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[0001]

[0002]

[0003]

Bl # &
FEADBT @ FILH ) EERIC K B IS
v o B

AFERIE. 7IAYMEERICK 2 MERCICET 2,

AFRIZ. 20175481 8HIC. HRICHBRINAKRKR2017-82
42385, 20174824 HIC. HRICHEBEINKRE2017-85
74185, 201 7%5H826HIC. HARICHEBEINHE2017-10
39358, RU2017EF9A12HIC. EEEEINEZPCT /JP2
0177032931 ICETEXRBIEEZTERL. TORNBZIZICERTS

BRE

B CHREENEE T H5REEBEARL (end-stage Kidney disease : ESKD)
BEGHEHFNICENLTVWS, BRICSWTHEMERICHY . 2014FERD
BT ERERIIRZAAER>TWS,

CDESKDDOFIRE & L TRBEIN TV D DHIMEMEB R (CKD) THB, CK
DiF. REREMHY. BHICRATI2BRAASETIHITHY . RBRE
HBE (GFR) TRINIBHEECETIHIN XIIBROBEELZTRET S
FIRAMEMR (3, BULE) KHGEYT2MELTE2IETI2HMETH D, CKD
IZESKDADHEITY R TH B IEHNY Tlda <, DMERE (CVD) FoEhi
RIEVRVTHDZ DD, CKDERHICHKR UBYIEEETY T IR
ILEETHD, ChETIKEZ OKBEEENBIINTWEN, £EF+S
T. ILHICBREFOREMNRDLONT WS,

CKDTIE. BV VTSV ADETICHVL., RLAQIRSENENEARNICER
5, BOTH, N ThNT7 7V ORKRRBEMTH 214 > REVILERERIZ
. CKDOETICHWIIAEREAEML., SRE (100 uM~1mM) D1 ¥ RF
IVIRBRA MR ICETET 5. 1 ¥ REFVILFERIL. BEOBHLLICLZBES
DEREY. MEBEAKIICK ZCVDEDCKDOEHEICEHEL B DH B T &M
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[0004]

[0005]

LNTHY., MBEFRDA Y RFVIILREEREIIENEEDORTELOIIE A
Ry MNEEREEETDEVOIHRENH D GERFFE 1) o T LT, CKDE
EOMAA Y FFUINRBOREZETIE 5 2 & T, ESKDADEITHHEIE
TE, BRRICES LOWDORELZIMFE TESLEEILNTWS, ER. 15
BEARATA Y RFVIIRBORIBAETHZA Y R—ILZRE L. IHA1 > FF
VIBREEZBETIESRBRERER (VL XTy (BHEEE) ) & C
KDEBEDETEAZBES ., ERELENET S GEFTTE2) .

—7. ETUL/CKDEETIXMADERKREA F > (HCO;) IREMEL AV,
KT R RERET DI EDD. KEBKRFT N DL T UEE
FIZEOTINAYMHERDIZE IS, LT, TILA)MHEEITH 2 KEK
FT M) LDHRGICLYCKDDOETHNFEIINE  EA/REINTWS (3
REFXmk3) . ¥ ERERARICLYERINZ R 7O0—EEMETIL
ICBWT, KEEKRT M) U LDOROKSH, BEMRIC L 2 RMEMERE
ENHEIT 22 EMREINTWS GEREFXE4) .

LA LAah s, REOCKDEZICTILA MR EHRET DI &ICL> T,
BEZEOETEINEI T2 EICDOVWTHBEINTELY. REEMEODOM
FRERTICOVWTHREINTULARL,

FoATHAT SRR
FERFEF TR

JERFEFSCmR1 : Barreto, F.C., et al.: Serum indoxyl sulfate is associat

P

G4

ed with vascular disease and mortality in chronic kidney disease pati

ents. Clin. J. Am. Soc. Nephrol., 4: 1551-1558, 2009.

JERFEFSCmA2 : Nakamura T., et al.: Oral ADSORBENT AST-120 decreases ca
rotid intima-media thickness and arterial stiffness in patients with
chronic renal failure. Kidney Blood Press Res, 27: 121-6, 2004,

JERFEFSCEA3 : Brito-Ashurst, I.D., et al.: Bicarbonate supplementation
slows progression of CKD and improves nutritional status. J. Am., Soc

. Nephrol., 20: 2075-2084, 2009.
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FE4FEFCmk4 : Souma T., et al.: Luminal alkalinization attenuates prot
einuria-induced oxidative damage in proximal tubular cells. J. Am. So
c. Nephrol., 22: 635-648, 2011,
A DOBE
FALNFRL LD & T5RE

[0006] AFERAOFED—2IE. BRHFEEEICS T2MEEICERRERZIRMH
T52ETHD, ARBPOMO—DDEFEBRIZ. BUEBERBOET (BHEBE
WOEREL) OMEl, REEERDEERRCTFH. RUCENEADELEICH
BRERZRKEIZIETHD, AEBOMO—DDFEER. REBERD
SIEMERENOERIGICERAERLZRHTTZIETHS, AEHOM
D—DDREIF. REEDNEOFEAFLEERORRBERKTTEZIETHD
o AEBAOMO—DDFEIF. BREMRA (WA, RKEEESIE M.
PRIEMAIRER. XISIRMEREMRA) ORMERHTDZIETH S,
AFEBOHDO—DDREIL. EMBREBOETIHZHET 5H5E. OHOD
REENEOREERTRY/ XIFRPNDRSENEOHHEEEHET 5
FEERBTDIETH D,
AR EERT BIODFK

[0007] ARRAESIE. LEFRBEEENT DDICHBRNEZITo>ET S, KR
ZTIVAY LT BEFD,. BREBEEEFRRND O ORSEDEHHEE (FI
ZE. REENEORBADOHEMEE) ICERATHZIEERHE L. AR
RS,

[0008] AFFIZ. —D2ORA@ICSEWVWT. ZPILHVHEEREEL., KREEVEDH
AANDHEMZERERERYEZRHTT 5,

[0009] AFFIE. —D2ORAIEICSWVWT. I AVELEEEED., REENEONL
FRERTHRERERMEZRHIT 3,

[0010] AFEREK. —2ORAEICBEWVWT, ZILAVELERHZSE., BHEBRERBICH
(7B RPEEHEERERERY R T 5,

[0011] AFERIE., —D2ORAEICEVWT. ZILAVELEZ20, BHEERRBICH
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[0012]

[0013]

[0014]

[0015]

[0016]

[0017]

[0018]

7B REFEEROUERERERM RT3,

AERIZ, —DORIEICEWT, LAV EEREEST. BUHEBRKRICS
T EMEANDBERERERY RT3,

AERIZ. —DORIEICEWVWT, ZILAVEEFIEZST, BEBERICH
IDMEREROEESFHAERERMARET 2,

AFEBEIZ, —DOMEICEVWT. ZIAYELEEST. BUHERRBHIS
BB RN OERIIGIREZRMERYEIRET 2,

AFEBRIE, —DOREICEWVWT. ZILAYELEHESD., REEDEDE
AHEHEER RREKRY & IRET 5,

AFERIZ, —DOREICEWT, 1EMHERBEOETINGEZHET 25 5%
RT3,

AERIE, —D2OREICEVWT, E NOMFADORBROBEERTRT X
IERANDREROHHREEZHET 2 HEERHET 5,

ThbE, AFRPIIUTORNEE2ET %,

(1) ZiLAVEEFEEST, REEVEOMFRER T FHEZHEKRA,

(2) ZILAYVEEFEEST, REEYEORPHEH(EHE F EZHE R,

(3) ZILAVHEEFEEST, REEYEOKHNHE (R F EZHE R,

(4) RRAAHEHSEAHERD, REEWEOMFREICKET 2. (2)
X (3) ICEREDOERMERY.

(5) BMEBRBEXIERUBRBOREILKRSINDS (1) ~ (4) OWT
N1 DICEEEH DO EZHNY.,

(6) REEMEDN, AV FFIIRE. p—JLILEE. 7z=L7t
FILLITNS Ty, BIREBROTIVFZ ANIBHILRBZIHENL DAL E
H1DBIRINS, (1) ~ (5) OWTFhh 1 DICEEHOEEMERY.

(7) REEVEIA Y FFIIVRE. p—JLIYLRE. Jz=L7EF
WLITWNSY Y, BREEROCTZIF=Z/ANIBETHD, (1) ~ (6) @
W 1 DICEE D EEMER,

(8) IREEMENA VY RFVIREE., p—JLILMMBROTIIZLTE
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FILLTWEIZTUTHDB., (1) ~ (6) OWTFhh 1 DICEHOEREHENK
1,

(9) REEDELA V FFVIIRMBRCT AT EFILLIINSIZIVT
Hd. (1) ~ (6) OVWTNIH 1 DICEEEDERMBERD,

(10) REEWENM Y RFVIMBROCERETHSD. (1) ~ (6)
DOV 1 DICERE D ERMBRR,

(11) REEWENS 7L TEFILITIVII VRGP —J L IIILRER
THd. (1) ~ (6) OVWThh 1 DICEEDEZMBRA,

(12) REEWEM1 Y RFVIFHEBTHB. (1) ~ (6) OVWThh
1 DICERHDOEZEMERY.

(13) ZILAVMERZET., BUEBERICE T3 REEEROVNERE
AR

(14) FLAVMERZET, BEBRBICSIT2ENEADEERER
HERAD.

(15) ZILAVMERZET, BUEBERICH D DMERKEDERXIE
F B FA = A0 A

(16) BIiREE(LEZRET 2. (1 5) DBEOEEMERA,

(17) ZiLAVHEREEST, S4B RREOETIIHE B EZHENY.
(18) ZILAVMHEFIEET, RMAEEEDAERNIE T AEEZEHERA,
(19) BHOBMBRMERICESINS. (1) ~ (18) ownwdFhnm
1 DICERHDOEZEMERY.

(20) ZF7—YG3 bLUTOEBMHERFBEREICKSINS, (1) ~ (1
8) MWIFNH 1 DICEEH D EZEMENY,

(21) AF—YG2HUEG3 bUTOEUEEBRBEEEICKREINS, (1
) ~ (1.8) OWTFhH 1 DICEEHDEZMAR,

(22) 27—V G2RUVGI3 aDEUBREHFREICKSINS., (1) ~
(18) dWTFNH 1 DICEEH D EZEMANY,

(23) 27—V G2DEUEBRERBEICLHZSINE. (1) ~ (18) ©
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WEhh 1 DICEE O E AR,

(24) RABOB2—-<4/0707) VREHI20uw g LUTOEEICH
5xh3. (1) ~ (18) owgFhm 1 DICEEDEZMBRKRIA,

(25) RAODB2—-<4/0707") VRBEHI0~150u g LUATFTORE
IKHE5IN3. (1) ~ (18) OVwWghh 1 DICEERDERMER,
(26) MAHADYRYFVCEEN.5~2.2mg /LUTOEREILERESH
3. (1) ~ (18) owgFhh 1 DICEEHDOEEMERY.

(27) MADYRYFVCEEN.0~1.3mg /LUTOEREILERESH
3. (1) ~ (18) owgFhh 1 DICEEHDOEEMERY.

(28) ZILAHELEFZET, SHBRHEDL SIBMHBEROERINEIA
= SAE AR,

(29) ZILAVHEFDN, VI VBOEENICEFETRERE. HLIFE
DKMHBRIEEFNSDREMTHD, (1) ~ (28) OWThH 1 DICE
B/ D E FAE R,

(30) PILAVMEAEFRDS, VTVEFN)DL JTVBAYDLELL
EZOKMIIETNODREDTHD,. (1) ~ (29) owThhlD
ICECE D EZA K.

(3 1) ZILAVHELERD, VTVEFN)ILXIEEOKMME, VTV
Ao LAXIEZEOKNMEDREMEEL., (1) ~ (30) OwTFhh
1 DICERE D E MR,

(32) PILAVKAERIN, VIVEF NI D LRITZOKMIYTHD, (
1) ~ (31) owgFnh 1 DICEEHDOERM/.

(33) EXRMRYMNEFTHSD. (1) ~ (32) owFhhr 1 DICEH
DEZEME Y.

(34) 7ILAY M FRSFHEBRIICLER L IRSEDEOMFREETH
 TILAVHEERIORSE 1 25BRICKEINS. (1) ~ (33) OoWwTh
M1 DICEREH O EREMERY.

(35) ZILAYMHEFIRSFHEBRIICLER L2 IRESEDE O RFIBREEIND
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 TILAVHEERIORSE 1 25BRICKEINS. (1) ~ (34) OWTh
M1 DICEREH O EREMERY.

(36) 7ILAYMIEHIRSERARICILE L /- REEME O FAFEEMA
 TILAVHEERIORSE 1 25BRICKEINS. (1) ~ (356) OWTh
M1 DICEREH O EREMERY.

(37) ZIVAVHELERDESICLY, RPDB2—<A4/0707) ViR
EOEMAIMEI I NG, (1) ~ (36) owIFhh 1 DICEEEHDERMER
1,

(38) ZIAVHEROEREICLY., 51 2;BRICBVWT, RFPDB 2
-4 0707 VREQOEMMIEIIThTWS, (1) ~ (37) OWw
FhH 1 DICEEHOERMER,

(39) ZIAIVHERDZRESICEY, SFRABRICKELIRPDOB 2 -7
400707 Y VRENEEMITETLTWARWL, (1) ~ (38) OWT
N1 DICEEEH DO EZHNY.,

(40) ZILAVHERIOREICLY., 51 2;BRICBWT, BE5HBR
B LRFDOB 2 -4 70707 ) VBENEEMITET L TWARWL,
(1) ~ (39) OWFhr 1 DICEHDOERMERY.

(41) PILAIVHERIOKRSICEY., ESFEBRMICKELIDFOS XS F
VCAEEMITEBMLAW, (1) ~ (40) OWFhh 1 DICEHOER
HERAD.

(42) ZILAVHEFIOREICEY, BERBRIICEKE LTS 1 21BIC
BWT, MADY R FUCHARERICEML TWaL, (1) ~ (4 1)
DOV 1 DICERE D ERMBRR,

(43) ZILAVHERIOREICEY., BE5RBRIICIER L GEMREER
EOUERT/ XIFARKFEEREHIROOLNT, HSEBERICILEE L TR
SENECLFRERT. REEVEDORPHHEERY XIIRSENE
DEAHEREELNROHSNZ,. (1) ~ (42) OVWThH 1 DILEERDE
R,
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(44) ZILAVELEROERS 1 2BRICEVNT, ZILAHVHEEFIOESIC
&Y. BEFEARNICLER L OEMRMERESOHRER T XIdRKEESH
ENROLNT. BESRRBRIICIEE L CUREEVEONFRERT. REE
MEDORFEEHEER Y/ ISREENEOFAFBHRELSRD SN B, (
1) ~ (43) owFnh 1 DICEREHOERMAR.

(45) ZILAVHERNI~3g / BHTHRSIND, (1) ~ (44) OWg
N1 DICEEEH DO EZHNY.,

(46) ZILAYMERMNI~1.59 BTHREINSB, (1) ~ (45) OV
1 DICEEH O EZMERY.

(47) BEIROp HA p H5.2~p HB.8& B L D ICTILA Y HLFIA %
5xh3. (1) ~ (46) oWTFhn 1 DICEEDEZMBRKRA,

(48) REIROp HA p HE. 0L Ep HB.2KEE 2B LD ICTILAY L
BN EIND, (1) ~ (47) OWFhh 1 DICEREHOERMERY.

(49) ZILAVMHAERNT 2BEULERESINS, (1) ~ (48) OW
1 DICEEH O EZMERY.

(50) ZIAYMERHNT 2BERSINE. (1) ~ (49) OWFh
M1 DICEREH O EREMERY.

(50—1) ZIAYHEEFORSICLY, ROORSEDEDOENENT
3. (1) ~ (50) owgFhh 1 DICEEHDOEEMERY.

(50—2) ZIAYHEEFDRSICLY, ROORSEDE DEEIIEM
5, (1) ~(50) R»¥ (50—1) owFhh 1 DICEEEHDEZRMERK
1,

(50—3) ZILAVHERDREICLY, REEVEOMHREETUR
. RPEEHEEDR. RO/ XISEAEEEDRIFEEI N, ZOHRN
TS5ERBSICHLTROLNS, (1) ~(50) . (50—-1) R (
50—2) owWghh 1 DICEREHDOERMERY.

(50—4) ZILAVHERDZREICLY, REEVEOMFREETUR
. RPEEHEEDR. RO/ XISEAEEEDRIFEEI N, ZOHRN
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TILA)ELEEIOHRSRIICH LTRDOLND,. (1) ~ (50) . R (5
0—1) ~ (50-—3) oVWFhm 1 DICEHDEZMBRA,

(560—5) EXMEXRMI TR THS., (1) ~(50) . RV (50—1
) ~ (50—4) owFhs 1 DICERHOERMERY.

(50—6) RIMBHERTHS., (1) ~(50) . R¢* (50—-1) ~ (
50—-5) owWIhh 1 DICREHDOERMBNRY.

(561) ZILAVMEREZEE., REEVEOMARERKTH. RAPHEHE
R, RO/ XIGAFEAEEHEER R AR,

(52) ZILAVHEERID, JTVBTILAY)EBESEL IEZZEDKMAX
EENSDREMTH S, (5 1) ([CREBORLMEERI,

(62—1) BREs#isd 2 (RABREEL2INHT 2. RAEHEE%ZRE
5. XIFRMEEREZHIFTS) . (51) XiE (52) ICEHOBSME
%R

(62—=2) ZIAYHERM ~3g BTHEERINS, (51) ., (52)
RO (52—1) owgFnhh 1 DICEHDOBDBMER.

(62—=3) ZIAUMHELEFII~1.6g HTEERINS., (51). (52
). (52—1) R (52—-2) oWwFns 1 DICEEEHDEBRBERY,
(52—4) 7IhYHEFENFEBIICLEER LT, XTS5 RERICL
BRUTCRSENEOOFREMET TS, (51) . (52) R (52—
1) ~(52-3) owghhr 1 DICEHORRHER,

(52—5) ZIHYHEFENRBIICLEERL T, XIEFSERERICL
BUCRSENEDORFBRENEMT S, (51) . (52) R (52—
1) ~(52—4) owghhr 1 DICEHORRHER,

(52—6) 7IHYHEFENRBIICLERL T, XTS5 RERICL
BLUTRSEMEDORFENMEMT S, (51) . (52) R (521
) ~ (52—=5) owFhh 1 DICEHDOEBDHER.

(52—7) 7IhYHEEFENFEBIICLER LT, XIEFSRERICL
B LU CRSENEOHEAHEAEBMT S, (51) . (52) R (52—
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[0019]

1) ~(52—-6) owghhr 1 DICEEHORRHER,

(52—8) ZIAYMEHOEBERICLY., REDB2—<a4r0s07Y)
VEBEOEmMMME IS, (51) ., (52) R (52—-1) ~ (52
—7) OWTFNhH 1 DICEHDO B DBER.

(52—9) ZIAYHEFOERICLY., ENFIXIE TS RERUCLE
L. RPEDB2 -4 /0707 ViRENREMITETLTWEWL, (5
1), (52) R* (52—1) ~ (52—-8) OVWThhH 1 DICREHOE
kA B,

(52—10) ZILAYHHOERICELY., MHPDYRYFVCHEEHN
WEMLARW, (51) . (52) R* (52—-1) ~(52—-9) OWT
N1 DICEHDO R SBENRY.

(52—=11) ZILAYHEEEH T 2:BEUALERINS,. (51) . (5
2) R* (52—-1) ~(52—-10) owgFhhr 1 DICEHOBREKY
(52—12) ZILAYMELEEHN 2:BEEREINZ. (51). (52)
B (52—-1) ~(52—=11) owgFhd 1 DIlBEHORDHERY.
(53) EMBREBOETIRIZHET 2HETH>T. ROp HERET
5 EEEURRK

(54) EUBREABEONFORSENEORERTEHET 2HETH
2T, ROpHZRET S EEEBUVHE,

(565) EUBRBBEDRIANDREENEOHLRELHET 2HET
Ho>T. ROpHZERANET 2 Ez2230HE

IS5 AKBREUTOAEEET 2,

(66) ZIAVMEFEZET, REEVMEONFRERTAEEMERSDT
%> T, $EFITH BRI EZHERA,

(67) ZILAVMEFEZET, REEMEORPHMEEREZEHBRYDT
%> T, $EFITH BRI EZHERA,

(58) EUEBREAITAUEBREROEEICEZSEINS. (56) Xk (5
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[0020]

7) ICEEEODEZEMEKY.

(59) REEMEN. 1V REVILMEB. p— LYK 7= 7
TFIVLTINY IV, BREBROTIVFZ INIEIORZENLDEL
EH1DFRINDG, (56) ~ (58) OWIFns 1 DICTEHDOEZRMENK
1,

(6 0) REEMENM Y RFVIMBTHE., (56) ~ (59) OV
N1 DICEEEH DO EZHNY.,

(6 1) ZILAYMHERZET, BEBRBOETINEIAEEERY TH >
T. $EHITH 2RI EZRHERY.

(62) ZILAVHELEREZED, KEEREDEEXIEFIHAERENRYT
%> T, $EFITH BRI EZHERA,

(63) ZILAVHEFDN, VI VBOEENICEFETRERE, HLIFE
DKMHARIEEFNSDREEMTHD. (56) ~ (62) OWTFhbh1DIC
ECE D EZEAR.

(64) ZILAVHEARD., VTVEFN)ILXIETEOKMME, VTV
BH) D LXIETOKNYMEDREMESD., (56) ~ (63) OWTh
M1 DICEREH O EREMERY.

I LI, AEBEUTONEZET %,

(65) ZILAYMEREEH BHEEHIEEATH 2 BRMERY,

(6 6) BHEEHRN, RESESING. RESHRRFEE. XITRESHEE
HWikTHs (65) ICERHOBDHEE,

(67) IRMEDN. EMARHEETHS (66) ICEBEHORMMEHY.
(68) ZILAYMHAFN., /IVEBORBRE LTHETREQGIE. &L
ZORKNMRIETEFRSDREEMTHS., (65) ~ (67) OWFhh1D
ICERE O R B,

(69) ZPILAVMEAEFS, VITUVEFN)DLXIEZEOKMBE., 7TV
BH) D LXIETOKMYMEDREMESD,. (65) ~ (68) OLWTh
M1 DICEREHDO R RMERY.
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(70) ZIAIVHEEED, VBT N) DLARIEZOKNMTHS. (
65) ~ (69) OWFhH 1 DICEHDO RS,

(71) BRERMIEEITHD, (65) ~ (70) oVwFnh 1 DIZE
& D R AR,

(72) BRERHOTLE. B XIIHASIC. BREMSOMRIRS
INTWS, (65) ~ (71) owWTFhh 1 DICEEEDOEBBERY.
(73) BERERHMOTLE. B XEHASIC. RESESIH. REAE
MRRE. XISRMAEBREMFOMRIRRINTWS, (65) ~ (71
) OWEFNRM 1 DICEBE ORI,

(74) BROBEHIFSICRZEBBEAICERINS, (65) ~ (72) ©
Whh 1 DICEEO RSB,

(75) KMBEORERI/TICARIEEANCERINS, (65) ~ (71)
RO (7 3) onwghbd 1 DICEHOB BRI,

(76) RPDOB2—<4,0707") ViREN299u g LUTONRICE
BXNhad, (65) ~ (75) owghh1 DICEEHEDORMIEKY.
(77) RPDB2—<4r70707") VIREMN0~150u g /L OFRICE
BXNhad, (65) ~ (76) owghh1 DICEEHEDORMIEKY.
(78) MADYRYFVCERBEN-H~2.2mg LONRICERINS,
(65) ~ (77) owgFhd 1 DICEHOB BRI,

(79) MADYRYFVCEBEN.0~1.3mg LONRICERINS,
(65) ~ (78) owgFhs 1 DICEHOBRHER.

(80) BMMEMMODEREUCLY., RPDB2—~<A4/0707Y) ViRED
EMAIEI XN D, (65) ~ (79) OWThh 1 DICEEHDRMENY
(8 1) BREMEMOEBIUCL Y, HBE1 2BRICSEVWT, RFDB2-%
490707 VEREOEMAME I TWS, (65) ~ (80) oWd
N1 DICEHDO R SBENRY.

(8 2) BMMEARMOEIICLY., EEFAKBIIXIE TS ERICLE LRAD
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[0021]

[0022]

B2—-<4-0707Y) VIgENERENITETLTWRWL, (65) ~ (8
1) OWwWFhh 1 DICEHDOBDBMERY.

(83) REMEMOEEUCL Y, HE1 2 BERICSW T, EEBFEARAIXIE
TSERICHBRLIRAOB 2 -4 70707 VIRENMEEWITETLT
Wiy, (65) ~ (82) owghh 1 DICEHDORRMEKR.

(84) BRMMMMOEBIICELY, EEGEBRINICIERLIDFDS XS F 2 C
AREMICEMLARWVL, (65) ~ (83) oWwFhm 1 DILEHORRE
%R

(85) BRMEERMOEBEIICIY. TS ERICHBELOFDI RS FVCH
EEMICEMLAWL, (65) ~ (84) owFhh 1 DICEHDOBRMER
1,

(8 6) REMMMOEBIUCL Y, BUEBREHBOHBOETICHED. BEAR
BT 2—<4r70707 Y VOEDEME=IHEIT S, (65) ~ (8
5) oWwWIFhh 1 DICEHDOBDBMER,

(87) BREHMMRMOEBIUCL Y, BHEBREREEDRKEREICHEER
EIAW—27, BHERBORBOETICHD . SEMRMAERES % 1
L. SERRIMEME4IR#ET 2. (65) ~ (86) OWTFhh 1 DICREH
DE AR,

FEEA DR

AFEIRET IEFERMFICL Y. BHIAEMICS VW TURBEDEIE
AICHEH I N D, AEBEI/MRMT D2HEICL Y, REEWENMEMITHL S
naHMEMN. R/ XIZEEEFEBHROETI/HIFITE TVWEIIEIOFEN
BYMET DI ENTES, AEBEI/RHT Z2RMEERDFICLY., HAS
WICBWTBHEEDH#IE. LYERERMICIZ. RESEESOME. KRASHE
DIRE. XIFIRMEBBEEDOHRNTERTH 5,

Bl D E ek A

[1]REBRRBE6. 1 2RU24BZOIY PO—ILEOEETORPA VR
FYNFBBRE S MFFA Y REVIILRBREORBERIHTH S,
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[H2]5A5RFEH 6. 1 2RV 248DV I VBAY DL - VT VEEFRNY D
LK SHEIESEOBETORYA ¥ RE¥VIIHBRE & RS >
FEIIMBREDOHREZRIETH S,

[H31RERRBE6. 1 2RU'2 4 BROKRIEKET N Y LEFRSEHORE
TORFA Y RFVIIMBREEORF A Y FF I IRBREOEEZRY
MTHD,

[4]RERBEMA 6. 1 2RV 24 BROLBETORDA ¥ RFVILHEBERE
EMEFERA Y FF D IINRBREOHEBZRIRTH 2,

[H5IREBRRIE6. 1 2R V24 BZOIY PO—ILBEOEETOR P -7
LYLHBRE EmifEhp -V L YV RBRREEOEBE R ITRTH 5,
[H6]EAEREEIB 6. 1 2RV 24:BEDODIV I VBAY DL - VI VEEFRNY D
LKA EHEIESEOBETORY P — I LYV HBRE & A p —
JLIYNGRBREOHBEEZRIETH S,

[HM7155FBE6. 1 2RU2 4 BROKREKET N Y LEEBRSEORE
TORAp — 7L IYIRBREENT p - LY HRBREDOHEREZRT
MTHD,

[8]RERBEM 6. 1 2RV 24 BROEBETORD p — VL IILHMBEE
EMFERp - LY RBREOCHEBZRIRTH 2,

[HOIAERRIE6. 1 2R U'24BZOIY bO—ILEDEETORYERE
BELNFPEREREEOHBE NIHTH S,

[E10]5BRBER 6. 1 2RV 24 BROIVIVEENA) VL - VI VBT MY
D LKFYEAEEESEORE TCORPEREBRE & IFFERBRED
HMEZRINTHS,

[ ]1EHBRFERE. 1 2RU2 4 BRORKBKERS M) Y LRFRSEHOR
ETORPERBRE S MFRFERBREOHEBEZRIETH S,
[E112]HBRFHKR 6. 1 2RV 2 4 BEOELEETORAFRERE & METH
BREEEDOHEEZRIHTH %,

[R13]HBRRAK G, 1 2RV24BEROIY FO—LEDORETORFT I
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[0023]

Fo/)OANIBEESMER7ILF =) ONIBEEOREETRIRNTH S
[E14]58RBER 6. 1 2RV 24 BROVIVEENA) VL - VI VBT MY
D LK EEEIREEHOBETORFTILF =/ INIBRE & FEH
FILFZ /) ANIBREOHEB%ERTRTH 3,

[BI15]EHEREER G, 1 2RV 2 4BRDKREBKES MY U LHAKRSEDE
BTORBTZILXFZ/ANIBREENERT7ILXF =/ ANIBREOHER
ETRIETH D,

[B116]EHEREER G, 1 2RV 24BERODELBETORFPFZIVF=/ AN
REEMERTIVF =) INVBBEEOHEBEEZRIHTH %,
[E17]EHBRBEE 6. 1 2RV24:B%OIY NO—LEOBRETORFT
ZNTEFNLINVSIVREEMER I AT EFAILIVS I VIRE
DHEEZRINTH S,

[E18]5BRBEE 6. 1 2RV 24 BROVIVEENA) VL - VI VBT MY
D LK EHEREEOBRETORF I LT EFILILIILI I VR
BEMEARTIZUNTEFLLILNLY I VREOHBETINTH S,
[B119]EERBER 6. 1 2R V2 4BRDKREBKES MY U LHAKRSEDE
BETORFP7ZzZNTEFILIVIIVREEMRERI I FEFILL
TS I VIREOHEBZRIRTH 3,

[B120]55RBER 6. 1 2RV 24BHRDEBETORF I =N TEFILL
TV IVBEENREFR I AT EFILLIIVS I VIREOHEBAETRTH
TH b,
FAEERT 7DD RE

1. EEMERY

ARERANMRMET IEEERYIZ. BURSE LT, ZILA)EERHZST
ZENTES,

TILAY R S BEEY ICE b)) iR, fIAE MBRXIEER
DHCOSRE® P HERO Z8ENEE T 2EFTH S, 7L H ) HELEEIOH &
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LTE. 7ITVBOEENICHETTRERE. HELLIEZTOKIYPXIEERL
DREY. RCKBKRF M) DL (BEE) PEIFOLND, VI VBOERE
BICEFEREREBORE LT, VI VEBT7ILAYEBESZETFONDS, ¥
IVEETIAYYEBEOAE LTI, JTVBAYILRGIIVES Y
TLDEFON, TRENZERVIVEED ) U LD—KFHY (CHsK:0; - H0
) RGOV TVEEFT MY D LDZKIAY (CH:Na0; - 2H,0) FEDKAMTH > T
S AN

FELWTZILAYEERIOBE LTI, VIZIVBFN) DL, JIVEA
) LELLIEZFDKIMYPRITENSDEESYHIESFLN, BIAIE. 7TV
BAH) D LD—IKFHY (CHK:0;, - H0) RV TVEEF MY D LDZKFY (C
eHsNa,0; - 2H,0) DEEMTH>TE LWV, JITVEELY D LD—KEY (CHs
K:O; - H0) ROV TVBEF MU D LDZKFY (CHsNa0; - 2H,0) DRELLIE
 BEENMBERETE, HIZAE. JIVEBAVILO—KIMEI TV
FTRUDLDZKNMDEINE, VT VEBAY) D LO—KMYWUIH LT
IVEFT N DLDZKMYE0 01~1008F B ENTES, RELETEIL
EET#1:1ELTH LWL,

T, BELWTZILAY MR OMBOBFNICIE. VTV N U LAXIEE
OXKFMHBEF N, FIAIE. JT VBT N D LDOZKAY (CHNa0; - 2H,
0) TH>THLW,

T, BELWTFILA YR OMDENCIE., VT VEEA Y U ALAXIEED
KFEHZEF SN, B2, JTVBHY D LO—KHY (CHKO; - HO0) T
Ho>THLW,

—DDEBREBRICBEWVT, ARAOERMEHRMICEEND TILA ) MHILH
& VIV MY DLREEOKNME, VT VDY) U LXIEE DKM
MEDREMEEATUVWTH &L,

BIDEBEBRICHEWT, KEAOEZMRMICEEINDTILA Y HEFIZ
COIVEEFT NI ARIEETOKIME, VT VEEN Y T AXIET DK
EDREVOHDOLEBHRINTVWTE LWL,
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[0024]

ARMEICEWT, ZILAVMELEHER BIZE 7T VEBAY D LO—KH
M (CeHsK:0; - HO0) XU, VT VBEF M) D LDZKFHY (CHsNaz0; - 2H,0) )
DEEICDOWTERT ZRIF. TOEERLBEETHYRES,

APHEICEVWTRBEDE S IZ. EBERBICLYEERINIME (BEE
MPERE) TH>T. BEEETZOMSHDORRAICEL Y HBHERENME T
L& =, mApicEm (B L TRBEOERIGEREEIZRITY
BE2RKT 5, REEMEOHICIE. 41~ FEIIVREE. p— 7 L JILEREE
C7IZWTEFIVLITVE IV, BRERCTZIVFZ ) ANTENETS
na,

ZDIB, 41V RFVLHRIZ. BUNEBEREKON) ThT77 005005
RHIEICE Y ERI NS ¥ R—ILA TR THBIERUCRBIEES I TERT
Nd, 1Y REVIFBRIZIMATIEZDIZEAEDNTITIVEBELTE
ELTHY., REEZTT. BEATEERL) SRBPAHMIND D, BiE
RBEDHEIE. BREEERTICL>T, OPICERETERINLEEE
ANZSYS

REEMETHDM Y REVILMEIE. BRFEBEEICSVWIURSELER
THREIFTAL, BUEBRREEZEMEAICES LOBZRAER S,

&oT, MHDA Y RFVIVREBBEEZRTIES & T, BREEED
FREEMERDIBE I N, REEDEBERY /XIEFHITREMDS, T,
MDA Y REVIIFRBREABETIES & T, BUHERRFREDEITE
AEBEEIHZ I EATREE LD, —DOERBEKICSWT, BUEERRSE
ZiX, ETHORBEBRERBTH B,

RPHEICSWT, [A. BRU/XIEC] EWHRRIK, TA, BRWY
CHOLAZBELYDA<ESH1DBIRINDG] 2&%2KRT, LT, fi
ZE TAYREILHEE., o —JLJIHEB. 7z-ILT7EFILLIILSY
IV, BRERG/ XETZILEF=Z) NI & T4V RFVILERER.
p—V LI JIZIVTEFILLILYIY, BREBRUOTILFZ)
ONVEBENORZEBLYDRCEE1DEIRINDG] 2E&2KT,
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[0025]

[0026]

T, REEMETH DM Y NEVILEREEIE. ODEDOFML. EIIRE/L.
MELEHHEREOIEE. NERNKMBES. BREOCRE. XBROAKL
FrEEL. BUEBRHRBEOEHEDC—DOTHLOLMEREKER (FIZIZ.
DAL, DEEE) RO/NIEKNERERTHIMEFELREIE D,

£oT MADA Y RFVIMBREZETIES I ET. DEORML
. BiREdL. MEEEHMEROBIHE. NERNKMEES. BiREDIEE. K
BROAKIEZNE L, EMHERHBBEOEHED— D THIOLMEREK
B[RO/ XIFKONEREREDEBRERRV XIS FHHNETREE LD,

—DORIEICHEW T, AKBEINRHBT 2EZMRAMIE. IFORSENE
(BIZIE. A RFDIIRE., o—VLIIEE. 7z T7EFILLITIL
I, BREE. 7IVF¥FZ/INIBRUCZOHAEDE) OREZERTI
DI EDNARETH D, AV RFVILRE. p—JLIIHE. 7227
EFIMLITNSZIY, BREB. 7L¥F=/ ANIBRUZOHEAEHEDH
Ik, 1Y REVIHEE. p— VL YVILREE. BRERC I ZILT7EFIL
LIWEZIY AV RFVUGRE. p— 7 LI BBROCIIZILTEFIV
LINEIIY s AV RFEVILRE. SRERVCI7ZZALTEFILLITIVS X
VAV REVIUFRBRE Y — 7 LUV ; 1 Y RF DIV R O EREE
s A Y RFVIIRBROE 7T EFIVLILIZIY s p— 7 LI
ROCTZzZWNTEFIVLITVIIY  BRERC I ZILTFEFILLINLS
SVSAVRFULGE; o VLYK ; BRE; ROz ZILTEF
WL I URBIFSND,

APEMEZICEWT, TMHRORSEDEOREDOET] &k, RNFEHEHLIR
HTZ2EZMERYOZSHOMADOREENEDREICLERL T, 5%
MADKRSENDEDBREMETTEIE2RKT 5, Xk, ARBANRHET
DEEMERMOESICELY . TS5RESICEE L TILFADORSENDE DR
EMETTHIE2RKT 5,

—DDEBREBRKICEWT, AEAMRATI2ERERMOBRSICLY., &%
Sanicktm L. MADRSEDE (BIZIE. 1V RFIIEE. p—o LY
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IWIREE, 2TV TFEFALLINSY IV, BRB. 7ILX=/INIBRY
FTOMAEDLE (FIAIE. 1Y FEIUFEE. o — 7 LIVIRE. SRER
V7 T7EFIVLITLIZIY s AV RFDIVEE. p— 7 L YILIRER
VI T7EFIVLITILIZIY AV RFDIGEE. BREBRT 7L
TEFIVLITLIZIY ; AV RFVIEBETCr — VLY ILERE; 1V K+
VIR CERE ; 41V FFVIIBBRC I ZILTEFLLINII Y

s PV ULPIRBRO I DT EFILL IV Y  BREBRUT 7 =
WFPEFIVLITLIIY AV REVIVREE ; p— VL VIILEEE ; BRE ;
XEZ7zZNTEFILLITIVEZIY) ) OREMETTZH. ZOETER
. BERIORSEMEOMHFREDI~5%. 3~5%. 1~10%. 3~10%. 5~
10%, 1~15%, 3~15%, 5~15%, 1~30%. 1~40%. 3~40%. 5~40%.
1~50%, 3~50%. 5~50%. 30~50%. 1~60%. 5%L . 10%LLEXI30
%LUALETH D,

—DOEBEKICEWT, REENEOOFREDCETEILX. LTOFHE
XN (1) IKKLYEEINS,

REEMEOIFREDEKTE (%) = [ (EEEKRDIESHIORSEY
BomHigE (ng/nl) —ERMERMRSROKRSEDEDOMPIRE (ng/mL
) ) SEEERYESRIORSENEDOMHRE (ng/nL) 1 X100 (
1)

—DOEBEBRKICEWT, AFEAMRAT2ERMEHYOOE6. 12X(E2
4 BOEFERSICEY . BERICLER L. IRDORSENE BIAIE. 1~
NE2IVEEE. p— VLY. 2L 7EFILLTILY IV, BRE
CTIFZONVBERUEOHEAEDE (BIZIE. 42 RFDILRE. o
— LY. BREBRCIIZILTFTEFILILILIIV AV REVIL
Wi, p—VLIIMBROCZIZILTEFILLILIZIY ;4 RED)
Wi, BRBROCIJIZILTEFILLIVIZIY 4V REVIVHEBRS P
—JLDIVREE ; AV FXFVIIREBEROERE ; 1~ FXFYIVRERCT
ZIWTEFILILIZIY  p— LY BBRT I ZILTEFILLIL
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IV BRBROZIZVTEFILLIVIIY s 4V REVILRE
—JLINEHEE ; BREE ; RIE 7z ZIT7EFILLILIZIY) ) ORED
BTTEN. FOETEE. BESRIOKRSEVEOMAHEBEDI~5%, 3~
5%. 1~10%. 3~10%. 5~10%., 1~15%. 3~15%, 5~15%, 1~30%. 1
~40%. 3~40%. 5~40%. 1~50%., 3~50%. 5~50%. 30~50%. 1~60
%. 5%l E. 10%IUEXIE30%LULETH B,
—DOREICHWT., AFEBEIMRBT Z2ERERYIE. REEWE (Bl
. AV RFDIHEB., o—VLILURE., 2z T7EFILLITILS IV
 BREB. PIULXZ/OINIBRUZOHEAEDE) ORBAOHEM % (2
IEDENTRETHD, 1V REFVIHEE p— I L ILFE. 7z
TEFILINSYZY, BRE. 7ILX=)/)INIBRUOZEOHEAEDLED
BUCIE, 1Y REVLFREE. p—J LY. 7z T7EFILLILY
TV, BREBROETIVEFZJANIEB AV REDIVEE. p— VL YILE
B, 72z T7EFINLIVSIVRGTZLFZ)ANIB; 1V RE2L
Wi, p— VLY. BRERUCIzZITEFIVLILIZIY 4V
¥F p—ILINBMBERGC I ZNTEFALILIZIY AV
FULRB., 7TV TEFALILVIIVRGTZLFZ)ANIE; 4
NE IR, BRERC 7 ZIVTEFILILIZIY ;4 RFDI
MERCERE ; 1Y FXFDIIRMBRECTIZNTEFILLILVSIZIV F
REROI7TZILTEFILLILY X 1Y RFVINRBRFp—ILY
W ; o — VL IIMRBRC I I ZLMTEFILLIVLIZIY s p—U LY
WIRBERCERE ; 1Y XDV MBROECTZILXF=Z/IANIB, p—V LY
IWREBROCTZINF=)ONIE ; BRBROT7IVF AN, 727
TFINLITNLNIIVRGTIVF/ANIE; AV RFVIHME; p— LY
IWIRES ; BIREE ; PIXF =/ ANIB, ROCT7 IV TF7EFILINLEZIY
DNEIFLN 5,

ABHEICSWT, [REEWEDORFAOHHOREE] &, KRB
RIETIEERERDOBRSRIORFTORSENEDREICLLE LT, #51%



WO 2018/193752 21 PCT/JP2018/009679

DRFDOREENEDRENENT 52 & 52BEKT 5. AEAN’RBTIE
EERMOBEICLY., TIEREBEICLHE L TRPORSEVEDREH
BT 35 EEREKT 2. AREAN’RHRT IEZRMRDOESHIOKRF DR
SEVEOEICHEL T, H5RORPOREENEOCENEMT I &%
BT 5, XIIARAMRET2EZERMOBRSICLY,. T3 EREEI
b L CIRADREEMEDOENIENT 5 2 & 2BKT %,
ABEMAZICHSWT, TR &iE. B2 TRFERP] 22%KT 5,
—DDEBREBRKICEWT, AEAMRATI2ERERMOBRSICLY., &%
Sanicktm L. RADRSEDE (BIZIE. 1V RFIEE. p—o LY
WIRBS., 2V T7EFILINY IV, BREB. 7IF¥F=) INIBRY
FTOMAEDLE BIAIE., 1 RFIIVREB. p— V7L ILURE. 7=
TFEFILLITLIZIY, BRERUCTZILXZ/JOANIEE; 41V KXV ILRHER
P OLINREE. JxZNTEFILITVIIVRGTILXFZ)OANY
B, AV RFIIIEE. p— VL YLURE. BRERC 7 ZILT7EFILL
TIWEIIY AV RFVLURME. p— 7 LYIILREBRS 7L T7EFILL
TIWIZIY AV RFVIEREB. 722U T7EFIVLITILIIVRUTILF
Z/ANTE ;A RF VIR, ERERO T ZILTFTEFIILILS X
YRFVIHEEBROERE ; 1Y REFJILRBRC 7z ZLT7EFIL
TWVEZIY BRBRCIIZLTEFILLILIIY 4V REDILH
ERVCp— I LILFE; p—JLIYLBBEROIZZLTEFILLIILSY
Vi p— U LINRBRCERE ; 41V FFIIVRERCT7ILF =/ 3N
B p— V2 LYIBMBROCTZILFZANIEE ; EREBROT7ILEX ./ ON
DB, JxZITFEFIVLINIIVRGTPIVF AN AV REDI
WEE; p— VL IYNEEE; BREE; PVF=_/INIB; XIFT7z L7t
FILLTWEIZTY) ) OBENI~100%, 1~50%, 3~50%. 5~50%. 10~
50%. 15~50%. 1~40%. 5~40%. 10~40%. 1~30%. 5~30%. 10~30
%. 15~30%. 10%LAE. 20% LA E. 30% LA EXIZ40% A E1EMT B,
—DDEBEIRKICEWT, REENEDORPREDENEIL. LTFTOHE

b
L
B

i

N
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X (2) KLYEEINS,

REENEORTBEDENE (%) = [ (EEMERMIESEOKRSEY
BORFPIRE (ng/mL) —EZEMERYIESRIORSBEMNEDORFAIRE (ng/mL
) ) SEEERMESHIORSENEDORFTEBE (ng/mL) 1 X100 (
2)

—DOEBREBIRICEWVWT, AEANMRHRTIEREXIO6. 12XF2
ABDEFRSICELY. HERICLLE L. RPORSEDNE BxIE. 1>
REIIFRER. p— VLY. 2z T7EFILITIVSY IV, BRE
CTIVFZ ) ONTBRUOETOEAEDE (BIZIE. 1Y RFDILFRE. o
—JLINHEEE., 7N TEFILLTLSY Y, EREBRUOT7IF=/ O
NIBE; AV RFVIVIREE. p— VLDV 27 EFILLILS
SVRVTIVFZANIE ; AV REVILHEE. p— 7 LY. BR
BRUOCZIZILTEFILLILIIY s AV REVIVEE. p— 7L DIV
BECIIZNNTFTEFIVLILIZIY AV RFVIEEB, 7z ZILT7EF
WLIWEGIVROTIVEZ ) ANIEE ; 4V RF¥DIVRE. BRERT T
IZINTEFIMLINIZIY AV REVIUMBROERE ; 1 RE¥F2IL
WMEBROCZIZILTEFILLILIZIY  EBREBRUC DI ZILTFTEFILLY
WHZY ;A RFVIHEBRFe — VL IIIVERE ; o — 7 L VIILRBRY
TJTZITFEFIVLINIZIYV; p—JLINUMBRCERE ; 1V ¥
WIRBRCTZIFZ/)ANIEB, p— V7 LIIUBEBROTIVF = INJEE
s BIREBROTZILX/JANIE; 72 ZVTFEFILLILIIVRVTILF
JANVB ; AV REVIFEE; o — VLY LUFE ; BRE; 7/L¥=/ 10
NI, RIETTZINTFEFILLITLIIY) ) OBENT~100%. 1~50%
. 3~50%. 5~50%. 10~50%. 15~50%., 1~40%. 5~40%. 10~40%., 1
~30%. 5~30%. 10~30%. 15~30%. 10%LA £, 20% Ll E. 30%LL EX Ik
40% LA EIEINT B,

—DOREICHWT., AFEBEIMRBT Z2ERERYIE. REEWE (Bl
. AV RFDIHEB., o—VLILURE., 2z T7EFILLITILS IV

g

g
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. BIRB. PIF=Z/ANIBRUCZOHEAEDE) OMAHNSERANDHE
MAEREL. BANOHEHRAREIR DI ENTETH S, 1Y RF VMK
B, p—VLIILREE. JxZAT7EFILLINSYZIY, BRE 7IL¥=
JANYBRUZOESFEDLEDOHICIE. 1V REVILHE. o—o LI
WM., 7z T7EFILINSI Y, BIRBRCTZIVFZ)ANJE; 4
YRFUIGRE, o - LI DT EFILILINIIVRGT
WEZ AN AV REVILRE., o -7 LYIIRE., BRERTT
ZITEFIVLINIZIY s AV REVLEGE., p— 7 LIYILHREBRYT
ZITEFIVLINIIV s A REVIERE., 722V F7EFILLILY
SVURCTILFZ)ONIE; 4V REVIUEE ERBRUO7I LTt
FINLITINIZIY ; AV RFEVIVIREROERE ; 1 > FF Y IVRBRRTT
IZVTEFNMLITNS IV BIREROC T ZVTEFIVLIVLI IV
AV RFVIRBRCp — I LIILRE; p— 7 LYURBEBRTI LT
EFIVLTIEIZIY  p— VLI IVREROERE ; 1~ REX2IVRERO
TIVEZJOANIEE; p— O LYIVRBROTIVEF =/ ANV BREX
VCTPIF/ANIE,;, 722V T7EFIVLITVIIVRCTILF ANV EE

s AV RFDIVREE ; o — 7 LYIVIREE ; BIREE ; PINF =/ INJEE; R
V7TV TFEFIVLITLYIVAEITFLND,

—DDEBREBIRKICEWT, AEAMRRTI2ERERMOZSICLY., K
HEENSRHT IERERYORSHOMNTREENEBEICH T DERPOR
SEVEOREDLICHERL T, BERONPRSEDEREICHT 2 RH
DREENEDREDLLIIEMT 5, —DOEBRBKRICSEV T, AHRBEIR
HTZERERMOBREICLY. TSERBEICHE L CTNHERSEYNEE
BICHRT 2RABOREEDEDREDLLAEIMNT 5,

—DDEBREBRKICEWT, AEAMRATI2ERERMOBRSICLY., &%
SRUICLEE L. MABREICHT 2RPOREEME (FIziE. 1V RFV
Wi, p— VLY. 7z T7EFILLILYZIY, BREB. 7ILF
ZANVBRUCZOEAEDE BIZE, 1V REFVILRE. p—JLY
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WIRBE. 20U T7EFILINY IV BRBROTIVF=Z) INIE;
VRFUILGRE. oI LINEE. JxZILTEFILLITILI I VKRG
PILFZJ)OANIBE ; AV RFIVIURE. o — I LIIIRE. SRERTT
TZIIWTEFINLITILIZIY ;A RFDIGREB. o — 7 LIYILREBRTT
TZNTEFILLIVIZIY AV RFVIRMB., 2L T7EFILLIIL
FIVROCTIVFZ)ANIEE ; 41V RFVILRE. BREBRXY 7 LT
TFILLITIVIZIY ;47 REDIVIHEBR U ERE v REIIILREB R
JxZNTEFIMLITNSZI Y  BREBRCIIZVTEFALLIILIIY
YREFVNREERGCp - LIARE; p— I LINRBRTT 2
TEFIVLITLIZIY ; p—V LIIEBRCERE ; 1~ FF2IVRER
CTIVFZ)OANIEE; o -V LYIRBROCT7ZIVLF =) NI ; BRE
ROTPILE/ ANV, 72V TFEFIVLIVIIVRETILF/ ONY
B, AV RFVIVREE; p— OV LYIVRER ; BREE; 7IL¥X =/ NI ;
XIFZzZIWTEFILLILEIZIY) ) OREOL (FRFRE (ng/mL) /I
FIRE (ng/mL) ) A*1~100%, 1~50%. 3~50%. 5~50%. 10~50%. 15
~50%. 1~40%. 5~40%. 10~40%. 1~30%. 5~30%. 10~30%. 15~3
0%. 10%LLE. 20%LL k. 30%LA EXI340% LA LMY B,

—DDEBEIKICEWT, REENEONFREICHT ZRFBEDL (
FRARE (ng/mL) /MARE (ng/mL) ) OEMER. UTOEHER (3)
ICLYETEEIN D,

REEMEOINFREICNHT 2RPREDCLLOEME (%) = [ (EXHM
BRI SR ORSEMEDMPEREICN T 2 RPBEDL —EEERYRS
RIDOREENEDOMFREICH T ZRFPBEDL) EEMERMIESRIOR
SEVEOMHRBEICHT SRFBREDLE] X100 (3)

—DOEBEBRKICEWT, AFEAMRAT2ERMEHYOOE6. 12X(E2

DEFEREICL Y., HBEFNICHER L, MFREICNT 2 RPORSED
B Bz AV RFIIREB., p— 7L YIURE. 2=V T7EFILLYT
WXy, BRE. PLV¥=/INIBRUCZOHEAEDE (BIZE. 1>

g

)¢Eb
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NE2IVEEE. p— VLY. 2L 7EFILLTILY IV, BRE
ROTINFZ)INIB; AV KXV p—JLYILHE. 7z
TFEFILLITVIIVROCTZILFZ/)ANIE ; AV RFVIURMEB, p—7
LYW, BREBRUCIIZILTEFLLINIIY ; 4V REDILEE
PO ULIYURBRY T ZNTEFINLIVIZI Y s 4 REDILERE
CIZIZWTEFIVLITLYIVRCTIVFZ AN ; 41V REDILE
B, BRBRUOTJIZLTEFILIVIIY ; 4V REVILFBRUER
B, AV RFVIIBBRETIIZILTEFLLINSY I Y BIREBRU 7 T
ZANTEFNLILVIZY AV REFDIIREBEFTe — LY ILHRE; o —
JUIIBBRCIIZINTEFILLILIZIYV ; p— I LI LRERRUE
FREE ; 41 Y REFVIUMBROTZILXZ/ANIEBE; p— U LI ILHEBRUT
WFZ ANV BIREBROTZILE /AN, 7z T7EFILLITL
HIVROTIE/ANIB; AV RFVILME; o — 7L VLEHE ; BR
B, PIVEZ/ ANV RIZ7ZWTEFILLITILIZIY) ) ORED
b (RARE (ng/mL) /MARE (ng/mL) ) A1~100%. 1~50%. 3~50
%. 5~50%. 10~50%. 15~50%. 1~40%. 5~40%. 10~40%. 1~30%
. 5~30%. 10~30%. 15~30%. 10%LL L. 20%LL L. 30%LL EX(1%40% 1L
EIEMT 5,

—DDEBREBRKICEWT, AEAMRATI2ERERMOKRSICLY., R
SEVEOMHRREICKE L TRESEDEDAEANDHEMMEEI N D
—DDEBREBRKICEWT, AEAMRATI2ERERMOKRSICLY., R
BEDE BIZE A1V FFOURB. p-JLIJIRE. 722U 7EF
VLTINS Xy, EBREE. 7ILF=/ANVBRUCZFOHEAEHE) OmF
BEILKE L CURSEMEORFAOHRNMRESI NS, flZIE. REEY
BOMFRENBEDEE., TNILKEU T, ABRRSEVEORF~OHEH
ENREE D, REEDEOMNFRENMIEDIZEIE. REEVEDRF
~NOEBHEIFEEE RS, 0L AMPBEICIKE LARESENEDRS
BEtid. ARBASRET 2EZRERMHPBIERDOY 27 MEK ZLMICEN



WO 2018/193752 26 PCT/JP2018/009679

2ZEERBLTWS, AV RFUIURMEB., p— I LYLRE 7z2=L7
EFIMLITNSZIY, BREB. 7L¥F=/ ANIBRUZOHEAEHEDH
IKIE. AV REFVIVBEE. p— VL IUREE. JxZAT7EFILLIILS X
V. BRBROCTIVLF=)IANIE; AV REIIVRE. p— 7 LY IILiRE
ROCTzZNTEFILINVIZI Y AV RFVIVRBROCT LT EF
WLINWIZIY s AV REVIVFBR e — I LIV p—J LY ILE
BRUOCTIZIVTEFILLILIIV AV RFIIEHEE; p— 7 LIILE
B, RC7IZIWTEFILLILIIVHEFLND,
—DDEBREBRKICEWT, AEAMRATI2ERERMOKRSICLY., R
BEDE BIZE A1V FFOURB. p-JLIJIRE. 722U 7EF
VLTINS Xy, EBREE. 7ILF=/ANVBRUCZFOHEAEHE) OmF
BEILKE L URSEMEORFAOHRNMREI N, ThICLYIRSEY
BOMHABEMETT 5, 1V RFVIME. p—JLYILERE. 7=
TEFILINS IV, BRE. 7ILF=/)ANIVBRUTZEOHEAEHED
BUCIE. A REDIVIEEE. p— VL YIUREB. 7L T7EFILLIILS
TV, BREBROETIVEFZJANIEB AV REDIVEE. p— VL YILE
BRI IZILTFTEFILINIIY AV RFVIILRBRT 7 LT
FINLINIZIY ; AV RFVIRBEBR T —JLILRE; p—-2L I
MBROCIIZIVTFTEFILILIIY AV REVILHE; p—o LY
WEg; RUTZ7zZNTEFILITVLIIVRBEFLNDS,
—DOEBRERKICEWT, AEAMRR T 2ERERPOZRSICLY.,
Y RFVIHRBOOFREICKEL T Y REVILREBIRPICHEHI W
R, AV RE U URBONTEEICNT 2RPBEDL (RPEE /M
JBRE) 1E. 1~1000, 3FFE L <I131~200, LYIFFEL<IF1~100, I5I1CLY
FELLIFI0~100&82Y 1525, COERFERERRKICEWT, AEBANMEHRT ZE
RISV REF VIV REBOMARED0.01~100 wg/mL (FIZ X, 0.1~3
Oug/ml) Ok b (BIZIE, 1BHERFERE) IKBEINTHLW, kB
SEINHER. AV RFDIVHBEBOMAREN0.01~10ug/mL (FIZIE, 0.0
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3~10ug/mL) &7@>TH L,

—DOEBERKICEWT, AEAMRRTI2ERERIOZSICLY. p
— L YIIRBONFREICKEFEL T —7 L YIRS RPICHEE I W
HR. p—JLIYLBBONTEREICNT 2RTEBEDOL (RPEE /M
BE) 13, 0.1~1000, 57F L <131~300, LYUFFELIF1~150, I5IC&
UIFE L IF1~100& Y E5, CORFBRBRICEWT. AFRENMRHT S
EFMERIE p — 7 L Y IILREE O I ARE H'0. 003~300 wg/mL (21X, 0.0
1~30ug/mL) Ok (BIZE, BEBEBEEE) ICIHREINTEHELL, FE
BEINEER. p 7 LIYLRBONAIREH0.001~100 wg/mL (I
(£, 0.001~30wg/mL) &R ->TH LU,

—DOEBEBRKICEWT, AEAMRRTI2ERERMOBRSICLY., 7
IZNTEFALIVII VOMPREICEEL T2 AT EFILLTIL
HIVHRPICHBHINARR, JzZAT7EFALILS IV OMPERE
T BRPEBEDL (REEE/MAERE) X, 1~1500, #FFE L < I21~1
000, LYFELIF10~800, XSICLYFELLIKI0~600E72YED, &
DEREIRKICEWNT, AERAMRM T IERERDIE 7z T7EFILLYT
VA I OMAERBEAD. 03~30wg/mL (B XX, 0.1~10ug/nL) Ok ~ (4
ZIE, BUBRRRE) IKHRSIhTELW, T BEIhARBR. 7z
ZIUTEFIVLINSG IV OMARED 0. 01~10kg/nl (HIZ X, 0.03~10
wa/mk) EH->THLWL,

—DDEBEBIRKICEWT, AEAMRET I2ERERMIEROE & (4
ZIE, BUEBRERERE) ICBREINDIEILY. BEKDAL Y REVILE
BOMAREICHT Z2RFREDL (RPRE /MARE) &, &L iEEM%
ZRY, CORFBEREBIRICEVNT, SWEEMIE, PearsontREICL Y r {ED0,
APL ETRAT, 0.5BA ETRATR, 0.6A E1TRATF, XIF0.7AETATF (FFE LI
COTRLETRITR) THEZEICLYRINTELN, Tl AFEAM/MEHRT
DEEHRYIETA Y REDINREBOMARED0.01~10ng/nL (HIZ X, 0.1
~10ug/mL) Okt (BIAE, BUEERBEEE) IKBREINTH L, &S5
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INEBER. 1Y RFIIVREBOMARED0.01~10ug/mL (FIZIF, 0.1~
10pg/ml) ER>THLL,
—DDEBEBIRKICEWT, AEAMRET I2ERERMIEROE & (4
ZIE, BUEBRERERE) IKBREINDIEICLY. BEFDp - L YL
BOMAREICHT 2RPBEDOL (REPREMHARE) X, SV EEM
ZRY, CORFBEREBIRICEVNT, SWEEMIE, PearsontREICL Y r {ED0,
APL ETRAT, 0.5BA ETRATR, 0.6A E1TRATF, XIF0.7AETATF (FFE LI
COTHUETUT) THEZEIIYRINTE LN, T AFBAHLIRET
DEEHERYME e — I LY NREBOLARED0.001~100wg/nL (HIZX X, 0
L01~50ug/ml) Ok b (FIZIE, BEBEREE) IKRSINTHLL B
SEXINHER. 0o — 7 LYIIVREBOMAREN0.001~100 wg/mL (FIZ (. 0
01~50uwg/mL) ER->TH LKL,
—DDEBEBIRKICEWT, AEAMRET I2ERERMIEROE & (4
ZIiE, BUEERREE) ICBREINZZEICLY. BEFOT7ZZALTETF
WL I VONFREICHT 2RPREOL (RPRE /MHRE) &
. BWEEMART., COEBEKRICEVWT. BWERBMIE. PearsoniREIC
&Y r{BEA0. AL LTI, 0.5 ETRAT, 0.6LA BRI, XIF0. 740 E 1 BIF
(FELLLIE, 0.TUETLTF) THBHZEILELYRINTEHELIL, Tl &
HEPFNRE T IERERDIE 7T EFILLTILEY I Y OIMAREH0.0
1~10wg/mL (B ZIE. 0.05~10kg/mL) Dbk (FIZIE. EUHSEREE)
IKEREINTH L BEINERBR. 72220 7EFIVLTIVS IV OM
FIREA0.01~10wg/mL (FIAIE, 0.05~10ug/mL) EA>TH KL,
D& D BAFRANRMRT 2EZMERYOFHICI Y., AHEBENRHT S
EEMERYIE. —DORIEICEWT, REENEONFRERTHAERMEX
PR/ RISRESEMEDORPHMBEREEERME L TERTE 3217
TR, BEHBRBEICS I 2RESEEROREAEREMEXY. BEREE
BT DRBEDEERERRV/ XIGFRHREZRMMRY. 181 E BRSO E T
AEEERME MEMHEBRFEREICH T2 EMEADEERERMBRIO L
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TNHELTEFERTES,
ABEMAEICHVWT, TE] &1, THRNA XiE TEFER] ERR RKE
XIFERZE., EEQ] Xid NERBQ] REBISEDITHZEXIEZEDLHD
Z& RO TREED] XiE TERQ] KEICTDEZIEXIFEDLODI &%
SEUCHETHD, LM >T, 1 DOREEKICEWVWT, HE] &, T
WA g TEEAL] ERXIGRBOBEE R H8ED. 7l HE]
HE>T, NILKRDED, XIFKELR>T, EBRMEIED A, XIFEE
REERDZEEEE, BIORBERKICEWT, THEl &k, Ak &=
1 IXHE>T, MADORSENDEDRENNILKRDZIEEEH. RPDRE
ENEDRENMKRILIMNDZIEEEHR, BIRPORSEMEDREIG. M
FORSEMEDREDN TS NI KR EZITRBPICELTH LU,
ARPEMEICSWT. TREE] &, 8B LCIXBHEOREXIIEEI A
WIREEZR L. TEE] &k, BELGRN, BERRIIREBICHDI L
ERT,
ABEMAEICHWT, DEE] i, TRENA XE TEFR] EiR RKE
XIFFEE%, JHK, TH. BEXEERIEI & RPEDEHDI L%
EH. TR X TER] ER. REXIREOBLLEZMH T &
. RUZEDREOODZ EEEH. oo RIS [HE] Z2EOHMITHD, I
T, MH&IERBOBREEET S, 1 DOERBEEBRICEWT. DAEl &iF
 TEMR XIE TEES] R REXIGEERE, SHK. 5Ta. BRXIE
BMEIELZE. RUETDEOHDOIETH D, FIOEREBKRICEWVWT, A
B\ S TRA] X TEER] ER. REXIZEKREE, HK. 7TA.
BREXIEERIETEIETHS,
ABEMAEICHWT, TFBA] &1, TRENA XiE TEFR] ER RKE
XISEEDREEZRARICHELET S E. RUETDEHDOI EEZECHIT
oy
ARMEICSWT, NEE] &1, HRELIZERITORBEZERT S
& RUEDEHD I ExgH T, RIRBNREGDIERSFEIRL AL
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[0027]

$ORKKEZERT D EZ22CHRTH S,

APHMEICSWT, T &iF. EBR. KEXEEZOBXITETZ
BEXBEESES L RUEDEOHDI EESH. T, BIEER.

REXIIEBERET S E. XEZEDLEDDIEEZEUHITH D, I

. HECITARRORKREZET %, Aiic HMER., REXIXKRZOBLIEE
71 & DEeye) X TEER ) EiR. REBXIEKRBOBEXIEET. &
O MEER] X TEBR] RKEHS. RG] XiE TREQ] R R
BXIIERE~NDELCXIGETEET, 1 DORBEEFICEVWT., TIH &
i, B, REBXIFEBOBLEXIEETTE, FLEXRBEIES &, X
ZDDHDIETHD, PIOEBEBZRICBEWNT, T & IR, R
XIFEBDBEITETE, FLEXRBBEREI TS ETHD,

Z 2T, EIESER, REXIIERIZ. ARANRBT IERERIORS
RIEIRERTHERIND,

Fl. LROLDIBEAEMMEMR T 2ERMERIORTEUCL Y., FEBAD
RHTI2EEEXRDIE. —2ORAEICEVWT. BREBBREICS T 2050
HABIE AERERY. BRAEEICS T 2HIREINH AESEERY. B
R BE ICH T 5 MEFLBHMROEEINFIRERENY. BEREEICS
75 MEARMREESING RERERYD. BRBEEEICS T HREDIEER
MHIAESEMERY). BREREREICH T 2 KREIIRO A KL HIH] A EZHE .
ROEHBRERICH D DMERKBORERT XIEFRBESERIO L
Thh& LTHFERATE S,

I 50, FERFEBUEBRAREZEA Y XV VRBRONTREZET
IELRFNERE LIE IS, BRELDERTH SIORGREEE & RENR
NEFEESHBEEDS, BERIIKLERLAERICHE LI EIREINT
WBDT (Nakamura T., et al.: Oral ADSORBENT AST-120 decreases carot
id intima-media thickness and arterial stiffness in patients with chr
onic renal failure. Kidney Blood Press Res, 27: 121-6, 2004.) . A »
RNEIUMBOMPREZETIEARMAMEM T 2EREXDIE. —D
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[0028]

[0029]

OREICEWVWT. BiEFEE (FH LR, BUHBRERBEERE. LYKFHELL
i, ERERFMIEMBRARE) KB 5. BIRE(LORERERMERY.
XISER (B ZIE, RER) BEDORERERERMEXDE L THATE S,

e A1V RFVINRBONPBREEZETIEIRAE. YATSFVT
ERINZ2ZUBESEAINGI T2 &/HREINTVWS (Morisaki T., et.
AL., : Regulation of renal organic ion transporters in cisplatin-induc
ed acute kidney injury and uremia in rats. Pharm. Res., 25(11): 2526
=33, 2008) , Lo T, 1Y RFVILRBOMPREZET I 2 KEHEIE
WY 2EFERMIE. —DOAEICEVWT. SUBREBEOEERERERY

XIEBMUEERRED SRUEBREBENDERNMFIBERMEXME L THERATE
%,

. REEPETHZp— 7L IVIIEREE. NIEAREEORRYET
HDIERBEINTWS (Meijers B.K., et. Al.,: The uremic retentio
n solute p-cresyl sulfate and markers of endothelial damage., Am. J.
Kidney Dis., 54: 891-901, 2009) .

p— 7 L IIILREED R HEM & (R Xt 2 RNRAMNMRH T 2 EERMEMMIE
P ORIEICBEVWT. BREAEE (FE LI BUBRRERE) L8
5, MERKESNHRAERENME L TEATE S,

. REEDETHZ2 7T EFILLINLS I VG, EHERRFE
BILBITZODMERKEBORE" RV EINT 5 EAREINTWS,

U TEFIVLTIVE IV DORBEMEZRES T2 RREHPAIRMT
ERENTIE. —2OREICSWT, BHBRERZREICSITS. DMERK
BOEBERY/ X FHAERMERYE L TRHRATES,

—DDERBERICENT, AREAMRHRT 2ERMEXMIE. 1V FF2)L
WE. p-J L YNGR, BRE. 7IF=/aNIB. 722U T7EFILL
TV I VEDQRSEDEDOKTEEZRET 205, FEPAMRHTIE
I, BRmEE (FF LR, BEBRBERE) K85 1K
FUNRMEE, p-7 LYIIVREE. BRE. 7IFZ/INIBRT/XET T
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[0030]

ZWTEFILLITIVE I VORBHRMEEREZRMENYE L THERATE S,

—DDEMBEFICEWVT, MPDA ¥ RFVIVHEEREE. MHDp -4 L
UNHBIRE, IROSRERERY/ XIEMHRDOT7 =)L F7EFILL TV
SIVBEARTIELAIC. JIVBOERNICHRTRERE. ELE
FTOKMYPXIEETNSDREEY (BAIE. JTVEBAHY 7 L—KIMRTY
IVES M) D LZKNMOEEY) HERREE WE LI, BHBE
WERE) IKE5IND,

—DDOERBERICEWT, RADAS Y RFVIHEBRBRE. RPOp—7 L
VIRBERE. RPDOEBRBRE. RPOT7IF/INJBRERY /XX
REDIZTZWTEFINLIIVIIVREEBMIESHIC (FF LI,
FREEDA Y REFVIVFBREE., REDp — 7 LYV HBBRERVCRFOT
ZITEFIVLING I VBEEEMIEZAICD) . VT VBBOEREMICEH
BHERE. ELLETOKIYXIETNODREEY BIAIE. VT VEA
) L— KRG T VBT N D LZKANMOERESY) HBREFRESE (
FELLCIE, BUEBEBREE) ICES5TIN S,

—DOEBERICEVWT, MFDp -7 L YIIREBEERV XIZMHO
JxZNTEFILITVIIVIEEZBETIESR/IC. KEBKRFNID A
AEEFEEE (FE LR BUBRFEERE) K5I Nh3,

—DOEREERICEVWT, RAOTILF /) INIBBREAIENMIESAIC
« IRBRKFRF M) U LABREFEEE (FE LR BUBRHRRE) KBS
Thd,

AFEMRHT ZEEERDIE. —2ORAEICEWT., RESEEDRE
FAEZEMERY. REEREEDFIHRAERMEKRY XIS RAEEEIE PEZER
e LTHERTES, RME. BIZIEERMRBEE TH-> TH LU,

AFAMNRET ZEEERDIE. BORAEICE VT, BHREHITAESRY
K& L TERTE S,

—DOEREREKE LT, AFEANMRET IEZMEXRYIE. REEHRES
MEIAERERY. RESHEEMRERERERY XIS RBEMBEKE (Flx
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. K. FhUDLAFY, AUDLAFY, AV OLAFY, U VEEA
Ao, ERBAFY., yO0—-A4F>v, JVA—-Z, TI/HB EYIVE
DOERIN) #IFAEZMERYTH S,

—DOERMEEKE LT, AREAL/RET Z2EZERYIE. BN RBEHE
PEEHNH A EZRAR Y. SE AR E MR (R 58 A = A0 AR SIS L PR A
fatee (BlxAE, JIVa—R, 7I /8 ESIVEOBRIN) #HIEAEE
R TH D,

—DOERMEEKE LT, ARA/RET I2EZERYIE. BEBRBOR
HIDEITICH D, R (BIRIE. BEAR) ICHT%B2—<414//0707 )
YOE (BRE) OIEMEIHET 2,

—DOREERICE VT, AFANRMT 2ERERMIE. BHERRR
BHORKEHEICHELRITIAV—F. BUEBERORHOETICHED.
WA PRAAE HIRRE S A 405 L. SENRMEME % RET 5,

AEEMIZICEWT, TEREEMI S, fIAE ROSESME. RA
EHfRRE. XISRMSHEMERERT 2, REER. HIIDEMREE
TH>TH L RMBEEAEHR DA RMESHEEHET O 1 DORIEI.
FRABE HARE D REHERE UL AL RSB OMBEMER TH D,

APHMEICEWT., THIREEORE] &k, MEOREBOMRE L 3 ES
. RISHIBEOEZEOMF A EKT 5, I THH EIE. FIROEKREET D

REEMZICHEWVWT, RO S, MEOHEDRS. X
MR OBEED B DIF A EKRT 25, I TIH & IE. FIROEKREET D

I I T, HREOIRREXIGHRAEIR. ANREAIRMET Z2EZMEXRMOKSAIE
BE5RTHRINS,

AEEMZICEWT, TREHRER] &Ik BERULTCRMNORERT,

—DODEBRERKE LT, AEANMRHET ERMEXDIZ. 5HBRIICL
BLT, $#568%. 1 2BREV/XIE2 4BRICKRY BlxE, BEHR
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) IKBIFBR2—~4 0707 v OE (BE) OBENEIHT 5,

—DOEMERKRE LT, AE[/MRHT ZEREXYIE. 1BHEBREROR
HIDEITICH D, R (BIRIE. BEAR) ICHT%B2—<414//0707 )
vOE (RE) OBMEIEIT 2. AEA/MRMT 5 EXERYIESHEA
RIICLEE U, RAP (BlAE. BER) KBFdp2—-<4/0/07 )0
E (BE) #REMNICETIERL, COREBKRICEVWT, fIXE. KE
BAAN R T 2 ERMMMRSRARORST (FIAIE. BEHR) ICH133L2
—v4q4o0s07) o8 GBE) #1 & LBE. RE5BRORS (FIAE
. BEAR) ICBFsB2—<q4 o007 0 (BE) & 0.7~1.0%
L<iE1.080E, 0.8~1.08 L <{Z1.080 k. 0.85~1.0& L <{Z1.080 k. 0.9
~1.0& L <IZ1.0B k. 0.7~2.0, 0.8~2.0, 0.85~2.0, 0.9~2.0, 0.7~1
.6, 0.8~1.6, 0.85~1.6X(30.9~1.6THYES,

—DOEMERKRE LT, AE[/MRHT ZEREXYIE. 1BHEBREROR
HIDEITICH D, R (BIRIE. BEAR) ICHT%B2—<414//0707 )
vOE (RE) OBMEIEIT 2. AEA/MRMT 5 EXERYIESHEA
BIICHLE L. %5 638%, %51 2BARY /XIEH52 4 BRICBVT,
Rep (B2, BEER) ICBFdL2—~<4r70707)vnE (BE) %
EERNICETIEAL, COEBRRICEWVWT., BlZIX. AFBEI/RET S
ERMERRESRATORS (BIAE. BER) IKbFsp2—<1o09
O7) > ng (RE) 21 & LEBE, 1568%. 851 2:88XIEIKRE
2 4B%ORP (BIZIE. BHER) ICBF3L2—<4o0707 ) VD&
CRE) 1F. 0.7~1.0F L <IF1.0L0 £, 0.8~1.0%F L <I&1.0L0 L, 0.85~1
OFEL I 0B E, 0.9~1. 08 L <IE1. 080k, 0.7~2,0, 0.8~2,0, 0.85
~2,0, 0.9~2,0, 0.7~1.6, 0.8~1.6, 0.85~1,6X(30.9~1.6THYES

—DOEMERKRE LT, AE[/MERT ZEREXYIE. BSFEBRANICL
LT, mA (FlZiE, miEh) o299 FVCHE CBE) #REMICE
mLawn, ZORBREKICEWT, FlxiE. AFEBEIMRRT 2 EZRERYIE
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458FE. 4 O:EfE. 6 O:EME. 8 0:BME. 1 00:EME. 12 0:EE. 1.8
FMLLE, 2:BELE. 3BELU L 6:BEULE, 8EEUL, 1 0:BELE

BEME. 24:8EUE. 4 OB E, 6 OB L, 8 O:EEL

E. 100BRELE. 1208EMULE, 65BEMULE2 4BEUT. 128™
BAE2 4:BFELT,. 6:BEL L3 0:BELT. 1 2:8FL L3 0:BFLUT.
6B L4 OBEEUT. 1 2:EMEU L4 OEBLUT. 6:EEL L6 OEHE
BUF, 1 2:BEEE6 OBEEELT, 6:BELES8 OBELT, 1 2BEMULE
8 OHEMELLT. GHEELLET O0EELT. 1 2:@EEMLET O 0EBLLT.
BEET 2 0BEMUTRIET 2:BEUET 2 0BEUTTHRS TN S,

—DOEBEBRKICEWT, AFEAMRHET 2EREXMIZ. 6 BEDER
B85, 1 2 BEOEHKES. RO/ XIE2 4 BEOERESICLY. BiFgRH
(B2 IE, BEBER OBFICERLUR BIxE. REEVE B

YREFVLRE, p— I LINHME., JxZILTFEFILINIIY
BRERC/XIET7IVFZ/ NI ONFRERTHR. REEDE (
BIZIE. A REDIVHEEB. p— VL IIUHEB. 7z-LT7EFILLIILSY
TV, BREERC/ XETZILFZ/ANIE) ORPEEEMMR REA
DHBHZETIR) RO/ XIERFDB 2 -7 70707 VIBEDEINID
FITR) BREINE S,

—DOEREREKE LT, AFEAN’RETIEREXRYIE. BEFEBEL
TWBE MIBEINS, BRAIE. HICEROBWRY, SMBEEREET
BUHERBEZET.

SUBEEOGICIE. FE BIAE, FERTFO4 NERRER., 7o U4
FUYVEBRBRAER TUIATIIV ] | SEREERE. 73/ 7Y
A RRIEYE, —a2—F/O0VRRERER. I —NEER. VXTS5 FV
ZoHSEA) ITERY > 2MBRER. RUOBRIMIICEET 2 2 EREHEL
EiFfons,
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BB (CKD) k. REEEZEHLT. BHIKBT 2BRHRE2aETS
BEThHY. RIKERBE (GFR) TRINZIBHEEDETHHIH. XITE
BOBEEARET ZAENMMEMMN (35 BLULE) ICERT2FESTEES
TEIHMETH D,

[0048] CKDEEAAM R2012 (HERF2012) ICL i, EHERBEOEEEIT
FA (Cause:C) . B#EE (GFR:G) . AR (VI T IVER:A) ILLBHHE
THHEX N %,

GFRODEX2IE. UATFDLD TH B,

G1:GFRAEEXIZEE (290 mL 5,1.73 m?)

G2 :GFRAEEXIIBREKT (60~89 L 4. 1.73 m?)

G3a:GFRAZRE~FHREMKT (45~59 nlL 4 1.73 m?)

G3b : GFRAREE~FEMKT (30~44 nl 41,73 m?)

G4 : GFRABEMRT (15~29 nL 4 1.73 m?)

G5 : REIBAR2 (ESKD) (<15 mL/ 43 1.73 m?)

BEHR (PINTIVERA) ICLDEDIE. REBIERBTCHEHE. K
TWTIV/O0LF7F=v (Cr) hEAWTUTOLD ICHEINS,

A1 :IE%E (30 mg gCrKi)

A2 :E7INT IR (30~299 mg, gCr)

A3 :EEMET7ILT I VR (300 mg gCrid t)

oo BEAR (FIVTIVRA) ICLBX DG, REEISERBUAOS
mE. B ZRUEBERSE. BiES. TOoMTHZIEHEE. REH ILTF
= (Cr) LERAWTUTOL D ICHEI NS,

A1 :EE (0.15 g/ gCrki)

A2 :EBEEAR (0.15~0.49 g gCr)

A3 :EmEEZERR (0.50 g gCrid L)

CKDEEAHA R2012 (HERFH2012) IC&niE. 1€MERERm (CKD) OF
EEDRIE. £EBC. GRTAZAWT, fIAIE. BRHEG2A3. EEE
K#G3bA1EFERIEBIND,
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LNLARS, ek, BUEBEBEOEEREIE. GFRTEKSINEZRAT—TY0
AFTREINTW I EHNEERESIh, BHEERBROESEE RO L DI,
G1. G2, G3a, G3b, G4RUVGEEVWIRF—IYTRRETDI &
HHBEE LTW3,

[0049] —DODEMEKICEVWT., ANEA/RHET Z2EEERMIZ. EEEDEWN
. RHIOEMEBREREICKRES TN D,

—DORBERICE VT, AFEA/RET 2EEERMIE. RT—YG3
bUT. FFELLIE. AT —YG2XIEFTNUTOEUBERREICKRES
na,

—DORBERICE VT, AFEA/RET IEEERMIE. RT—VG2
MDERF—YG3bUT (BlAlE. RF—YG2RUVRAT—YG3 a ; Xk
AF—=YG2, 27—V G3 aRkURTF—YG3b) THIEUBEFREE
K5I N 3,

—DORBERICE VT, AFEA/RET 2EEERMIE. RT—YG3
bUTTH->T. WETITIVIRTHZDEUEBREBEE. HELIE. R
F—YG2TH>T. WEBFITIVRTHIEMHBREFREICHRSIND

—DORBERICE VT, AFEA/RET IEEERMIE. RT—VG2
MDERF—YG3bUT (BlAlE. RF—YG2RUVRAT—YG3 a ; Xk
AF—YG2, 27—V G3 aRkUTRF—YG3b) TH>T. METFILT
IVRTHDHEUEBRBEBEICKRSIND,

—DORBERICE VT, AFEA/RET 2EEERMIE. RT—YG3
bUTTH>T. ROEAFHEN3. 59/9Cr KB TH 2 IBMERBERE. F
FLIE, RT—YG2TH>T. RPEOHMEN3. 59/9Cr RETH 18
HEERREICRSIND,

—DORBERICE VT, AFEA/RET IEEERMIE. RT—VG2
MDERF—YG3bUT (BlAlE. RF—YG2RUVRAT—YG3 a ; Xk
AF—YG2, 27—V G3aRURATF—YG3b) TH>T. RPEAH
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HEA3. 59/9Cr K TH B IBUBRBEREICKREIND,

—DOEBEBRKICEWT, AEAMRET 2ERERMIE. EITHEDSMHE
BiEEBREICREIND,

—DOEBEBRKICEWT, AFEAMRRTI2ERERMIZ. B2—-717
OJ07Y)YORHA BIZE. BEERA) RED, 2000wg/LEAT, 1000wg/
LA, 800wg/LEATF. 290 wg/LLATF. 200 mg/LEAT. 1~2000wg/L. 1~100
Oumg/L, 1~800mg/L, 1~290 wg/L, 1~200mg/L , 10~2000wg/L, 10~10
00 wg/L, 10~800mg/L, 10~290 wg/L, 10~200wg/LXI380~200wg/LTaH
5. BUBRERREICKREIND,

—DOEBEBRKICEWT, AEAMRHRTI2ERERMIZ. >29FC
oA (FAE, MR XIEMESR) BEH. 0.1~3.0mg/L, 0.1~2,0 mg/L
. 0.1~1.6 mg/L. 0.1~1,3 mg/L, 0.5~3.0mg/L, 0.5~2.0 mg/L. 0.5~1.6
mg/L. 0.5~1.3 mg/LX|%0.9~1.3 mg/mLTH 3. EUBEFEEZICHEESX
na,

—DOEBRERICEWT, AEAMEHR T IERMEXDIE. 1V FFIIL
TRER D MR H0.001~100 wg/mL (FIA ., 0.1~30ug/m) TH3. 184
BiEEBREICREIND,

—DOEBRERICEWVWT, AEAMEH T IEREXDIE. p—7L I
BB D M ARE H0. 003~300 wg/mL (FIZ X, 0.01~30ug/nl) THD. 18
HERBREICESIND,

—DDEBRERKICEWT, AFEBAMRHET 2EZRMKYIE. FREOIMH
EEA0.01~100wg/mL (FIXIE, 0.01~10ug/nl) TH2, BHEBEREE
K5I N 3,

—DDEBEERICE W T, AEAMERT SERMERDIE. 7IF/ 3N
JEOMAREN0.01~100wg/mL (FIZ I, 0.1~10ug/mL) THD. 184
BiEEBREICREIND,

—DOEBRERICEWT, AEAMEM T IEREXDIE. 7207 €
FILZIEG I OMEEEH0.03~30wg/mL (FIZIE, 0.1~10ug/nL) T
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[0050]

[0051]

Ho. BUBEBREICKSIND,
—DOEBEBRKICEWT, AEAMRET 2ERERMIEZ. CKDBES
A4 RIS TAEEARTREICIRSING, fIZIE. CKDEBEHAM RICHK
>/MEEE (ARBPACEHEREMLEDRARMBIZE. FIRFE. Caf
MEDHKSEE) . EHREE (RARMGBIEDR]RSEE) . MBEESE (aV
VWAV —EHEFOKRESSE) . BEEE (R4FV, 7475 hDO#E
%) . ENERE (T RORIFVOBRESE) R/ XRBE - IRFINEK
(ERRRARR— bD/EE) 2T REICESIND,
—DDEBEBIRKICEWT, AFEAMRHT 2ERERYIE. MERTE (
PIZIE, ARB, ACEMER, FIRE. CaEmE) &HAINS,
—DDEBEBRKICEWT, AFEAMRRT 2ERERMIE. BHRKIEK
FREXOHRMBA LA ERFS 2RICTHRIERETLE L TR RE
K (VL XTy (BEMEE) & LTHATREINTWS) &HBAINS,
—DOEBREBRKICEWT, AEAMRHRT 2ERENMIZ. EEEOEKW
. B oBMBREREE BRI RF—YG3bMUT. FELIE. AT
—JG2HUERF—YG3bUTF, LYUFELLIE. RF—YG2RUVRT
—YG3a, ILILLYTFFLLIEF, RTF—YG20BUEBRRBERE) ICI%
53h. TOZZEBOMADORSENE (BIZIE. 12 FFDILRER. FRE
RO/ RET7zZITEFIVLINIZIY) OREZETIE. REEWVE
(BIZIE. 41V RFDIRE. o — 7 LY. BRE. 7)L¥=/ N
VBEY/ XIET7TZIVTEFILLINLIZIY) OEH~D (FIZIE. RH
~D) Bt A{EET D, COEBEKRICEVWT, REBI/RET S ERMARK
Wi, REEERONEREEMMRY. KREEDABEXIE TR EZEHERY
. IEMBREROETIIEIREZRMENRY. ETEAOEEREEERY. O
DML INE R ERERY. BIRECINGIRERMERY. BRELRERE
EHMY. MEEHMEOBIEMGIREEMERY. NERNEMEEEmSE
FESEMERY). EREEEENNHIAEZMENY. BEREEEXNE R EEERY
. REROAGKRGIDE AEZERY. XISEHETHIONERESR (Flz
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. DARE. DR, MEFE) OKREXRFIHRAERERMTHYES
—DOEBREBRKICEWT, AEAMRHRT 2ERENMIZ. EEEOEKW
. BHoORBHERRERE (BIZE. RF—YG3bMTF, FFLLK. A7
—JG2HUERF—YG3bUTF, LYUFELLIE. RF—YG2RUVRT
—YG3a, ILILLYTFFLLIEF, RTF—YG20BUEBRRBERE) ICI%
53nh, ZOBEBDORFPOB2—<4/0707Y) vOEBMEIHT 5, I
DEREERICEW T, AFEAMRET 2EZMERYIE. REE (FIZE, B
(IRHEE) FEEOHHRIAMERY. REE (FIx . EAREE) MEEZEO
IHIFRERY. REE (BRI, SEAREE) MiERERMERYXISREE
(B2 1E, EATRME) Miasae (Bl . FILd—2R, 73X/ BEOBR
) MRAEZRERYTHYRBS,
—DDEBREBRKICEWT, AEAMRRT 2ERENMIE. EEEIFE
B LoEMBREFEEE BRI, RF—YG3 bULEDEMBRFEES)
KRS I, TOREOMAROREEDNE (FIZIE. 1 RFIIVRE. B
REERT/ XIET7TZIVTEFILLINIZIY) OREEBRTIE, REE
ME (BIAE 1Y RFOUMEB. p -7 LIIVREE. SKRE. 7L¥=/
ONIBRO/ XET7ZVT7EFILLILIZIY) OEA~D (FIZIE,
FRAEAD) HElt % (BET 5, COEEBRICEVT, AFEAI’RHT IEE
. REEERORESAEREMERY. REEOEEXIETFHAESREE
Y. 1BMBRAEOETIGIAERERY. ENEADEBEREZHENRY.
DER DML INEI A ESEMERY). BIRECINEIRERERY. BRELE
FAEZEMERY). NEFBHMEROIEENGAERENRY. IENRERES
I FAESEMERY). EREEEENGAEZMENY. BIREIEERERESREE
Y. RENROARACHIGIFAEZEERY. SRMEERNTOIRIVF—EED
BTG AERERY. HERV/ XIIHHOE TN BAESMERY. Xk
BHETHZOLMERER (FIZIE. DR, DHEE. WEFE) OBE
XIGFHRERERMENRMTHYES,
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[0052]

— DDEBEERICEWNT, AEPAMEHT 2ERENMIE. EEELFEF
EUEOEUHERREE (BIZXIE AT7—YG3 bLULDEUHERRKES)
IS Ih, TOREEBEORFOR2—-<4 70707 OEMEIHT 2
o COEBERICEVNT, AEAI’RBYT IERMENDIE. REE (FIZIX
«EGIRHEE) FEEOIRIRMEMAY. REE (BIA L ELIREE) Mgk
EOMHE BHERY. REE (BIZ I, ERRMEE) MERERERY LR
ME (BIZ L, EAREE) Mgk (PR J)Ia—R0 7/ BEOD
BRI HERERERITHYB S,

AEBOEROMOEEDOH E L TIUTHAEF SN S,

a) WEENER BIZIE BN IKBT2RSEMEOCOLFREZBRT I
T5HETH> T REEVEOMFREEZETIE S EABERNRIC
BENEOTILA )R EZRETE2IEEB0HE;

b) BALENRK (BIZIE. EN) ICBIT2RESEDEDRANDHEM Z (2
EIEDIHETH> T, REEMEDORPNDHMZIRET 2 EFBER
NRICENBOT N A M EFHERETEIE2B0HE;

c) WHEIENEKR BIZAE. EN) BT IREEEROBEARETH>T
. REEEREHET D ENVDELRRICEDIEOT IV A EEFHZRE
TRl Eeadh BINRIBEBICEBEZLTWVWS. HE;

d) WELLEENEKR BIZE. BN ICBFERBEDEBEXIGTFHAETDH
2T, REEDEBBRXIEFHNMVELNRICENEDOTILA ) HeH &K E
TRl Eeadh BINRIBEBICEBEZLTWVWS. HE;

e) HWALEHEER BIAIE. BN ICBT2BEBRHBDOETIGIAETH

 BUBREEOETEINHE T S ENBELNRICENEDTILA UMK
LHE®ETBE2B0HE;

f) HAENR BIAE. BN KBT52EMEADEBESRZETH > T,
BTEADELENLELANRICEDNEOTIL A ELFERETE %S
H. BERRHVBEBREBICEBLTWDS, FE;

g) HWEENEEKR BIAE. BN ICBIT50EHOBHEIFIHETH>T
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« DEDORRMAEZIHE T 5 EHNVELBHRICENEBO 7L A ) HEF %%
5432 s%a8H BIRRHVBERICERELTWVWDS, FE;

h) WIERR (FAE. BN ICBT2BREBINEFETH> T, B
IR AIET 2 EAREBERFRICEDNEDO 7L A EFIEHRET ST
EEBH FINROVBEBICEELTWD, HiE;

i) TEEEERR (BIAE. BN IKHBTF 2 MELEHHROEME AN T
2HETH>T, MEFLEHMEOBELZIET 2 ENBELRRICEN
EOTIA)MEFHAERETZIEE2EH. ENRIBREFICEBELTVS
B

i) EEERS (BAE. BN BT ARNENEMEESIEAETH
2T, MENEMIEEES AT 2 EFBELARRICENEDTILA MY
BFE/ETDHIEEH. IRRIVBERICEBELTWVWDS, FE;

k) WHIERR (Bl BN (LB 2BREORBENMSFETHST
. BREDIEEZIHT 5 EHNVELHRICENEBO 7L A ) HEF %%
5432 s%a8H BIRRHVBERICERELTWVWDS, FE;

1) HIENR BIAE BN IC8F2REIROGIKEMFEIFEZTH -
T. KEROGIKALEMEIT 2 ENBBEARRICENED T ILH ) HEEE
ERETDEEEH FREIBEBICBELTWDS, AL ;

m) FIEREK (FxIE. EN) IKB8T20MEREEOAEXIEFRA
ETH- T DNEREEDERBEXIEFHIBELARRICENEDTILAY
MBI ERET DR IRNRIBERICEELTWDS, A ;

n) WIERR (FIAE BN (LB 2BREECOREFETH> T,
ENRFEL DRENDELARRICEDNEOT I H ) ELEEERSETE %5
H. ZRROIBEFBICBELTWVWS, Hik;

o) HIEHR (BIAE. BN IKBFIEREDIREDHREZFETH >
T. BIREDOIRELRET Z2NENDHIRRICEMNEDOT IV A HEEFI %%
5432 s%a8H BIRRHVBERICERELTWVWDS, FE;

p) WIBERR (FIAE. BN (CBT22MBREFROBERETHST
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[0053]

. RUBRAOBRSIDELONRICESEOTIL A MAEFZRE TS &
=20, HE;

q) WIELENER BIZE. ) 8T 23MBREHE, SBEBRERAD
ERMEAETH> T, BUBREBL SELBRANOERZIH T 2HE
DHLEINRICENBOT VA VMEREREST D220, %

r) BEENR (B e~ IE8T5RMBEEDEBRRXIEFHAE
TH> TRMEREZABRXETHITELED’DHINRICEDNEDOT LAY
MR Z85TD5 2230 HE;

s) WELERRK (BIZIE N ICBT2RMEEEZTOMHEIAGETH>T
FRIMEREZIH T ILELNHIRNRICEDEO T I A ) MEEHZRET S
lEEBO. HE;

t) WEENR BRI b)) IC8TSEMKRBEMREES OIE AE
Th> GEMRMEMEES ZN0HE T 5 0E’HEINRICEDNEDOT LAY
MR Z85TD5 2230 HE;

u) IEELEERSR (BIZIE BN ICBTEMKMEMBKRESEZTH
CERKMEMIREZRET IDENDHIURICEDEDO T IV LY MLH %%
593280, F%;

v) BFLEENER (BIZE B b)) (K8 2 EARMEMIEBREEHIEEET
B> GEMRMEMIEOBEEZMISE T ILED’DINRICEDNEDOT LAY
MR Z85TD5 2230 HE;

w) EILENER BIZIE. BN KB 2REEDEDOEANDHM %

EIELHETH>T. REEDEOEANDOHMRZRESEILEDNH D
WRICENBOT N A MR eRETE 2830, HE;

x) FEENR BIAE, BN ST 3REEVEOMFREICKTFL
T, REEVEERPAEMRTSH5EZTH> T REEVEERPAHRY
DUEDNDHLINRICEDEDOTNA)ELFERESTDEZE0. AE;

aa) REEVMEOONFRERTICERT ZLOD. 7LD HEHE ;

bb) KRSEEMEDRFADEMBEICERYT B0, 7ILA)HEH



WO 2018/193752 55 PCT/JP2018/009679

cc) BERBEICETSIRSEEROUEICERT2HD, 7ILAY

MALF
dd) BEBREBEEICSITAREBEDERBEXIIFHICERT 26D, 7L
yalUR |-

e e) IEMBRBOETIHICERT 27DD. 7ILH)MHALH ;
ff) BUEBRBRBEICSITZ2ENEADEEICERTZOHD. FPILA

) MEARFE ;
g 9) BRAZBREICST D 0HOBHICITICERYT S0, 7ILAY
MEARHE ;

hh) BiREEEICSIT2HRECIFICERT 500, 7ILH )M
# ;

i i) BREREEICHSITNETBHMEROEBIENEICERT 5700,
TILA ) HARH

i) BEREEICHIT2MERNKMRESIGICHERYT 22060, 7L
A1) eH

k k) BEFBEEICS T 2EREDOREINFICERT 27060, FILAY
MEAEH ;

| 1) BERBEICSITDREBROAKCIDENICERT 2200, 7ILA
) HEABFE

mm) BEBEEICS T2 O0MERKREDEBRIFHICERT 5700
. TILA )R

nn) BEBBEICST2EBRBILORBICERT D00, 7ILA)MK

163 ;
00) BlFREEICST2HREDIEEOHEICERT Z/-66D., 7IL A
) HEAERE ;

pp) BMBREOERICERTSOD. 7ILA)HLH ;
qq) SEEBERRELSEBUHBEBENDOERDEICERTZ22O0D, 7ILA
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[0054]

) MEARFE ;
rr) RMBEZEOHREXIEFHICERT 500D, 7ILA )R ;
s s) RMEBEZEOIRNICHEB T Z7HOD. LA HLH ;
t t) ERRMEEMRES OMEICERY 500, 7ILA ) HEH ;
uu) SERIFRMEMRFEZICERT 270D, 7ILA )R ;
v v) JEfIRMEMRREEEEM ICER T 272D, PILh )R ;
ww) FREEDEDOEANDHMBEICERT 270D, 7ILA Y LR

x x) REEDEDOMAFREICKE LLRPAOHMICERT 2700,
TV AR ;

aaa) REEMECOFTRERTICSITZERADEHD. 7ILHY)HL
e 2OEZRMERY ;

bbb) IREEMVEDRANDEEHEEICH T DERDIDHD, FILAY
MAF 2 OERERYD ;

ccc) BERBEICSITDIRESEERDORIEZILSITLERDOD, 7
WA R 2UEEBERY ;

ddd) BRARBEICSITDRSEDERXIETFHICE T HEADLOHD
 TILA ) R E SUERERY ;

eee) IBUHEBRBOETIEICEITZEROLEDD, PILA) ELH%Z
SUESMERY ;

fff) BUEBRBREICETISIBENEADELEICSITEERDLDHD,
TILH ) EeF E 2 OERHERY ;

999) BRARBREICSITZ0HOBMEIIFICETEERDLOD, 7
WA R 2UEEBERY ;

hhh) BRFEEEICSITZEIRECIFNICE T LERDLOHD. FILA
) M F E 2 OERHERY ;

i) BRRREREICSITZ2METLEHMROEENFICEITSERDL
HD, FIA) MK ESCERMERD ;
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iii) BREREBZEICSITIMERNEMREREENEICE TSERDLDHOD
T A) R EEOERBEHRY ;

k k k) BEREBEICS T 2EREDIEEMNHICS T ZERDOLDD, 7
WA HEER % ST ERERY ;

I 1 1) BREBEEEICSTD2ABROAKIGEICESITEERDEHOD,
T A ) HEEF EEOEZBNRY ;

mmm) BEREBEICE TS OMERKEROERXEFTBHICS T HHEAD
=D, T AR EEOERERY ;

nnn) BEEEZICSITIERECORESICEITZEROLEDD, 7
AR EEOERERY ;

co0) BEARBEICSITIEREDIEEDREZICHS T BERDLDHOD,
T A ) HEEF EEOEZBNRY ;

ppp) RUEBRBEDERICEITZERDOLOD, 7ILA)HEFHZET
B= AR ;

aqq) SEBREHENSEEERBEANDERIENICSITZERDOLHOD,
T A ) HEEF EEOEZBNRY ;

rrr) RMEESOBRBEIEFHICHERT 2800, 7ILAY)MEER%E
SUESEMERY ;

sss) RIAEEEOIWHICHERT 272D, FILAY LR ESUEE
RELRRHD ;

t tt) ENRMEMEESOMSICERT 200, 7ILA)MEEH%E
SUESEMERY ;

uuu) SERRMEMBEEREICERT 200, PILAVEERZESOE
FAREARAD

v v v) SRR REBEEERRICERT 2200, TILAYEERIEZS
CEZEHENRY ;

www) [REEDEOHEANDEEMIBEICERT 270D, 7ILA Ykl
Bl 2OERERY ;
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[0055]

X x x) IREEDEDOMAREICKE LIZRANOHHICERYT 2200
. TIA ) B E SO ESERY ;

aaaa) REEYVEONTRERTHAEERERMEEET SO0, 7
WA MAEFIDRER ;

bbbb) REEMEDORIANDHHEEREZMERMERET 7DD
« TIVAVHEEFIORER ;

cccc) BEREBILSTI2REEERONESHAELRMRYERET S
H®D, TILA)MHEERIOER ;

dddd) BREFREEICHITDREEDEEREXIZFHAERMEKY % EE
§BHD. FILA)HEEIOER ;

eeece) BUEBRBOETUSAERERMERET 2/HD. 7ILH
) MEABFIDER ;

ffff) BHBREAEECSIZ2BNEAOBRBERERMERYEZELET
500D, FILA)MEEIOFER ;

9999) BEFREZCST 2 0HOBME I RERMBRIEHET 2
H®D, TILA)MHEERIOER ;

hhhh) BEFEZEICS T 2HRECHFIAERERMERIET 570
D. TILA)EEFIOFER ;

i) BREMRREICSIT 2 MEEEMEOIBIENG FHEZMERY %
BETDEHD, TILAYMEEFIORER ;

iJd) BREFBRBEICSTZNENRMERESING A EERMERY %8S
§BHD. FILA)HEEIOER ;

k k k k) BREFREZICHST2EIREEDIEEING AEEMBRY & EET S
H®D, TILA)MHEERIOER ;

L1 1) BRERREICSIT 2 REBIROA KNG REZEXRY 2 EET
500D, FILA)MEEIOFER ;

mmmm) BEHEREEICSITSOOEREREDEEIEFHAERENRY
HRIET DD, FILA)MEEIOER ;
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[0056]

nnnn) BEFEEICSIT2BRELONEREREIMZEET S
DO, FILA)ELBIORER ;

coo00) BEFEZICBIIZ2EREDIEEDHNEREERMRY =EET
D, TILH)ELEEIOER ;

pppp) RUBRFOEERAEZERYMERET 270D, 7ILAYHK
EFIDER ;

daaq) BUEBRHEISIEMHERFENOERIIGIAEZRENYEEET
D, TILH)ELEEIOER ;
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—DDEMEBIRICEW T, AEMA/MRHT ZEXRMERYIE. BHEBRERBO
ETIEICH T BERDOLHDOTIL A Y LR ESOERBRATH > T,
TIVAVMEERIE LTI IVEAY) 7 L—KNMRTIZVEEF N DL
KH¥M%E., FhEN0.5~1.59 HTHE1~39/H. TH1~5[0O, #FFL
KIFTEIOIITTROKETSHDTH S,

—DDEMEBIRICEW T, AEMA/MRHT ZEXRMERYIE. BHEBRERBO
ETIEICH T BERDOLHDOTIL A Y LR ESOERBRATH > T,
1#E5E8A (JFE L1 DR . T VDY 9 L—KFNH231. 5mg
BT VEEF M) D LZKMMIB. 0mgxSH,. 1 HICIREEMAWL 6
BE58EM%E, 1H3MIKAFTROKRETZEDTH D,

—DDEMBIRICEW T, AEMA/MRHT ZEXRMERYIE. BEBREREES
BILBIT2EMEADELRICS T E2EBOLODTIA) EERZESOESR
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[0064]

[0065]

MM TH>T, ZILVAVELEFIE LTI VL) 7 L—KNYRTI T
VEEF M) U LKA, FNEN0.5~1.59 HTHET1~33/H. 1H
1~5[0, BFLLFTHIEICTTRAOKETHEDTH S,
—DDEMBIRICEW T, AEMA/MRHT ZEXRMERYIE. BEBREREES
BILBIT2EMEADELRICS T E2EBOLODTIA) EERZESOESR
MR TH>T, 1IG8EA (WFELLIE1EDOESRD) I, JTVEBA) Y
L—KFI231.5mg ROV TS U D LK. 0ngEEH. 1 HIC
SHREBRMARWL 6158 ME, 1B3EICATTROBETZEDTH D
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT 20EOMMECIFICB T IFEROLOOTIVLA ) HEHEZESUEREME
B TH>T. ZIVAVELERIELTOIIVEAY 7 L—KIMERT I TV
BFrhN)oLZKNME., TNhETNO.5~1.59 " HTHE1~39/H., 1TH1
~5E, HELLIF1TBHIEMIRITTROKETSHEDTH 5,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT 20EOMMECIFICB T IFEROLOOTIVLA ) HEHEZESUEREME
BREITH->T, 1S (WFELIE1EDESD) I, JIVEBH) VA
—KF231.5mgR G I TVBF M) U LZKFM195. 0mg=E A, 1 HICS
BEBEMNLVWL 6IRSEME, 1HI3IEICHTTROKSTEH5DTH S,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT 2ERECINFNC B T DEADEDOTIL A ) LB &2 EOEZRERY
TH>T, FILHVELEBFIELTIIVEEDY D L—KNYRVOI T VEES
M) D LZKNOME, ThEN0.5~1.59 HTHE1~39/H., 1TH1~5
O, FFLLRET1TB3IEICHTTROKLSTH2HEDTH S,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT 2ERECINFNC B T DEADEDOTIL A ) LB &2 EOEZRERY
TH->T. 1HREEM (FELIET1EROER) IC. VT VEBHY D L—K
231, 5mg ROy TUEEF M) o LK. 0ngmxE2H, 1 BIC3E
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[0066]

[0067]

[0068]

BuAWL6HSEME, 1HIEIIADITTROKSTZHEDTHS,

—DOEBRERICEWT, AEAMEH T IEXREXDIE. BEREBEIC
BT 2 MELEHMEEOEENHICS T 2EROLOOTIL A HEHES
CEZRMEKDTH>T. PIAYMERELTIZVEENY U L—KANI KR
COIVEBF N D LK%, ENEN0.5~1.59 HTEE1~39H

TH1~5E0, #FLLIF1THIEICAITTRAOKETSZEDTH 2,

—DOEBRERICEWT, AEAMEH T IEXREXDIE. BEREBEIC
BT 2 MELEHMEEOEENHICS T 2EROLOOTIL A HEHES
CEZERIN TH>T. 158 (FELLIFTEROERD 1. VTV
7Y T L—KAM231.5mg R ' TVBEF NV U L ZTKFIH195. 0mg % = 4.
1HIC3#H/EGEBEMAWVWL 6 58M%E, 1HIEIIAFTROKSETZ2EH0D
TH D,

—DOEBRERICEWT, AEAMEH T IEXREXDIE. BEREBEIC
BT MERARMEEEIEICS THEROLODOTILA ) EEEHIEETE
A TH>T, PILVAVELERELTIIVEEAY U L—KMMRT Y
IVEEF MU D LK E., TNEN0.5~1.59 HTHE1~39/H. 1
H1~50E, #FLLIFT1TB3IMCTTROKETZHEDTH S,

—DOEBRERICEWT, AEAMEH T IEXREXDIE. BEREBEIC
BT MERARMEEEIEICS THEROLODOTILA ) EEEHIEETE
B TH>T, 1#H/SHEM WFFELLLIFTROSESR) . VT VEAY
D L—IKFHI231. 5mg RO T VBB M) D LA ZKFIH95. 0mgmE E . 1 H
IC3/EEMLVWL 6ISEBEMAE, 1HIEIIHTTROKSTSH5DTH
oy

—DOEBRERICEWT, AEAMEH T IEXREXDIE. BEREBEIC
BT HHREDRBREIFNICHS T HEADIODT IV A ) HELF Z SO ESREE
B TH>T. ZIVAVELERIELTOIIVEAY 7 L—KIMERT I TV
BB N OLZKOYE., ThEN0.5~1.5g HTEE1~39/H., 1TH1
~5E, HELLIF1TBHIEMIRITTROKETSHEDTH 5,
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[0069]

[0070]

[0071]

—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT HHREDRBREIFNICHS T HEADIODT IV A ) HELF Z SO ESREE
BREITH->T, 1S (WFELIE1EDESD) I, JIVEBH) VA
—KF231.5mgR G I TVBF M) U LZKFM195. 0mg=E A, 1 HICS
BEBEMNLVWL 6IRSEME, 1HI3IEICHTTROKSTEH5DTH S,

—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT REBROARKIIENICE T BERADOEDOT I A ) L EZEOER
MM TH>T, ZILVAVELEFIE LTI VL) 7 L—KNYRTI T
VEEF M) U LKA, FNEN0.5~1.59 HTHET1~33/H. 1H
1~5[0, BFLLFTHIEICTTRAOKETHEDTH S,

—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT REBROARKIIENICE T BERADOEDOT I A ) L EZEOER
MR TH>T, 1IG8EA (WFELLIE1EDOESRD) I, JTVEBA) Y
L—KFI231.5mg ROV TS U D LK. 0ngEEH. 1 HIC
SHREBRMARWL 6158 ME, 1B3EICATTROBETZEDTH D

—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT MERKEEDEEXIEFHICETBFERDEZOHDTILA Y ELE %
BUEREERMTH>T. ZILAVHMLEFRE LTI VEERY U Lo—IKY
ROCVIVEFN) D LZKNYPE., FhEFh0.5~1.59 HTEE1~39/
H. 1H1~5EH, #FLLLIF1THI3IEIIATTROKETZ2EDTH S,

—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT MERKEEDEEXIEFHICETBFERDEZOHDTILA Y ELE %
EUERERYMTH>T. 1HREENM (FFLIE1EEOEFD . 7TV
B2h') o L—KHM¥231. 5mg RO T VB F M) 7 L ZKFH195. 0mg % =

1HIC3HEEMAWL 6158 M0%, 1HISEICHIFTRAOKSET S
DTH B,

—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
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BII2ERELORZILS T DHEADEDOT I A MBI EEOERER
MTH->T, PILVAVMSEEFRE LTI VEAY) 7 L—KANMRTI TV
FRNYDLZKNYE, FNFN0.5~1.59 HTEE1~39/H, 1TH1~
5O, FFELLIFTH3IEIIHITTROKETD2EDTH D,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BII2ERELORZILS T DHEADEDOT I A MBI EEOERER
MITH>T. 1HREEBEA (FELLIE1EEDER) IS0 VTVBBHY I b—
KFNHI231. 5mgR VY TVBEEF MY o L ZKAM195. Omg A S H. 1 HIC 3%
SafanL 6#58EME. 1HIEIIAWTTROKSTZHEDTH S,
[0072] —DOERBEHRICEWT., AEPMEHTIERMEXDIE. BRBEZEIC
BT 2EREORBEOREICS THHEADEDOTINA) LR EZEOER
MM TH>T, ZILVAVELEFIE LTI VL) 7 L—KNYRTI T
VEEF M) U LKA, FNEN0.5~1.59 HTHET1~33/H. 1H
1~5[0, BFLLFTHIEICTTRAOKETHEDTH S,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT 2EREORBEOREICS THHEADEDOTINA) LR EZEOER
MR TH>T, 1IG8EA (WFELLIE1EDOESRD) I, JTVEBA) Y
L—KFI231.5mg ROV TS U D LK. 0ngEEH. 1 HIC
SHREBRMARWL 6158 ME, 1B3EICATTROBETZEDTH D
[0073] —DOERBEHRICEWVWT, AFEPHIRMT 2ERMERDIL. RUEERBEOD
SBRICBITHDEAOEDOT LA )R EZECERERYTH->T. T
AUMELBERIE LTI I VD) D L—KIPRGI T VB M) D LZKM
MaE, ENEN0.5~1.59 HTEE1~39/H., 1H1~560, FELKE
TH3EUCAITTROKSESTE2EDTH S,
—DDEMBIRICEW T, AEMA/MRHT IEXRMERYIE. REHEBERBOD
SBRICBITHDHEAOEDOTINA) LR ZECERER Y TH-> T, 11
S&gf (FF LG EOERD) 1. JT VBN U L—KAIY231. Smg K T
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[0074]

[0075]

[0076]

JIT VBTN LTKMYING. IngezH 1 HICI/EEMLWL 6185
Bfiiz, 1THIOICATTROKSETZHEHEDTHS,
—DOEMEBIRICEWT, AE[I/MREHT ZEREXYIZ. REBERDL
SIEMBREANDERINEICE T HERAOLODT I A LR EZEOER
MM TH>T, ZILVAVELEFIE LTI VL) 7 L—KNYRTI T
VEEF M) U LKA, FNEN0.5~1.59 HTHET1~33/H. 1H
1~5[0, BFLLFTHIEICTTRAOKETHEDTH S,
—DOEMEBIRICEWT, AE[I/MREHT ZEREXYIZ. REBERDL
SIEMBREANDERINEICE T HERAOLODT I A LR EZEOER
R TH>T, THREEBEM (BFFELIET1EEOERD) . VTVBHYD
L—KFI231.5mg ROV TS U D LK. 0ngEEH. 1 HIC
SBEBENMABWVWL 6FE5HM%E, 1H3IMOICQTTROKETZEDTHS
—DDEMBIRICEW T, AEMA/MRHT SEXRMERYIE. REBEED
SBENIEFHICERT 2007 ILA Yt ESOERMBRATH > T,
TIVAVMEERIE LTI IVEAY) 7 L—KNMRTIZVEEF N DL
KH¥M%E., FhEN0.5~1.59 HTHE1~39/H. TH1~5[0O, #FFL
KIFTEIOIITTROKETSHDTH S,
—DDEMBIRICEW T, AEMA/MRHT SEXRMERYIE. REBEED
SBENIEFHICERT 2007 ILA Yt ESOERMBRATH > T,
1#E5E8A (JFE L1 DR . T VDY 9 L—KFNH231. 5mg
ROVITVUBESF MY D AZKNYI05. 0nga Sk, 1 BICIRSEBEARWVL 6
BE58EM%E, 1H3MIKAFTROKRETZEDTH D,
—DDEMBIRICEW T, AEMA/MRHT SEXRMERYIE. REBEED
MENCERT 20T LAY EEHZECERERDTH-> T, 7ILAY
MBS LTI I VEED ) U LA—KNMR I T VBT MY D L 2K %
. TNEN0.5~1.5 " HTHE1~3g/H, TH1~5[, #FLIE1H
SEICAIT TROBETHEDTH D,
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[0077]

[0078]

[0079]

—DDEMBIRICEW T, AEMA/MRHT SEXRMERYIE. REBEED
MENCERT 2007 LA LR ZECERERDTH-> T, 1158
fir (FFELLIFT1TEEDEEF) IS, VI VEER Y D LA—KFY231. 5mg KUY T
VEEF N D LK%, 0ngEEAH. 1 HIC3HERAMAA WL 61584
., 1TBIOICRITTROKETSHDTH 5,

—DDEMBIRICEW T, AEM/MRERT 5ERMEXYIE. ELRMEE
HEZEOMEICERT 27007 A Y ERE2SOERMBRAITH > T,
TIVAVMEERIE LTI IVEAY) 7 L—KNMRTIZVEEF N DL
KH¥M%E., FhEN0.5~1.59 HTHE1~39/H. TH1~5[0O, #FFL
KIFTEIOIITTROKETSHDTH S,

—DDEMBIRICEW T, AEM/MRERT 5ERMEXYIE. ELRMEE
HEZEOMEICERT 27007 A Y ERE2SOERMBRAITH > T,
1#E5E8A (JFE L1 DR . T VDY 9 L—KFNH231. 5mg
BT VEEF M) D LZKMMIB. 0mgxSH,. 1 HICIREEMAWL 6
BE58EM%E, 1H3MIKAFTROKRETZEDTH D,

—DDEMBIRICEW T, AEM/MRERT 5ERMEXYIE. ELRMEE
BRIREBICERT 27007 ILA)EEFESTCERERMTH>T, TILA
VEEFIE LTI I VA ) D LA—KMARGI T VEBF N U LZKNY
=, ETNETNO.5~1.59 " HTEE1~39/H, 1H1~5[E, HFFLLIF1
H3EIATTROKET2EDTH S,

—DDEMBIRICEW T, AEM/MRERT 5ERMEXYIE. ELRMEE
BIREBICERT 2007 ILA) LR EZESCEEREXRYTH> T, 185
BT (BFF L <IE 1 EEDEEHFD) IS0 JTVEHY U L—KHHI231. Smg RV
TUBBF ) AZKFMI%. 0ngxEH, 1 HIC3IHSEMBWVWL 6158
iz, TH3EIIRITTRAKLETSZEDTH D,

—DDEMBIRICEW T, AEM/MRERT 5ERMEXYIE. ELRMEE
RO EEMR ICER T 22007 LA ) EILFHEECERERDTH>T. 7
WHUMERIE LTI I VEED) U LA—KIYPROI T VBT M) D LK
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[0080]

[0081]

M. TNENO0.5~1.59  HTEEH1~39/H, 1H1~5[0, #FHLL
W 1TH3EICATTRAOKST2EDTH S,
—DDEMBIRICEW T, AEM/MRERT 5ERMEXYIE. ELRMEE
RO EEMR ICER T 2007 LA ) HIEFHE2ECERERDTH> T, 1
BEEBEM (FF LT TEOER) I VT VEBAY U L—KFHY231. Smg K&
TV ITVEEF M) D LK. ngxaH. 1BHIC3ZREGEMNQWL 6%
B&Ai%z, THILUIAITTROBETSEDTH S,
—DDEMBIRICEW T, AEMA/MRHT SEXRMERYIE. REEVED
EANDHEREEICFER T 22007 LA HEFI A ESOCERERMTH
T PILAVELERIELTIIVEEAY) O L—KMMR GV T VEEF N D
LZXKHMM%E., ENENO.5~1,.59 HTHE1~39/H., 1THB1~5[O, #
FLLRTEIONICAOTTROBSETZ2HLDTH S,
—DDEMBIRICEW T, AEMA/MRHT SEXRMERYIE. REEVED
EANDHEREEICFER T 22007 LA HEFI A ESOCERERMTH
T, 1858 (FF LI 1 5EO5H) IS0 7T VERAY D L—KFH231
DSmgR Uy TS M) 0 AZKAY195. 0mgE A, 1 BIC3/EEALL
L6#%5EMZ, 1HIOIAOTTROKSETZHEDTHS,
—DDEMBIRICEW T, AEMA/MRHT SEXRMERYIE. REEVED
MAREICIKTE LI RPADHEICERT 272007 IV A HEFIESTE
FEHEEMTH->T, PILAVELERELTOIVEER ) U L—KIMRT Y
IVBFT N D LK E., ThEN0.5~1.5g HTEE1~39/H. 1
H1~50E, #FLLIFT1TB3IMCTTROKETZHEDTH S,
—DDEMBIRICEW T, AEMA/MRHT SEXRMERYIE. REEVED
MAREICIKTE LI RPADHEICERT 272007 IV A HEFIESTE
EERMTH->T. 15BN (WFELIE 1 EEOSHR) IS, JTVEAY
T L—KFH231. 5mg R T T VB N U L ZKFNH195. 0mg &= Z . 1 H
IC3ERALQWVWL6HSEMNEZ, 1HI3IEIIOWTTRAOKSTZEDTH
oy
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[0082]

[0083]

[0084]

[0085]

— DDEBEEBRICEWNT, AEPMEHT 2ERENMIE. KSEWED
MARERTICEIT2ERAOLEDOTIVAY) HFZ2SCEREXDTH >
T, ZILA UM ERE L TRBRKEFF M) D L%, 1~3g/7H, TH1~5[
EFLKRTAEIEIIKSTTRAOKSETZHDTH S,

— DDEBEEBRICEWNT, AEPMEHT 2ERENMIE. KSEWED
MARERTICEIT2ERAOLEDOTIVAY) HFZ2SCEREXDTH >
T 1HREELM (FF L1 FROER) IS, REEKFEF K U LS00z =
H. 1HICIKREBEMLRWL 61%EEMZ, 1HIEICTTRAOKST S
tDTH B,

— DDEBEEBRICEWNT, AEPMEHT 2ERENMIE. KSEWED
FREANDHEMIZEICS T DERDLODTILAY) HbFIZECERMEHRY T
Ho>T. PIA)MHeHE L TREBKRF M) VL%, 1~3g/H., 1H1~
S5E. HFELLRXTHIEIDTTREOKRETZ2EDTH S,

— DDEBEEBRICEWNT, AEPMEHT 2ERENMIE. KSEWED
FREANDHEMIZEICS T DERDLODTILAY) HbFIZECERMEHRY T
HoT. 1H{EEM (FF L1 sEDEF) 1T, KEEKZERF MY D £L500mg
e2H. 1HIC3HREBARVWL6BREEMEZ, 1 BI3EICOT TROKRS
T25H5DTH D,

—DDEFEERICEVNT, AEAMEHAT 2ERENTIE. BRHEBREIC
BILRESEEROAEBICETLEROLLODOT A HEH e OERE
BRATH>T, FILA) LR E LTREBKEF NI DL%E, 1~3g/8, 1
H1~50 #F L THIEIIAFTROKETZHEDTH S,

—DDEFEERICEVNT, AEAMEHAT 2ERENTIE. BRHEBREIC
BILRESEEROAEBICETLEROLLODOT A HEH e OERE
B TH>T. 1#HEEA (FFLLIE 1 sEDOSER) IS, REKFRF M)
L500mgE 2. 1 HICIHSREAMAAWL 658 AMA%Z, 1 H3LOIIHT TR
05T 2EDTH D,

—DDEFEERICEVNT, AEAMEHAT 2ERENTIE. BRHEBREIC
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[0086]

[0087]

[0088]

BITIRBEDEBBEXIEFHICEITHEROLOOTILAY LR ZSTE
MM TH->T, PO SRS U TREEKERF M) VL%, 1~39/H
TH1~5E0, #FLLIF1THIEICAITTRAOKETSZEDTH 2,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BITIRBEDEBBEXIEFHICEITHEROLOOTILAY LR ZSTE
R TH->T. 1HREENM (FF LI 1 EEDEFD IS, KEBKES b
)0 L500mg=E A, 1 HIC3IREGHEARWL 6158 AE. 1 H3EICHT
TROKETHHEDTH S,
—DDEMEBIRICEW T, AEMA/MRHT ZEXRMERYIE. BHEBRERBO
ETIEICH T BERDOLHDOTIL A Y LR ESOERBRATH > T,
TILA )M eHE L TREBKEF M) DA%, 1~3g/7H. 1TH1~5[a, #
FLLRTEIONICAOTTROBSETZ2HLDTH S,
—DDEMEBIRICEW T, AEMA/MRHT ZEXRMERYIE. BHEBRERBO
ETIEICH T BERDOLHDOTIL A Y LR ESOERBRATH > T,
11 58A (BFF L <31 DR IC. REEKFETF MYV L500ng% &,
1THICSBESEMAWL 658 Mu%Z, 1THILOICATTROKETSEOD
TH b,
—DDEMBIRICEW T, AEMA/MRHT ZEXRMERYIE. BEBREREES
BILBIT2EMEADELRICS T E2EBOLODTIA) EERZESOESR
MM TH>T, ZILAYVMELEFIE U TREKRF N D L%, 1~39/H.
TH1~5E0, #FLLIF1THIEICAITTRAOKETSZEDTH 2,
—DDEMBIRICEW T, AEMA/MRHT ZEXRMERYIE. BEBREREES
BILBIT2EMEADELRICS T E2EBOLODTIA) EERZESOESR
R TH> T, THREHEM FELIETEROESRD) I, KBKERF MY
7 L500mgE S+, 1 HIC3H|EGHEAMAWL 65HAM%E, 1THIEIIHITT
BOKSTHHEDTH 5,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT 20EOMMECIFICB T IFEROLOOTIVLA ) HEHEZESUEREME
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[0089]

[0090]

[0091]

BRATH>T, FILA) LR E LTREBKEF NI DL%E, 1~3g/8, 1
H1~50 #F L THIEIIAFTROKETZHEDTH S,

—DDEFEERICEVNT, AEAMEHAT 2ERENTIE. BRHEBREIC
BITHOHOBMEIEICETLEROLLODT A ttHEH e OERE
B TH>T. 1#HEEA (FFLLIE 1 sEDOSER) IS, REKFRF M)
L500mgE 2. 1 HICIHSREAMAAWL 658 AMA%Z, 1 H3LOIIHT TR
05T 2EDTH D,

—DDEFEERICEVNT, AEAMEHAT 2ERENTIE. BRHEBREIC
BT HEREIMFENICH T 2EROLDODOTIVA ) MHEF = 2O ERERD
TH>T. FILA)MFIE LTREBKERF M) VL%, 1~39/7B, 181
~5E, HFELLRTHIEKKDTTROKETZHEDTH S,

—DDEFEERICEVNT, AEAMEHAT 2ERENTIE. BRHEBREIC
BT HEREIMFENICH T 2EROLDODOTIVA ) MHEF = 2O ERERD
TH>T, 1HEBEM (FF LI EEDOER) I, REEKEFTF MU D LS00
mgx 2. 1BIC3IHREEMAWL 6158 MZ, 1 H3IMEIIO T TROK
5955DTHD,

—DDEFEERICEVNT, AEAMEHAT 2ERENTIE. BRHEBREIC
BT 2 MNETBHHMROBRENHICS T2EROLHODOTIL A EEE ==
CERMERMTH> T, PILAYMERE L TREEKEF N VL%E, 1~39
SH 1B1~5E FEULLIEFTHIEICAT TROKETZEDTHD

—DDEFEERICEVNT, AEAMEHAT 2ERENTIE. BRHEBREIC
BT 2 MNETBHHMROBRENHICS T2EROLHODOTIL A EEE ==
CERERITH> T, 11®/EE8EM (FF LI 1 EOFEA) IC. REKER
T hUDLmgEEA. 1 BICIRSEMAGWL 6KREHEM%Z., 1H3EIC
DTTEORETZHEDTH D,

—DDEFEERICEVNT, AEAMEHAT 2ERENTIE. BRHEBREIC
BT 2 MEREMBESNHICS T EEROLOOTIVA ) iLFHZESOE
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[0092]

[0093]

[0094]

MM TH->T, PO SRS U TREEKERF M) VL%, 1~39/H
TH1~5E0, #FLLIF1THIEICAITTRAOKETSZEDTH 2,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC

BT 2 MERNERMEBESINHICHS T 2EROLOOTIL A HEFIEZETUE

R TH->T. 1HREENM (FF LI 1 EEDEFD IS, KEBKES b

)0 L500mg=E A, 1 HIC3IREGHEARWL 6158 AE. 1 H3EICHT

TROKETHHEDTH S,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC

BT 2EREDORBENFICS T DERAOEOOT I A HEEIEEOERM

B TH->T. PIAYMEEIE LTREBKERFN)DL%E, 1~3g/H, 1

H1~50E, #FLLIFT1TB3IMCTTROKETZHEDTH S,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC

BT 2EREDORBENFICS T DERAOEOOT I A HEEIEEOERM

B TH>T, 1HEEM FFELIETEDESD) I, KEBKERF MUY

L500mg==SH,. 1 HIC3REEMAOWL 61 GEAEZ, 1H3MOICTT TR

A%5926DTH 5,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC

BT BEKREBROAKACIENICS T BERDOHDTIVA ) HLFHEEVES

MM TH>T, ZILAYVMELEFIE U TREKRF N D L%, 1~39/H.

TH1~5E0, #FLLIF1THIEICAITTRAOKETSZEDTH 2,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC

BT BEKREBROAKACIENICS T BERDOHDTIVA ) HLFHEEVES

R TH> T, THREHEM FELIETEROESRD) I, KBKERF MY

7 L500mgE S+, 1 HIC3H|EGHEAMAWL 65HAM%E, 1THIEIIHITT

BOKSTHHEDTH 5,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC

BT MERKEEDEEXIEFHICETBFERDEZOHDTILA Y ELE %

BUEREERMTH> T, 7ILH)MHELEFIE L TREBKRFN) D L%, 1~
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[0095]

[0096]

[0097]

39.H., 1TH1~5[E, X LLE1TH3IEII DT TROELETEHEDTH
oy
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT MERKEEDEEXIEFHICETBFERDEZOHDTILA Y ELE %
EUCEFERMTH> T, 158N FELIE1EOERD) 1. KEBK
RFT MO LE0mgEEH. 1 BICSKREEMAWL 6158 M%, 1H3O
KT TROBETZ2HLDTH S,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BIIHRBILOBREBICH T ZERADLODOTILA Y HIEF E SOERMEK
MTH->T. ZILH)HEFIE L TREBKERFN) D L%, 1~39/7H, 1H
1~5[0, BFLLFTHIEICTTRAOKETHEDTH S,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BIIHRBILOBREBICH T ZERADLODOTILA Y HIEF E SOERMEK
MTH>T. 11SHEA FFL<IE1ERDERE) IS, REBKFZEF M) I L5
00mgz=ZH. 1 BIC3H/EGEMARWVWL 6EEA%Z, 1 B3EICHFTRO
#E5T2E0TH 5,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT LBREDORBEDHEZICS T BERDLODOTIVA ) L EEVES
MM TH>T, ZILAYVMELEFIE U TREKRF N D L%, 1~39/H.
TH1~5E0, #FLLIF1THIEICAITTRAOKETSZEDTH 2,
—DDEMEBIRICE W T, AEAMRRT ZEXEMERYIT. BEFBEREIC
BT LBREDORBEDHEZICS T BERDLODOTIVA ) L EEVES
R TH> T, THREHEM FELIETEROESRD) I, KBKERF MY
7 L500mgE S+, 1 HIC3H|EGHEAMAWL 65HAM%E, 1THIEIIHITT
BOKSTHHEDTH 5,
—DDEMBIRICEW T, AEMA/MRHT IEXRMERYIE. REHEBERBOD
SBERICBITEAOEOOTILA )R ESCERERYM TH>T. T
AV EFIE U TREEKRF N D L%E, 1~3g/7H., 1HB1~5[@E, #FZL
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[0098]

[0099]

[0100]

KIFTEIOIITTROKETSHDTH S,
—DDEMBIRICEW T, AEMA/MRHT IEXRMERYIE. REHEBERBOD
SBEICBIEADEOOTILA) bR EZECEERMRY TH>T. 13%
S&f (FFLLIETEOER) IC. KREBKERF MY U L00MgZEHA, 1H
IC3ERALQWVWL6HSEMNEZ, 1HI3IEIIOWTTRAOKSTZEDTH
oy
—DOEMEBIRICEWT, AE[I/MREHT ZEREXYIZ. REBERDL
SIEMBREANDERINEICE T HERAOLODT I A LR EZEOER
MM TH>T, ZILAYVMELEFIE U TREKRF N D L%, 1~39/H.
TH1~5E0, #FLLIF1THIEICAITTRAOKETSZEDTH 2,
—DOEMEBIRICEWT, AE[I/MREHT ZEREXYIZ. REBERDL
SIEMEBRENOERIGICS T 2EROLODOTI A bR EEEE
R TH> T, THREHEM FELIETEROESRD) I, KBKERF MY
7 L500mgE S+, 1 HIC3H|EGHEAMAWL 65HAM%E, 1THIEIIHITT
BOKSTHHEDTH 5,
—DDEMBIRICEW T, AEMA/MRHT SEXRMERYIE. REBEED
SBENIEFHICERT 2007 ILA Yt ESOERMBRATH > T,
TILA )M eHE L TREBKEF M) DA%, 1~3g/7H. 1TH1~5[a, #
FLLRTEIONICAOTTROBSETZ2HLDTH S,
—DDEMBIRICEW T, AEMA/MRHT SEXRMERYIE. REBEED
SBENIEFHICERT 2007 ILA Yt ESOERMBRATH > T,
11 58A (BFF L <31 DR IC. REEKFETF MYV L500ng% &,
1THICSBESEMAWL 658 Mu%Z, 1THILOICATTROKETSEOD
TH b,
—DDEMBIRICEW T, AEMA/MRHT SEXRMERYIE. REBEED
MENCERT 20T LAY EEHZECERERDTH-> T, 7ILAY
MEFlE L CREBKEFRF MY DA%, 1~39/7H., TH1~5[E, #FLLIX
1TH3EICOTTROZSTE2EDTH S,
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[0101]

[0102]

[0103]

—DDEBERICEWT, AEAMRHT SEXRMERDIE. REERED
MHEICERTZODT7ILA ) LR ZSCERERDTH> T, 11R5H
i (FFELLIETSEDEEFD IS, KERKES MY D LSONgEEHA. 1HICS3
BREBMLQWVWL 6EE5EMAN%E, THIEIIRITTROKETZ2EDTH D,

—DDEBEERICE W T, AEA/MERY ZERMEXMIE. ELIREEH
FREEEQIEICFERT 2007 ILAY) HEFIZECERMERYTH > T,
TIVAYEEFIE L TREBKERS M) D L%E, 1~39/7H. 1H1~5E.
FLLRTHIEICAIFTROKETDEDTH S,

— DDEBEEBRICEW T, FEPAMRHT 2EREXRIE. EAKREEH
FREEEQIEICFERT 2007 ILAY) HEFIZECERMERYTH > T,
1858 A (FFELIZTEDSER) IS, REBKES M) D L00mg% =,
1THICIVEEMLWVWL 6KREENEZ, THIECHITTREOKETZHOD
THd,

—DDEBEERICE W T, AEA/MERY ZERMEXMIE. ELIREEH
REREICERT 2007 LAV MELLHESCERERATH> T, 7ILA
JMEAEFIE U TRBEKERF M) DA%, 1~39/7H, 1TH1~6[@E, HFHLL
W 1THEIEICSITTROKETZEDTH S,

—DDEBEERICE W T, AEA/MERY ZERMEXMIE. ELIREEH
REREZBICERI 2007 LAV SR EZECERERDTH-oT. 185
B (FE L IR ERDER) IC. RERKES MY U L00mgE=HA,. 1 HIC
S‘EEMBWVWL61REEMNE, 1HIEIIAHITTRAKETZ2HEDTHS

— DDEBEEBRICEW T, FEPAMRHT 2EREXRIE. EAKREEH
RO B ICER T 2007 LA ) LR ZECERERDTH-T. 7
WA MFIE L TRBBKERF M) D L%, 1~39/H, 1H1~5[0E FZ
LLIERTHIEIKZ2FTROKRETZ2EDTH S,

—DDEBEERICE W T, AEA/MERY ZERMEXMIE. ELIREEH
RSB ICER T 2007 LA ) LR ZECERMEXRD TH - T, 1
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[0104]

[0105]

[0106]

[0107]

[0108]

WREBAM (FFLLIETEOER) IC, REBKZEZEF M) D ALL00mg%E S, 1
HIC3BEEMAWL0EE5EMAA, THIOICATTRO®‘ZESETDEDT
H5

—DDEBERBIRICEWT, ARPEMRHRT 2EFMERYIE. RESEDED
EAANOHEMEEICER T 572007 I ) HEE A= SCEEMERYTH o
T. ZILAHU LR E L TRBAXKEF N DA%, 1~33/H., 1TH1~5[H
FFELLRTEHIEICQFTRAOKBE T DEDTH 5,

—DDEBERBIRICEWT, ARPEMRHRT 2EFMERYIE. RESEDED
EAANOHEMEEICER T 572007 I ) HEE A= SCEEMERYTH o
T, 11586 (FFE LI TEDOERED IS, KEBKFEF MY 7 LMMgE S
A 1THICIBEBEABWL 6158 %Z, 1H3IEICSTTROKET S
HEDTHD,

—DDEBERBIRICEWT, ARPEMRHRT 2EFMERYIE. RESEDED
MAREIKELERPADESHICERT 22007 ILAY) HEREESE
B TH-> T, ZILAVMEEIE L TREBKEZEFN) DA%, 1~39H

1TH1~50, FELLIFTH3IEIIQTTROKETD2EDTH S,

—DDEBERBIRICEWT, ARPEMRHRT 2EFMERYIE. RESEDED
MAREIKELERPADESHICERT 22007 ILAY) HEREESE
BRI TH-> T, 1REEBEM (FFLLIE T8ROSR I, REBKZEF N
) L500mgESH. 1 HIC3RGEBEMNAQWL 618580 %=, 1 H3EICHT
TRO®KETEHHEDTH 5,

PR, EREANICE Y ARBPAA X SICEHAT 2D, AEBIEZINSICRES
Na5EDTIEARL,
== ffa ]

BOTZILAVEERITHD VI VEBA) DL - JITVERF N D AKMY
FERFRVESHFADORORSICLY REEVEORPHEHNEEI NS
DNEDNERET T 24IC. b NERAREERL 7,

1. A&
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A7F—YG2~G3 bEMEREMBEZE (eGFR : 30~89 ml/min/1.73m2) 47
BEVIVBA)OL - VIV N) D LKMYESHFIREEE (AR
6%) . EE (KREKZRF MUV L) HEKREE (BE:16%) Rv'ar O
— VB (CEf: 15%) ICHRAERICH T, BEIC. Fa. M5, BRBEOE
., eGFRMESBEWVWE D ICRELZRIYNIT L, REHICIZ. TCKDE2®EA
1 F—SBEDF LD ICEDCRE (UT. BERRENY) 2727

AV bO—EIE TV A )Rl ZRE LahoT, ABRICIE. JTV
B ') D L (CeHsKi0; - H0) 231.5 mgR Ty T VBT b D LJKFIYD (CeHsNa0
7+ 2H,0) 195.0 mgZz2H ¥ SEF%=1H3%E. 1H3E (1. B, %) . 248E
BOKS Lk, b, BRNICEBRO p HEEZ1TUL. RERMHpH6. 5K
DEFICIE, BE. ERMOHIECIHG6EE. 183 (. B, ¥) L TEET
Tp&& L, BRI, REBKES M) D LL00 mgz 2UEEHI% 1 H 35
L 183E (F, B, ¥) . 4BERO/ES L, b, BIEMICREARD p
HEEZTV. BFAKApHE. SREDESICIE. BEE. ERIOFIET T H6ERE.
1830 (A, B, ¥) FTEWETED I && Lk,

R ERAR. REHBR6E. 128, 2-B0RHRRCMEREZFEER L. &%
HIE—80CTHREL o IRARTMBEHRDA Y RFVIVFRER. o~ LI
WEE. 2T T7EFIVLINS IV, BRERVCTZIVFZ INTBRICD
WT., ADBTHEAINTWSHE (Sato, E., et. al., Metabolic altera
tion by indoxyl sulfate in skeletal muscle induce uremic sarcopenia i
n chronic kidney disease., Sci Rep. 2016 Nov 10;6:36618. doi: 10,1038
/srep36618.%) #ZR L. UTO®REI/ O N5 71 —=ENERILESE
DHrEE (LC-MS/MS) ZRVWEENHZTT o7,

LCI&. NANOSPACE SI-2 (BAER) &M\, 247 H 5 LICCAPCELLPAK MGITI
BRI

MSiE. TSQ Quantiva (F—FET74vov—HAITVT47 14y I#HA) %
AW, 5BEDOILEaME R AT 1 T4V E—RIZTAF 1L L. Selected React
ion Monitoring’ZZ AW THRH L7, EEER. SELEMOBRERKRICE >
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[0109]

TERINEZRERERAVER L,

g, RPOB2—<4 70707V VvE%, LZFAKN "R B2—
MEUOLZ—-B2-MEZEZEU “Riff (CRIHMEZE. RR. BX) ZAWES
Ty ARERBETAE Lz, IS5, MBEFROVRYFVCELE, R2R
O—hrGC YRHF»C (Nm) (ZPLTLvHT7—7. Kk, HX)
HRAWAEEI0O4M4 RBREETHEL &,

FhEtARAT IS, EERELEENICIEIMann-WhitneyWREE MR L. REELDLEEIC
Wi lcoxontREZ R Lz, £/, HEMICE L TidPearsont@EAFER L &

2. R

LC-MS/MS%= B W/ RIERRN S, A (VIVBA )DL - VT VBT b
o LKNYBREREIREE) . BE (REKEST MY Y LHAKRSE) &
UCE (v hO—ILE) OREBEIIDODWT, UMTFZ2&EH LK :

(i) HSFRBIONEFOERSENEDRE
(i i) BRERBIIORPRFOZKSENDEDRE
(i i i) SEARICS T2 RHRFORSEYERE & TP ORSE
MEREDL (RPDRSEYMEE MEFORSEDNES)

(i v) #R56A%6E. 128, 24B0MEHORRSENEDBE
(v) #%5FA%6E. 128, 26BORHRPOERSEDEDRE
(v i) #5KR%6E. 128, 24BICH 7 2 RBRTOREEDERE & 1N
RADRBENDEREDOL (RPDORSEYVEE MEFORSEDES)
(vii) B55KB%eE. 128, 24B0nTHOZREENEDREDRS
BIEARI D S DR E
(viii) 1856 A%6E. 1228, 24B0RH\RPORIRSENEDRED
BERBANSDELE
(i x) #E5EKEZOE. 128, 2080 RBRPORSEVERE & MFHD
REEVMEREDL (RPOKRESEVEE NMEFORSEVER) OS5
BIEARI D S DR E
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FLT, LB (i) ~ (i x) IL2%, BFEOFHEESDEZEH LA,
BB, £ (iv) ~ (i x) OFRTRICDOVWTIE, REICBIT51%5H
1R1R6E, 128, 24BDT— £ TENRICL TEBEOFEHEESDZEH L
1o

BREUTORICRA L, 4. RERVCEFATIE, AB: 7T VEHY
DL VI VERF M) U LKMMESRFIRSEE “Citrate” | BEF : kBR
KEF M) 9 LEFKIIES5EE% “Bicarbonate” &EEE L7, F/. RODFY
NOIER., EMEZETRL .

R®1—-1-1:MEPOA > FF 2 I)UIRE

K1 —-1-2:MEPROA > FF 2 I)VIRE
mL) .

Fz1-2—-1:BHERPDA ¥ FF 2 ILIRE

®1-2-2: BHRPDOA >V FF 2 ILIRE
g/mL) |

R1-3—-1:REDA YV RFVIMBEELITFROA V NFVIVIREBE
D Lb.

R1-3—-2:RAOA Y FFIIMBEEMRROA > RF I IREE
DL DS RAFIH 5> DEILE,

F2—1-1 :MEHDp -7 LT IHREE (ng/ml) |

K2—1-2:MFFDOp -7 LI IRBOXRSHATNISDOELE (ng/
mL) .

®2-2—-1:B8RFOp -7 L 2IVEEE (ng/ml) |

®2—-2-2: BEERFOp — 7 L VIREBOERSEBIINSDOE/LE (n
g/mL) |

R2-3—-1 :REDp— IV LIVIMBELNREFDOPp — 7 LY IVIREBE
D Lb.

R2—3—2:RAOp— VL YIMBELNRFIDPp -V L YIIREBE
DL DS RAFIH 5> DEILE,

>

= (ng/mL) .

DEERBIINSDELE (ng/

g

>

= (ng/mL) .

DxEFBRIN L DZE/E (n

g
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K3—1—-1:MBHOFREE (ng/nl) .

x®3—1-2: MIRPOEKRBEOKRESRBRID SDELE (ng/ml) |
x3—2—1: BHRPOEFREE (ng/mL) .

K3I—2—-2: BHARPOEREBOESHBRINSDELE (ng/ml) |
K3I—3— 1 :KPADOERME & MEHDFREBEDLL.,

RI—3 -2 :[RAOFREBE L MTFEHOFREBEOLLORSEBRINS
DEALE.

z4-1-1:MMFHFOTF7ILF/ ANJEE (ng/mL) .
K4—-1-2:MBHPOF7ILF ) ANIBROBRSEBRINSDELLE (ng/
mL) .

®4-2-1:BERFOT7IF/ANJEE (ng/mL) .

K4-2-2: BEHRAEOFIF /) ANIBOBRSEBRINSDE/LE (n

g/mL) .
RKA4—3—1 :RPOFILFX/)OANIVBELSNFEROTILX /) ANIBE
Dtk

RA4—-3 -2 :RHPOTFILF/INVBEENEFOTIVLF /) ANIBE
DLE DGRBS DEILE.

R5-1—-1:MBHFOT7zZLTEFILLITILSY
mL) .

KE5—1-2 :MPFOIT AT EFILILIILIZIY (PAG) D5
FIARIN S DELE (ng/ml) |

®5—-2-1:BEERFOI7IZILTFTEFILLILS
g/mL) |

®5—-2-2: BERFOIIZINTEFILLILS
SHEBANSOELE (ng/ml) |

RE-—3—1 :RAOT7z=NTEFILIINVSZIY (PAG) E&ME
HOZ7zZIVT7EFILIILSYZTY (PAG) EODLE.

RE-—B-2:RAOT7z=NTEFILLIINVSZIY (PAG) E&ME

i

v (PAG) £ (ng/

i

v (PAG) E (n

i

v (PAG) D%

i

i
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[0110]

FOTTZIWTFEFIVLITILIZIY (PAG) EDQLLOBRERBRINSDE
L&,

A#t (Citrate: VI VEBAHY) Vb - VI VBT N D LKMYE S EEITH
58¥) TIZBEf (Bicarbonate : REEKFR T M) U LEKIRGE) RUCE (
Control : O bO—JLEF) ICHHE L. 56, 1 2RV 24 BEZROMEBEFD
1Y RFIMRBREMEETH 2 (R1—-1—-188) . £/, AET
FCEICHE L, 851 2RV 24BEORFHRF TS REILEE (|
S) BENSETH-/ (R1—-2—-150) , 6~24FICHF5MEA
YRFVIIBEEREIR., ABTIEBERUCEICERL TERICKETHY

(R1-1-188) . 6~24BICBTI2RHARPOA ¥ NF I ILFHREIR
EDEMIE., ABTIEBERUCHEICLERLTARICKEN L (R1-2
—28R) .

Fheo VIVEAYIL - VI VS N) U LKNYEESHE %8B
BREICKRE D EICLY, KREEWETH LMV RF VI REROKRPIR
EANRESRICLLE L TEML. 1 ¥ RF 2 ILRBOMARE A% SRIICTEER
LIETF L7z BUT7ILAYMIERITH>TH, REBKFETFT M) U LEFTIK
CDEDBMRIZBD ONBI > /c, REEKFRT MU LEFICLEL., 7
IVBAYDL - VIVEF N D LKIMESRHFIOAN LY SIS
Y REFVIREBEEETURKVRY MV REVIVRBIREIENDR % FiE
Lice VIVEEAR) DL - VT VEES N D LKMYRERAICL DA A
Y REFVIREBEEETURKRVRY MV REVIVRBIREENDRIE, #&
51 2% LROLNT,

FRAEDA V REFVIUREBIEE EMBROA >~ M2 IVIREIRE DL OED
b, JIVEBAY DL - VIVEEF NY D LAKIYMESEFESICEY., 1
Y RFVIINREBOIMANSRADEEAMEE I N, FANDOHEAMEES 1
5ZENTINSZ, ELTA Y REVIVREED AN SRADHE#HIRIF.
DIVBA) DL - JIVEF N D LKIMESREIRSICLIYRD LN
5—7h. KEEKERF M) U LEFESTERO AL > (R1 -3 -1
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1—-3—-2%08

A = I\\\) [o]

[0111] [F1-1-1]

\)

£ 1-1-1 Plasma Indoxyl Sulfate

- Group N ow 6w 12W 24¥ 6-24W (45-47)

Control 15 1189+ 634 1229710 1826793 1134 =371 1230 = 641
Clirate 16 1180 = 1157 1170+ 1056 1105 = 1213° 1050 =762 1108 = 770

Bicarbonate 16 1338+ 770 1366 £ 821 1432 £ 1031 1481 988 1426 3= 930

Mean = SD .
*y=0.0288, *p=0.0451 vs Control and "p=0.0350 vs Blcerbonate (Mann-Whitney)

[0112] [F1-1-2]

= 1-1-2 Plasma Indoxyl Sulfate (omm 5o aseamEm)

Qroup N 6W 12w 24W 6-24W (45-47)

Control 16 39.5:+ 4464 1365 + 468.1 -558 & 564.2 40.1 + 4906
Citrate 16 400 + 460.7 --36.8 * 3808 -B80.3 % 583.7 -255 x 487.6 |

Bicarbonate 16 275 £ 5230 153.1 £ 8874 1434 = 6825 107.0 & 6958
gan

[0113] [5&1-2-1]

2 1-2-1 Urine Indoxy! Sulfate

Group N ow 6w 12w 24 6-24W (45-48)

Confrol 15 41026 26150 34606 = 23011 30059 = 15288  pgyag = 16714° 31568 = 18358
Giitate 16 41081 = 45508° 32728 & 19842 58648 £ 96652 46808 43377 46061 £ 64823

Bicarbonate 16 54370k 40259 52510 & $9220 37860 = 26407 56492 & 39593 48054 = 35789"

Mean = 3D
“p=0,0073 vs Control and *p=0.0385 vs Blcarbonate (Mann-Whitney)

*p=0.0103 vs 0 week (Wilsoxon)

[0114] [F1-2-2]

2 1-2-2  Urine Indoxyl Sulfate (oMo ARpMics)

Group N 6w 12W 24w 6-24W (45-48)

Control 15 —6419 & 26152 —10067 & 26839 —11887 & 21994 ~0458 X 24617
Citrate 16 -B352 = 41966 17566 & 64586° 5727 = 36794 4980 o 49397 **

Bicarbonate 16 —1869 & 19300 —16510 & 40380 2113 & 49356 --5425 + 38514
Wean = oD
*»=0.0141 vs Control and °p=0.0233, “p=0.0438 vs Bicarbonate (Mann-Whitney)
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[0115] [=1-3-1]

£ 1-3-1 Indoxyl Sulfate - Urine/Plasma ratio
Group N ow W 12w 24W 6-24W (45-47)
Control 15 882:x 201 318£212° 2772161 264 & 138F 286 £ 17.1
Citrate 16 375x247 386 = 318 515 & 506 524 + 64.4° 474 £ 500

Blearhonate 16 555 & 436 51.7 + 364 35.3 £ 264 50.7 4 365° 462 & 337"
WMean = oD

*p=0,0482, °p=0.0322 and p=0.0141 vs Gontrol (Mann-Whitney)
*n=0,0479, 'p=0.0413 and *p=0.0151 vs O week (Wilcoxon)

[0116] [51-3-2]

# 1-3-2  Indoxyl Sulfate - Urine/Plasma ratio (om0 aemmen
Group N 6w 12w 24W 6-24W (45-47)
Control 15 =741:% 2469 =1152:% 987 —1279 £ 1600 -1057 & 20.16
Citrate 16 1102299 1070 +30.08° 1491 £ 5611° 890+ 4099 %

Bicarbonate 16 —3.81 = 37.48 —2241 = 3549  —478 : 3533 1033 % 36.35

Mean = 3D
P4=0.0238, “p=0.0006 ve Control and “p=0.0457, *p=0.0292 vs Bicarbonate (Mann-Whitney)

[0117] p—2 L NEEE (PCS) 122oWTik, AEE (Citrate: 7T VAU Y
L T VBT M) D LKMPEREREIREE) ECE (Control : O O
—IJVE) 1T L. 851 2RV 2 4BEROREEKRFD p — 7 L VILRER
ENSETHY. BEE (Bicarbonate : jREEKZEFT MY U ABFIRESEE) 1T
BLTH., ABE (WIVBAYY VL - VI VBT N D LKNYEESREIR
5E) 13, #56. 1 2RV 24 BEORARFDp — 7 L VLURBRED
=ETH>2 (R2-2—-1ZR) , 6~24BICETZRHARFDp —7
L YVIRESRE DB, ABTOARO LN (R2—-2—-2%8E) .
Ehe, VIVEEAYY DL - VI VBT N D LKYESEF = 12 EE
MEBEILRETDHIEILLY. REEMETHD 0 — I L I IVRERORBIR
E/MMESRIICHBRLTEMLE (R2-2-1, 2-2-2%KR) , BL7T
WAHVHELERTH>TH, REBKES M) VLEFAITIEIDL D 2HRITER
HHNY, KEBKRF N TLEEFNCLE L, VIVBAHY DL - VTV
T hUD LAKAMPEERFIOFNEWEKF p -7 L YU RBREEMSRE
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[0118]

[0119]

[0120]

FELl, V7IVBEAYDL - JZVEF N D LAKNMESHRFICE DR
Fp— 7 LY NRBRREEMMRIE. 51 2BRISBOHSN,

—Fh. REBKZEF M) DLEFOBREICLY., REEDETHDZp -V
UNRBOMBRENMEESAICHRLTED LE (R2-1-28R) , &
DL p -V LIYNRBROMBREETHRIE., ABRRVCEICLEELB
ETa{Fvoht (R2-1-28K) .

FREDp -7 LYIIREREEMREROp — 7 L JIVREBIREDOLLOEH
S5, VIVEEAYDL - JITVEEFT N D LAKNIMESHRFIRSICLY., p
—JLINRBOIMANSRANDEEHAMEES N, AANDOEEHAMEES 1
2ETREREING, ELTp — 7 LYNRBOMFPH SRADHMBRIE, &
IVBRAYDL - VI VEF N LKNMESHFIEESDHDN, REKE
TR LEFBRSICHEBR LBV EAREINE (R2-3 -1, 2—-3—
2 08

[FR2-1-1]
% 2-1-1 Plasma p-Cresyl Sulfate
Group N ow oW 129 24W 6-24W (44-48)

Control 16 4467 = 3531 5289 £ 4389 4482+ 4570 3852 & 34564 4524 % 4106
Cltrate 16 3491 5159 3414 - 3432 3806 :£ 4140 3673 £ 4868 3468 x 4094
Bicarbonate 16 5402 = 5208 4506 = 5300 3771 £ 4139 4284 £ 3682 4187 - 4354

Mean 4 8D
[5R2-1-2]
® 2-1-2 Plasma p-Cresyl Sulfate (o#s 5o amMac®)
Group N 6W 12W 24W 8-24W (44-47)

Controi 15 5361 & 2801 143 £ 3281 ~615.2 £ 2280 -—34.3 = 2796
Citrate 16 —77.2£2341 —68: 2082 1818 % 2283 334 + 2491°

Bicarbonate 16 —895.9 & 2153 1103 + 2478 —1119 & 3631 -1038 % 2773

Mean = 5D
*p=0.0377 vs Bloarbonate (Mann-Whitney)
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[$k2-2-1]

% 2-2-1 Urine p-Cresyl Sulfate

Group N ow 6W 12W 24w 6-24W (44-48)

Control 15 58782 59346 60188 = 72317 39257 £ 57116 34669 £ 51832 44353 + 60343
Citrate 16 36252 = 53214 38343 :: 26834 42070 = 43803 55970 4: 68542 45764 = 40000

Bicarhonate 16 66164 - 97704 67744 £105548 37730 = 48411 52029 -+ 57779 52501 & 73583
Wean = 5D

[0121] [F*2-2-2]

;% 2-2-2 Urine p-Cresyl Sulfate (osisem aRmmscn)

Group N 6w 12W 24W 6-24W (44-48)

Control 15 ~2408 & 56332 19525 & 50834 24113 & 47778 15641 & 51296
Cltrate 16 —809 % 48618 9718 £ 38763 16727 £ 42639° 6512 & 43256°°

Bisarbonate 16 1580 & 51468 —28434 & 72253 ~14163 & 95244 ~-13663 & 74566
Wean = Sb

*0=0.0170, *p=0.0108 vs Control and °p=0.0242 vs Bivarbonate (Manm-Whitney)

[0122] [F*2-3-1]

# 2-341 p-Cresyl Sulfate - Urine/Plasma ratio
Group N ow W 12w 24W 6-24W (44-48)
Contrdl 15 119k 94 109 49 98+ 59 93 62 100+ 56
Gitrate 16 140+ 92 161 %137 163 + 129 205 £ 215 ° 177 + 163"
Bicarbonate 16 156 = 11.1 170 £ 120 165 = 179 170+ 118° 168 +139 "

Mean + SD
=0.0221, "p=0.0094, *p=0.0364 and %p=0.0055 vs Control (Mann-Whitney)

[0123] [5%2-3-2]

& 2-3-2  p-Cresyl Sulfate - Urine/Plasma ratio (om0 akmmsm)

Group N 6w 12W 24W 6-24W (44-48)

Control 1% -108+£1003 -214% 916 259+ 088 -196% 941
Citrate 16 2,08 £ 11.30 1.22 £ 11.94 6581 £ 17.93 3.21 £ 1394

Bicarbonate 16 139+ 8.26 0.91 £+ 15.68 131+ 381 1.20 + 11.45
Mean == SD

[0124] EFREE (HA) 1I22oWTIk, AE (Citrate: VT VBAYY DL - VT VR
+ MY LK ESEF IS 5EE) (LB (Bicarbonate : [REEKFEF MY ™D
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LEFIREE) ROUCEE (Control : O hO—JLEY) ICHEEL., 852458
BOMBAROERBBEEMEETH >/ (R3—-1-18R) , 2OLHA
PRIZ. KEKRFT MU LRHROBETRESh AL o, T, AR
. CEEICHERR L., %51 2R U2 4:BROBHARFOERBEENSETSH
27 (R3—-2-18R) ,

e VIVEBAYDL - JITVEEF NI D LKNYEEEEA % ISME R
RBREICRETDIEICLY, BE24BRICBVWT. REEVETHLH
FREEDMEBREN I SANCLEEBR L TETL (R3—-1—-1, 3—-2-2%R
)« BREBORPRENSANICLERLTEMLE (R3-2—-1, 3-2
—2%8R) , 6~24BICHTZRARTPOFREREDIEME. ABETO
HROON (R2-2-2ZR) , ALT7ILAVHERTH>TH, xBE
KFEF M) DLEFNCLLER L, JZVBEAY DL - VT VBT N D LKA
MEEEHFOAN L YBWIRPERBEEEMDIRERE L, VT VED
VoL - JTVEEF N D LAKNMESHEFIIC & 5 RPEREREIZENDR
. /56 BEMLERO LN,

FRADERERE EMBROERBEREDCLLDOENL, JTVEAYD A
- VI VEET N D LKNPDRERFIRSICLY . BREOMFP N SEKRAD
HBEMEES N, BANDEEHIMEES NS ERERING, £LT6~24
BICH T2 EREOMANSRADEEMIRIE, JT VAV DL - JTY
BB N D LKIMIESHESORDN, KEBKES N D LRFIREICH
BLBWCENRINE (R3-3 -1, 3—3-28R) .,

[0125] [£3-1-1]

& 3-1-1 Plasma Hippuric Acid

Group N ow oW 12W 24W 6-24W (45-47)

Control 15 1096 = 828 752 & 192° 975 = 615 818 = 615 84 = 572
Citrate 16 868 1016 1464 £ 2213 985 = 1376 520 = 437 990 x 1546

Bicarbonate 16 742 = 708 808 = 496 994 = BO6 1465 x 1387° 1081 = 991

Mean & SD
"n=00181 and °p=0.0215vs O week (Wilcoxon)

[0126]
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[$3-1-2]
= 3-1-2 Plasma Hippuric Acid (o@t o0 mmpR)
Group N oW 12W 24W 6-24W (45-47)

Control 15 ~343.6 & 620.1 1206 & 7009 2279 = 893.8 -~247.3 £ 736.1

Citrate 16 5965 =+ 2370" 1587 = 1671 3471 = 10807 1337 £ 1794

Bicarbonate 16 666 £ 6818 23006856 7993 1023° 3421 = 8385°
Mean £ 3D

0=0.0430, °p=0.0164, *p=0.0008 vs Conirol
and "p=0.0093 vs Bicarbonate (Mann-Whitney)

[0127] [$3-2-1]

& 3-2-1 Urine Hippuric Acid

Group N ow oW ’ 12w 24% 6-24W (45-48)
Control 15 128966 & 110600 169650 & 81018 86202 4 43032 88804 4 43032 94885 = 54566

Clirate 16 94469 & 57885 112046 80846 112486 :: 86932 90287 =& 70822 108240 78356

Bloarbonate 16 109249 - 96133 98283 & 80730 96346 X 70315 114453 = 81562 103027 & 76475
Wean = oD

[0128] [F*3-2-2]

2 3-2-2  Urine Hippuric Acid (olip 50 sz

Group N 6w 12W 24w 6-24W (44-48)

Control 15 19316 = 96398 —42764 X 105143 ~40162 = 85472 ~34080 = 94400
Clirate 16 18478 x 89920 18018 & 62771 4818+ 81234 18771 % 77363 °

Bicarbonate 16 —10966 = 75133 -—12903 = 61236 5204 = 86546 6221 & 73483
Wean = oD
*0=0.0431 vs Control (Mann-Whitney)

[0129] [%&3-3-1]

* 3-3-1 Hippuric Acid - Urine/Plasma ratio

Group N oW W 12w 24w €-24W (41-47)
Conirol 15 1390+ 896 1462+ 702 1193 % 751 1344 31005 1333+ 818

Cltrate 16 31683748 16081793 2751 3155 4301 + 6195™ 289+ 61.7°

Bicarbonate 16 3045 =+ 3618 148.7 = 1192 151.8 = 1158 5230 & 1438 265.8 + 81239
Mesn £ 3D

®p=0.0239 vs Control and °p=0.0355, "p=0.0478 vs Bicarbonate

(Mann-Whitney)

n=0.0479 vs 0 week (Wilcoxon)
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[0130] [$3-3-2]

#& 3-3-2 Hippuric Acid - Urine/Plasma ratio (0@t oo %R

Group N oW 12w 24W 6-24W (44-48)

Control 15 12+ 732 -191+£ 831 -46+ 825 -57% 787
Citrate 16 —156.0 == 3621  —602 = 4755 113.3 5888 —33.7 & 4874

Bicarbonate 15 1558 & 3127° —161.2£ 3021 1911 £ 1147 502 + 688.%"
Mean = oD
*n=0,0451 ,"p=0.0170 vs Control (Mann-Whitney)

[0131] 7I¥=/ NI (ASA) ITDWTIE, A (Citrate: VT VEEH Y
Th- JIVEEF N D LKAYEEESEFIRSEE) 1FCE (Control : OV b
O—JLEE) ([CE L. BEIRFPOT7ZIF=Z/ ANIBREINSETH > —
7. BEE (Bicarbonate : RERKFRF MY U LBIFIRSEE) ICHEB L TEIET
Hote (R4—2—-18R) ,

Ehe, VIVEEAYY DL - VI VBT N D LKYESEF = 12 EE
WEREEICRE TS 2&ICLY. REEDETHDZT7INF=/ ANTBORT
REMESRIICHBRLTEMLE (R4-2-1, 4—-2-28R) , /T
VEEAV DL - VIV RN U LKMIEESHFICLIRPTILF=/ O
NVEEREIEIMIRIE. 51 2B, LEDOON, 6~24BICB1T5
BEARAOTZILF =/ INIVEEREOEMIE,. ABICLEER LT, BEOAD
LYEBMLE (R4—2-28R) .

FREDTZIVFZ /) ANVBEREEMEROTILF =) ANIBIREDLEOD
END, JIVBEAIVDL - VTVERT N) D LAKNYPEESHFIRSICLY
C TIFZOANIBOMAL SRAOHERSMBEI N, FANOHEHHYE
EXNBZETRERINS, FLT6~245BICBIFB7IF=/ INIBEOM
RN SERANDHEESIRIZ. REKFEF NV LHFIEEOHED. VT VED
VoL - DT VEEF M) U LKNYPEEHFIESICLER LW ENRIN
e (R4—-3—-1, 4-3-28R),

[0132]
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Plasma Arginino Succinic Acid

ow 6w 12W 24W 6-24W (45-48)

1973 3343 1403 = 1193 1464 & 1211 1142 & 692 1366 & 1047
1288 & 783 1241 % 647 12+ 9156 1404 & 687 1370 = B6S
N7ex 656 1245 748 1576 £ 2160 1160 & 977 1327 % 1416

[F4-1-1]
#* 4-1-1
Group N
Contral 18
Citrate 16
Blearbonale 16
Mean = 8§D

[0133] [Fk4-1-2]
*® 4-1-2

Plasma Arginino Succinic Acid (oms o0 sRBEER)

Group

N 6W 12W 24W 6-24W (45-48)

Control
Citrate

Bicarbenate

15 4798 + 3374 5084 + 3352 —B830.6 & 3349 ~606.3 + 3285
16 —-47.0 &£ 7237 1358 4 7102 1164 X 666.6 66.9 = 690.0
16 665 % 5655 397741738 ~17.6:+x 7769 1489 = 1134

Mean + SD

[0134] [F4-2-1]

= 4-2-1

Urine Arginino Succinic Acid

Group N

ow 5W 12W 24W 6-24W (45-48)

Control 15 2861 £ 1563 2726 £ 1757 2289 = 1381 1977 £ 10767 2831 = 1433

Citrate 18 2483 £ 1648 2309 % 979 2626 £ 1485 2706 =k 1526 2607 = 1333

Blearbonate 16 2011 £1691 3346 £ 2636 2047 = 2128 3221 4 2486 3071 = 2386

Mean % SD

55=0.0215 vs 0 week {Wilcoxen)

[0135] [5R4-2-2]

* 4-2-2

Urine Arginino Succinic Acid coans o aReMmxn)

Group

N 6w 12w 24w 6-24W (44-48)

Control
Gitrate

Bicarbonate

18 ~1107 £ 1578 -571.8 = 1159 -884.0 % 1363 -531.5 £ 1377
18 —847 1617 14201785 3121 =+ 1591* 1231 = 1630°
16 4347 = 1299 2641 %= 1491 3099 %= 2335  160.2 £ 1756

Mean = 8D
"9=0.0105 and

[0136]

%0=0.0175 vs Control (Mann-Whitney)
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[5R4-3-1]
# 4-3-1 Arginino Succinic Acid - Urine/Plasma ratio
Group N ow 6W 12W 24W 6-24W (45-48)

Control 15 317+ 257 367+ 368 828 347 216% 135 304 % 302
Citrate 16 239k 160 292 231 287+ 327 324 3V 301 = 288

Bicarbonate 16 382:+% 493 8§75+ 980 281+ 18 536 % 860 497 % 198
Mean £ SD

[0137] [F4-3-2]

& 4-3-2  ASA - Urine/Plasma ratio (oas a0 ARMmzR)

Group N 6w 12w 24W 6-24W (44-48)
Contral 15 049 % 326 011 £ 374 -101x 243 ~014x 318

Citrate 16 053+ 261 049 % 355 084x 290 062x 297

Bicarbonate 16 1983% 790 -101 £ 447 254 = 1020* 115 787

Mean = SD
*1=0.0403 vs Control (Mann-Whitney)

[0138] ZJx=)I7EFILITILSZIY (PAG) IZDWVWTIK, ABF (Citrate: &
IVEBAYDL - VIVEET N U LKIYESHFISEE) FCEE (Contr
ol: I bO—JLEF) ICHEER L, MEROT N TEFIVLITILII VIR
ENMEETH->7 (RE5—1—-188) . ABTIICEICERL. %512
RUO24BEOBRARFTII LT EFILIINY I VEENSETH >
7= R6—-2—-188R) ,

T, VIVEA) DL - VIVEFT N D LKMYEEEE ZBEERE
WBEICERETEEICLY, 51 2RV 24BRICETHIRESEDMET
HB2ITIZINTEFIVLIILY IV ORPBENESHNICLEER L TEML L

(RX5—2—-1, 5—-2—-2%R) . ALTIAVHELELEFTH>TH, KB
KRFN)DLEFTREIDOL Y BMRIEFBOLONGD >, JITVEER)
Db JIVEEFN) D LKNYMEERFICEIDRFT I ZITEFILLYT
W I VIREEBMMRE., 851 2B, ORO LN, JITVEBA) D LA
CJIVEST N D LKMDEESHFEZIBUEBRFEEICRS T EICE
Y, REEPETHZ 7 ILT7EFILLINY IV ONFREISHIIC
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EBELTETLE (R5—1—-1, 6—-2-288R) , 7z=ZILT7EFIL
TNEIVOMERERTORIE. VIVBAIL - JTVEBFNID LA
KFIMEEEFNCLLE U, REEKFEFT M) U LHFITHESBOONE (KD
—1-23R),
REOTTZINTFEFIMLINSY I VEELIEFO Iz ZILTEFIL
TIVE I VIREDLLDEN S, VIVEERAY) DL - JIVEF N D LKA
MESMEIESICEY., 22T EFILLITVI IV OMFDSERADHE
MAMEEI N, BRANOHMMMEEINS ZEAR™INAE, ZELTT7z )L
TEFIVLITILI I VOIMADNSRADEERMRIT. T VEBAYDL -5
IV N) D LKNYEESHEEIEESOHED, REBKFEFT N U LEFKS
IR LEnwZ &R INAE (R5—-3 -1, 5—-3—-2%K

(o)

[0139] [F&5-1-1]

% 5-1-1 Plasma Phenyl Acetyl L-Glutamine (PAG)
@roup N ow oW 12W 24W 6-24W (45-48)

Control 1 121+ 534 1144+ 644 1138k 623 1088k 485 1123% 575
Citrate 16 919+ o¢g2° 818 = 523 834 = 3843 9071 172 885 + 709°

Biesrbonate 16 1324 049 1240 = 1062 1153 = 1000 1284 = 945 1226 £ 983
Wean = D
*5=0.0326 and "p=0.0065 vs Control (Mann-Whitney)

[0140] [5=5-1-2]

[0141]

& 5-1-2 Plasma PAG (o@s oo 4RMAER)

Group N 6W 12W 24w 6-24W (45-48)

Control 15 229+ 5211 171 % 4453 327 k= 4681 24 = 4689
Citrate 16 —101.4+ 6660 456+ 5212 128+ 5786 -—244 * 583.2

Bicarbonate 16 -840 = 6361 —1716+ 8969 -403+% 5147 ~98.6 % 688.1
Mean & oD
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[55-2-1]

% 5-2-1 Urine Phenyl! Acetyl L-Glutamine (PAG)

Group N ow 6w 12w 24W 6-24W (45-48)

Control 15 946801 == 62107 86419 = 91066 75897 %= 68238  Go028 = 90032° 74116 73634
Citrate 16 73688 & 76268 73505 = 49199 85591 :£104730 91951 106696 83682 £ 69253

Blearbonate 16 124676 2149757 144753 246773 82478 1120437 100902 = 91424 109378 163928
Mean = S0

*p=0.0151, "p=0.0335 ve 0 wesk {Wilcoxon)

[0142] [F*5-2-2]

# 5-2-2 Urine PAG (o#n50 4R

Group N 1 12% 24w 6-24W (45-48)

Conirol 15 -8382 & 71407 ~18904 x 61477 -34773 & 48511 —20687 =+ 61034

Citrate 16 —183 4 55548 11002 & 57092° 18263 + 60893" 9994 =+ 57168%¢

Bicarbonate 16 20077 & 118811 —42148 % 85069 -~23774 2117957 —13663 =+ 74566
Mean = oD

Sy=0.0105, °p=0.0062 vs Control and *p=0.0287, “p=0.0282 va Bloarbonate (Mann-Whitney)

[0143] [%&5-3-1]

& 5-3-1 Phenyl Acetyl L-Glutamine (PAG) - Urine/Plasma ratio

Group N ow 6w 12w 24w 6-24W (45-48)

Control 15 974889 7111436 62.3 = 304 530 4 335° 6224362
Citrate 16 9504529 10654+ 4% 991 2886 1085 045% 1044 x 844"

Blearbonate 16 1022 4 965 93.7 + 840 704 + 468 879 11164 87.3 £ 86.2
Mean & SD

%=0,0358 and "p=0.0107 vs Control (Mann-Whitney)

*p=0.0103 vs 0 week (WHcoxon)

[0144] [5=5-3-2]

% 5-3-2 PAG - Urine/Plasma ratio (0@t 50 A%pik®)

Group N 6w 12¥ 24w 6-24W (45-48)

Control 15 2632820 -351%:766 -—-444x747 352+ 764
Citrate 16 104 £ 582 14£814 136x 775 86+ 715°

Blcarbonate 16 -85+ 578 —31.8+ 81.8 —~43 21338 ~149 % 953
Mean £ SD
bn=0.0194 vs Control (Mann-Whitney)
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[0145]

BRREEMVEOMERRE. RHRPRE. BHARPORE &MEFRDORE
DLICDWT, VT VEAY DL - VI VBT MU D LKYEEEEA (Cit
rate) RUREEKEF MY ™ L8F| (Bicarbonate) DMWREED B & TRD
£2IC%, TRP., HREEWE, JTVEBAYIL - VI VBTN DL
KIPEEEHF (Citrate) DIFEIFKEEKES b D LEF (Bicarbonate
) THY., REEKZEF MY I LEFH (Bicarbonate) MDIFEE I T VEED Y D
LT VBT N LKNDEERF (Citrate) THS, I bO—ILE
XIGWREFICHR L TERICHRNMES L X0/ RHEIN. v bhOo—
VB RERICN L TARICHRDE D E TR XPAREHI W, BEED
BRWEZEIF, —DREINTWS, Ab. BERPOS » FFVIVHRERIRE
IKDOWTOIY hO—JVEHICH T 5 BEKER T MY D LRK (Bicarbonate)
FEBEOMRICOVTIE, FTRICBWT (O) &RB#FLTWD, Thid. &
k=T MY D LEFE (Bicarbonate) #G5EIE O bO—JLERICLE®R L., B
RICERFRFADA ¥ FFVIRBERRE ZIEIMT 2D, RESFEBERTIICILER LR
BKFEF MY D LEF (Bicarbonate) #S5EDEHRA A » NF 2V ILRER
BENMETLTWRZEND, 1Y REDIVFREBORAB~DHEEHORESRH
HBHEINENHIBTTERUWALTH S,

TRIY, PILAVEERICEZ0MK (T FORSEDEREE T
RiE AV RFFVUGRE (1S) RUTzZUTFTEFILINSIZIY (PA
G) THHREICERO LNz ZDIBA Y REDVIVEREE (1 S) T, VI VEE
AVDL - VI VEEF N O LKMYEESHE (Citrate) DRSH KK
F ~ U L8F| (Bicarbonate) M5 L YEEEICEKT L,

Fle. TILA)MERIC L ZIRPORSEDEREIEMDR (RAEANDIR
SRMEHHDR) . 1V RFVUHE (1S) . p—JLYILEE (P
CS) . BREE (HA) . ZUF¥=/ONnJ8 (ASA) RUT7IZILT7E
FILLINEZY (PAG) THEILROOSN, TOIEA Y FFIIE
B (1S)., p—2LIYNLEE (PCS) RUTZIZATEFILLIILS X
Y (PAG) T, VIVBAY VL - VIV N) D LKNYEEHESE (C
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itrate) DS HKEKETF MY D LEF (Bicarbonate) DI%5 & YEREI(C
FRADREEDERE (FREPE~OHEM) HAEML .,

T A VRIS L B IMFRD SREANDRSEDEFMSIR (HRAHEHDD
R) B AVRFUURE (1S) . p—27LYVIERE (PCS) kU7
“WTFEFIMLITIVSZTY (PAG) THREICROOLNE, TDO2BA4 VR
FUNGME (1S) T VIVERAVIL - JIVEFT N D LKMDES
BE| (Citrate) DIXGHREEKFET MY U LEF (Bicarbonate) DG &
YBRZ ICMAD SFRANDRSEMEH (RAHE) 2EMNL &,

[0146] [5%6]

M R R P ORFBEDERE BT T T MY L AIDEE—Cont, fHRIELE—

18 PCS HA ASA PAG
= | e
Cont HEE | Com WHHEE | Com WHEE | Cont HEE | Com HEE

Plasma O @] - X - - - - Q -

Citrate  |Urine @) O O O @] - - O O
U/P ratio @] O O - - _ _ _ 0 _

Plasma - X - 0 X - - - - -

Bicarbonate |Urine (@) X - X - - - - - X
U/P ratio O X O - X - - _ _ _

FELNEIR: Plasma | Urine T U/P ratio DRBELLE:O  PRBEDLEN  FEESROEE: -~

[0147] EEBRLY. BILT. JTVBAVDL - VT VBT N D LKMDERS
EA, RERKFRF MU LRBICLHE L T, SWRSEDEOFAEEHED
RERETDHIENEBTES, e AT—YG3bDHAALTRAT—Y
G2DEMEBRBEBEICTLAVMERNZRET S LT, BUEBREROE
TEIMHTES &, ELT RKBKFEF NI LEFACHERL, JT VB
AVDL - VI VEEF N D LKNMESHFOGH, L YIEHBRBOE
T=IHET 2 ENTERINT,

[0148] &/ REDB2-7470707) VERVILEFDI A FVCE%
AELEERELUTICRT,

[0149]
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[£&7-1]

Table 7-1 Urine B2-microglobulin  (pg/L)

Group N ow oW 12w 24w 6-24W (45-48)

Control 15 1008+ 852 458+ 1632 158.9+ 1673 1872+ 36638 1643 2459
Citrate 16 1007+ 812 931+ 469 887+ 8539 15444+ 1818 11926+ 117.1°%
Bicarbonate 16 990+ 628 2163+ 2282° 2645 3019 2610+ 301.5% 2082% 2558°
Mearn + 5D
*p=0.0338, “p=0.0220 vs Conirol and bpﬂ&m77, dp=0.0156 vs Bicarbonate (Mann-Whitney)

*p=0.0110 and p=0.0063 vs 0 week (Wilcoxon}
(OMOBEMI-H B L)

[0150] [£R7-2]

Table 7-2 Urine B2 microglobulin  (0#»50 Aug/LiH)

Group N W 12w 24w 6-24W (45-48)

Control 15 450+ 1533 591+ 161.7 864+ 3618 635+ 2403
Citrate 16  -146+ 593° -222+ 987% 467+ 1899 39+ 1298*
Bicarbonate 16  117.3+ 2207 1655+ 2820 1620+ 9818° 1483+ 9584"°

25=0.0095, %p=0.0415, ®p=0.0295 vs Bicarbonate and "p=0.0002, “p=0.0437 vs Cantrol
(Mznn-Whitney)
(OROWMI=HEELL)

[0151] [%k8]

Table 8 Plasma Cystatine C (mg/L)

Group N oW oW 12w 24W 6-24W (45-48)

Control 15 1209+ 0397 1181+ (.423 1155+ 0.372* 1173+ 0.339 1173 0.37L
Citrate 15 1040x 0262 1069+ 0.228 1.066+ 0.254 1089+ 0250 1.076+ 0253

Bicarbonste 16 1.1656% 0.296 11714+ 0281 1151+ 0285 1141+ 0275 1154+ 0278
Measn +- 8D

" Not Significant hotween Groups (Mann-Whitney)
*p=0.0303 v= 0 week (Wilcoxon)
(oRMOBMI-FKELL)

[0152] MIWFDIRIYFUCOREIE. A (Citrate: VT VBAHY DL - VT
VBT MU D LK ERAIIRSE) . BEF (Bicarbonate : [RERKES b
) LABEKIEEEE) RUCEE (Control : O hO—JLEE) BTEIKARL, ¥
IVEBAYDL - JIVEEF MY U LAKIYMEESHFIIES XIS KEBKES b
)0 LBEFIR SIS L DRRAEDOBBENDHEIZRO bhah o7k (k8) .
—H. RBOB2-<4-00707 Y VREILDWTIE, ABE (Citrate:
VIVEBAY DL - VIVEET N D LKNIYESHEIRSE) ECE (Con



WO 2018/193752 106 PCT/JP2018/009679

[0153]

trol : A2 bO—JLEF) B L, KPDB2-<4 o070 7) ViRED
RIETHY. BE* (Bicarbonate : [REEKFEF b U LRFIKEEE) ICLLEL
TH, AR (VITVBAY L - VI VEEFT N O LKNYPESRF IR SR
) 1. RAOB2—-<A4 0707 VIRENMEIETH >/, BEE (Bicarbo
nate : REEKZTRS b U LARFIRESEE) XCEE (Control : O hO—JLEF)
I L, RPADB2—<4 0707 ) ViRENSETH . FTVEE
AVDL - VIVEEF M) D LKIYEEREFIESICEL Y. FHETICHED
FRADB2—<44o0707") VREEMIMIEISI h, H5R0& L LIRS
DBR2—-<470707 ) VREILEEN W RO LN,

INLDBRMNO, VIVEEAYV DL - VI VEEF N 7 LKFYEL S S
B S IC & YIRHETICH D IRMEBREE CARURMERS) MEIIhs 2
ENREINS, T REKFRF M) U LREFIESICL > TSREETICH
S RMERE GEMRMERS) MMIFIINT., CULABET I EARE
hiz, IhboDIRITRES6BERLYED LN,

T, VIVEEAY DL - VI VBT MY D LKNMBEEEFIEEICE D
RADORSENEREEINDERVCNFORSENERERTURIE. /T
VAL - VIVEEFT N U LAKIYEESHFIESICEIDZRIDOB 2 —
RA4o0707) VgEBNEIR EEEBIFERO NG >k, VIV
AUDL - VITVEEF M) D LKIMEEEFIESICL DRPANDRSED
B EEDRIE. RRERCIEMRMEOESINHELZ FHARE TRV &
DRI N,

HEREAIROG., 12RKRU248% (6W, 12WKU24W) TORERS
DAY RFIIEGE (1S) RESMEOS Y FFUIUMHE (1S) RED
AR A, CEf (Control : O hO—JLEY) . ABf (Citrate: VT VRN
VoL JTVEEF N D LAKNYEESRFIRSE) . BE (Bicarbonate :
REBKZFRF M) 0 LEFIRSE) kRUE2EE (AR, BERUCEOLESE
) DENEFNICDWTPearsontREZBWTHIT L, TORBRZE 1 ~E4

ICRd,
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VRFUINBRBICOWTE, VIVEBBAY UL - VIV MY T LK
MMEERFIR ST Iy bO—LEHCLEE L, MEPRESRPBREILS
WHEREMED RO b, RERKRF M) U LRFRSEICLEER L TEaVWERE
HEARDOLNE (M1 ~3DrgE2sR) . (1 ~4H056, JIVEEADD
L T VBT N U LKNPEREEHFIESICLYILPRD A > K2 IVERE
REICIRE L TRPAA Y REVIVREIMEFERINS Z ENREBI N, I
RDA Y REVIVHEBEBEIKE LIERFADA ¥ REFVIVHBOEHRIC &
Y. 42 RFDIVRBOLFREDOBMAIEI I h, MAq > FF2ILERER
BEERFDA Y REFVIHRBEEDOLA—EDEHEICARD I ENREBIN
T=o

[0154] EERRIL6. 1 2RU'24:58% (6W, 1 2WRU'24W) TORFRF
Dp—2 L2V (PCS) REEMEDp - LYLMGE (PCS) &
EDHEEM%E, CEE (Control : Ov bO—JLEE) . At (Citrate: VTV
BAhVIL - JIVEEF N D LKNYEEREIRE5E) . BEE (Bicarbona

e: REEKFTERFT M) U LHAKRESE) kUueBE (A BERUCEHOSE
£BE) OFNEFNICDWTPearsont@EZFHWTHEMN L, TOHEREX5 ~
B 8IZRT,

p— VL IIIREICOWTIR, I hO—ILE. JIVBAYDL VT
VEEF M) D LK EEFRSERVRKRIEKRT M) U LEFRSEHT
. MERREERPEEICHEBUENROON., VIVBAYDL - VTV
F MY D LKNYEERFIE SR UREEKFRT MY U LABFIRSET

FYUBSWEBRMEIEDONE (I5~TD rExBR) ., I5~815, K
BEKZRFT MU D LBRRSESIGIVIVEBAY) DL - VI VEEF MY D LK
MEEEEIRSICEYMFDp — 7 LY NHRBIREIIKE L TRA~Np — 7
LY WHRBAIEER XM D Z EARBINL, MBDp — 2 L JILHEEBEEIC
KELEREADp — 7 LI HRBOEBHICE Y. p— o L2 ILEREO L
REOBMAINEI I, MAp -2 LY IIHMBREERFDp —7 L VIR
BREDLLNA—EDEEICADZ I ENRBI N,
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[0155]

[0156]

[0157]

HEREAIROG., 12RKRU248% (6W, 12WKU24W) TORERS
OFRE (HA) BELIEOFRE (HA) REOHERBEM%Z. CE (Contr
ol: avbO—)EE) . AEE (Citrate: VT VERAV DAL - VT VERFNY
D LKMMESRFIRS5EE) . BEE (Bicarbonate : EEKE T b U LHFH|
#E58) RULEE (AR, BERUCHOE2EE) OThTHIZTDWTPea
rsonfREZFAWTEIT Lz, TOHREZKO~K1 2I1ZRT,

BREICOWTIE, A hO—WE JTIVEEA) VL - VTV Y
D LK E BRI SR VKREBAKET MY D LBFIRSE T, MFEFR
ELRPREICSWVEREREED Shah >k,

HEREAIROG., 12RKRU248% (6W, 12WKU24W) TORERS
DOF7NF=/ANIE (ASA) RELMBEOTILF=/I/NJE (ASA
) BEOMEREMSE, CE (Control: I hO—JLEF) . AEf (Citrate: ¥
IVEEAY DL - VI VBTSN D LKNYEEEFIRSE) . BE (Bicar
bonate : (REEKZRFT M) U LEFISE) kU'eEE (AR BERUCEH
DEBE) OEFNEFNIZDWTPearsontREZFAWTENT Lz, TOHEREH
13~16IIxR7,

FIFZ/OANIBIZOWTIE, IV hO—)VE, JIVBAYDIL -7
TVEEF M) D LKNMEEEFRSEHRVCREEKERT M) U LB S
T, NFEFREERPRBEICEWVEREIERO S ok,

HEREAIROG., 12RKRU248% (6W, 12WKU24W) TORERS
D7TZNTEFILIILSZIY (PAG) BEEMBOIIZLTEFI
LILS3Y (PAG) REDOHEREME%Z, CE (Control: O bO—JLE¥)
. AEt (Citrate: VT VERAY VL - VT VEEF N D LKNYEESEFIR
5%f) . BEf (Bicarbonate : [REEKFTF U LHRAIRESE) RULBE (
AEt, BERUCEOELESE) OTNEFNIZDWTPearsontRiE % F LN THEMT
L7ze ZDEREH17~H2 0177,

TJIZNTEFILLILIZIVICOWTIE, I hO—ILE. JIVEH
VoL - DIV MY D LKNMESEHFIEESERVCREBKERST N DL
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HEKR ST ORPRESRPREICHBEIROLON, JITVERADD
L JIVEEF M) D LKIYEERFIESEHICLEER UREBKEF M) U A
BEREBETIYSVWEBESRDONE (B17~190 rEE2SR) .
17~2005, REBKFRF NI DVLEERERIZ VI VEBA) DL -0
IVBF N D LAKMYESHEIIEESICLYNFO T LT EFILLINL
IIVBEILKELTRPANT I DT EFILL IV I VRTINS Z
ENRTRBINA, MPOT7TZATEFILLILY I VEBICKEL RS
ANDTTZIITEFIMLITILSIVOHERICELY., J2ZIT7EFILLITL
Y IVOIAREOEMAE IR, MR 7L TEFILLIIVSI VIR
BERADTZzZNTEFIVLIILEY I VREDOLA—EDOH#HEICARD I &
NRBI N,

[0158] E\BRFA4( 6. 1 2RU24:8% (6W, 1 2WRT24W) TD, 1K
FOUME (1S) . p—JLYILEE (PCS) . BRE (HA) [ 7L
Fz/)anyE (ASA) ROGZ7zZAT7EFIMLTILSZIY (PAG) O
BEiREEOEREMEE, CE (Control : ¥ hO—JLEE) . AR (Citrate
DI VBA) DL - VI VBT N O LKNYEBEHFIRSE) RUBE
(Bicarbonate : REEKZFEF ') U LEFIIRSE) DEFNENICD UL TPearso
MREEFAWVWTHEN Lz, TORBRERIITRT, T “Contro” (O hO
— VB %, “Citrate” ZVIVEEA) DL - JIVEES N D LKMHES
BIFIHSEE%, “Bicarb” IXREEKFET N Y ARBIRSEAETRT,
FTOFER, VIVEEA) DL - VI VEET N D LKAYEESEFIRSE
TlE. 1Y RFIVIHBBETDIZLTEFILLILIIY, p—Y LI
BETJIZNANTEFIVLINSIY, PILFZ/)OANIBETIZLTEF
WLITWLS T TaWERMENRO Nk, REBKET N U LEFKRSE
Tl AV RFEVIUHBETILXZ ANV 1V RFVIBBE 7=
WF7EFIVLTNLIZIY, p— P LINBBETIEFZ AN p—7
LYWRBE 7V TEFILLIVIZIY, PILFXF=Z)INIBET T
WZ7EFILLTILEY I TERWERENROON ., VIVBA) DL - Y
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[0159]

[0160]

IVEFMN)DLKAMPRERFIL. 1V RFIURE. JzZL7EFIL
LONVES IV, p—P LINRBRCTIVFZ ) ANJEEERRQEE TR
FREZSOSARENREBIN, T KEBKEF M) ULHEANZ. 1
YREVILRE., JIZIVTEFILLITVIZIY, p— VL IIIRBROT
WFZ ANV BERKRSEIBTRABELZRO S HREENTBR I N,
[£R9]

K9 SODRFREME D, RFMREITTHHEOBEEMRLZE

IS PCS HA ASA
Contro | Citrate | Bicarb | Contro | Citrate § Bicarb | Contro | Citrate | Bicarb | Contro | Citrate | Bicarb
0.5388 .578¢ .6F
PCS 385] 0.5789] 0.6500 _ _ ~ N B _ B _ B
0.0001] <0.0001] <0.0001

0.5439] 0.4184] 0.6281] 0.4106] 0.5114f 0.4176

HA 0.0001} 0.0031} <0.0001] 0.0051] 0.0002] 0.0031 } }

ASA 0.6935] 0.6207] 0.7537] 0.7631] 0.6964] 0.8596] 0.5791] 0.2946] 0.4946 B _ _
<0.0001] <0.0001] <0.0001] <0.0001} <0.0001§ <0.0001] <0.0001f 0.0421] 0.0004]

PAG 0.6484] 0.8370] 0.7638] 0.8811] %‘l L48§| 0.3582) 0.3843] 0.5954] 0.6510] 0.7108f 0.7385]
<0.0001] <0.0001] <0.0001] <0.0001j <0.0001] <0.0001] 0.0157] 0.0070] <0.0001] <0.0001] <0.0001} <0.0001

LB AREERE (o). FE: A EAYE(p), Pearson, r YOI TEEM L,  3BEHLEBR(6-2418. n=45-48)

AERBIIE 6. 1 2R UV245B% (6W, 1 2WRU'24W) TD, 1 VK
FOUME (1S) . p—JLYILEE (PCS) . BRE (HA) [ 7L
Fz/)anyE (ASA) ROGZ7zZAT7EFIMLTILSZIY (PAG) O
MmEEEEOMEELE%S, CE (Control: O hO—JLEE) . AEf (Citrate:
JIVEERY DL - VI VBT N DLKNYEEEEAIRSE) RU'BE (B
icarbonate : [REE/KZERF b U LAHKIEESE) DENENIT DWW TPearsont®
EERAWTHENTLE, TORERERT1 0ICRT, KRB “Contro” (F3> kO
— VB %, “Citrate” ZVIVEEA) DL - JIVEES N D LKMHES
BIFIHSEE%, “Bicarb” IXREEKFET N Y ARBIRSEAETRT,

FTOFER, VIVEEA) DL - VI VEET N D LKAYEESEFIRSE
Tl 1Y REVLRBEr - LIYLHE. 1Y REVIBBET7 L
TPEFILLIVIZIY, p— VLI IURBETIZNTEFILLIILSIY
TEWEEMIRD 5N, RKEKEF MUY LEARESETIE, 1V RF
VIIVEREEE p — VLY RBTEWERMESRO N, JIVEEAY UL
O IVERF MY D LKIYEEEFIL. 1Y RFIIFE. 7oL T7t
FILITWII VR -V LY RBERFLOEETCOHRELZETIE
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DEERMENTERINE, . RBKRFTMNIILEFE, p— 7L IR
BRERCIJIZILTEFILLIVY IV ERABAEETCOHREEZETIES
AREMNTEBINZ, VIVEBAY DL - VIVEET N U LKIYESSH
Bl & REERKFTRSF MY U LEAITIE, REEVEOMHREZET I 2HE
HIEET B ENRBRI N,
[0161] [$k10]
10 5ODRBEWED, MM IREICH T2/ A 0Bt 2

IS PCS HA ASA

Contro | Citrate | Bicarb { Contro | Citrate | Bicarb | Contro | Citrate | Bicarb | Contro | Citrate | Bicarb

e |0a4s8] o.718] oseraf B B B

0.3351} <0.0001] <0.0001

HA -0.0656] 0.2504] 0.0056} 0.0424] 0.2841] 0.2949) _ B _ _ B _

0.6686 0.0896] 0.0002] 0.78491 0.0504] 0.0580

ASA 0.4001} 0.3069] 0.3690} 0.3629] 0.1660] —0.0486] —0.0538] 0.0068] 0.2653

0.0065] 0.0359] 0.0107] 0.0155] 0.2649] 0.7428] 0.7255] 0.9640] 0.0896|

PAG 0.0333] 0.7664] 0.6513] 0.75520 0.9037] 0.8486] 0.1058] 0.2464] 0.3978] 0.0752] 0.1880] -0.1434
0.8280] <0.0001| <0.0001 <0.0001| <0.0001 (0.0001| 0.4890 0.0950| 0.0091} 0.6050} 0.2057] 0.3307

LB RBARER (D), FE:EEKYE(D)., Pearson, r 0.7 FREALI-,  SHELESR (6-24, n=45-48)

[0162] EBRBAsART (OW) | WCEHERBEIAG, 1 2RV 24B% (6W, 12
WRU'24W) TD, BEARDRILE%, CE (Control: I bA—JLEF)
. AEt (Citrate: VT VERAY VL - VT VEEF N D LKNYEESEFIR
58) RU'BE (Bicarbonate : ikEE/KES M) U LARAKREE) OEThTh
IKDWTHEH LIz, TORERAR1T1-0—-11CR7, T/, RAREBEIL
5, HERFIB6. 1 2RV 24BHOZREEOCELEE. HAREBETIOR
LEEICH T 5 %85 E, ROHRFERAIORIEENSDEDE L TTHERT
1-0—-2RUCKI1-0-3ICFNETNRT, RB. RILEIF. REEEET
(PAL-09S, (BR) 74 3. W®. HAX) ZAVWTRAE L%,

[0163] [F<11-0-1]

# 11-0-1 Urine Specific Gravity
Group N oW 6W 12W 24W 6-24W (45-48)
Control 15 1.014£0.005  1.013+0005 1.011+0.004*  1012+0.005  1.012+0.005
Citrate 16 1.012+0.006  1.013+0005 1014+0006  1.014+0.006  1.0140.006
Bicarbonate 16 1.01420.007  1.014+0.006 1.013+0.005  1.016+0.007 1014+ 0.006
Mean +- 8D

Not Significant between Groups (Mann-Whitney)
°p=0.0464 vs 0 week {Wilcoxon)

Not Significant between Groups (Kruskal-Wallis & Dunn)
(GEORMI-FEELL)
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[0164] [F11-0-2]

# 11-0-2 Urine Specific Gravity (+A%HE vs 0if)

Group N 6W | 12W° 24W 6-24W* (45-48)
Control 15 99.96 +0.52 99.77+0.40%  99.80+0.51° 99.84 + 0.48™>¢
Citrate 16  100.11+0.65 100.22+0.54  100.23  0.60 100.20 +0.59
Bicarbonate 16  100.02 + 0.53 99.89+0.58°  100.17 +0.61 100.00 + 0.57
Mean +/- SD

*p=0.0023,"p=0.0577.p=0,0734,%p=0.0289 and_"p=0,0715 vs Citrate (Mann-Whitney)
*p=0.0100, "p=0.0652 (Kruskal-Wallic) and °p=0.0084, “p=0.0941 vs Citrate (Dunn)

[0165] [5R11-0-3]

3 11-0-3  Urine Specific Gravity (JZ#IE vs 038)

Group N 6W 12WP 24W 6-24W* (45-48)
Control 15 -0.0004+0.0053 -0.0023 +0.0041%% -0.0017 £0.0043° -0.0015 +0.0046>¢
Citrate 16  0.0011+0.0066 0.0022 +0.0055 0.0023+0.0061  0.0019 +0.0060

Bicarbonate 16 0.0002 +0.0054 -0.0012 £0.0058° 0.0017 +0.0062 0.0002 +0.0058

Mean +/- SD
*p=0.0023,2p=0.0592.°p=0.0704,°p=0.0289 and_*p=0.0746 vs Citrate (Mann-Whitney)
*p=0.0102, "p=0.0668 (Kruskal-Wallis) and ‘p=0.0085, “p=0.0956 vs Citrate (Dunn)

[0166] _LEEM#ER. CEE (Control : I bO—JLEE) ICLEE L. AEE (Citrate
VI VAU DL - VI VEEF N D LKNYEERFIESE) RUBE
(Bicarbonate : iBEKZER T b U LRFIEE) Tk, HRFEHG., 12K
V2 4BRICHT T, REEOEIHFIND D, XIZEBMT 2 ERAHER
bhic, &/, BEE (Bicarbonate : KEEKERFT b U ARKIRGSE) ICHR
L. A% (Citrate: JTVBAY DL - VI VEEF N D LKIYPEEESEE
BEE) OAN RIRBRLLEDN. LYHKEINDI D, XIFBINT 2 EAHER
Hobnl,

PRECE DHERFSISIBEMIE, BRBEDHITXIIHBICE D LD LEHFTE
5, LEeh>T, UEDZ &S, RT—YG3 bDHFRLTRT—IG2
DRUEBREBEBEICTIVAMAEFZRETE T, BEBRERBOETZ
HETEBZ &, LT REBKERF M) DLEFICLER L, JT VA
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DL JIVEF N D LKNMESHEHFIOAN, LYIEMBRKROETE
WHT D EAREBINS,

[0167] EERBAsART (OW) | WICEHBRFEKGE. 1 2RV 24B% (6W, 12
WRU24W) (L8172, BERFPORSEME. T7abb, 1V RFVIL
WEg (1S). p—2YLYLEE (PCS) ., ZJXZUW7EFILLILYZ
v (PAG) . BRE (HA) RUTZILF=/aNJEE (ASA) ORE%
. EFhEN. REREIRET (OW) | WICHRBK 6. 1 2RV2 458% (
W, 1 2WRT'24W) LB ERFRORIEEZBVWTUTOXTHIE
L7fE%., C& (Control: a> bO—JLE) . AEE (Citrate: VT VEEA
VoL JIVERT MY D LKNMBEEEFIREEE) RU'BEE (Bicarbonate
: RBBKSR T M) D LBEIRSE) OFhTNICOWTENT L, EAEHE
., EFHRE. 1995F44518, 719~838%#SRB L7, APy, RILET 022%
HEREBICRE L,

LEEREME (BA/1.022 - UG) =AMEX (1.022-1.000) / (LLE(E-1.000
)
ERAER11-1—-1, %11-2—-1, %K11-3—-1, k11—-4-
1RUOKRT1-56-11LR7, . SRABRTINS. HRFAKOGE. 12K
V2 4BRICHITE. BRRPORIBREENEORESEZ. ThThIRILE
THELLBEOELESE., HBRRBROMBHEEMEICHTT 2% ERE. R
AERFBRIORIGSHEENLDESE LT, FEEx11-1-2, 11—
1-3, %11-2—-2, %11-2-3, %11-3—-2, %11-3—
3. K11 —-4-2, K11-4—-3, K11-5—-2, RUOK11—-5—
SICENETNTRT,
[0168]
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[F&R11-1-1]
# 11-1-1  Urine IS (ug -mL?Y/ 1.022-UG)
Group N ow® 6W 129w 24W 6-24W"(45-48)
Control 15 65.0+27.5°  587:330°  60.9+242 5351106  57.74258°
Citrate 16 66.1+51.1°  55.6%346  T49:8L5 71.1+546  68.2=+59.2"
Bicarbonate 16 92.6 + 43.5° 83.3+41.9 65.5 + 29.0° 81.1+41.6 76.7+38.0
Mean +- SD

°p=0.0849,°p=0.0559,"p=0.0065,p=0.0729,°p=0.0266 and p=0.0849 vs Bicarbonate (Mann-Whitney)
°p=0.0052 and "p=0.0730 vs O week (Wilcoxon)

"p=0.0844."p=0.0301 (Kruskal-Wallis) and ‘p=0.0909.%p=0.0385 vs Citrate (Dunn)

(OEOHBIEEEBY)

[0169] [z&11-1-2]

% 11-1-2 Urine IS (pg -mL*/1.022-UG, %+85HE vs 0i8)
Group N 6W 12W 24W 6-24W?(45-48)
Control 15 88+ 26 118+ 101 96 = 55 101 = 67
Citrate 16 103 = 67 110+ 62 117+ 70 110+ 65
Bicarbonate 16 95+ 30 77+ 42 95 + 59 89+ 45
Mean +- SD

Not Significant between Groups (Mann-Whitney)
Not Significant between Groups (Kruskal-Wallis & Dunn)

[0170] [Z&11-1-3]

# 11-1-3  Urine IS (ug -mL*/ 1.022-UG, AEHHE vs 038)
Group N 6W 12W° 24W 6-24W*(45-48)
Control 15 6.3+ 17.4 -42+270° -13.8+209  -81+220
Citrate 16 - 7.5+ 36.7 8.8+ 44.6" 5.0+ 44.4 2.1 + 41.8*°
Bicarbonate 16 -9.3+£27.7 -27.0+32.9 -11.4+40.8 159+ 34.4
Mean +- SD

°p=0.0251,%p=0.0135 and ‘p=0.0651 vs Bicarbonate (Mann-Whitney)
°p=0.0648,"p=0.0368 (Kruskal-Wallis) and “p=0.0581,%p=0.0429 vs Citrate (Dunn)

[0171]
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[FR11-2-1]

#11-2-1 Urine PCS (ug -mL"/ 1.022-UG)

Group N oW eW 12W 24W 6-24W(45-48)
Control 14-15 86.7 + 80.6 91.8+ 72.3 73.8+ 89.6 59.8+ 69.8 74.8+ 77.2
Citrate 16 61.1+ 64.3 74.6+ 59.6 68.7+ 60.2 91.2 £ 1010 78.2 % 75.1
Bicarbonate 16 113.0 £119.5 98.1+ 1183 66.7+ 73.0 84.8+ 86.0 83.2+ 93.2
Mean +- 8D

Not Significant between Groups (Mann-Whitney)
2p=0.0507 vs 0 week (Wileoxon)

Not Significant between Groups (Kruskal-Wallis & Dunn)
(CEDFEMICHERZELL)

[0172] [F11-2-2]

7 11-2-2 Urine PCS (ug -mL* 7 1.022-UG, %483 & vs Oif)

Group N 6W* 12W 24WP 6-24W*(45-48)
Control 14-15 152170 117+ 169 85+ 97% 121 + 149%¢
Citrate 16 193 + 160 343+ 829 209 + 216 248 £ 497
Bicarbonate 16 83+ 34%¢ 105+ 112 265 + 540 151 + 323"
Mean +- SD

p=0.0095, *p=0.0125, °p=0.0149, “p=0.0240 vs Citrate (Mann-Whitney)
*p=0.0129,%p=0.0449,°p=0.0269 (Kruskal-Wallis) and *p=0.0250,%p=0.0439 1p=0.0393,
£5=0.0849 vs Citrate (Dunn)

[0173] [F&11-2-3]

# 11-2-3  Urine PCS (ug -mL*/ 1.022-UG, AEHE vs 0i8)

Group N 6W 12W° 24W° 6-24W*(45-48)
Control 1415 -1.0=41.7 -12.9+58.7 -28.7+£50.2% - 14.3+51.4*°
Citrate 16 13.5+39.7 7.6+53.3 30.1%64.2 17.1+58.1
Bicarbonate 16 -14.9£366° -46.3+684%  -283x844 -20.8+66.1%7
Mean +- SD

*p=0.0226, °p=0.0007, °p=0.0214, *p=0.0287 and *p=0.0465 vs Citrate (Mann-Whitney)
*p=0.0025,p=0.0661,'p=0.0795 (Kruskal-Wallis) and *p=0.0020,°p=0.0736.5p=0.0863,
€h=0.0849 vs Citrate (Dunn)

[0174]
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[5&11-3-1]

F11-3-1 Urine PAG (pg -mL'%/ 1.022-UG)

Group N oW W 12W 24W 6-24W(45-48)
Control 15 146.4 + 88.2 143.8 £110.4 144.8 +105.4 1089+ 82.4% 1325+ 99.3
Citrate 16 124.2 £ 94,3 143.8 £145.6 126.4 +108.7 145.3+147.4 138.5 +132.5

Bicarbonate 16 203.6 +169.1 202.9 +260.9 136.0 £141.4°  147.1+116.4 162.0 £182.5
Mean +/- SD

Not Significant between Groups (Mann-Whitney)
*p=0.0302 and "p=0.0110 vs O week (Wilcoxon)

Not Significant between Groups (Kruskal-Wallis & Dunn)
(GROEMIcHEXELL)

[0175] [£&11-3-2]

#11-3-2 Urine PAG (ug -mL*/ 1.022-UG, %#8%HE vs 038)

Group N W 12W 24W B8-24W*{45-48)
Control 15 108+ 70 113 = 67° 85+ 48 102+ 62
Citrate 16 132+ 104 113+ 93 122 +108 123 +100°
Bicarbonate 16 97+ 71 76+ 60 88+ 49 87+ 60
Mean +/- SD

*p=0.0828 and ®p=0.0799 vs Bicarbonate (Mann-Whitney)
Not Significant between Groups (Kruskal-Wallis & Dunn)

[0176] [3&11-3-3]

# 11-3-3  Urine PAG (g -mL?/1.022-UG, AEHHE vs 0)

Group N W 12wW* 24W 6-24W*(45-48)
Control 15 - 2.6+ 86.0 -1.6+841% -860% 707  -13.4+80.4
Citrate 16 19.7 £90.3 2.3+ BL.7° 18.0+ 59.8° 1442 79.9%
Bicarbonate 16 -0.7+162.0 -67.6x91.9 -56.5+113.7 -41.6+126.8
Moean +/ SD

*5=0.0078, *p=0.0385, Yp=0.0491 vs Bicarbonate and “p=0.0712 vs Control (Mann-Whitney)
*0=0.0248,°p=0.0613 (Kruskal-Wallis) and °p=0.0197 vs Bicarbonate (Dunn)

[0177]
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[3R11-4-1]
# 11-4-1 Urine HA (pg-mLY 1.022-UQ)

Group N ow 6W 12W 24W 6-24W(45-48)
Control 15 219.0+157.4 188.8+124.5 169.2 + 64.3 164.3+90.9 1741+ 949
Citrate 16 201.2 £109.8 209.3 £160.3 176.9+97.7 176.1 £129.8 187.7 £120.5
Bicarbonate 16 202.3+185.6 161.8+111.1 171.1 £ 87.0 177.7+£111.0 170.2 £101.6

Mean +- SD

Not Significant between Groups (Mann-Whitney)
Not Significant vs 0 week (Wilcoxon)

Not Significant between Groups (Kruskal-Wallis & Dunn)

(OBOFHMBIHEZLL)

[0178] [3&11-4-2]

F 11-4-2 Urine HA (ug -mL*/1.022. UG, %85HE vs 0i8)
Group N W 12W 24W 6-24W(45-48)
Control 15 97+ 52 110+ 87 119+ 113 109 = 86
Citrate 16 146 + 157 119+ 104 195 + 121 130 +127
Bicarbonate 16 104+ 89 133+ 134 118+ 96 118 106
Mean +- SD

Not Significant between Groups (Mann-Whitney)
Not Significant between Groups (Kruskal-Wallis & Dunn)

[0179] [&R11-4-3]

7% 11-4-3  Urine HA (ug -mL*/ 1.022-UG, /Z=HE vs 07)
Group N 6W 12WP 24W 6-24W(45-48)
Control 15 -30.22113.2  -49.8+125.1  -526+121.9 -44.2+117.8
Citrate 16 8.0+139.4 -24.3+ 91.6 - 25.1 £162.6 -13.8+132.5
Bicarbonate 16 -40.5+171.7 -31.2+163.7 - 246 +£155.2 -32.1+160.3
Mean +- SD ‘

Not Significant between Groups (Mann-Whitney)
Not Significant between Groups (Kruskal-Wallis & Dunn)

[0180]
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[3R11-5-1]
# 11-5'1 Urine ASA (ug -mL*Y/ 1.022-UQG)
Group N oW 6W 12W 24W 6-24W(45-48)
Control 15 460+ 1.77 443+ 1.78 431+ 2.07 366+ 1.15* 4,13+ 1.71
Citrate 16 477+ 1.75 436+ 1.90 437+ 1.80 4.64% 2.19 4,46+ 193
Bicarbonate 16 587+ 513 547+ 3.87 466+ 2.78 493+ 353 5.02 + 3.37
Mean +/- SD
Not Significant between Groups (Mann-Whitney)
°p=0.0413 vs 0 week (Wilcoxon)
Not Significant between Groups (Kruskal-Wallis & Dunn)
(CBOBREIZAZELL)
[0181] [F11-5-2]
# 11-5-2 Urine ASA (ug -mL*/1.022.UG, %+85HE ve 058)
Group N 6W 12W 24W 6-24W(45-48)
Control 15 101 £ 39 97+ 40 88+ 44 96 + 41
Citrate 16 101 = 60 103+ 66 106 + 52 103 + 59
Bicarbonate 16 101+ 32 93+ 29 97+ 33 97+ 31
Mean +/- SD

Not Significant between Groups (Mann-Whitney)

Not Significant between Groups (Kruskal-Wallis & Dunn)

[0182] [£R11-5-3]

# 11-5-3  Urine ASA (g -mL"'/ 1.022.UG, AEHIE vs 058)

Group N 6W 12W 24W 6-24W (45-48)
Control 15 ~0.17+ 165  -0.20+ 1.54 -1.14% 1.60 -0.53+ 1.62
Citrate 16 -0.41+ 195  -0.14% 1.74 -0.13z 1.55 -0.82+ 2.05
Bicarbonate 16 -0.40% 2.25  -0.21% 304 -0.94+ 3.02 -0.85+ 2.76
Mean +- SD

Not Significant between Groups (Mann-Whitney)

Not Significant between Groups (Kruskal-Wallis & Dunn)

[0183]

EEROER. 1V RFVIIMEE (1 S) .

p—JLYLERE (PCS) &

V7N TEFILIILEZIY (PAG) T, JTVBAY YL - TV
B2 MY o LKAOYESSEE (Citrate) 2% 5 LA, ControlBER UK
BRKEF MY D LEF (Bicarbonate) %i%5 LB & Y EREICIRPDIREE
MERE (RP~OHEH) MMENMLA, BRE (HA) RC7IF=/ N
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[0184]

[0185]

[0186]

8 (ASA) IZ2WThH, JTVBAV DL - VTVEES N D LK
BLaBE (Citrate) Z35 LEEA. ControlBERUKRERKFZF M) U LB
&l (Bicarbonate) Z#5 LB L YRPDORBENERE (FRHPNDHEM)
MEMU, e JIVEAYDL - VT VT N D LKNYEEHA

(Citrate) DIEICLY. BHBRFIAET (OW) (THEE L. RPDA Y FEY
WViREE (1S) . p—JLYLMEE (PCS) RUTzZATFTEFILLINL
¥V (PAG) DIRE (REAODOHSH) HEML %,

ABREIRRET (OW) | HICEHERREFEI/RG. 1 2R U2 48% (6W, 12
WRU'24W) TO, BRARDZEE%. C8 (Control: O bO—ILE¥)
. AEE (Citrate: JIVEBA YD L - VI VEEF MY U LKFIME S EEI
53¥) RU'BEf (Bicarbonate : iKEEKES b U LARAIKREE) OZThTh
ICDWTEHT L= ZORREER12-0—- 1177, T/ REREBRAIH,
5, RERBIKBG. 1 2RU24BEODEREROEBEEDLELEL, HERH
SRRID RFRDZEEICN T 5 %ERE. RUEHRRBRIORFARDZERE
DPOEDEDELTTFRERT1I2-0-2KUEK12-0-3IZFNTNIRT,
BE. BREERKRETEZAWVWTHE LK,

[F&12-0-1]

# 12-0-1 Urine Osmotic Pressure (mOsm/kg)

Group N ow 6w 12W 24W 624W(45-48)
Control 15 489 + 162 487167 413+ 137 428 + 169 443+ 158
Citrate 16 418+ 197 440 + 168 477 + 209 482+ 1717 467+ 182
Bicatbonate 16 492 + 206 488 + 154 456 + 143 515+ 195 486+ 164
Mean +/- SD

Not Significant between Groups (Mann-Whitney)
*p=0.0616 vs 0 week (Wilcoxon)

Not Significant between Groups (Kruskal-Wallis & Dunn)
(OEIOREICHEEESLL)
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[3R12-0-2]

¥ 12-0-2 Urine Osmotic Pressure (@#a%HE vs 0if)

Group N 6W 12W 24W 6-24W(45-48)

Control 15 108+ 45 89+ 26° 95+ 38 97+ 37*°

Citrate 16 121+ 52 193+ 48 142 £ 101 129+ 70
Bicarbonate 16 108+ 34 105 + 57 114+ 45 109 + 45°

Mean +/~ 8D

p=0.0123, "p=0.0997 and p=0.0436 vs Citrate (Mann-Whitney)
2p=0.0382 (Kruskal-Wallis) and "p=0.0358 vs Citrate (Dunn)

[0187] [£R12-0-3]

# 12-0-3  Urine Osmotic Pressure (AmOsm/kg vs Oiff)

Group N 6W 12W 24W 6-24W°(45-48)
Control 15 -2+ 170 76+ 132> 47147 -41 + 150*"
Citrate 16 22 + 206 59+ 184 64 + 230 48 + 204
Bicarbonate 16 -4+ 165 -36+ 176 28 + 169 -6+ 168
Mean +- SD

2p=0.0179 and "p=0.0875 vs Citrate (Mann-Whitney)
“p=0.0597 (Kruskal-Wallis) and "p=0.0618 vs Citrate (Dunn)

[0188] _EERDFER. CEf (Control : O¥ hO—JLEY) ICEEE L. AEE (Citrate
VI VAU DL - VI VEEF N D LKNYEERFIESE) RUBE
(Bicarbonate : iBEKZER T b U LRFIEE) Tk, HRFEHG., 12K
V2 4BRICHNT T, BHROZEEDE/AHITIND D, XIFIBNT 518
EAERSD bhi, £, BE (Bicarbonate : EAKEF b U ARG 5E

) ik L. AR (Citrate: VT VEEAY VL - VI VBT MY D LKEY
RERAIREE) OAN, FIRRIFROEEEN,. JYKRFINDIHN X
BINY 2EAAERD LN,

BRARDZEEDHRXIZEMIZ, BEEOHREXIREICEILEDE
BETES, LENS>T. UEDZEDD, RT—YG3 bDHALT AT
—VG201EMBEBEEICT VLAY MLERERET 5 & T, BEEBRERE
DET=IMHTEB &, FLT, REKFRF M) D LHFNILEERL, 7T
VAL - JIVEEF MY U LAKIIYMESHFIOF A, LY IBEERERK
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[0189]

[0190]

DEFTEIMF TS ENRBI N,

ABREAAET (OW) | WNICHBRBEKG. 1 2R U248% (6W, 12
WRU'24W) (LH5F5. BHRHPORSBEDE. TabE. 1V RF2L
WEE (1S) . p—2LYLEEE (PCS) ., ZXZAT7EFILLILS X
v (PAG) . BREE (HA) RUT7ILF=/ANJE (ASA) ORE%.
. EFhEh, HBREBET (OW) | BNCEHERRKBG. 1 2RU248% (
6W, 1 2WRT'24W) ICETZRFRODEZEELZRVWTUTOXNTHIE
L7fE%., C& (Control: a> bO—JLE) . AEE (Citrate: VT VEEA
VoL - DT VBT N D LKNMEEHFIES5E) XU BE (Bicarbonate
 REBKFTRT MY D LBFIRSEE) OTNETNICDOWTENT L, SAEH
flh, EFRE. 1995544515, 19~83HEZSR L, AH. KEFEET70 m0
sm/kg% EEEBICHRE L 1,

SSBEEMIEE (BAL/500 mOsm - P) =323811E X 500/ 525 £ 1E

ERAER1I2-1—-1, K12-2—-1, K12-3—-1, K12—-4—
1 RUEKT12-5-1CR7, k. ARFERIIDNL. HBRRAKOE. 12K
V2 4BRICHITS. RHRPOFGRSENEDOREEZ., ThEThERER
DEBEETHELLEOELEEZ., AERFRKAIORIEMEMEICNT 2 %EN
B, RUHRFABIIORIGEHEENLDOEDE LT, Fiek12-1—2,
®12—-1-3, xk12—-2-2, K12—-2-3, £12-3-2, *1
2—-3-3,.K12-4-2, £12-4-3, K12-5-2, RUKI1
2-5-3ICFNETNTT,

[F&12-1-1]
#12-1-1 Urine IS (ug -mLY 770 mOsm-P)
Group N ow* 6W 12w 24W 6-24W"(45-48)
Control 15 65.4+32.0 56.5+ 32.1° 59.7+26.0 51.0+19.7%* 557+ 26.1%
Citrate 16 67.1+£59.5  59.4+36.8 77.7+919 70.8+ 58.1 69.3 + 65.3°
Bicarbonate 16 87.9+ 40.0 82.9% 44.6 63.9+32.4° 84.4+ 48.4 77.0£42.5
Mean +- SD

°p=0.0424,°p=0.0060,'p=0.0939.°p=0.0214 and *p=0.0650 vs Bicarbonate (Mann-Whitney)
°p=0.0092 and "p=0.0413 vs O week (Wilcoxon)

°0=0.0830 "p=0.0266 (Kruskal-Wallis) and ‘p=0.0880 %p=0.0416 vs Bicarbonate {Dunn)
(CEDBRIZAEZSY) :
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[0191] [F12-1-2]

F* 12-1-2 Urine IS (ug -mL" /770 mOsm-P, %fA%HE vs 0iE)

Group N 6W 12W 24W 6-24W°(45-48)
Control 15 87+ 29 119+ 107 93+ 54 100 71
Citrate 16 107 + 68 114+ 64 119+ 68 114+ 66
Bicarbonate 16 98 30 77+ 39 104+ 68 = 93+ 49
Mean +- SD

Not Significant between Groups (Mann-Whitney)
Not Significant between Groups (Kruskal-Wallis & Dunn)

[0192] [F*12-1-3]

# 12-1-83  Urine IS (ug -mL*/ 770 mOsm-P, AEZHUE vs 0iF)

Group N 6W 12W° 24W 6-24W(45-48)
Control 15 -8.9+20.4 -5.7+295 -16.7+£ 250 -10.4+25.1
Citrate 16 -7.6+41.0 10.6 + 45.6>° 3.7+ 465 2.2+ 44.1
Bicarbonate 16 -5.1+283 -24.1+33.2 -3.6+49.0 -10.9x38.2
Mean +/- SD

°p=0.0169 vs Bicarbonate (Mann-Whitney)
°p=0.0492 (Kruskal-Wallis) and "p=0.0445 vs Bicarbonate (Dunn)

[0193] [5R12-2-1]

# 12-2-1  Urine PCS (ug-mL*/ 770 mOsm-P)

Group N ow" W 12W 24W 6-24W(45-48)
Control 15 88.1+ 82.8 0.4+ 756 120871 56.4+ 64.6°  T2.5+75.9
Citrate 16 62.4+ 722 7583+ 619  70.6+62.1° 90.2 +105.0 78.7+ 77.8
Bicarbonate 16 108.8+118.2  100.7+126.6 669+ 74.4 885+ 931 85.4+99.9
Mean +- SD

Not Significant between Groups (Mann-Whitney)
*p=0.0637 and "p=0.0507 vs 0 week (Wilcoxon)

Not Significant between Groups (Kruskal-Wallis & Dunn)
(OBOEmICEEELL)

[0194]
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[F&12-2-2]
#F 12-2-2 Urine PCS (ug-mL*/ 770 mOsm-P, %+E5E vs 0if)
Group N 6w 19W 24W" 6-24W"(44-48)
Control 1415 159 + 162 121+ 186 85+ 103%° 121 + 153>°
Citrate 16 206 + 173 3754917 203 + 200 262 + 545
Bicarbonate 16 86+ 35 102 + 100 204 = 590° 161 = 352>
Mean +- SD
p=0.0054, ®p=0.0127, °p=0.0085, ‘p=0.0259 vs Citrate and "p=0.0704 vs Control
(Mann-Whitney)

*p=0.0085,"p=0.0266 (Kruskal-Wallis) and °p=0.0120,"p=0.0524,°p=0.0241 vs Citrate (Dunn)

[0195] [%12-2-3]

F# 12-2-3  Urine PCS (ug-mL*/ 770 mOsm-P, AEEHE vs 0iF)

Group N 6W 12W 24WP 6-24W*(45-48)
Control 15 -8.5+£49.0 -16.1263.1  -335:+565°° -18.0+56.7
Citrate 16 12.9+43.9 8.2+62.3 27.8+62.0 16.3 + 56.2

Bicarbonate 16 -8.1£3820 -419+67.7% -20.4x951  -295+69.8%¢
Mean +/- SD

p=0.0117, ®p=0.0047, “p=0.0093, ‘p=0.0465 vs Citrate (Mann-Whitney)
2p=0.0080,p=0.0436 (Kruskal-Wallis) and *p=0.0407,%p=0.0130,°p=0.0870 vs Citrate (Dunn)

[0196] [5R12-3-1]

#12-3-1  Urine PAG (ug-mL"/ 770 mOsm-P)

Group N ow awW 19W 24W 8-24W(45-48)
Control 15 1462+ 87.4  139.0+109.5  139.9+100.3 1033+ 76.5° 1274+ 95.8
Citrate 16 125041076  147.3+157.9  120.5+115.2  145.9+1585  140.92142.4

Bicarbonate 16 197.74170.9  209.04279.2  135.44145.4° 153.841280  166.1+194.6
Mean +/- SD

Not Significant between Groups (Mann-Whitney)
*p=0.0256 and "p=0.0092 vs 0 week (Wilcoxon)
Not Significant between Groups (Kruskal-Wallis & Dunn)

(CEDRFICHEZDL)

[0197]
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[5R12-3-2]

# 12-3-2 Urine PAG (ug-mL™/ 770 mOsm-P, %+H%HE vs 0:8)

Group N BW 12W 24W 6-24W(45-48)
Control 15 105 + 68 114 72° 82+ 46 100+ 63
Citrate 16 137 + 107 119+ 99 123107 127 £103*

Bicarbonate 16 99+ 68 75+ 55 97+ 58 90+ 60
Mean +/- SD

*p=0.0764 and "p=0.0912 vs Bicarbonate (Mann-Whitney)
Not Significant between Groups (Kruskal-Wallis & Dunn)

[0198] [£R12-3-3]

# 12-3-3  Urine PAG (ug-mL/ 770 mOsm-P, AEHHE vs 0:@)

Group N W 12W° 24W 6-24W"(45-48)
Control 15 - 7.2+ 849 -6.3+829 -42.3+ 70.5° -18.6%79.7°
Citrate 16 292.3+87.1 4.6+ 65.8 209+ 85.4 159+ 787
Bicarbonate 16 11.3+167.3 - 62.4+83.7% -44.0+132.2 -31.7+134.5°
Mean +/- SD
*p=0,0912, °p=0.03886, p=0.0712, °p=0.0510 vs Bicarbonate and "p=0.0491 vs Control
(Mann-Whitney)

2p=0.0794."0=0.0727 (Kruskal-Wallis) and =0.0903 vs Bicarbonate (Dunn)

[0199] [5R12-4-1]

F12-4-1 Urine HA (pg-mL*/ 770 mOsm-P)

Group N oW 6W 12W 24W 6-24W(45-48)
Control 15 295.6+180.2 182.5+123.7 166.0% 68.6 1571+ 904 1685z 95.3
Citrate 16 198.4+ 1095 210.0+1569 181.2+103.3 171.7+131.4 187.6+1305

Bicarbonate 16 1889+161.7 162.2+1140 1663+ 899 182.0+1145  170.1+104.8
Mean +/- SD

Not Significant between Groups (Mann-Whitney)

Not Significant vs 0 week (Wilcoxon)

Not Significant between Groups (Kruskal-Wallis & Dunn)
(OBOHMICEEXLL)

[0200]
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[5R12-4-2]

# 12-4-2  Urine HA (ug-mL*/ 770 mOsm-P, %8%HE vs 038)

Group N 6W 12W 24W 6-24W (45-48)

Control 15 97+ 56 112+ 97 116 + 109 108+ 89

Citrate 16 150 + 161 124 + 109 129+ 128 134+ 132
Bicarbonate 16 106 £ 91 130+ 122 127+ 106 121+ 105

Mean +/- SD
Not Significant between Groups (Mann-Whitney)
Not Significant between Groups (Kruskal-Wallis & Dunn)

[0201] [3*12-4-3]

# 12-4-3  Urine HA (ug-mL*/ 770 mOsm-P, AEHIE vs 03@)

Group N 6W 12W 24W 6-24W (45-48)
Control 15 -43.1+131.0 -59.6+146.6 -674=+1375 -56.7x135.7
Citrate 16 11.6+144.1 -17.1x 96.6 - 26.7+£168.7 108+ 137.7

Bicarbonate 16 -26.8+151.8 -22.7+ 135.9 -7.0+ 1360 -188=138.7
Mean +/- 8D

Not Significant between Groups (Mann-Whitney)
Not Significant between Groups (Kruskal-Wallis & Dunn)

[0202] [F*12-5-1]

# 12-5-1  Urine ASA (ug-mL*'/ 770 mOsm-P)

Group N ow W 12W 24W 6-24W(45-48)
Control 15 4.62 + 2.07 4.27+1.81 4.27+2.28 3.48+1.13" 4.01+1.80
Citrate 16 4.72 + 1.96 4.49 + 2.08 4.47+1.96 4.70 + 2.36 4.55 + 2.09
Bicarbonate 16 5.48+4.33 5.50 =+ 4.08 4.63+3.04 5.14 + 3.95 5.09+ 3.66

Mean +/- SD

Not Significant between Groups (Mann-Whitney)
2p=0.0302 vs 0 week (Wilcoxon)

Not Significant between Groups (Kruskal-Wallis & Dunn)

(OCEOBRMICHEEZTL)

[0203]
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[5R12-5-2]

# 12-5-2  Urine ASA (ug-mL*/ 770 mOsm-P, %48 #HE vs 03F)

Group N 6W 12W 24W 6-24W (45-48)
Control 15 99+ 40 98+ 45 86+ 44 94 x 42
Citrate 16 124+ 61 109+ 70 111+ 57 115+ 62°

Bicarbonate 16 104+ 33 93+ 30 107 + 42 101+ 35
Mean +F SD

°"p=0.0718 vs Control (Mann-Whitney)
Not Significant between Groups (Kruskal-Wallis & Dunn)

[0204] [3*=12-5-3]

# 12-5-3  Urine ASA (ug-mL-1/ 770 mOsm+P, AZEHIfE vs 0:@)

Group N 6W 12W 24W* 6-24W (45-48)
Control 15 -0.36+ 1.78 -0.35 + 1.71 -1.35+1.84  -0.69+1.80
Citrate 16 -0.24 +2.02 -0.25 231 -0.03+2.53% -0.17=+2.25
Bicarbonate 16 0.02 +1.67 -0.85 £ 2.02 034272 -0.39+2.17
Mean +~ SD

*p=0.0364 vs Control (Mann-Whitney)
*p=0.0935 (Kruskal-Wallis) and *p=0.0962 vs Control (Dunn)

[0205] EEROFER. p— 2L YLEHE (PCS) RUT7IZITFEFILLITILY
2V (PAG) T. VTVBAY DL - VI VEEF N T LKNYELSEF
(Citrate) %5 L7=B¥D'. ControlB¥RUKEEKERFT MY U LARFK (Bicar
bonate) %5 L7/cB L YIREICRTPOREEMERE (RP~DOHE) A
MU, AV RE2IUERE (1S) . BRE (HA) RUF7ILF=/ N
8 (ASA) IZ2WTH, JIVEEAY DL - VI VBT N D LKA
B aB% (Citrate) %35 L7EED . ControlBERURERKFEFT MU D L8
#| (Bicarbonate) %i%&5 L/BEL YIRPDOREEMERE (READHEH)
DNEMU. £, VIVBAYDL - VI VEESF N T LKANYEL S SEF
(Citrate) DIEICLY . HEREFEMAT (OW) ICLEB L. IRFPDA ¥ FF >
WiREE (1S) . p—2JLYLWEE (PCS) RUGT7zZIUTEFILLIL
¥V (PAG) DIRE (REAODOHSH) HEML %,

EX LM ATREM
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[0206] AFEANMEHTIEREXDFICLY. WHAEBMICEWTIRSEDEIE
HCHRE I NG, AEAMRRTDIHERICEIY. KREEVEIEMCEL S
NaZHNEN. RO/ XIFBUEBRBOETHIIIEH TETWEILELDOFIRHN
B ET D ENTED,
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s5RIA1]
[553K1R2]

[553KIR3]

[553K1R4]

[E53KIR5]

[E53KIR6]

55 RIAT]

[53K1R8]

[553KIR9]

[55K1R10]

[55KIR11]

[55K1R12]

EERIR13]

fa R D&
TILA)MEEEIE SR BRI TH 5 RMHEKRY,
BRReMS. RESESEIHE, RASHEREE. XIZRESEKEE

MIFTHDEREB 1 ICREHORDEERD,

FRIAE A, SEALRME T 255KIE 2 ICERHDO B RMERY.

TILA )RR, VT VBORRE L THESTREMIE BHLLAIE
ZOKMPRIET TN SODREMTH D, FRE1~30WVWTFhhH—IF
ICERE DB MR,

T AVEEEDN, JTVBF M) VLRIEEOKIME, VTV
BH) D LXIETOKMYPEDREMEST, FRE1~400Th
H—IRICEREH DB RMERY.

TILVAVMEERD, JTVEBT RN DLXITEOKNYTH S, F
RIE1~50W\WThH—IRICEEHDORLHERY,

BRI EFITHD, BRE1~6DVTIH—IBICERHOE
kA B,

BRI OTLE T, XIIHPEIC. BEREMBODRIRT
INTWS, BRET1~70VWThH—IRICEHORLHERY.

REREROTLE T, XIIHBASIC, RESESING. REE
MHRRE. XISRMEBEHISOMNRIRRINTWVWS, BFRIE1 ~
7 OWTNH—IRICEEH O R SR,

BROBRITUICRZEEANCERINS, BKRET~80VWTh
H—IRICEREH DB RMERY.

RMEDREATICARZEEANICERINS, BXKET1~7KU9
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