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o r

4 HAFAS BT 5 Ak,

e

Aeolel /A otEld Al2~g]l e AF FwotEld AAM(dE &9, GEM PAK ZFEZA])E 371¢]
E §4 o) oA E o3I, olE FAE WMF dFY W Ao unAIET. Fwoled A



[0040]
[0041]

[0042]

[0043]

[0044]

[0045]

[0046]

[0047]

[0048]

[0049]
[0050]
[0051]

[0052]

[0053]

[0054]

[0055]
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71 3702l &4 AM=Aol= WES-(Rx)ol 7] X3},

32| ofE| H LtobH|

Faolg|lH + H20 < » Sajo}El Rx. 1)
S E[L}o}A|

Saolel + H0 OO, atzaal + a0} (Rx. 2)
At2 3L SA|CHOFA| _ _

At23Al + H20 + 02 Za|al + ZELHS|E + Ha0 (Rx. 3)

ololA, AAE WAEFLMHO)7T F BT A9 sel WF AF golA A7) Hepgow AsHm, AR A
el el @,

A AMZ o] Fyolele EAE FAdolEY AlA e A old Sl tE] RA3 ] gF Adord =AHE<
a7 3. Fgotd AE A7) 54 AHaAel= wrSo wks(2) @ (3)vS FEo3i,

Zelobel L eoleld AN e EaFO AFol A Aoju(slRuteldnE $)S itk I Aoy
o GaFom Sol7bt AdolEy U Adold s1Ae 58S Adste], Haksiiel od WAH A5} Al
Zo 714 sxo] veES drl,

BRI RO T DA % 2dlolel 2prtel Sd AY) A, edeld 8 kel 4
A s el gEE A4 Ao w2 ek A e vl AgadE B9, $AR) s
SelolE W Aol s BRI 5 89 Fo TAGE 2 elole Al A AEE Wngons
9 Qrh ety % Adobd AAe] sk AR, lele] ARetd AF Fo Adold ¥ 2
dolelve] wEy wd ZeAsziE A48 AnE ogsel 348 BEGe 2AFoRA F49 4

o EW, Jueld AlA m wpo]AlA g WA A=Fle F7] Ao 71%e 2-¥QE wAdS X[
Atk

A12=[CR_CS2]*7]&7] (=2 D

Al2e Al 1 g &H(CS2) oA Feloted AA ellr] SAE HF Alselrh. [(RCS2]1E Al 1 w7 &9(CS2)
=9 AYelyle] Fxmolth. o]l gAE = mlep o], (S2& FA| A#oldle] FIE(CRCS2), FAH

AelotEld o] F:=(CREACS2), B Aeoteldel it Aeobele] Hgd w&S 7Hd ‘31101, =Leobel AlA el
g Adotd AA RE(727DE FHdte AS 7heshA Ik

elobeld AN m whol QMG WA A2He 3-EAE

T RAES FGolE A fd = ARSI MEZ Zo] m

well, Aot d (7] &7] 1) ®= Aot (7] o = il

2ol at7] oA 2-5=5H & JiAel met AAE ¢ vk 2 JRAlE Aol vige] Aeobdl/AeotEld S 2t
A=) [e]

= 2709 W Eeffo] 3-¥JAE WA Rl AHEE F due A AT

3-EQE Aeloleld AN WA 54

A12'=[CREA_CS2]#7]-&7] 1+[CR_CS2]*7]&7] 2 (54 2)
A13'=[CREA_CS3]#71-€&7] 1+[CR_CS3]*7]&7] 2 (54 3)
AI2" E AI3'S 7474 A1 WA LR(CS2) Z A 2 wA LA(CSI)o A AHolEY AA Aol SAHA A
F AZo|th. (S3& 27| FAE A obs FE(CR.CS3), 27 A" Adoted 5% (CREACS3) 2 =A@ o}E

ol g3t FZeeolele] Bk v &S 71 4= o).
al(CS2 % (CS3) T %7 A% AdolEld
st AolEld AA e Hx, 7187 1(ZdotEd
&

4 % quh.

[CREA_CS2], [CREA_CS31, [CR_CS2] % [CR_CS31& ztzt mA &
o ] 3
=

q
— o
9 Agjolele] RS e Zelobeld @ Aejolelo] of
Bol g A PE)E 54 2 % 30RRE ®

}_
of tiak A #=) 2 787 2(a o}
71€7] 1=([CR_CS31* A12'-[CR_CS2]1* A 13")/([Creat_CS2]1*[CR_CS3]-

[Creat_CS3]#[CR_CS2])pA/mg/dL (T4 41
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[0068]
[0069]
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q
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=

N
W, ¢F 0.4~%F 1.6mM),

=
=

= =
=
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+

, Ca (4
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=3
™

10~2F 30mM)
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=
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g mE ageld 574 Alaw A S48 5 vk, AMEyEe] S48 ey @ AddE =
4 gl v A4E Adoheld @ Aeobdl e wmste] AdlolEld 2 Aelobel A el UiF
4 AAE 47 oy

[0077] kg om, 270 A A AlM A Fo dEHor SHd 5 jlon, o= 2709 v we Aot
g 3l Fdetd S 543 A32A B A3 1y AAE Aled & U
[0078] olg B4 A= 54 AdotEld R Adold AL wA oA o ol e H=eH EHA
o] e AXE AFsit.
[0079] v Zlwdl waY, wAd Adobd A H wAdd AdotEd AME b= AdotEld/Adold 54 Al
2o A wAgd Adotd AAME o]&sto], gAE Aot FX=(CRBMCS2) B &A1¥ A#obed
=) < A

=34 mjEg s B &ABMCS2)0 SAE Adord AA AF A (MAI2)
=2 =3 o}—El, BMCS2 F¢] SA¥ Awlotd o] s=(MCRBMCS2)E AAstar; Agotd AA AE3HA wjEA B
A QAA(ACR)E AA37] 913 MCR_BMCS2¢} CR BMCS2E wlaralar; wge A#oleld AlAE o]&3fe], BMCS2
o] ZA® AzotEld AA AF AZMAIZ)E ZAs; BICS2 Fo Z4E A olelde] 5% (MCREA_BMCS
)5 ZAAS; AdotEld MM AEEZH wEYA BA SAX(ACREADE ZAAs7] $8] MCREA_BMCS29t
CREA_BMCS2E Wl dto zA 7= = Urt.

[0080] ALt mjE- A BAZL/AAE AFE7] a4, CR_BMCS2 = CREA_BMCS2E <HAE e 7HE 4= ). o=
£, o3 kA3 g BUCS2 F¢] Awolel el tigt A dlotdle] obA 3 u]& i BMCS29 H¥ &= 7]

[0081] B9lo] 7% wEw, B MAE A wELs g LA Ca, HCO, , pH, pl0,, p0,, TFE A4,
By s} olite] AEEA WEYA RS LI 5 A, o|Sd|
Agkel 82 4 UAW, ACREAE

[0082] At doxH | ACRS AESHY vjEgx~ AMIEZHE Hojzl m ol
= 2 7 °

%
A Zeolelyd A4S 2e Aeloleld/eole 34

[0083] welo] y)%o] wEw, wAH Adohy AN 2L WA A
2del et W dedohd AN olgdel, 34 DelolEel SE(RBIS) R FAd delopeld
© S (CREALBMCS3) & 2t Al 2 A& 2 BHA EHBNCS3) S Al 2 SHE It AA AF AlE

(M2A12)E Z4ske @Al BICS3 F9 33 glotele]l FE(M2CRBNCS3)E AAste @A Al 2 Aol
A AESA EZ2 BA JAA(AR)E z—g g3t7] 913l M2CR_BMCS3¥} CR_BMCS3S H]Iﬂs}: oAl wAgE =1
gloteld Al E o] &3ste], BUCS3e F74€ Adoteld AlAM HF As(M2A12')E FH43k= DAl BUCS3 59
5449 Adolelde] s=(M2CREA_BICS3) S 2743k A 3 Adoteld AlA BEdhs wiEx By Az

o
m:.:,‘
Flm
LXJJE

(ACREAN)E ZAA3}7] 98 M2CREA_BMCS33} CREA_BMCS3S- vl 3l GHAS F712 Edstozxn g% A" &=
9»1

[0084] A1 AEEH wjE s B SN i) Av] =9 F ulel o], CR_BMCS3 2 CREA_BMCS3-> BMCS3 %< =z
oleEldo] that Felopel Y] kA E B]E wE BMCS3Y B LE(dE 5W, 4T)d 7128 = IdE A s
7Ha 4 Q).

[0085] oh‘;_]— oqq;qx‘:q_, ACR'.Q_ /Rgﬂé‘]—xq UHEFL]}\ /R‘ljl_‘%‘_il?_}; Oﬂ ;Sl]% ) 5'\_ %l’L\f ]?}

n =
0
i
fru
r
.
ne
£
HJ
9
_Tl
e i
%
ol
=
12
N

= =
W, ACR, ACR', ACREA ¥ ACREA'= AESHY mjE
71%7] 20 489 & Ak,

,_.
)

[

[0086] 2 A1 AA el oA, AdolEdel] st Fdolde] oA e HlEL oF 1.5~9F 20| AL, HEE 1.5~29]
o}

[0087] 2 Mol AAIFE e oA, BMCS2 HE= BMCS3> ZH2t oF 2~5mg/dLe] A#otdl H oF 1~3mg/dLe] Z#olEld
2 E£3% F A

[0088] 2ol 7|zd wad, s AT uEly 2 BA SN obgslk gk A /Y93 orAE 4 Q)

[0089] B ogjA el AAEE ] olA, Ca o FEE ok 0.4~ 1.6mmol/LO]TL, HCO, © S ok 10~k 30mol/Lo|t}.
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[0090]

[0091]

[0092]

[0093]

[0094]

[0095]

[0096]

[0097]

[0098]

[0099]

AESA AT Zo| o} d/IHolel

Azke] @ap AFol
mgomyEe P
z;]

s
= 544

off
iy
-3

tdos nAge wyg ZIMAZHE ozl Ay = H48E 5 3l o] el oA, B §qo
ZHE dojxl 1A A= 7P A2 AN wgoZREe R AR AeEn. 15 AE AR s Y
WA 2R AE FolEd 2 Adold wEE FAHT

INE

Tk, B A= B JIA Wl ARRSHY] f1sE 2 A AAE Eete 71EE AlEdth 2 A 71E
= 2 A AA(AE EW, Zdeld, AdolEd )& E3stE S ol &8 X8 & dx, ¢/
E WS 5W, H0,, ¥ Ca 9 e BMES FRelt sh ol4ke oo AAE T £ Atk #7134
o2, Z JNY 7IEE o tE pH HEE 2AHe 2 95 XS vt dF AAFEH
AoJA, TNEE 2 A9 el wel AMEEEY] 9§ AFEARAE FUtR ESheith. A5 AAIYEH O QlojA],
ol Al&AdH A= AA(dE W, Aetd AlA, Aol AA F)ol AA|/EHE oA HL&TA] Z K

AAe] elele] W] wet A WS S, Cal BA A, HCO, BA A}, pH B4 917, p0, XA <l

2k, p0, B A7, A A (E) B8 A, drE(S) B A7 5)E DA AXtsteAdl tig s =

Favh. A AAFHel i, AFHPAE Bdol AAH whsh 2o 54 Ax9e of€s X ¥ WY
Aol Y@ AYe It

a

N P& (S S, Adolea/AHoEld HE), AH

= T AJEAHAE AFHon g = Jﬂﬂx] HHQ%

(g 59, 71E0] TgE Fol AE) Aol ALAEE JSAAW, JA-VEVSF AFLAYA () 51,
=

2 hA e IEE AR A1 el vk AgE 71 oms vheld, fE, BE, ¥, &9 *1% 717 (]
= A q - 7 s

£ 84, 2ed videt = Ald A4 T EFsHAT, o] Ed dAE= A , GEM >zg]n]o]
| I

o ot}

g £27]) 2 (Instrumentation Laboratory, Bedford, MA)Q} e EX Fx¢} %3tslo] A}%E]lt 7] A
7F mEEch, & AAYEH oA, Ak Ee 89 Fo] Hojk st A= Zdetd T Ao}

<o) 38, 22 AES, vAAES, A3
S A&, o= 59, Maniatis et al.,
1982, Molecular Clonlng(Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y.); Sambrook et
al., 1989, Molecular Cloning, 2nd Ed.(Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y.);
Sambrook and Russell, 2001, Molecular Cloning, 3rd Ed.(Cold Spring Harbor Laboratory Press, Cold
Spring Harbor, N.Y.); Ausubel et al., 1992), Current Protocols in Molecular Biology(John Wiley & Sons,
including periodic updates); Glover, 1985, DNA Cloning(IRL Press, Oxford); Anand, 1992; Guthrie and
Fink, 1991; Harlow and Lane, 1988, Antibodies, (Cold Spring Harbor Laboratory Press, Cold Spring
Harbor, N.Y.); Jakoby and Pastan, 1979; Nucleic Acid Hybridization(B. D. Hames & S. J. Higgins eds.
1984); Transcription And Translation(B. D. Hames & S. J. Higgins eds. 1984); Culture Of Animal
Cells(R. I. Freshney, Alan R. Liss, Inc., 1987); Immobilized Cells And Enzymes(IRL Press, 1986); B
Perbal, A Practical Guide To Molecular Cloning(1984); the treatise, Methods In Enzymology(Academic
Press, Inc., N.Y.); Gene Transfer Vectors For Mammalian Cells(J. H. Miller and M. P. Calos eds., 1987,
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[0100]

[0101]

[0102]

[0103]

[0104]

[0105]

SE50l 10-2574622

Cold Spring Harbor Laboratory); Methods In Enzymology, Vols. 154 and 155(Wu et al. eds.),
Immunochemical Methods In Cell And Molecular Biology(Mayer and Walker, eds., Academic Press, London,
1987); Handbook Of Experimental Immunology, Volumes I-IV(D. M. Weir and C. C. Blackwell, eds., 1986);
Riott, Essential Immunology, 6th Edition, Blackwell Scientific Publications, Oxford, 1988; Hogan et
al., Manipulating the Mouse Embryo, (Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y.,
1986); Westerfield, M., The zebrafish book. A guide for the laboratory use of zebrafish(Danio rerio),
(4th Ed., Univ. of Oregon Press, Eugene, 2000)% ZZ3tc}.
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