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2. bmg 5mg
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ARFN D LS K LI BUE OB TR D & 5 BHE
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5 4 AR g YR AT g1 i
IR ODSE2. 5mg A4k OD5Ebmg 754K
B | BRA A E UG | B R4 a8y D R
(15EH) 2. 5mg 5mg
D-vr=h—/, PUERIATT T (KEBRE
R Fotrtiro—A, IAAo—RA K
Wngl | ®MATF T i, A7 Tu—A BERKS A B,
P AVEING /e SVAVIVNNS § RN 3 7 N N
N=1
3.2 WHOHER
5 4 Fua gD R =D RS Y3}
IR OD$E2. 5mg [754K) OD§ESmg [ 4K
bellbi ES7d I YNUES
e N R Y- ¢ )
w | @®) | @[
[ELA% (mm) 6.5 8.0
JEE (mm) 2.7 3.6
B & (mg) 100 200
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WA, TRRLA EO/NRICIEA v o O R & LT
Smg A B OVgEERTO L A 2EE N 575,
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.1 IRKAMT Z L350 T, AFBLGTOREITIZABED
B fEIR A P 5 B O IREICIZREE S B2V L S +HIEE T
5Tk,

8.2 BRNRD SRNARVEAIIE, @A RIIChEY &G LA
WE IS D L,

(FLLE—ER%)

8.3 FEHEOBF IS DB, HRFHEZL T, TOH
AT B G2 BIAE L, AFFEFRHERE THEE THET 5 2 L VRE L
W,

LRBEODHRERT HBEICHT HER
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9.7 BHEEERE

8. ?ﬁ; BHREETEE (VLF7F=2H U TS5 2RI0ML/mink
AWML R E N EHE T A BE R H 5, [16.6. 15H]

9.3 FrtEEREERERE
FHEREENEL T 2B ENRH 5,
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DEEE EE 2 LR SN 28I 0REETH 2L,
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18R EOBE MR ORIRBOE ML ZE L, RHLOME X
FHIEERET S Z &, BWER (7 v b)) TAHHR~OBIT
KO AR ORERIEH SRS Sh T s,

9.7 MNRE
IRHAERER, #rER, SRR Ex R E LatER O
R REE & U7 BRI 20 L TRy,

9.8 EEvE
IEHED? DG E2RGT D7 EBFOREEZBILE LR OIHE
BT 52 &, AEBEMET LTS Z EBEL, RNEM
DI LTV, [16.6.2, 17.1. 451
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WORIERMNH 5o d Z b D DT, BEE DT,
HERRDO ONTGEITIETE G 2P ILT 2 7 Ew b 2 0@ 24T
22 &,

1.1 EXGEMER

11,11 BUGERF2. FFHEEREE. &|E (W T L EERY)
BISERF 4. AST. ALT. v -GTP. LDH, Al-Po> b4 %k 5 Tk
RERRZE, HERH DbND Z End 5,
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. AT
JHF Nk fiF B f8 B oW
(ALT, AST, LDH,
v =GTP, A1-P, #&
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5%LA_E 0. 1~5%ATi 0. 1%ATi BAE A
Z Ofth, miyE = v &7 R%%%\%Jﬁﬁﬁﬁ
a— |5 RASPRE, BR AP T .
TRE . RE | BEEE
i, 1ETY

) EBUEHEILT L vy 7 8BS D R O GRTR A L O
BT, 7wy 7 BE, ODEER ONEALIZ BT D/ DR
TEE R A & 5 T,

12 BRBRERRICRETRE

AR OEHIL, T VAT RIS EME L, T VS O
RIS KR A RT O T, 7T LT NBOSHRTE 2 F2h 4 % Al
KAl eb LNz &,

14 E@ALDEE

141 RAZFHEOZTE
M1IPWJ¢®%ﬂiHP/—F#%WUmLT%HT5i5
8T 52 &, PIPY— FORBKITE Y | BEOBLA TS RIS
BEA~FIA L, BICIEZRLER Lf%%ﬁ%%@é%ﬁéﬁﬁ
BT DL nb D,

14,12 AFNTEO HICOE TEEREZRB S5 L RET 5720,
A UCHRAARETH D, E7z, KTIMT S 2L bTE %,

15, ZOHOEE

15.1 EREREERICE D <1H]

KEBRIZIA S TR WA, A a7 O U fiiRiEse s 551
DFEZE DRIEN F B NTIEB A #E ST D,

16. ZE¥EKE

16.1 mARE

16. 1.1 BEKkE

(1) A

R N B A S D R e BESmg N M Omg & & T B
[A] %% 1 &% 5- Lt LEXDOEMFRENT A =X IZLLTO LB T
Hotb,

F16-1 fEFERR A BEICHEIR O G Uiz & & 0IRYEhE T
A—H

= tmax Chax AUCop-co ti/2

B (h) (ng/nL) (ng - h/nL) (h)
5mg 1.00 107. 66 326 8.75
(n=6) +0.32 +22.01 +632) +4. 63
10mg 0.92 191.78 638 7.13
(n=12) +0.47 +42.99 +136" +2.21P
a) n=4. b) n=10 mean=®S. D

() MR

INBT LLE—BE (10~165%. 40~57kg) A 3% ik

ft Ebmg & BR[O B G- L7z & E OIRWENRE /X T A — X 13 LL
ToLtBY THo722,

#16-2 /PNRET7 L AF—BHICHRBIROEE L & o pHE)
HERT A—H
o tmax Crax AUCo-12
b (h) (ng/nl.) (ng - h/nL)
ome 1.33+0.52 | 81.57+9.91 22820
(n=6)
mean=*S. D.
16.1. 7 RE®E

ERERR N BME (8H) (oA w3 % O s EEL R 10mg & 1 H 2[A]
6HM. TH BIZIEOF13EKEROFGE L X, AHHET
THAE R PRI E R IRABIZE L, Crad THERE D& 501, 14
fEcdhHo7-1,
16. 1. 3 EMFENRISFHERER
(Fuaz2 2 E R 0DEEbng T354K])
Fa 8y O IEEODEESmg [H4k) &7 L m y 7 0DEERE . 7
0 AF—N—IRICX Y ZNEIEE (Fu ¥ D UEmE s L
Thmg) EHEARA B 1Tk LI3K D 0 T B EIRE 085
L TP R LRI EZTIE L, 55N EYEIE T A —
4 (AUC, Cmax) 122\ NT90% (5 HE X RIEIC CHERHRIT 21T -
7-4EE. log (0.80) ~log (1.25) DOHFPHNTH Y, MWHIDAE
W RS S R ST,

— K72 LT —
#16-3 FWE AT A -4

HENRT A—H BENRT A—H

AUCo-48 Crax Tiax ti/2

(ng-hr/mL) | (ng/mL) (hr) (hr)

Fa &Y U WERE | 255.6 72.8 1.5 11.0
ODESme [ A5 K ) +44.4 +15.5 | *0.8 +9.2

77 v 7 0DgES iﬁﬁ fé% ££7 ;ﬁg

(Mean=S. D. , n=20)

(ng/mL)
100

—O— F 0/ U EEEOD S5 mel B K]
—-O-- 7L avy50D§ES5

Mean=*S.D., n=20
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FRHE G S ON B REE
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24 36 48
&5 % O (hr)
K16-1 (A 2 O R
— K CTHRA—
£16-4 FEPBHRE T A —H
HE T A—H BENRTA—H
AUCo-48 Crax tmax ti/2
(ng-hr/mL) | (ng/mL) (hr) (hr)
Tk T Ut | 253.4 76.9 0.8 10.0
OD#E5mg [ 754K | +48.3 +19.0 | £0.4 +7.7
237.1 69. 0 0.7 11..5
Loy 7 0DEE
T L 7 0DgEs +41.2 | +14.0 | *0.3 | =*8.7
(Mean=£S. D., n=20)
(ng/mL)
100
—@— F 0/ \ZU IR REIEODEESme A5 #K )
n P ——O-— 7L OY/0DgE5
¥ Mean=*S.D., n=19
h
A+ 60
Do
VAN
i
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=
].E
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00 1o}
0 12 24 36 48
&5 % DR (hr)

K16-2 Mt Sz o s

M E AR ONZAUC, CraxZE D /8T A — & 1, BB OEIR,
RIR ORI - REE S OB EIFIC Lo TR D FTHREMED &
D,
16.3 &
16. 3. 1 ki~ D 5%

7 l\ ZUC-Fu D o Ing/ ke RO EG Li- & &,
KRy DR CTE G307 b R WS BERE 2 /R LTZ, H
mﬁmim\ﬂm\ﬂm&akﬁmﬁﬁwm L IE R R
Hb(}f V) %7)‘0 7]:14)0
16. 3. 2 mjk — A BE P9 At

T v MINUC-Ara g2 P U EE Ing/ ke R ARG Lz & X,
Jibd PN RE I FE L U 7 MR TR B AR < L D Cax i ML E
PR RE T JEE 0D Coax DFI1/25 Td> o 727,



16. 3. 3 mMui&—RANRRAFTEAN
R T v MCHUC-A m 3% U R Ing/ kg Z /R N5 LTz &
MR P R OSRELRR PN O BORBEIR BE 1. RO I o i hE
P 0. 07~0. 38{%F T - 129,

16.3. 4 BEPh~DOBITHE
BAHOT v MHUC-A v 8 DU Ing/ke 2 OS5 L
Tol& . Lk RE IR B DAUC- oo, LA ST RE IR
AUCo-oo DFIL. BIEFTIH - 729,

16.3.5 ZEAHEEE
b MIEEABARIIUTOLEBY TH-729 (in vitro),

#16-5 IMiEEBAKAFE

WINEE  (ng/mL) 0.1 10 1000

MmiEEERBER %) 54.7+1.7 | 55.2+0.8 | 54.7%5.5

A AIEIEIZ L B

16. 4 {38
RN (65]) oA 1 /8% O ki §E80mg & B Al RE 1 #% 5-
L7z & & oS RHEmIL. N-BLIEKIT%, N-E / i A TR
FI% (RE LK E DAUCKL) TH Y JRPRFHIL. & % KI3%,
1% (485 £ CORBRFHEMER) THoD D,

16.5 Heit

16.5. 1 A

RN A 1 3% O MR EESmg (6451]) K UM0mg  (124)
ZHERROEEL Uz & & O48RFM F TORELRO R kR
1T, BE5E063.0~71.8%Th -7,

Fo EERA B ([CArRE DU EELR 10mgZ 1 H 2
EI6HM., 7HBICIEIOF1I3EIKER OIS Lz & = DRPHE
bRk, HERR 0% L RRRE Tho7h,

16.5.2 /MR

INRT LLE—EE (10~16/%, 40~5Tkg, 6fl) ([CA /"%
VU R SESme & A B H L7z & & D 12K £ TORE(LIK
DR PPERIT, H5ED61.8%hTh o722,

16.6 HEDEREZHT 85

16.6. 1 BEEETEE (MWERBEHEAR)
JVTF=ry VT T AN2. 3~34, 4nL/min D EHEREIL T &
F R OMERER AN (£66]) (oA % 2 EiEEEE1Ong % 8 A
BHERORE L & SR & ik LT, BRI T AE
DCnaxlX2. 3fE, AUCITRIBIETIH - 728 9, [9.2. 1BH]

16.6. 2 S&E

ElE (TORELL B) ROMdRERR A (K661) (oA m 3% Ui
FRYEEE 1 Omg 2 BA IR O 4% 5 U7z & & dlin s oo U P i T 1 T f B
RACHEARFE S HRE L, Cuaxl3H1. 3%, AUCITRIL. 8f5TH -
7o tiRldE & H10~ 11 & R ThH o729, [9. 88 K]

16. 8 =k

(A y D R REEODEES. Sng A 4K))

Fua o D R ODEER. bmg T4k (oW T, TEENRAR
5% 0 E A O LY ZRAREERBE T A R T4 > (CERLSHE
11H24H FEEFEERF1124004%) | ITESE, g Xxor
W ODEESmg [ A4k A AFvERIAI L Uiz & & RTINS
U<, EWENCRS LR En?,

17. BRER AR

1.1 FOERURLHEICET 2R

(FLILX—E8 %)

17.1.1 ENEMELEEAER (BEA)

AT LA —HRREE QLA ERHIC, AFY R
RExtiEd e L7z “HEREBHRBREZ E/RL-, Ao xP
RS (SmgfE XL 7 7 v REE) KOAFH FI R (30mghE X
X7 7B REE) Z1H2EM4BEMKER OB LR, kke
mEEowER ((LE) UL 134082 2 62, 4%
(53/85%1) . A9 b I K56.6% (47/83%]) TH -7z, 10% L
FHHAUC L DFEMOMIEOR R, RSN HEREINE (b
=0.018), #HELEEOREE (ILZEMICMER L)) $4e
KU U RYE68. 0% (70/10341) . A FH NI K61.4% (62/
1016]) Thot-, MEEMICARZITIRD -T2 (b=
0.301 ; URE. p=0.403 ; x2E) 10,

BIER S HAEE 1T A 1 N7 2 e #E29. 1% (30/10341) . A
X4 b I REE30.7% (B1/1014]) Thote, A& Ui
WERED ERRIER L. IRE25.2% (26/103%1) TH -7,

(mean=S.D., n=3)

(CAKD)

17.1. 2 EREMHEESEER (BA)
1B C AR RE (256f]) ZxtBRIC, 7 hF 7 = v & st RIE
L THEREBRRBRAEER Lo, Au "y Y UERE
(bmgfE XX 77 vREE) KON T 7 = 7 < VR (Imgh
FEALXIT T TR LS ENL) H1A2ERBEMKERIRS L
ToRE g, Bk amdEEodeEE (I%E) b)) i34 e %
CUMRREYETT. 1% (87/1126)) . 7 N F T = v T < V66, 9%
(81/12141) THh o7z, EZDBRETHIUREICBW T, &
T RE D UERRIEII S N T = T~ LR b N B s
Zar LT (p=0.019 ; UKE. p=0.093 ; x 2iE), W2
DR (IZEMEICHER L)) 134 a % O U7, 2%
(95/1234) . & NF 7 = v 7 < VB3, 9% (69/128%1) T
BHolz, a2 UEEEITT NF T = T~ VEREE &
HEICHMERZREEN NS> (p=0.0001; UKRE. p=
0.0001 ; x2E) 'V,

FIVER B 1T A4 0 37 O U skt RE21. 1% (26/12341) . 4
NF 7 = U RE41. 4% (53/128%1) TH o7z, A% Vg
EREOEBIERIT, IRE19.5% (24/1236)) Th-o7-,

(BEBEBICHESETSE (BT - KE%. 5. KRBT 5 HEE.

SEEEZE. SHBHEAR))

17.1.3 EREIHE—BHER (BA)

FRERBICHE S T 2 FEOBRE (95 - HER 15201, FEBT201,
BB % 9 FERESOBI, 3 MERCRETOB K DN T8 AT BE24 451
3984) ZXBRIC, AwSF DR 10mg/ B (1[E]5mg, 1
H2l) Z2@EERE Uiz, &RIEEBICIHT 20 851%,
W5 - FAERT4. 6% (91/12261) . $E3550.8% (31/6141)) . FZfE
% 9 FERE49. 3% (33/67HI) . =k MERLEES2. 8% (28/53%1) . £
BHEALEESS. 3% (15/18%]) TH Y, &K TOHEHHEIT61. 7%
(198/321%1) TH 7212,

FIE RS BUAEE 1319, 0% (74/390%1) Th 72, EREWEMIZ.
MR&11.3% (44/390%1) TH 7=,

17.1.4 B&E (65mULL) 2B 1T SRR
KR E TOFEEE (652l L) ~Ofi FHRBR1914] (KEX
mEESTH, T L AX—MEERIB, CARBIIH, T ) MR
JEVERL0061) (CF T D EIEARBLEIL22. 5% (43/19141) TH
D . ERBWEAIZIERG23F (12.0%) . BERETHE (3.7%) . EE
A (2.1%), B - DU OZIES M (1. 6%) . FEJE - SIS
B (1.6%), HFEWV2 (1.0%)., FH2{: (1. 0%) . MERA M
et (1.0%) %Tholz, mldicisd 2 aIERREB=IL65
AT 15, 3% (238/1, 55561)) (Tt @EoTz, E7o. @il
ST A A RRITRE L E25. 5% (12/47T61)) . 7 L ¥ —M g
2£100% (2/261) . U AKRIE80. 6% (25/3141) . FJEHEBIZHES
Z I FEARIRTH8. 3% (49/84f5) T -7, [9.8%M]
(FLILEX—tER%)

17.1.5 BER_EEREERER (M)

NEEESET VL X — R REE (T~165%) ZRRIC, 4=
&Y o REE (11812, 5mg, 1H2[E, & L< Z1[E5ng, 1H2
|) B EHHNE, FREE LTI e R 22l SE L, =
FEHMMEE Th D [HO3EH (K Lok, &, &) A
AT OB D OBLE] ITOW TN 21T - 7ok
B AnRZ O ERESNgIET T T B AR K LA R Atk
EIR LW, 1),

RI17-1 /NJEEBESET L X =R REE E 55 & LT ik

\ o BERE A RS R
i
BETRE B (oanss.0) | (rean=5.D) | (E4yHH7)
e N A
tz;ﬁ;;ﬁ&// 100 |6. 141, 44 | -1, 4141, g9 | (7 7 EREnghh) - 0.51
m5mj;IE] T T 95fEHEKRT - 0. 04~0. 98
. pfiE : 0. 019"
F50R |97 |5.99%1.17| 0. 84=1. 58 -
a) BHHEEZER, BIEHMOROITFHATF AT LR L
1234y AT

b) HAXGRED RN TR HWillians i E DR
FIMER BB 1T A v 2 2 2. bmghE12. 6% (13/103
Bi) B 5mglE16. 0% (16/10041), 7T & REES. 2% (8/984)
Tholr, Au 7Y HiehongE TR L7- EREIERIT,
ALTHEIMG. 0% (6/10041) . FifuERBIEMA. 0% (4/1006]) Th -
77

) TR LA Eo/NRIZ I B ARA O KGR A &iX1E5mg, 1H2[EIT

bb,



17.1.6 ERFEEHRHAE (NR)

INREEET VL — PR R BE (T~165%. 30ksll [, 33
Bl) ZxtBiC, Au &Y R Rbng & 1 H 28] 123 [ #% 5-
Lo, Ro3EM (K Lok, Bt &) Af2=7o
B S D2 E (mean®S.D.) 1FZH 52 %-2. 08+1. 73,
Be 5 12i1%-2.41£2.09TH Y, PhRITEEKR TR E TR
BT LR BELTNWES,

RIVEF R BB 1315, 2% (5/33%1) Th o7z, ERBIEMIL,
EEAR9. 1% (3/33%1) TH -7z,

(7 FE—MERE %)

17.1.71 ERA-_EETRLEER (MR

INRT NSRS (T~165%) Z2XRIC, Auxy
VIEREYE (1[EI5mg, 1H2[E) HDHWE, MEIEEL LTH T
TV I NVBERT A a7 (1Eg, 1H2[E) %2 &
5 L7, TEFMEE THD [F AT OIRBRIZE 5812
HOEE] \ZOWTHRSEANT ZIToTofE R, ¥ T 7=
TINBE R T A vay FIxtT b4 a2 ORI OIS
PEASHRFE S 7z (95%(E AR M > EBRAY0. 4LLTF) 17,

#17-2 /NET P E—MEEEREF ExIR L U iRk
AR | ik Be 5l Bl & M A G

(mean*S.D.) | (mean®S.D.) (L4538 Hra)

ARSTTLN (5o | 2. 36+0. 46 | -0.78+0. 84 | BN T D3E

i (hay v AR
ThFT7zv rNFT 2T VR
T VB R | 153 | 2. 3820, 44 | -0. T1=0. 76 | #F) : —0.08
FAvuy 7 95%(FHAXIE : -0. 25~0.09
a) BeGREE R, IRBREEERIOZ OFEAaT 2 LR L L
T3R5

RIVERRBUEE XA 1 7 DU RRRERELL. 8% (18/15261) .
FFT = T B RS A m y FRE6. 5% (10/153%]) T
BoTm, Aua g ARG CRE L ERRER L, IR
5.9% (9/152031) . ALTHEIN4. 6% (7/152{51) K OPASTHEIN2. 6% (4
/15261) TH -7,

18. FE3hEEE
18. 1 EFAHERF
Fa g Y UM, IR e 2 X I VIR R REEPUER &
FEME L, BILEEEDE (/a2 b=y, barRF
. PAFSE) OpEE - EHEMEIER 24 L, tiRMsEwE &
¥ X = VEHEEIER b E 3519,
18.2 ZEBEEA
18.2.1 RERXR2 = VR
ZRBEEERICB VT, B 24 I VIR FRICHRWIEDIER
(Kifi : 16nmol/L) AT 52, LAAH Y UMZEKITITITE
A EBRMEE RS T, TOERITBINN ChH o719, E72, £
NVE Y MCBIT D B AX I U RGE GG b M E R %
R LB HER S T2,
18.2. 7 RERMOMT LILX—{ERA
TR T LAX—MRRET L (BLEY b, Ty ) 2B
T, PURRERIC X 5 M E @i TE=e & B 2 i L7220 ~29)
Ty b, BENVEY NIRBUTDZHRET T 74 T7F 0 —7F
7 4 T T PERAE I & SR A L2 29,
REBNRMETE VT v MBI 2 BRI IUE & JIE L o2
Z i L7220,
£, BAEY MTBWT, m/MRIEHEERF (PAF) 12X 5
R mE T A4 L7220,
18. 2.3 {eR=EMEOEL - BEREBRICRIETEE
Z v MEEEEWEA D D X 2 2 v OWERE A2 I (10300 ;
72umol/L: BRET AT I UHL, 110pumol/L: P=br 7 =
=k MIET VT I R, 26 pmol /L A-23187HIK .
270 umol/L : /72 R4A8/80II) T 5L & bic, 7TT%
RUBRRHRICER LT, & Mih LB DR A2 MY =
(ICsofiti ; 1.8 umol/L), bz ARFH > (ICs0fl ; 0. 77 umol/
L). PAF (B4 : 10 umol/LT52. 8%, WEHfE - 10 umol/LT
26. %M HHRE AT 4 =— X —DFEE D D\ Il i
T 5 EDHER SN D

18. 2.4 & %% = 2 iBREMNHI{E A
TP R D O IERET 2 RBEWE # FF =13, T Lvv

F—IERADORIE « HEICBGT 5 2 ERMmb TV,

FrRy P UEREERIT, EAE Y POEREHIEAICB N
T 7o —/v FESRBIR O 2 % % = B 5- O IHE OGS 2 #01l

(IC30fH ; 5.0 umol/L)
(SKCaF ¥ /v : small conductance Ca?*-activated K*5F v

L7z, TOEMITA Y 7 LF v 3L

V) OIEMEALZS LT ¥ %% = VEEIHEIERIC L D £ B 2
ﬁ)ﬂtsz)\ 33)o

19. HRIR S 12T 2 B{EERNMR
—{%4& o A aoREZ Y UHEREE (Olopatadine Hydrochloride)
b4 - {11-[ (1Z) -3- (Dimethylamino) propylidene] -6, 11-

dihydrodibenzo[b, e Joxepin-2-yl}acetic acid
monohydrochloride

433 1 CarHasNOs + HC1
4yf& ¢ 373.87

PR B B0 USRI OB R Th 5,

FRRIHED TERITFRLT <, KITRRBEITIT L, =&
J = (99.5) 18D TIRITIZL W,

0. 0lmol/LEEEAFRIKIZIET D,

1. 0gZ& /K100mLIZ¥E A L 728 DpHid2. 3~3.3TH 5,
Al K9250°C (59 fiR) .

(b (‘JHS
CHa
\ COzH
o
0
2. a%k

(Aansa o UEriE0Dg?. Smg T4
100%¢ [108E (PTP) X 10]

(Aan4a RIS 0DEESmg &)
100%E [108E (PTP) X 10]

5008 [108£ (PTP) X50]
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