYREL OBERMHE
H:COS-1 MlanIsny—LicRBELE
CYP2E1 Z /2 #z W, 6-k FeXxi 7o
NSXB ol b= buh T a—iIxt A
EEZRE L7, Fig2 8L T Fig3 ii—mnk
BBRE (7oL %4 3300 pM ; 4-= b
07z /= id 150 pM) TO CYP2EL.] iZxt
THRMEREEERLAELOTHDH, 71
S =D F N B0 OIESE T, Wik
BT LTH CYP2EL3 & CYP2E1 4 DI
CYP2EL1 &IZEFRRRE TH - 7243, CYP2EL2
i CYP2ELl @ 70-72% % T 4 L 7=
(CYP2EL.1: 7 aA /¥4 6.7kBRiL, 25
pmol/min/mg protein ; 4-= h 12 7 = /J —/L 2-7K
f#{k, 33 pmoVmin/mg protein) (Fig.2), — 75,
CYP2E1 8B Y%7- Y Ci¥, CYP2EL2 DZ w1l
SERES eAKBERB I 4 m b T 2 ) —
N 2- KB ETEREIY, 2 CYP2EL.]l D281 &
FEICE o (CYP2ELL: Z oy &4
> 6-7KBt{t, 7.5 pmol/min/pmol CYP2E! ; 4-= }
27 =/ —j 2-KEE{L, 9.7 pmol/min/pmol
CYP2ED) (Fig.3),
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Fig. 1. CYP2E1 protein levels in microsomes from COS-1 cells expressing wild-type and variant
CYP2E1s. Experimental conditions are described in Materials and Methods. The results are expressed as
a percentage of levels of CYP2EL.1. The level of CYP2E1.1 was 3.49 + (.96 pmol CYP2E1/mg protein.
Each bar represents the mean + SD of three separate experiments derived from independent preparations.
*p<0.01 versus CYP2EI.1. Inset, immunoblotting of pooled microsomes from three independent
preparations. Lane 1, CYP2EL1; lane 2, CYP2EL.2; lane 3, CYP2EL.3; lane 4, CYP2EL.4; lane 5,

negative control.
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CYP2ET activity (% of CYP2E1.1)

w

CYP2E1.4

Fig. 2. CYP2El-dependent enzymatic activities on the basis of the microsomal protein level in
microsomes from COS-1 cells expressing wild-type and variant CYP2Els. The substrate concentrations
used were 300 pM for chlorzoxazone 6-hydroxylation and 150 pM for 4-nitrophenol 2-hydroxylation.
Experimental conditions are described in Materials and Methods. The results are expressed as a
percentage of the activity of CYP2EL.1. The activities of CYP2E!.1 for chlorzoxazone 6-hydroxylation
and 4-nitrophenol 2-hydroxylation were 25.3 + 4.5 and 32.8 £ 6.0 pmol/min/mg protein, respectively.
Each bar represents the mean * SD of three separate experiments derived from independent preparations.
Open bar, chlorzoxazone 6-hydroxylation; hatched bar, 4-nitrophenol 2-hydroxylation. *p<0.05 versus

CYP2EL.1.
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Fig. 3. CYP2El-dependent enzymatic activities on the basis of the CYP2E1 protein level in microsomes
from COS-1 cells expressing wild-type and variant CYP2E1s. The substrate concentrations used were
300 uM for chlorzoxazone 6-hydroxylation and 150 pM for 4-nitrophenol 2-hydroxylation. Experimental
conditions are described in Materials and Methods. The resulis are expressed as a percentage of the
activity of CYP2EIL.1. The activities of CYP2E1.1 for chlorzoxazone 6-hydroxylation and 4-nitrophenol
2-hydroxylation were 7.51 = 1.92 and 9.73 + 2.46 pmol/min/pmel CYP2E], respectively. Each bar
represents the mean + SD of three separate experiments derived from independent preparations. Open bar,
chlorzoxazone 6-hydroxylation; hatched bar, 4-nitrophenol 2-hydroxylation. *p<0.05, **p<0.01 versus

CYPZEI.1.

B ARG L UOERA CYP2El DOBEEE(LSEHS
WHE2 X HIZHL7-HIZ, 6-8 Faxirzan
SEF B 4z b s — R ED
HEERRHIBRIT 1T o 7. £ ORERRAY ST A —
4 —% Table 6 38 X TX Table 7 IZ# N FITT,
guny x4y - KELIZRITIHARE
S UZERR CYP2E1 @ Km f#}Z 250-300 pM T
B, FEMETRM L OMICEERZIRED
bhvghot, 3 7uay—LZ 78N
TIIFAR B LUERR CYP2E] @ Vmax fHiX
34-55 pmol/min/mg protein T&H ¥, Vmax/Km @
fE X 130-190 nl/min/mg protein T - 7=,
Vmax/Km {EIZFAR L EEROMIcKE 22
WA Ao =A%, CYP2EL2 @ Vmax f# I
CYP2EL.l H_THERIZE» o, —F,
CYP2E1 #HE Y/~ ¥ T, CYP2EL.l @ Vmax
fE X 15 pmol/min/pmol CYP2E1 T&H 0,
Vmax/Km OfHiZ 51 nl/min/pmol CYP2E1 TH 1,
CYP2E1.2 @ Vmax BT Vmax'Km DOfEIE
CYP2ELLIZHATEFREN 2T B LU 29EH

Blio@Emhrol 4= b a7z 7 — 2-kBEERIT
BITAHARBS LUERRCYP2EL ® Km{Ei
120-140 uyM TH Y, Zh 5O Km BEITHEL L
Tro 32T Y—AR NS BYE T, BHE
I CYP2El @ Vmax 3 & U Vmax/Km {Hi3+ 1
Z N 63 pmol/min/mg protein 3 & T} 450
nl/min/mg protein TH o7, CYP2EL.2 @ Vmax
fEiX CYP2EL1 @ 68%!IZ £ TH L7243,
Vmax/Km fEIZEF A% L ZERE CYP2E1 O T

BRI hof, CYP2EIl BREEBICE S
CYP2E1.1 @ Vmax ¥ & OF Vmax/Km 813 F %
. 19 pmol/min/pmel CYP2E1 3B L T 130
nl/min/pmol CYP2El T& o7, CYP2E12 @
Vmax 3 £ TF Pmax/Km OB CYP2EL.1 i H 2
TENFN LT BLVI0OEETECE o7,
Lhl, WTFRoEZIZBWTH CYP2ELS &
CYP2EL.4 @ Vmax # & F Vmax/Km f# i1
CYP2EL] & ORICEEREZIIFEH LD -
77a
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Table 6. Kinetic parameters for chlorzoxazone 6-hydroxylation by microsomes from COS-1 cells
expressing wild-type and variant CYP2Els

Vmax Pmax/Km
Variant Km® Protein® P450° Protein? P450°
CYP2E1.] 283 + 13 489+ 9.0 14.5+ 3.9 173 + 24 512+123
CYP2E1.2 272+ 19 33.7+3.7* 39.4 + 14.8% 125 + 22 146 + 61*
CYP2EL.3 207 + 13 548 £2.1 193+ 43 185 + 10 64.8 + 13.7
CYP2El.4 247+ 18 429+43 12.4 £ 3.1 175 + 29 51.0+ 15.7

Each value represents the mean + SD of three separate experiments denved from independent
preparations. “uM. “pmol/min/mg protein. “pmol/min/pmol CYP2EI. nl/mmjmg protein.
“nl/min/pmol CYP2E]. *p<0.05 versus CYP2EL.1.

Table 7. Kinetic parameters for 4-nitrophenol 2-hydroxylation by microsomes from COS-1 cells

expressing wild-type and variant CYP2EIls

¥max Fmax/Km
Variant Km® Protein® P450° Protein® P450°
CYP2EL.L 141 £ 11 633 =9.8 189+ 5.0 453 £87 133 + 32
CYP2E1.2 124 + 13 433 + 8.9* 51.24+22.6% 346 £ 43 404 + 139%*
CYP2E1.3 129 + 16 67.8+3.3 23.7 £ 6.0 524 + 46 183 + 34
CYP2E1.4 120 £ 10 549+ 438 15.9 £ 3.8 460 + 59 134 £ 37

Each value represents the mean + SD of three separate expenments derived from independent

preparations. uM. pmolfmmfmg protein. “pmol/min/pmol CYP2EL.

CYP2E]. *p<0.05, **p<0.01 versus CYP2E1.1.

D £

CYP2E!l ik« 2 EHONRBIZHb->TE
D, FORPWEICKERBEEELHH Z LBR
HanTwa [5-8], #OBEEICIIDPEREL
H—E#it CYP2E1 OBEHZEAEH T
5EEZ TS [7824], £72, CYP2EIL
DOBREHER L E e EORRK E QR RBEFES
ERENRTWSZ L2 b, CYP2EL 3RELE
MEOEERYAI 777 2—IZR>TW5
Lo Bbha [12,24), RAFETIE, BFER
BILUIEOERBCYP2EL ¥ /%7 % COS-1
WA TRE Y, I/ Y —-LERCBITEY
= P07 S A AVS < I o I S N = B g IR Ve
ATHINMEFEROFTEICLOREL,
CYP2E| DHRERRMT 21T o 7=,

xR EoTayF 4 Xin LS CYPIELS
L CYP2E14 D F /237 FH AT CYP2ELL &
FRE TH-o755, CYPEI2 I LTIIEL

nl/mm/mg protein. n]/mmjpmol

SETTHZEMBEALNLRSTZ, Hu b b,
CYP2EI*2 % COS-1 MR BB I H 3 &
mMRNA B3 H4E L IZIZRBE THDITHH,
b 59, P4s0 Z U0 BREBERITEL B
FTREILERELTWS [9], KFERTERE
CYP2E] DEFIF— T Hu DG & —F
L, CYP2E1.2 @ CYP2EL # X7 BRHEOM
P, EEFERRLI DI LA F 37 OSLEHE
BOALEIIIERALTWAHDEEZ LN
oo HEELTZ oS0 BIV 4=
b7z /) —LOBERRBEBELLT
CYP2E1 ORMEEEZ R L, WTh O RE
CYP2E1 1, B4R CYP2El L RgIZ/ 2/ &
Bl R4mbaT e )R LTTE
HERLE, LL, —DOERR CYP2EIL
(CYP2E12) RELIMERLIEBREZEB,
/) —AF RN BYEED TEHWThROD
EHiI LTHCYP2ELL IS HARTHEITED
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SFiZx L, CYP2EL # R0 BEBHED T
HAEBICE»->7, Hu 5% CYP2EI3 O 7
NS XY 6 KB ETEEIXCYP2ELL L RE
ECH B, CYP2EL2 (X CYP2ELL @ 36%IiC
BOTHIEEBELTWS [9). BHKENC
LI, BAEMBIUVERMD y aL /X9
¢ 4= ba Tz ) —cxbT AR IO
NE—EEETEY, JulsS R b
-= pba 7z /—NiZx$ B CYPEl OEE
HEHMRR—THEEEAEL LR,
EHTFHERT, FAR CYPEl #RBE X
wiREMEOI e Y —AZBWT, 6- F
a7l E sy 6-kBEBLO 4-=
ha 7= /=N 2-KB XS A= ) R A T
COB—BERETFUIC-EL, H4E% CYP2EI
D Km{EIZFNFR 560 BLT350 M TH S
TEEERLTWS, —F, oHEI -
i, BAR CYP2E] @ Km it B RARER S
®HmIr/aY—ATiT660 M THY, B YU
SNIEHFMROI 70 Y — AT 81 WM TH
HEEHELTVS [11,25], Zo Lok
WF3E T1% 5407 CYP2EL] @ Km fEI It DS
EIERoTEY, OBV RYEMARFERR
ICERT A LOLEZLN, 6-8B FOX 7
A EFY S KB EB L 4= k2T
S 2-KEE L OB AT L ERE CYP2EL @
Km fEi33ELE L C7=28, CYP2EL & /37 %
HECE S\ CYP2EL2 @ Pmax B L
Vmax/Km i CYP2EL.l LY b@E»oTr, —
#, CYP2EL3 & CYP2E1.4 OEEERRAI/RT A
— 7 — T FRORBEHIB T L CYP2ELL &
BIERIC THo7, £72, CYP2E14 D 6-E F
Xy a2 6 KEBED Km B X
U Vmax fEIILABNZ S STV S LR
LTHY [11], Arg76His B#H CYP2E] OF#
EROBES TS TWAZ ENTE SR,
CYP2El RERERHRKIELEINTNRWEZDH
CYPE| RO IR TEBEDHFREZHRIZ LA
T&ERWA, Hu XA Z7 5 ) 7@ P4s50
(CYP101, CYP102 3 LU CYPI108) Dk
YEEREHR L LT CYP2EL2 OERSUITHS
76 FEOT I JBIER1 — BT LHZ

EERHERLTWD [9], i, 1TEAEDOHIL
B CYP2EL IX Arg76 BRFINTWB T
b [26-29], CYP2EI i - BEHEIRIFIC
BT I/ BAEERERERLLTVD
LEx bk, CYP2ElL IRy By, hrxys
o b YT IV FORECEDEICED
STNDZ MR I TWA [12,30], £7=,
FOEHERORKNIZEFRMICIIEEEEL
BTV =ZCANDRETH D, & IR,
BERAR, Toao—KTERE, BORBEFEOREM
X CYP2EL LIRSBELTWAZ ERHEHE
T3 [24,31-33], €8> T, EFEIT CYP2E]
M Arg76His BHUTIEM OBERBIZBWTE
ELRBERTHD EFELZTWVWD, LrL, CYP2EI
BETFO7 I/ BBERERL FOABTHLX
SBRESNTRY [34], #F o7 BHREHE
33 5 ERROEEES L Ry BEoEfE
IZBboTNBZ EHBFETE AL,

E. X%
AMETCHRREBOFHERBIIHT S
CYP2El OBEHZHOEBREZHALNIITS
=iz, HAERBLIW 3 EOEER CYP2E]
F s AR BEHEICRRESE, Eh o0
BERCENEEERHFL, LToHREZE-.
1. Arg76His B¥ D & 5 E A CYP2EL.2 IIF A
B CYP2E1 (CYP2EL1) IZke~& 7 FHE
BRELIE ST,
2. CYP2E1 & o7 EHEH - D O CYP2EL2
[P A=YI e i A < O N B = B A Y R
O Vmax B &L ' VmaxKm fE i3
CYP2EL1 i THEIZE 2T,
3. CYP2E1.3 (Val389Tle E#£) 33 L U8 CYP2E14
(Val1791le Bi#2) & CYP2El # 3/ BAE
BLUBEREMIZCYPEL] L ZISFREETH
2T,
ULEORERLIY, CYPEI OB ISR
£ D RYEMRHEOMEZEIT Arg76His B
BbLRELEELEZTWA I EIRE XN
7o BIZ, TOT7 I/ BREOCTERN, BEE
EEFZbEs &I L, BEEDHOBHERE
AT S N OEEE 5 2 ARSI Xz,
72, CYP AR bEDHEOBHELLICEE
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Table 1. Miller & Prihoda ORHFEMIC X 2 2FHER

]
0 01 021 03 04 05 06 07 O 09 )
| - rpecificity

Risk Criteria by Miller&Prihoda % of each group meeting risk criteria |
is suggested® Symptom Chemical Masking C group A group
Severity Intoleranc  score {n = 420) (n=131)
Veary suggestive 40 =40 24 4 3
Very suggestive 240 240 <4 1 3
Somewhat suggestive 40 <40 24 8 4
Not suggestive =40 <40 <4 2 0
Problematic <40 240 24 4 28
Problematic <40 =240 <4 3 5
Not suggestive <40 <40 24 47 42
Not suggestive <40 <40 <4 33 16
Table 2. A REOZE VAT 4 7 BERSHTRR
’ p—value Odds ratio Odds ratio
for I—point increase  for 5—point increase
Chemical Intolerance 0.0001 1.047 1.257
Other Intolerance 0.0001 1.056 1.312
Symptom 0.0001 1.077 1.451
Fig.1.. ROC 94712 L 5 Cut Off Point @ & ¥ 35 & BREB L U R E O BIF
, chemical intolerance , other imtolerance ’ sympfom
t"”, f—[ ‘.""/-
o a9
ot W o 7 ul_ L
01 it 0 < 02
s f Z o 7 204
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?g_. Wad Eu_. Val 04
01 I’l_ 02 /f a3
0z 0z 0z
o ) r ol
0

0 0) DT DI 04 05 05 07 08 09 !

0
@ 0! 02 03 04 05 046 07T 08 09
I~ speciflcity

| -specifieiy
Cutpoint  SensiHivity Specificity Areaunder ROC
chemical intolerance 35 675% 655% 07135
other intolerance 10 64 5% 56.9% 0.667
Symptom severity 30 718.5% 78.0% 0862
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Table 3. F#MH©> QEESI © 40 HEHEE OEH/AOLE (—TEBI B

{%x<0.06 **%<0.01 % *%<0.001)
AR (EED CEE(RRE) AR (LR CHER ) ]
EEY | P SE 2] SE HEH | Vi SE FHE E
Q-1 [BORRAA ok 4.5 0.2 3.2 0.1 Q3-1 |8 okt 4.2 0.3 1.3 0.1
Q-2 5-5am ok 4.7 0.2 34 0.1 | 03-2 |SEHE|[ o 6.0 0.2 2.0 G.1
Q1-3 [FWaE-REX | o= 5.3 0.3 3.3 0.1 Q3-3 |L-H@R *4h 39 0.3 1.4 0.1
Ql-4 |HV B ek 4.9 0.2 3.0 0.1] Q3-4 |8 ko 4.5 0.3 2.3 0.1
Ql-5 [~k el e 5.7 0.3 3.7 01| Q3-5 [IBl oy 5.3 0.3 2.2 0.1
& ﬁ?. 1] ——
Ql-6 Eﬁ_ 1-27 i 44 0.3 2.7 0.1| Q3-6 [k e 43 0.3 2.3 0.1
Qi- 7 [FA-BERZY 4.7 0.3 2.6 01l Qi-7 (B8 o 4.9 0.3 .22 0.1
_ T J F— AR B
Q=8 (.5 e ok 42 0.3 2.7 0.1| Q3-8 |ERiE e 5.0 0.3 1.7 o1
Qi-9 :“;j:;.?;_ s 4.5 0.3 2.6 0.0 Q-9 |HB o 3.9 0.3 2.0 0.1
v (BELV R _
QIO |gemnrmmyy 4.0 0.3 2.0 0.1 Q3-10 @R ok 1.2 0.3 2.0 0.1
Q1-5UM ot 46.0 .9 29.2 0. Q3-5UM ok 45.0 i 9.1 0.8
Q-1 [AAFE 2.2 2 8 0.0 Q5-1 [R¥ 17 0.2 1.3 0.1
Q2-2 % ok 1.8 0.2 -0 00| Qs-2 ¥ - o 4.2 0.3 0.9 0.0
Q-3 |[BIRED 0.4 0.1 0.6 001 Q5-3 [HLOEY %= 39 0.3 0.8 0.0
Q2-4 gﬁﬁt%ﬁb‘ i 1.1 0.2 0.5 0.0F Q5-4 [&H foid 2.5 0.3 0.8 0.0
_ a—— _ _
Q2-5 ﬁﬁ*ﬁ;‘ wkk 1.4 0.2 0.4 00| Q5-5 |FFfF ok 15 0.3 1.0 0.0
s |T—E—EL _
Q26 | oprs gy 0.3 0.1 0.3 0.0} Q5-6 |{LdEs *ohok 3.7 0.3 0.8 0.0
Q-7 |[FAa—N ey 2.2 0.3 0.9 C0[ Q5-7 [HEER| o= 3.2 0.3 0.5 0.0
Qz-8 ﬁiﬁgffﬁ Hokk 2.3 0.3 0.9 0.0 Q5-8 |k ok 3.0 0.3 0.5 0.0
Q2-g Eguﬂn»fﬁa; ok 2.4 0.3 L0 00| Q5-0 [ATABIRR| *=* 2.2 0.3 1.0 0.1
Q2-10 |[FvA-¥-—FIEl = 4.3 0.3 3.3 0.2 ] Q5-10 |=¥ ok 3.1 0.3 0.7 0.0
Q2-3UM ok 17.9 1.3 10.5 0.5 Q5-5StLM o 29.0 2.1 B.3 0.7
Fig.2 REFLMOBROTLY (BEHHEILL. TEFE. Ay s2EE)

A BEOQEESID 40 BRI E ORT-MF 21T ol-br s, 10 BOET AN, SHEOBI R
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