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DMSO Dimethylsulfoxide (A F /L A/NLKFT K)
hERG Human ether-a-go—go related gene (t F ether-a-go-go B (s 1)
IBAT Ileal bile acid transporter ([EEARTFEHH 5 4)
IC;, 50% inhibit concentration (50%PFH )
NaPi2b Sodium-dependent phosphate co-transporter type 2b (7~ k U 7 AMEKAFEME D g dl
k(A 2b)
PiT Inorganic phosphate transporter (R > fifiligos(A)
TGR5 Takeda G-protein—coupled receptor 5 (¥ 74 G % /37 G ZHIK B)
NHE3 Na*/H* exchanger isoform 8 (F h U w7 AA A2 /70 b2 A HAlGEA 3)
CYP Cytochrome P450 (5 k2 17— A P450)
LOCF Last observation carried forward
mITT Modified intent to treat
MMRM Mixed-effects model for repeated measures
OATP Organic anion transporting polypeptide (f7#7 =4 L kR Y X7 F R)
PEPT1 Peptide transporter 1 (\X7'F K kT U AR —%—1)
PTH Parathyroid hormone (flIFRERA LVE )
P-gp P-glycoprotein (P-#§% /X7 &)
BCRP Breast cancer resistance protein (LM 2 > 7327 )
MATE Multidrug and toxin extrusion transporter (Z#l], Tk gL A)
OAT Organic anion transporter (%7 =42 F T v AR —4 —)
OCT Organic cation transporter (G0 T4 N TV AR—%—)
HEK293 Human embryonic kidney 293 cells (& b i 2 H Sl gk 293 #ifiw)
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AANTM A Y > DY A RET 5 HA TRV O T, BRFRIEFIZL D U AAEIHIIRA
EETHZ &,
(#2E5%)
BRI L L T DB EE TIE, U o OPRRRER Kb T\ Z Linb, &
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BETOF MY ULRRY CRINAEER) ITRERH#RE TR b E»-o 7,

Part B : 5N pH D24

fERERR A 17 Bl 265 & LC, T3 Vil FE™ 56 mg 2 1 A 2 B A& 5
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MR GIRET V2 VT, mfER M1 RE & QT fEDOBIF% (Concentration-
QT) Zfigtr Lz, MmAEd M1 R & AAQTCF (ZIEDREfRZR L, AAQTCF HEEHE D
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2 30mg WHERETIL. 1RBEE & ORRBRO &b 5 WILZHER B L 125813, IWBREHEEMS ORI LY 1 &R

Pt L7z (BUElE © 30—20—10—5mg) .,

FEFEER
- B G-BEAR 6 % O MIE Y PR O & GBI ISR 9 5 2 L&
F 7 EIREHEIE B
« RFIEGHOMIE Y AREIZRET HLL N OHEE
- Mg YV PR OB G-BAGRIEI X9 5 A b &
- 3% U IRE OHER
- iU REO BAEE (g Y S¥RE - 6.0 mg/dL BLT) Ok
- M3E U RO BAEE (g Y SIRE : 6.0 mg/dL BLT)  DERLRFH
JEBIE (A MDA R (mITT) . FEINNIEZE S VERRAT 6 G4 )
AFKIRE 166 (166) fil, 77 BARRE: 41 (41) #
R
@ X Z:IEH



- B 5-BEAG 6 % O ifiE Y PR OARAIR 5B AGRIEIC )3 5 B L&

B 5-Bits 6 iz (LOCF) To, gV S iREOFGFGRIMEIC KT 52 k&E (FY)
EHARMERZE) 13, 777 B AEE, A 5 mg BE, 10 mg #£. 30 mg #F. 30 mg HiEHE
DIEIC, ZHhFH., 0.64+1.55 mg/dL, —0.93+1.74 mg/dL. —1.36+1.52 mg/dL.,
-1.92+1.17 mg/dL, —1.99+1.12 mg/dL ToH~7-,

56846 6 1% (LOCF) T, #AKIEEHERE 77 B REEE O ) S IRED
BAbEDOZE (95%(EHEXME) 1%, AAI 5 mg B, 10 mg #%, 30 mg BEOJEIZ, Th <
N—1.57 mg/dL (-2.29, —0.85 mg/dL). —2.00 mg/dL (-2.67, —1.33 mg/dL). —2.56
mg/dL (=38.16,-1.96 mg/dL.) Toh o7z, MIFY REIL, AFIOHEDOHENNZ E-
THIIZIK N L, ZORTRIZT 7R L O TRAHED 5 mg B0 HHEIC
KRENWZ EWRENTE (WTFRORED p<0.001 : Williams £ B HEHE), £7-. 1M
HY CRET, ABIORBEOBINCES TR T L,

P HBAtA 6 % (LOCF) T, AH| 30 mg Wit & 77w AREEE OITE Y o IRE
DELEDZE (95%IEFEXE) 1%, —2.62 mg/dL (-3.22, —2.03 mg/dL) TH -7,
AHK 80 mg WAt CTH 7T BRI AR THERME Y VIREOK N RSz
(p<0.001 : t B7E)

O = REHEIEH

- M5 U YRS OF 5-BRAEEIEIZ x4 5 28k &
7T REETIE, SO G5E4 0 (3 H) ~6 % & O 2nd Washout #id 7~9
W% T, FHEN—-0.42~0.35 mg/dL }% ’-0.29~0.06 mg/dL DO#i[H CTHR L 7=,
AFNEEEETIX, 5 mg A, 10 mg £, 30 mg #£. 30 mg WHEHAEDNEIZ, FEAMHI O£
5B 4k 0~6 ¥ % ©-1.833~-0.87 mg/dL, —-1.96~-1.35 mg/dL., —2.07~-1.50
mg/dL, —2.14~-1.30 mg/dL OFiPHTHRE L, WTFNOHETH 7 7 REEL Y HIK
TERREN-T,
2nd Washout ¥ 7~9 % Tix, £1£4-0.12~0.39 mg/dL., —0.45~-0.31 mg/
dL. 0.02~0.20 mg/dL, —0.26~0.17 mg/dL O#iH THRE L. WIFNORETHL ST
AR L RRECTH T,

- IM3E Y IRE OHER
1st Washout 1 TV VIR ESKZIRIE L7455, MIE Y IRE X FAIREM S EH L
Too ARFIBGHETIE, AFOEEGRMG 1 HEEZEE CTIIEY VRBEMET L, 0% 1
W% & [FREDOMET 6 Mk E THR Lz, — . 77 B AREECIIARIRGAIE & AR
FE DYRE CTHERS LT,
2nd Washout #] T, ARALGREOMIE U IR 6 BEOMEICHETER L, 7
BHLEOMIEY) VREX T 7R RRECTH -T2,

- MYE U RO BEEE (6.0 mg/dL PLF) R A7 K ONEE R AR 1]
e 5-B844 6 1% (LOCF) TIig Y RN HEEED 6.0 mg/dL LA N Ak L 72 B3
X7 7 B REE, AAI 5 mg B, 10 mg £, 30 mg A, 30 mg WiEAEDIEIZ, T Zh
561 (12.2%). 17 61 (40.5%). 18 i (43.9%). 28 i (66.7%). 29 # (70.7%)
Thole, 77 BRETH A TARFEGHE CIT BAE A ER LI BEOEIE R E <,
HEOEINTIG U THIENE S 2 5 R 58 0 bt




—ETH MGV MO B 6.0 mg/dL LAT 23R L-BE 1L, ZhEh 17 4,
35 %1, 29 i, 36 i, 36 5T, W THIEHE 6.0 mg/dL LA 2 =5k L7 ((EEy
E = AEERZ2) (X, £ 24 19.9£19.8 H, 11.9+13.1 A, 11.3+11.0 A, 11.3+13.0
H., 6.3+5.5 HCThH 7=,

77 B AR TARFIE GHE TR, 9D T HARME 2 2Ak U 7 R AN L 7=,

[ Er-afis
BIVERIX. 77 BREE. AA5 mg . 10 mg #£. 30 mg AE. 30 mg MIEAEDIEIZ,
ZIEI AL FIR 7 H (17.1%) . 42 B 22 6 (52.4%) . 41 i1 28 61 (68.3%) .
42 B 32 51 (76.2%) . 41 7 28 B (68.83%) THILZ, WTHNOHETLHRLE
o lRWERIL THH) THo., Ehzin, 44 (9.8%). 2161 (50.0%). 27
(65.9%) . 32 %1 (76.2%). 27 #5] (65.9%) Th -7, TOMIZ, HEEHITHREALL
BIERIZ 720 T2,
ZOMOBERELFNWERIIAHK 10 mg #£0 1 FUIHE L1z THERK] Thol,
ek, FRTICESTZEERITRO bileno7-,



(4) #REERIEHER -

1) BNERREEEAER -
BENHETSERAB_ETHRS ¥ LML TEHBLLERER GIBRES : 7791-004)°
HEBRTYA Y
TR EERT & MU THE M FGAR
R
Mg EHTHEAT O Y e B
EFoEHEAE

- 20 LA BT, —EOSRM Tl 3 oMk A 12l LI Tnas, U v
W IR TR OE ) v ifE R
< U U WS ERERET O MG U o HREE)Y 8.5 mg/dL LA 6.0 mg/dL LA F o B
o U WS SIRERS O MIF Y IR 6.1 mg/dL LLE 10.0 mg/dL A > >IR3
ANZ A CTIE U SR AEAY 1.0 mg/dL LL_EHEIN U 7= g
F AR ESE
- intact PTH 7° 600 pg/mL % # 2 % B3
- RIEMENGE B FHIRLR B ERE OBEEIRE N & 5 B
« ABEERET 1 EEILLAIC BSFS 28 6 LA od Rl 3k 2 3 [mLL Litdk L7
232 HELL LS bz B
HERA &
+ Washout #
& CMETRRE OG- 2 K1 L7z, Washout #iidfxE 3 #H & L7,
- 51
BEEZAFBEI T 7R L 1O TT A AZEVMT L, —EER
TTARAIIE T 78R % 1 H 2 BIRERNC 8 @FAEE L7z, AAIL 1 [F 5mg
ZBIEHE L LT, HERSAYEICESWT, 1[5, 10, 20, 30mg DFiFH
THEZREL, HERET 1 BT 2% LT,

. washout# B5H
AOU—ZVTH (BA3E[E) * (8BRS : —EE®R)
I L] L] 1
38 08 8@
! ! 1
@HDIE T . . LD
OUVREEICL SRS ' : TEGIEER
™
= UVIRESE Z& . "
washout | 73 []: ‘
v |5 7S tikE (n=82) ]
&Y /REE (mg/dL) © |MEUVBE (mg/dy) : | | B20EER. 1 CSmeziliamELL. '
3510 L6.0LCF ! washoutBa BT 5 2m | 185+ 10,20, 30mgDRIET RS DIEE
(ERTREE) VBIC6ABLE100FKEND )
| ERIRERSI.0L i

n : ARV SR

3% washout Bigh 1 % 30T 2 % OMIE Y S IRENEHEZ T -3 70 &, BEIEMELR - LS8 AR Lz,
FEFMIER

- B 5B 8 B DOIMIE Y VIREDR—RAT A inb DO LE

7B REE i E B

MY VBEDONR—RT A L OEE



- IIE Y PRE OB HEE (3.5 mg/dL LA L 6.0 mg/dL LA ) DRk & ONERL
153

- CaxP FE L UMHIE Ca JREEDN—RA T A L inh DE L E

FEBIEE CHERME DT RIS (mITT) . FEINN L2 et o G )
AFKIEE : 81 (82) #l. 77 &REE: 76 (82)

BmR

@ FE:TlIER

- BB 8 W DINE Y L AREDN—R T A v b D E
e 5-BhG 8 L TOME Y IREDR—Z T A U h b OEAbED Fe/ e A E
(95%1EHEX ) 1X. 77 B REETIX 0.05 mg/dL (—0.25, 0.36 mg/dL) TH Y |
ARFIEETIE—1.89 mg/dL (-2.19, —1.60 mg/dL) ToH 7=, 77 B REE L ARHIRE
EDOENEDFE (KEIEE-7"7 2R X, -1.95 mg/dL (-2.37, —1.53 mg/dL)
ThH, AFRETIET 7 RBEICHEAATHIEY VEBERXAAEICKTFTLE
(p<0.0001 : X—RF A Uiz 34 & L L7z MMRM),

Mg Y AAREOHER CEEIE AR ER )
(mg/dL)

114 o= TSR e AF

T
0 1 2 3 4 5 6 7 8 Endof
SRS 5 Treatment

B
End of Treatment=&#WHEDREZRSETS G

[ P Ehipe]=

cME Y SPREON— T A D O
MiH Y R CEAME SRR AE) ORX—2 T A AMEIX, 77 BAHET 7.64+1.272
mg/dL } OAFIRET 7.83+1.422 mg/dL Th - 7=, HEGEMGHE. 77 B REEDOIML
HY VREIIR—AT A AHETHRE L, X=X T4 b OE{LEDOFEEIT
1~8 % ORI T, —0.11~0.20 mg/dL O#FPH TH-7=, —J7. AFEETOIL
THEY BRI, 1EBH R TR=2T7 4 VBT L, Z0%, HEHM T HK
THEMAHERE L7, MiFY VIBEOR—Z25 4 b 0B {bEIX, 1 H%ET
—1.33+1.107 mg/dL, 4 #H% T-1.67+1.306 mg/dL. 8 % C-1.99+1.308 mg/dL
Thotl-, Fl-. MGV VEBEOR—RAT A4 UL OB EOREMZE (KKIRE
7T /AR PEORE (95%EHEXM)) 1T, 1% CT-1.37 mg/dL (-1.69,
-1.05 mg/dL). 4 ##% T-1.64 mg/dL (-2.08, -1.20 mg/dL). 8 #M#% T
—1.88 mg/dL (-2.35, —1.41 mg/dL) Th 7=,

- ME YV PRE O I H (3.5 me/dL LA I 6.0 mg/dL DA T) 3Rk A 18 K% OV
CHF L




1~8 % F TORICILIE Y o oS B g 2 3k L7- BEORS 1T, »
THNORFR TS, 77 BRI TARARECE Lo To, 77 BREETIZ5.3%
~16.4%DHFPH TH 7278, AFIHETIX 50.0%~69.2% T~ 7=, 8 %K
TIMIE Y V¥ EOE PR BN & 2k L - BB OEIAIL, 77 B REET 13.8% (58
BirR 8 f51]) M OVARAIRET 69.2% (65 il 45 f51) TH Y, ZD7E (95%(FHX
M) 1% 55.44% (41.13%,69.74%) Th o7, FHBHE ORMKEIAM ST, M
U EEE O PR B ARE A2 R LI B OB, ST ARRETIE 11.8% (76
Bl 9 Bl . AFIFETIX 60.6% (81 filH 49 ) TH -7,

—EETH MG Y PR OB B H 2 ERK Lo B, 7T B AT 20 i,
AHEETIL 65 BITH o7, BANCIIE Y IREOE B HEH 22K T HE T
DM CEHE R 13, 7T B REETIL 26.9414.91 A, AFIFETIT
14.0+11.66 H TH o7z, 77 B RBC A TARKIRE CIXEHIF Ciig v o
FE D& H H AR 2 2Rk LTz,

- fHi1E Ca JE R N CaxP D R—2AF A4 b DB &

FIE Ca IR CEEME LARHERZE) ON—RA T A AL, 77 B ARHET 8.86+0.616
mg/dL &K OVRHKIRET 8.73+0.620 mg/dL. Th - 7=, #&5HIMEEZ, WTIUORETH
MIE CalBE XL ERH Lz, 1~8 BB OB T, "= T A Db DEAL
BOYWEIX, 77 BREEN 0.01~0.13 mg/dL O#iPH ., AAFIEE 0.13~0.24
mg/dL OHIPH CTHER Lz, #IE Ca IBEEIXMEE L I 1 EEZ THOT 2T BA L,
ZORIFFE—EOENETHR Lz, £7-. 77 8RB EAABHEOR—RF 1
NH DO EIZFRRE TH - 7,

CaxP FEDOR—AT A MiiL, 77 2REET 67.734+12.4582(mg/dL)? K OAHI
#E T 68.397+13.4047(mg/dL)? Th -7z, AFIFEHBILA%., 77 2 REED CaxP
FRIZR—A T A4 B ORLNREENT/R, 1I~8BEDOE T, X—RTF A
6 DAL EDOEEIE-0.966~1.861(mg/dL)? OFPH CTHER L=, —J5. AFHl
BECIE CaxP FEIIN— AT A NIRRT T Lz, X"—=2 T4 VDO L EIT
1 %% T1X-10.074+9.5352(mg/dL)2 T > 7=, =D, CaxP Tk~ ITIK T
L., SHEZDR—RZF A G DAL EIZ-16.061£11.0798(mg/dL)? TH - 7=,
AHFIEED CaxP FHIL 1~8 HZOWIRZ LB LT, 77 vAREEL Y IKE THER
L7,

[ Frg=di
BIERMIEZ., 77 B ARBET 82 A1 13 B (15.9%) &, AAIRET 82 i 62 {4
(75.6%) IZFBL LTz, FELHNHR BBEIEE N LoD, 77 ERBETIE
82ﬁ$8& | (9.8%) IZHBLLE TFH) THY ., ®\\T 82 HilH 4 4 (4.9%)
ICHBLLT T#(E] CTholo, —FH, AR TR OBIBEN L oT-0IL, 82
Bl 58 5l (70.7%) WZHFEL L7 [TFHI] THY ., KWT 82 filH 4 f5il (4.9%)
WCHRH L )] Thote, 77 B R CAFIREC A TRIENSG2 5% 1
mNoTCRIERIZ R0 o 7c, —H . AREIBETT 7 B RBEIZH R THRBEG D 5%
U EED o -BWERIE TFH (77T BREE 9.8%. AHIEE 70.7%) ThH -7,
¥, HEICESTZRIEH, ECUSANOEEZEVERITERO btz o7,




BEMBETSEARGB_ETRS ¥ L) VIREEGHALTHMLRER G
FS . 7791-005) 9

HEBTHA Y
TR EEERT X 2B Y RS SEOR R TRE R e R
XER
MEENHATHR OV RAEEE R L T2 5 Y e B
FUBREE
-« 20 LA B, —EDSAM T 3 B oImEiENT A 12 BELL EZ T TWh 22 EH

DB~ EEE
- FHATRA 2 WEAT OABERE C—EOHE - HETY VIREEELRA L, F
AR AL IR X OB WIBHAG 1 % % 2 B OMIE Y S IRE2S 6.1 mg/dL LAk

10.0 mg/dL K D B
ERBRNEE

- intact PTH 7% 600 pg/mL % 8 % % &
« RAEVERGIR BT T RALE B R O A& OF UTBE IR O & 5 B
« ABEERET 1 I LANIC RO IHE (BSFS 23 6 L0 FFSUTER(EE 3 (AL
FRE LN 1THEBOS B 2 HRELLE) 2B b8

HERAE
BEEZARFBEUI T T EREEC 1 1 OHTI A 2ZE T L, —EHEER T
TARAIUTT 78R % 1 H 2 [BEIREFNC 8 M ESL Lz, AFIX 1H 5 mg %5
MAEE LT, HEFEELMECE ST, 1[5, 10, 20, 30 mg OFiPH CTH &
ZIEEL, AR BEESOEE L, U UmERKIIRRIE L CRBRETO A
% HEOF ik s Lz,

‘ G 1858
20—t (B3B8 * (8B . _EE1%)
I ] ] 1
-338 08 818
1 1 ]
A
@HDIETH . . D
OUVBEEIC LB RS : : EBOHERS
BEEE ; gﬂi
. 78 —
' N St n=85
| ft it
MiEY ViRE (mg/dl) : [IEVVRE(mg/d) - | 18288E. 1 B5meEREEES L.
6.150 E10.0LLF 16,130 E10.0FK5 1 1[@E5.10. 20, 30mMgMEIET1EFE I DI H
(BATREES) | (BRSBTS 2B ) | '

UV IRESE(S. BRIRE RG] : | ARBSAIO AR OB TGRS
ERORERUBEEN—E . H

n BV AR
X BEBRAR 1% 2 BB OMNT Y RS EEL M- T 72 L BB LB RARE L,

FEFEIER
- B GBAG 8 ZDOMIE Y VIREDN—A T A U6 O R
F 7 EIRETEEIE B
cMIE Y VIREONR—Z T A b DR LR
- M%) RO HEE (3.5 mg/dL LA L 6.0 mg/dL LLF) DR M ONERK
IRF 4]
o



« CaxP FE L UM IE Ca JBEDR—R2 T A inh DEL &
FEBIE (AW DI 6T G (mITT) . FEINPI T2 B VERRAT 6 G2 1)
AFIEE : 81 (84) #l, 77 &HREE: 83 (85) #
S
@ FE:lIER
- B 5BAiE 8 B DI Y L IREDX—A T A b DV E

B 5-BA 8 % OMIE Y VIREDR—Z2 T A inh DEALBEO R/ F
(95%[EHEIX M) 1%, 77 B AREEHN—0.24 mg/dL (-0.52, 0.04 mg/dL) . AFHIEEA
-2.00 mg/dL (-2.28, -1.72 mg/dL) Th -7, IMiF Y S REOE(LEO R 51T
Moz (KFE-7 7 v R ) O/ "3 E1X-1.76 mg/dL (-2.16, —1.37
mg/dL) THY ., AFBETIET 7B RREL L THRIZ, MiF Y VRENRR—2R
?4Vﬂ%ﬁ?bt(WQ%M.A—X74/ﬁ%i£ikthMmmo

13 U PR OHERS (P AR R 22)

(mg/dL)
904 —— ISR m KE
8.5
o]
@90
/'J 6.5
<, 6.0
S 5.5
Bo0]
= 4.5+
4.0+
3.5
30 T T T T T T T T T T
0 1 2 3 4 5 6 7 8 TEnd of
gmmﬁﬂ\ }\5\\ featm\em
i GB)

End of Treatment=8#5HE DRILIZSIF

[ P Ehipe]=
cIME Y SPREDON— T A D O
AFIFEO MG U PR, BG5E 1 HBRICKESR—=ZATA UNLIKTL, £
D% b 8 WL ETRAIANT Lic, ARFBEDOMIE Y SIRE (CEXHIE EIEHERE)
%, 11 %Ti5%ﬂlwmg&,SL%fi4wﬂommym [IIRCRING -
JEDR—=AT A U bOELEIX, 1% TlE-1.40+1.050 mg/dL, 8 % TiX
-2.03+1.418 mg/dL Toh - 7=,

- IMIE Y PREOEEE HEEfE (3.5 mg/dL LA I 6.0 mg/dL DL T) EERRO A K OV
AEE;
MmiF Y ¥ 3.5 mg/dL LA E 6.0 mg/dL AT (BAF, EEHEE) 2Rk L
TBEOEIGIL, WTNOR R TOARFIBEDR T 7 BRIV E <, A HFIRE
X7 AREEL Y BEHEBEEIZRE L, &KE55LE 1~8 M%ICEH B
A LB OBIEI1E, 77 B RN 22.9%~41.9%, AFIFED 72.6%~
80.2% DHIPH CThH o7, 8 WMZIEPAEIE A R LI BE X, 77 RN
74 BIH 24 B (32.4%) . AFIREN 73 Bih 53 1] (72.6%) T 7=,




—ECHEBHBEE A R LB, 77 B AREED 59 Bil, AFIEEL 79 F
Tholz, VIO TEHBEMEZENRT D F TOHM CEE EERZE) 1.
7T B AR 21.1£12.90 H, AHFIEED 10.7£8.19 H TH - 7=,

« CaxP K OMHIE Ca JRIED X=X T A )b DXV &
N—=2 T A OMIE Ca RE (CFHMEEIRERA) (X, 77 B 9.2240.703
mg/dL., AFIEEN 9.03+0.665 mg/dL TH -7, AFIZKGEHGEE, 77 R REED
FHIE Ca X 8 B ETRN—2 T4 VELFRE Th-oT-, AFIFEOHHLE Ca
BEZ, 1HRIZN—ZATA Do TNIER L0077 R L DRE
TR, FORIT1TBEZOMEERBRE CTH -7z, AFIBEOHIE Ca B I,
1 % Cl% 9.19+0.658 mg/dL, 8 #1% Tl 9.19+0.683 mg/dL, f#iiE Ca JRE D
NR—=Z2T7 A4 b OEbEIE, 1% TIiE 0.16£0.319 mg/dL, 8 ¥ TlX
0.16+0.431 mg/dL Th -7,
R—=R2F7 A O CaxP flx, 77 BAREEN 63.803+10.7770(mg/dL)?, AAFIFEA
61.089+11.1951(mg/dL)? Th o7z, AFIFZGMHE, 77 RO CaxP L,
2PHITN—ATA DD TNRT L, £0%IT 8 % E T2 HE%EOME L F
RETH-T=, 77 BAREEO CaxP L, 2% TlX 60.584+10.9778(mg/dL)?,
8 H 1% TIE 59.969+10.3432(mg/dL)?2, R—RZ T A 5D LRIE, 2 % TIE
-3.117+11.3479(mg/dL)?, 8 # 4 TI1%-2.929+11.2467(mg/dL)? TH > 7=, AHAl
BED CaxP fEIE, 1 HBICR—AT A UM HRESIETL, T0%Y SHEET
AWK T Lz, AAIEED CaxP fEi%, 1% TlX 49.390+11.7436(mg/dL)%, 8
% Tl 42.576+£10.8409(mg/dL)2, X— AT A Db DL EIL, 1#% TiX
—-11.699+9.7414(mg/dL)?, 8 % CTlE-17.519+12.7143(mg/dL)?* TH - 7=,

[ Frg=dic
BIVERIZ, 77 AR 85 Bk 12 1 (14.1%) . AAIRE 84 il 54 1] (64.3%)
WCHRBL LTz, 77 ERBECTROEZ S BI L-FEZL [TH) THY ., 8 fiIT 8
B (9.4%) (ZHBL LT, RWNT, TIEEARTRE 2% 85 il 2 # (2.4%) (ZHEL
L7,
AR TR S BB LIZREERIZ TR TH Y. 84 fiH 49 il (58.3%) I
FEHL LT, RWC, THRE ) 23 84 i+ 4 1] (4.8%) . [HELy) 23 84 fH 2 ] (2.4%)
IZHBL LT, ARFBECHEBENCREBR LIZBWE-HO 9 b, 77 2R HEL Y HRHEH
BN BRLL L@ o FG T TRR) (77 ' AEE : 9.4%., AHFIEE : 58.3%) T
HoT,
2B, WEICESTRIER, EUANOEEZBERITEO bved o7,

BEIHEFEEREF—MREBRAER GBRES . 7791-006)
HEBRTH1
FEE B UR
PIES
RERSBEAT AT O U e R
A5 e- 2o



+ 20 WA LT, 12 LA EDIEREET 2% T D, U CREETIRET O
U I AiE B

-+ U W AE 3K Washout ATOIILE U > REE 7Y 3.5 mg/dL LA E 7.0 mg/dL LA R @
B

- U U5 3K Washout # D IfiLiE U IR EEAY Washout i L 0 H L, 222 6.1
mg/dL LA E 10.0 mg/dL AKiili & 72 > 7= B

FRRRIVESE

- intact PTH 7% 600 pg/mL % # 2 % B3

 RIEMENGER B0 T IR B E N E i O BEAEE DS & 5 (B

« REERAT 1 BEFELANIZ BSFS 728 6 LLEO FHITER#E 2 3 [mILL LD HN 2 H
ML B bz B

HERAE

+ Washout #
&Y MAETR IR DB G- 2K 1 L7-, Washout #lI3f&E 4 @M & L7z,

- B
AAlZ 1A 2 BEIRERIC 16 BEES Lz, AANL 11 5 mg #BiMmHEE L
T, HEREEILAE _%OD\T\ 1[F 5, 10, 20, 30 mg O#iH TH & % i
L. HERET 1 BT 250 L,
¥, B 8 % AR L7 BT LT, AAIRAICOME Y ik
DK TERB AT ThoTeGEITiRY U U GEE OB G2 rT & LTz,

. washoutfi ‘5
2IU—=VTH (A48 ™ (1681 : IFER)
I L] L] 1
-438 08 8iE 168
1 1 1 J
- ' A A
@PDJiETH H . BN BERRIER
OV VIREFICKBEED : . EZ3euilisin :
RS
— | UVIRER
| womE | washout ,
RE8R | 1 E2EBERL 1E5meERIBAEE L.
: - ! 1E5.10.20. 30mgDEET1 RS DI
MiEVVRE (mg/dL) : VMEVUVRE (mg/dL) ¢
3.5 7.0 F | washoutBiia2~4B#HIC
(SERTIREE) 6.1 E10.0K5EH D H
| ERTIRERE KU

LA MERRAT X S 4 M
*1  washout PG 2 W O M Y SAREE DS ARERIEUEZ 72 S0 725G K 4 1/ % T washout 2" & L7z,
X2 B BAA 8 WLIRE T, AAIHANC X2 M U IREOE TIER AR+ 7056, RS - SRRBEOREICHE
WV, AR 2 =R E LT, FRIRAERSTER L T ) ISR h MG 1T REEICRY . BRI TED
DRI EROHETHEMT S 2 L2 e L,

FEFMEER

- B HBAG 8 ZDOMIE Y VIREDN—A T A b O LR
FHRIREHEIER

- MIE Y VIREON—ZX T A4 b OB R

- MIE Y OB HEE (3.5 mg/dL UL E 6.0 mg/dL LLF) DR M ONER

7447

- CaxP B L UM IE Ca REEDN—R T A4 b OE L&
FEBIER CHRIMEDINTRIRER (mITT) . FEINNIT 2 PR T G4 )

30—



52 (54) 3

#R

@ E5TlIER

- B 5BAG 8 EDOMIE Y L REDN—R T A )b O E

#5-54h 8 1% (LOCF) DIl Y AAREDN—A T A )b DEAbEDF-H)fE
(95% (5 #HIX M) 1L, —1.18 mg/dL (-1.54,-0.81 mg/dL.) Th -7z,

[ P Ehipe]=

- B G-BAG 16 MEBEDOMIE Y A REDN—R T A )b DL E

5B 16 1% (LOCF) DOIfiyF Y S RED X=X T A b DZ bE O
i (95% 1E4EIX[#) 1X. —1.65 mg/dL (-2.08, -1.22 mg/dL) T&H >7=,

cMIE Y REDONR—RT A D OB R

MY IRE CEEE AR ) ON—2A T A flld, 7.65+1.074 mg/dL T
bolz, BHBE%, MFY VREZ, 2BEBHFEATR—ZT7 4 VN BETF L,
ZO%OEG WM FEMZHER Lo, 5 Y VIREOR—Z 74 Vinb O
fbEi%. 2 #1% T-0.94+0.933 mg/dL, 8 ##% CT—-1.41+0.936 mg/dL, 16 ##% T
—-1.98+1.224 mg/dL Th - 7=,

- IMIE Y PR O HAEAE (3.5 mg/dL LA E 6.0 mg/dL LA ) FERRO A K OV
CIREE
$5-BAkE 2~16 % £ TOWIRM, iV S IRE 3.5 mg/dL LA | 6.0 mg/dL LA
T (UUF, EEREEME) 2k L7 BEOEIEIE 39.6%~T76.5%Th v | FREF
FIZHEINT DA AR bl FEEEE A #E L 7oBE0BIGIX, 8 Hik
T 46.3% (41 9 19 1)), 16 % T 76.5% (34 B 26 ffil) TH -7z, KH
FHOHE 8 % F TORKIMRES TIX 40.4% (52 il 21 #) . 5 4
RO FAEFHMRE AL Tl 59.6% (52 filH 31 %) TH 7=,
—ETH A B A R LB 3T B CTh o 7o, NS B B ARE %
Y% ETOWIM CEAE S AEERE) 13, 38.5+33.18 H ThH o7z,

« fHIE Ca EE K CaxP DO NX—2F 1 )b DL E:
FIE Ca R CPME EIEERZ) ON— 2T 1 UfilE, 8.87£0.699 mg/dL T
@okoﬁﬁ&éﬁﬁﬁ FHIE Ca IR 6 MEZLARICR—R T A L inb T 0
W EHTH2HEAPED NN, BRNICEROOHDEB TRV EEZ N
toﬁECa%f®m—X74/#6@ﬁm£i 6 % T 0.09+0.597 mg/dL.
1% T 0.08+0.530 mg/dL, 16 %% T 0.244+0.646 mg/dL. Th > 7=,
CMP%@N%X§4Vﬁi 67.720+9.7062(mg/dL)? T > 7=, AAIE5-BALA
%, CaxP fHI%, 2B TX—RAT A4 BT L, ZOHOEGHIH K
TEmMAZHERELEZ, CaxPREOR—ZAF A4 b OB &EIL, 2% T
-8.349+9.4419(mg/dL)? . 8 i #% T —12.055+9.2459(mg/dL)? . 16 ¥ % T
-16.108+12.4125(mg/dL)?* ThH > 7=,

| ek




ﬁl ,ﬂEHE”j 54 'WJEP 40 {ﬁj (741%) G:%\éfﬂ‘ L/7LCO %%E[J«G%%%ﬁ‘%%ﬁﬁsgﬁ)o
=01, 54 il 38 i (70.4%) \ZRB L7 [FHi] THY . KWT 54 FlF 3
i (5.6%) \ZRBLLI [#{E] Thot,

. I S BRSO BB IR ST,

2) REeMHER
BENHE) DREZRVEZRAKREGHE GBRES - 7791-007) 2
HEBRTHA Y
HERERE Y WS HE O 2 R 5Bk
*R
MEEHTHEITH OV VREREZRA L TWDE Y v ffE RS
FHBREE
-+ 20 pELL BT, 0 3 A1 12 WL B, —E OB TIIRENT 2% T T D&
U e B
U VWEERA L TRV, FRiRA LT 4 R OME - HEXS —EThH
V. DOFRRERFOIMIE Y VRED 3.5 mg/dL UL E 7.0 mg/dL LLF OB
TR EE
- intact PTH 7% 600 pg/mL % 8 % % 84
 RIEMERGE B N HRIRLR U RGREERE O A OF SUIBEE D & 5 B
- HHTRA D D B ek E TOMIZ BSFS 28 6 LL Lo T IT#k{#E 2 3 [ L4 - #eBR
L7-H2 2 HIMUL ERO - B
HERAE
AFlZ 1 B 2 BIRERTC 52 ML Lz,
AFNE. 115 mg B & & LT, HEMEEEICHESWT, 1 H 5, 10,
20, 30 mg O CHE #FH% L, HEMEIL 1 BT S5 L7,
BEIT1I2EETIIORL LB 1E, 12 BOBREK THRIZVRL L 2 I 1
Bl OFEKBE B ICREZ 21 72, AFIKROY VREROHEIZOWTE, Mgy
VIR —EFEANICERET S Z L2 BIEIC, HAEREEREICE SV T L,
AIRBZR PRV AANCEIV B2 D L Hlc Lz,
Mg Y AREOE P BAEFEFA L, Mg VIREDON—2 T 4 UE (IR 55
fH O 28 6.0 mg/dL LA FOHEEITRN—A T A4 EE0.5 mg/dL I (7=
721 6.0 mg/dL LLF), IiF Y //);%EZ@/\—X F A AMED 6.1 mg/dL LL EDGE
1% 5.5 mg/dL LA | 6.0 mg/dL LA T & L7z,

27U—_ 783 (138/) B5H (5280 : IFER)
I LI 1
038 5218

@HDIETh : ARV REEOREIC DT, MAL> B LTl (SRR E0EY) &g Y }Qg,éﬁgﬂﬁ
OV BB & BART : fﬁ:’i’ﬁﬁhl;ﬁﬁgsﬁﬁgﬁh_«mots@%uEJEJ«»IZEUU/ﬂ&%a%’i$§‘]lu.ﬂ]’)§x%u_t% :
FEEE P :
e —
S5 | 1 B2ERER. 1ESmgZRsRES L.
7Y /8 (mg/dL) : | 1E5.10.20. 30mgDEE T 1 BT D18 .

3510 E7.0LU (BHIHREE) '

UV IRERI S BRIRE R | BSHCE ARESEE > TR R H
ABEOFERUARD—E i .




LERVERENT R RN % ARBRICIH T A Mg ) S HE (mg/dL) O H &P
M5 Y VIRED =2 T A R 6.0 LT OG5 = _X—=2 7 A 0.5 LA (72721 6.0 LIT)
Mig Y VPEDR—R2 T A AN 6.1 L DA =55 L1 6.0 LT

1 EHEIE B
@ att (FEFHEEH)
@ 5t (RIVKEHME H )
2 RIS H
o B HERTAM R AT 3 HIC R B Y VAR OAAIOAF 1 B ek
BT ONWT, R=R T A VDY VA O 1 BT EEED B D 30%LA
I DR
Z Ot 3 7 B R EEATEE H
- K RBHTRIRRE OFAT H OFHlRE RO U VIRAESE KR OAFIOEFE 1 B
BEH. AR 1 BAEERRE, X—RA T A VRO U UREIRD 1 H AL BEE)
5D 30%LL D DR, WRNZZENZENDR—RT A b OB ER
O
s MVE Y VEBERORN— T A DO E
- MMV IREOSH HAEE (3.5 mg/dL LA L 6.0 mg/dL LA ) DiERK
- CaxP i, flE CajgfE, WRNT_NR—ATA /ﬁ)%@ﬂ*{ha
FEBIE (AW DI G (mITT) . FEANPNIE 2 S MERRAT 6 G4 )
204 (212) #i
R
| Y-l
RIPERIZ 212 il 134 1] (63.2%) IZFBL L7z, FLBITIE MR &b <
212 B 120 # (56.6%) IZHBLLT=, WW\T THREE] 25 212 il 9 B (4.2%) .
MEA V> NfE] 23 212 Bl 4 61 (1.9%) ., KD iffiE] 23 212 il 3 4
(1.4%) . ThEEshezm ). THESR . THEEESEEM) . TR > F— ), [EH
W Ay 212 FIH A& 2 61 (0.9%) 1B LT, EOMORWERIZA 161 (0.5%)
WZHEBL LT,
FELELIANDZ OO BEEZRIWER & LT, [RGBk, THimMEEEE) . (=g
fL1 23 212 & 161 (0.5%) (ZHRBLL T,
B, HEICESTRWERITRED e o7,

[ gl

- Btk ETAlifR R ELE 3 JARICIIT D V) VIREER OAAIOEE 1 B G SER DI
DNWT, R=RAT A VOV VRFEKD 1 HIFEEED D 30%LL EIb O
mITT @ 204 ]+ 158 1] (77.5%. 95%(SHEXM : 71.1%,83.0%) M_—A T A
VIO Y CWAESKD 1 HALGEEE D 30%LL R A R LTz,

ZD 9B, 204 i 93 f (45.6%., 95%ISHEIX ] : 38.6%, 52.7%) » 100%iH/)
(U VWEIEN DARAN~OERYEZ) &k L,

AR T DR BT OBIE DN FRRE LIZEEEE (20%) ORED S &
THEOLNAHERITELS (p<0.0001 : “IEME) . ERBEOESIE 20%% LA 5
ZEBEES LT,




- B KIBHT IR OB B OFEMiRE S D U L K OARFIOEEE 1 HALT§E
e, B 1 BAUGHEE, RN—A T A VDY) VIERD 1 BSOSO
30%LL EJgD DR, N ZENENDR—=R T A )b OB OV
W NOFHHEE TH_X—RA T A Lt LT 50 % CliEid L=,

(1) At 1 BRI EEsK

U UWRAEKD 1 BT8R CEEE SRR ZE) ON—2 T A AT 11.4+7.62
BETH o7, AEIEGEAG 3 HBLIE, U AR EARFOAR 1 AL
E, R=RATA VRO Y VREIKD 1 B FEEE B U, KRR T
RRZ AR L CW BB O U VIREIK L ARAOEF 1 RGN, 3% T
11.2+7.47 5 (198 #1) . 26 ## T 5.4+5.17 &8 (172 #1) . 50 H# (RfKALS7
Bis) T 5.145.50 & (154 ) Th o7z, FallilFHDOR—2 T 4 B0
A B R OV b =T, BeG-BAh 3 1% T-0.8+2.02 H& K& 1-0.03+24.303%. 26
% T—-6.2£5.70 §E } (8 —-49.93+36.072% . 50 il $ T —6.5+5.58 & K& O\
-55.27+24.759% C&H > 1=,

U WEREAF O 1 HEFHLTSEROHER (X E -+ IR ER )

@)
25.0 - & B
225 4 FHE+SD
20.0
1 N 254 A )
E’S 17.5 4 11.4£7.62
af (THESD)
H
i
bal
2
#
°
0.0 T T T T T T T T T T T T T T T T T T T T T T T T T T
N—Z 4 8 12 16 20 24 28 32 36 40 44 48 Bieis
S4Y B

R5%HE (B)

(n)
ZRFEIBE N419G19195190169188167 186185184163 180 176 173 173 173 172 172 170 169 169 165 165 165 163 161 159 157 156 154 204

K A IRKIBNTRIRE 2 OIBAT B O FFAMRE AL

(2) At 1 BT SRR
U UWAEFKDOEF 1 BT EEFEDON—A T A fEIE 4590.18+3525.090mm?
Tholz, RFIEGRLG 2 WBLEE, U SRR E RFIOEF 1 BT IRIFE
I, RN—=R2T A VEEO U CIEFEIED 1 HAG SRR DD LTz, & il S
TIRBR A MERE L CWeBBE D U UIRE R EARIOAE 1 BT HIERIL, &5
BA4h 2 1% C 3890.81+3203.553mm? (198 #1]), 26 ¥ T
1567.91+2133.990mm?® (172 ), 50 #H % T 1486.79+2208.017mm? (154
Bl) Tholz, Kl ROR—RT A b OEEROEL=RIL, B55
hh 2 W% CT-745.71+984.824mm? } (’—19.18+24.683%, 26 il T
-3087.62+2922.423mm? % (*—67.33+40.888%. 50 % T
-3186.36+3041.831mm? % ’-70.75+25.305% Cd > 7=,



EEIR R SN

(mm3)
10000 @ KHIEF
9000 FHE+SD
& N—254 VfE(mm?)
H 4590.18+3525.09
1 (F5fE+SD)
H
0
a
&
B
[}
O+—T—T T 1T T T T 1T T T T T T T T T T T T T T T T T T
R—2 4 8 12 16 20 24 28 32 36 40 44 48 RIIRS
S1v s . B
1’518/ (GB)
()
RFEIBE NA19G19195190169188167 186185184163 180 176 173 173 173 172 172 170 169 169 165 165 165 163 161 159 157 156 154 204

X IR IENT IR OFEAT B O FFAfiR A

(8) R—=RATA LHED ) LWAEFD 1 HATTEEEN S D 30%LL I DRk
U VWS E ARFIOAF 1 B G EEED 30%LL Bl L 7o BE OEIE
U UWFESKD 1 BT EEE DR R— AT A D 30%LL B Ui BEEIG X,
KA EBRMEE . IR A L7z, BiHIRER T Y S ESE & AR DA 1
AL BERCDS 30% LA BB LT iBEBIA IR, B5-Biis 26 1% T 81.4% (172
Bl 140 fi) . 50 #H % T 86.4% (154 il 133 f5i]) . £ BHE O I AEAIE AT
77.5% (204 flF 158 f5) T - 7=,

cMIE YV EERONRN—RAT A b OB

MgV PRI ARKI R 5-5 4G 2 Wk Tk, X—RA 71 Ui (5.24+0.963 mg/dL,
EEIE AR ) IR L, ZORITIRAIIN—AT A4 VOEETREY ., L

fe— 2 F A AEAHE THER LTz, MG Y IR BRI 5-Bi4G 2 1% T 4.01+1.141

mg/dL, 26 i T 5.16+1.250 mg/dL, 52 % T 5.11+1.166 mg/dL, & E£HF D

A& FEAT I 5 C 5.16+1.254 mg/dL Th o 7=, MIFY VIEEDR—2 T4 b

DEA BT 5-BRMA 2 1% T-1.23+1.115 mg/dL. 26 ¥ T-0.06+1.343

mg/dL, 52 %% T-0.08+1.370 mg/dL. & B3 O i #&FFMRE A T-0.08+1.371

mg/dL TH 7=,

- IMIEY CPEE O HAEE (3.5 mg/dL LA E 6.0 mg/dL LLF) DER

N—=2F7 A OMIFY AARENEBEMEA ER L T EBEOEE (95%EH
XM BEE) 12 77.9% (71.6%, 83.4% ; 204 B 159 #il) T -7, 2l
IREARL D MLIG U 2 PR B N B AR & 22 pk L 7o BB OBIA X, B5-B4h 26 % T
73.3% (66.0%, 79.7% ; 172 B+ 126 #i]) . 52 il T 77.6% (70.2%, 84.0% ;
152 il 118 fiil) . £ B O A& TR AT 72.1%  (65.4%, 78.1% ; 204 5l
147 ) Th oz, FT-BHBIME 1~52 B%Z O CIliE U LRIV E B HAEE
2R LT EBE OEIA1L 62.6%~80.4%DHEiPH TH - 7=,




- CaxP i, #iE Ca B, WNIR—RT A D D&

WHIE Ca JEFE CEMME +EYERZE) O_X—2 T A 1T 9.02+0.509 mg/dL T&H
>77,

KA G-BMA% ., WIE Ca JBEEIZ_R—R T A Ul S O SR kITRd b
72hole, MHIE Ca i OFEEITHE 5-Bth 1~52 %O T 8.86~9.20 mg/
dL O#iPH CTHER L=, E7o. fiE CalREDN—X T 14 b OE LE DY)
MBI 5-BRtA 1~52 1% DM ©-0.16~0.19 mg/dL OHiH TH - 7=,

CaxP FHD_R— 27 A AlI% 47.223+9.0059(mg/dL)? CE¥IEHIEHERA) TH
>77,

CaxP FEIZMIE Y R & [Fkk, AAIB 5B 2 BWEIZR—RA T A VEPBIKT
L. TOBIIRLAICR—=ATA L OfEE TRY . UUESN—R2 T A AMERT THER
L 7=, CaxP fE i3 # 5B 44 2 # #% T 36.477+10.1605(mg/dL)?, 26 ¥ #% T
46.527+11.3461(mg/dL)?, 52 % T 45.264+10.7516(mg/dL)?, 4 H#E DEHERE
il 5 C 46.063+11.4701(mg/dL)? TH - 72, CaxP EDR—Z T A b DI
b &1, & 5 B4 2 # % T -10.661+9.6356(mg/dL)? . 26 # #% T
-0.491+11.5640(mg/dL)?2, 52 % T—1.390+12.6727(mg/dL)?, % HH DIHERT
B 5 C—1.160+12.5270(mg/dL)?* TH - 7=,

(5) B - HIERIHER -
s R L

(6) ‘afRHE A

1) ERARERE (—RERRERE. FEERRERE. ERARELRAER). HE
BRFERT—IN—RAE. WERFTERERABONE :
BEFEFEAMERE (MEREMEEORAFEAICET AT
(R E VTR ) |
T, RIS X DK
QELS)
ARFAEIXMAEHTHEA TR OB Y o fiE B 2 xR, AFIE BRI L 720
SR TICR T 2R R OHENEICOWTHRT 222 BN ET 5,
[kt st ]
- FHEHIF - 2024 4F 3 A LV 44
< BERII - 2024 4FE 3 H X0 24
- HESERIHL : 1000 f
- FENE T - IR ER U CTHERMT 5, BIERWIRMIIARA B 5-F G 52 1 &

ERAR
BEERARGEHE BERENEEORAERICEY 2HE)
(2 PEmRaTF ]
TR RIS & DMK

[H]
AR IIEEEAT R TR O U > MUEBE 25 RIS, ARH 2 R L7ZBRo
EAER FICBIT 222 R OAIMECOWTHRT 22 L2 AL T 5,



(€D
- FEHEHIRE - 202443 H L v 44

< BRERIIE - 2024 423 H kv 24F
- HAEEERFI% - 100 5

< MR - h R R TT US THEMT D, BLEHIRNIIAH R 5B A 52 11 &
ERAP

) ZAREMELTEEFENOABERIIER L I-FAE - HBOBE
Y L7gn

(7) 2Dt -
DR L



VI. EHEBICEYT HIER

1 RBEPHICEES S IEEMRITLEYE
Y L2

2 B

(1) YERERGL - YERR%F -
TR VIR, IR B EGH O TRYRIRIZ R BLT 5 NHE3 2 fHF L, Mifuikizis
5T MU AL A (Nat) &7 e by (HY) O ZEST S 1617, Z 0k
R, MAEANO pH 2ME T L, 5% EEMERBR O Y iE MR T4 56 2 & ¢, IHE
NHDOY VRIHPME 5 21819 Z ISk, o] UERREIT. &Y E RS
DIF Y AREAIE TSI D,
NHE3 DO 1&E| GREDIKEE)
NHE3 I%, FIZHE ERHIILOTHE B3 BT 5 Na/H A Hls A Th bV . Nat & K
HEDINT o ZADHEFHTB N TH LI RKEE 2 H > Tnd Y, Na/H 22 #iid, Cl/
HCO, 7 & B I L TR Y, BN pH [EFMEZ MR L 6, BRI ED
NaCl K& UKo DWRIL A3 20,
BFICLVEBIRESNY 3, /DB THEMIERE (paracellular pathway) & Bl
¥ (transcellular pathway) *Z /L CRINIS D23, & b OAFRZRENEY ViR
FEIZBW T, EICTEEMIERIRIZ L - THRINE LD 29, HHIERRIRIC L 287 Y
WG BRI D 2 A4 R T v a rEN LT TR U U RNERALEN
AEUTARAE L CHEAR IR 2 @i 3 5,

BEN (paraﬁﬁgﬁfﬁmway)

BE Nat  enues P

Y

o

PrU>

k=3l
2) King AJ, et al. : Sci Transl Med. 2018; 10 : eaam6474 % & & IZ/ERK

¥ORIRRRIKIC X DU VIR, EICTH R Y T ARTEE Y SR 2b (Sodium-dependent
phosphate co-transporter type2b, NaPi2b) %/ L CiToi b2 2022 JFENIED Y L& BN IEH
Th5%E . NaPi2b OERRREIZAM L T\ 572, HILEICRT 5 Y o IUIE I FEMASRE R &
DITHILD Y,



TN WIERIE DR

FF 8 ARREHI I _E R O TESRIC 6B 5 NHES 2 34RI0CHET 5 = &

T D B O Nat ORI A IS T S, B LR fam o H+sE 4 L5 X85 1000,
TORER, N pH O T2 & 0 i@ O 51 © b 2 & L B S h s N

L. #IRGRIBRO U S E@IEAME TS5 &£ 2 b5 21819,

F7- . EE DS O Nar ORI TS KL ORI ASHIE] S 30, BN O K4S B3 B
F B A REMEDRIB X TN B 29

BEA F4I0/ VSRS

ing=3t:l

2) King AJ, et al. : Sci Transl Med. 2018; 10 : eaam6474 % & & (Z1ERK

(2) BENZEZEM T HHERBAE -
1) £ ~ NHE3 &9 54 (in vitro) 19
t b NHE3 ZZERBLS 72 PS120 fMifdz HW =7 LA o F ax—2 g VR E DY
FitakBric BT, 7% VR I NHES i&M: 2 [H5E L. plC,y, flIX TN TN
89 KINT9 THHoTz, —J. M1 (T F /3 VIR OMREHY) 1 X NHES 7514 % [
FELD o7 (pIC,, fE< 5.0),
PS120 Ml © 2~ 2 A & — i F SRR MESE AR
pIC;, & : 50%PHFIRIE (IC,, 1) DAEDXHE

[J77£]e h NHE3 %% &% 8 S H7- PS120 ffaic 7 F% 7 Vg 0~1 pmol/L 3% M1 0~10
pmolV/L ZH L, —ERr LR L%, NHESEEAME L (FLAf rFax— g0
RER), Fio, LEHRZENLZBRE L, NHE3IGMHEEZRNE Lz (et
NHE3 i&MEiE, —B@ MR b & 7= Ml oo Mfa N pH [RI60H B 2 45 & L CREE L 7=,
2) v b NHE3 E£ISx9 24EA (in vitro) '
7w h NHE3 Z# —iMIc BB 872 OK Mgz AWz 7 LA ¥ aX— 3 Uikl
K OEgeaBRIC VT, TN VIEEEET NHES 62155 L, pIC,, fHIXEIZ
N8I KWT.T Thote, —Ji, M1 (T3 MVEREOREY) (X NHES &M%
FHEE L7Zeho 72 (pIC,, fE< 5.0),
OK Hill : AR ¥ 2Bl i S lakk



pIC;, fE : 50%FHERREE (IC,, fE) DADX A

(/71517 » h NHE3 % — P58 &7z OK M 7 F 3 7 VSRS 0~1 pmol/L X% M1 0~
10 pmol/L 2RI L, —ERFMALE L7=tk, NHE3IEHEZRNE L7 (LA Fa—T 3
VB, Fo, REBRZNASEFREL, NHESIEMHEARIE Lz (FrgeakiR),

NHES3 &M%, —i@vhic it S S 72 i o miam pH R HEE 2 5 & U CREl L7z,

3) ) U IRURHNHIVE B DB EEAT  (in vitro) ®
HER#E L7zt b Hﬁﬁ&‘fﬂiﬂ@@:@iﬁ”ﬁﬂ%mﬂ U UEEME 1, 3. 10 mmol/L f#/£ F C7F
TR VIEEAYE 1 pmol/L Z AN U, THEGAR 2> & LB~ U > @il 2 fas L
oo EORER, TF N /Piﬁﬁaiﬁ@ﬁﬂﬂ Xk U U 3 mmol/L & T 10 mmol/L
THIEBMO Y VEERENA BT Lz (vs. BHARE, Ry 7 v —=HF), UL
FV . TR VRN Y o ORI L DA A RE T S Z LR SN,

E~MNMEERMICETS ) VIRIRIZHT 1R

TEimRAR{A HERA
(mmol/L) (mmol/L)
104 *k 1.5+ fEA
m T /\V/ VIR umol/L
° I
10 HIE+SE.Nn=3~4
U 4 y P
A / #%p<0.01
ﬁ% % *3%%p<0.001
5 4 jg vs. IRREY (R D T0—Z#IE)
52 I5Z 0.5 .|
_ ok
2 _
B ' seokok
ol B B y 00
1 10 1 3 10
ANV BIRREE (mmol/L) AU Y BARIERE (mmol/L) SE : Standard Error

[FiElHEhsa Uiz e M 4805 LR B O TERIEMNIC U > FRHE 1, 3, 10 mmol/L (B kDAY
RIGENEEY PR TAEY) O o8 VAR 1 pmol/L XA (0.01%DMS0) %
WL T 6 BEfILGE U, TEHSR B M ORI O 55 i U o R B 2 7 E L 7=,
4) ) VIRIVE TEEDOHF#ET (v k) 19
7w MTT R VIR 0.5 mglkg Z HEIRE O &5 L 72 E#%IZ, NaH,PO, (0,

0.15, 0.5, 1.5 mol/L) & U VE/KER 1 mL Z##& &b Lz, ZOfER, 73
J NWAGBRYERECITEEARE & teie L ¢, NaH,PO, 0.5 mol/L 2 T} 1.5 mol/L TR+ Y >

e PE S35 B LT (vs. BEARE, Tukey test), PAEX D T7F X VIR
DMERIIERRIC L2 Y VIRIN AR T &85 2 &R I LT,



) UBOKBREROKRERORT ) VEERHFRHEICHT HER (RE51& 4 B

(mg/4h) stk

120 7 ok TIE+SE.n=6
seskekosk
_ #%p<0.01
90 H *%k#:kp<0.0001
(Tukey test)

skesfeskok

kol

ISR B3R
[o)
(@
1

W
O
1

M=l 0 1 |
NaH,PO,ZB VBRI mL 0 0.15 0.15 0.5 0.5 1.5 1.5 (mol/L)

TN/ IVIBEER0.5mg/kg — - + - +
(154%) (15%4%) (884%)

[D5iE]—Weif & S 7=l SD 7 v M T o) 7 VIEERE 0.5 mglkg X AR (B K,
0.01%Tween80) % Hi[n[fE &5 L2, NaH,PO, (0. 0.15, 0.5, 1.5 mol/L) 47 Y

UEEAKIRE 1 mL 2R OEE Uiz, 5% 4B ORERIL L, JRTPFOY UFEEEZRE L
77

Z v MCT F 3 VHIEEE 0.15, 0.3, 0.5 mg/kg ZH[AfR nEE&ZICEY) v EH R
EH 22 A, BARRELE R LT, JRP U UHEIEE R OYRY T R U U AHEES A
BT Lz (vs. BEARE, Dunnett’ s test),

B VERREREBORT ) VHHERVRST M) D LABRECHT HER (REE 4 )

(mg/4h) (mg/4h)
7 257 FISESE.N=8
L *x4%p<0.0001
27 R 201 vs. {§1A2% (Dunnett’s test)
- :
B 157 o154
Y I
> )
# 104 s AR Z 104
s EEETS
£ B
b
> = 51 FHIK ek
Hokkok
0- 04 - - [

(48#%) 0.15 0.3 0.5 (B 015 0.3 0.5
TN/ VISR (mg/ke) FFHIN/ JVISERIE (me/ke)

[J73EHEME SD T Mok LT, &8 (0.6 wiw% U > &AR) % 1 H 1A 4 BRFLINICERT %
Xolce AMAE L=, KIS, 7 v M7 3 VIR 0.15, 0.3, 0.5 mg/kg SUIHHE
B (FEMEK. 0.01%Tween80) ZHLEIRRNEE L, 1.2wiwh ) v EHRbg & 5271, &5
% AREOREZEIR L, RPDOY RO N o AEREEIE LT,

7 v MTTF /3 VIR 0.15 mg/kg R NG5 RICR Y VB R_RE 52128 25,
BehA% 1T REE O 2 RERNS . ERRE S iR L€, BIBNO T MU v A0 U B R UK
IIEDHEICHEM U, (vs. BUARE, two-way ANOVA + Bonferroni's correction)

4,4]_4,



[JFiE1EMESD 7 b (6 6) (23t LT, B (0.6 ww% ) v EAR) % 1 H 1[4 FERHILINICIE
B2 &6 HEFIRE L7z, mAEHIZ, 7y M7 I8 VERIE (0.15 mg/kg) UM
K (EBPEAK, 0.01%Tween80) Z#EHIEL L. 1.2wwh U v ERES gx b xic, &5#%
0.5, 1. 2 KON 4 I MBS, /NG, w0 NMEROEHEONEYEZBEIL L., Ko
B, T MY U AREROY CREREZNE L,

(3) fEFISETRASR - FERSA
MR L



VI. EYEREICEE T HIER

1.0 REDHER

() ARELAEDLMPERE
P - Y 2

(2) ERRAER TR IN-MFEE !
1) B[RS
WERERA Y
fEEERR IS, AH 168 mg™ (T 7%/ )LiEEEH & LT 180 mg) Z#& FHEIR A
BHELIE X (66]), AHIRGH% 1~24 BERICEIR S 4v7- mEaek 30 3k 28 3t
BhclEh T 3 VIBEITEE TR (73 ViERgtE & L 0.5 ng/mL) KiiiT
Holz, P54 4 RERST 2 BlOYERE CIMIEF T 3 ) VIRENERARETH -
oo TORE (T F /3 VHIERIEHS) 1% 0.58 ng/mL % O 0.70 ng/mL T&H -~ 7=,

UE) AHIO KGRI 1] 5~30 mg Th %, ;
§ﬁ>%Hy%uni@f%yﬁ&w$ﬁmm%yﬁu$ﬂ@ﬁi%ﬁﬁﬁﬁﬁfﬁﬁwaéo§
2) RIEE®RS

BEERA Y

R, K 14, 28, 56™ K N84 mg™® (7 3/ WEIEL LT, ThEh
15, 30, 60 X1*90 mg) # 1 H 2EIERAKE L-EE (% 1261, KAlE
(7 B HO@EY) % 1~8 Kl BB S 7z 4538k 540 7k 539 skl T
TF RN AREE (T8 IR IRE) (XIER TR (573 ViR & LT 0.5
ng/mL) R TH-7=, AKI56mg & 1 H2EEEL-ZEE, 14/ T1HBEOEE
% 4 R OIS CIMAER 7 78 ) VRENERATRECThH o7z, TORE (FF /31
W) 13 0.51 ng/mL TH o7z,

BMAEBFETHORATFRLEE NEAT—%2) 2

MIEENTHAT R ORMEASBEIZ, AH (118 42 mg™ (FF 3 VR & LT
45 mg) ZABABHEL LT 1 &S5 E% 28, 14, 4.7mg™ (T8 Vit & L
T, ZAZ11 30, 15, 5mg) T 1EBEMEFOMmErAEE] 4 1 H 2 FIKERAKES L
L& C(CRAIRE - 4501, 7T 2ARRE 4341, 1ZET X TOREEFOMIEF T F 3 v
REITERE TR (573 gt & LT 0.5 ng/mL) K Th o7z,

) AAIOEGRAL 1 F 5~30 mg T %, ;
) VRSO 16,11 0 E BECIR B ORI 31 A SCIR A P A R TR L T B,



¥ O1KEQRTHHOES% 1, 2 L4 (ABftads— ), L, 1 X8 HHOEE®Z 1 LD
2 (Uhskodk—bh), WONT 3, 5 K UN29 (kG0 ) HBEOSEHET (fahk— k)
GEABIENE R 25)

WS U IMEF 45 MiREfEE >
U E AR D BT R . K (1A 5, 10, 30 mg OFEE A&, it 30 mg
ZEIMAHEL U CGEEMIEEE) 2 1 H 2 BKERDEE L&, EEAHY M1
B oMmEREE 1EE, 4 8A L0 6#HHOFYHE) 1% 3.98~4.02 ng/mL (5 mg,
36~42 f#i) . 7.77~8.92 ng/mL (10 mg. 31~37 f5l). 15.4~15.9 ng/mL (30 mg.
29~38 fil) KN 17.8~21.1 ng/mL (30 mg sk, 34~40 ) TH 7=,

(3) hEE -
BA=)-v 29

(4)BE - ftAEOEE .

1) BEOFE
['V.5.(2) BRI ER 2) 55 T HHEAER (RFOREROEN pH ORERER) | OHSR

2) BtREOEE

- IF+57YJL (OATP2B1 HEE)
fEEERR A (25 61) 12, A&I30mg # 1 H 2 EIEROESLS L, =77V /L 20 mg
ZOFACHERRO®KEES Lzt &, =F 7 7 U VB[R B 5B 2 AF 0 &% 5
KD F 77V LD AUC,,. AUC, ..k C,,, DA/ R FHEOITENE
U 36.15%, 38.92% K 1 30.95% Ch~7-, =77V 7 b (EMHARHY) O AUC, ..
AUC, ..}k O C,,. DT/ N T BB DI Z NN 47.90%, 49.65% K% F 32.11%
ThHoT,
AHRNOFRIZE Y =FFZ 7V A KRO=FF7 70U 7 NOMFEHRBRENAEREIIKT LS
LD ARAFNE OATP2B1 % 40 L7 3AI O WML E BRI A BLET 5 2 L BRRB S
7220 (GNEANT—4#),

- T DD EA

BN pH % EF S 2 3EHA
[V.5.(2) FEARSEBEEER 2) 25 TR (RFOFELOHN pH OFERE) | OHSHR

FaVy CYP3A PR3
fERER A (14 61) 12, 4 FT7 3+ —)L 200 mg & KER DKL L. AF| 50 mg
U 2O CHERE DG Lc & & RFIREFME G L FRIC, 7723700
BHREITZEALEREO NPT, AAEHEE Lz & & omfEf M1 EE T,
A NZary—nofftHickvEd Lz, M1#20 C,,, XOVAUC, 1T, A 7=
T =BG Lo & RAIFEME SR & B LT, 2124 53.4% K& T
58.4% CTdH 7=,
ZOFEFRIZE Y CYP3A BHESRIZ L 0 AHJ> CYP3A %40 L7- M1 ~Of#HHE
END Z EDRENTZ, MUEEIIEH 2 RS9, ZoMFEMREMETT5 2

44—




&b, CYP3A BHEIEDOARA OIEMEREIC KT RBITRIRICER N R LB
Abg W GEANT—5),

P \/D&E?‘%

R R T~ — (fEEER A 16 5], 800 mg AR 0 #5) 1IAA] (14 mg, KER
N#&45) © EIFmERICK L CERRNERO S 2EMMHAEEHEZ RS 2o
Too 2230 (AMEAT— ),
CYP3A JH/E K

AH (fEFERR 28 1, 50 mg™® V. 1 H 2 [MIKERAKRE) I 4V 74 (CYPSA
HEHR) DIEYBNEEICKT L CHEERMEZRDO D 5 B W EEH 2~ &9, CYP3A %
P FHE LW &R Iz 303 GMEAT —#),
PEPT1 LB

A (BEEERCA 28 #], 50 mg ™V, 1 H 2 RIRERS) 1377 Re¥ v (PEPT1
FEE) OIEWEHREICKR L CHRMERO H 2 EWMHAEH 2 /RrS7, PEPT1 %
PR L7222 &R S iz 303 (UNEIAT —4),
P-gp B KO CYP2C9 F/E 3K

A (FEREREA. 30 mg, 1 H 2 BIEMRAEE) 1Z¥aF v (P-gp AEFE,
25 ) KOUNT7 7 Uy (CYP2CO FEEHK, 14 ) OIMEIREIC KT L CHKRME
FOHDLEMMENEREZ RS 2y o722 GNEANT—4),

A1) AFIOARAREIL 1E 5~30mg TH 5,
2) T M1 I FEEHEE 28 L2z,

2. EYEERA/NT A —4

(1) BRAT 3 -
B L

(2) BURSEE R -
BB L

(3) HAEEEH
WAL L

D)7
BMUMER L

(5) BT -
TR L

(6) Z Dt
MR L



3BEH (REalL—iav) @i

(1) BB AE
A ER R L

(2) 85 A — S EHER -
WAL L

4.1 %

(1) "AFATRLASEYT«
<HBE T w b, A X> 30
TN VR 2 HEVE T v b SUTHEME A X2 1 KON 10 mg/kg O B THERR O# 5 L
Tl E AT LA DO EIZBWTIEET T F /R ) VIRE (7% ) VIGERIE IR EHE) 1X
EE TR (0.500 ng/mL) K THY, TF /) VDAL FT L Z )T 1 3EFITK
WZ ERTRES T,

(2) mRURE
<%E HEAT—F (B AW 2 AT mEh) > 90
TERERR AN BYE (8 1) 12 MC—T F /% 7 VIR EEHE 15.2 mg Z AR O 85 U7z & & fldhhE
DRFPEMRD S D7 L b REEDR 9% LB L v En s LHEES T Uk
EAT—%),
<& in vitro MIREZ M > 39
TN I A XEERAE B (MDCK) M@ fERZ 1L A EFm Lo

7= (in vitro) .,

5.5

(1) 1% — A BE @B %
<BE: Ty b (BEEEREEY 2 TG > %
HEMEA T v B RO VY ) 7 v M, “C-7 3 VIR 7 1 mg/kg (90.7
~94.2 uCi/kg) OHABETHERRO®KE LT & & OMETEE DM AR 2 7Fl L=,
7w bEbic, BH% 168 RFfE L O 72 W £ T, kiR (K, KAM, 868 & O
) \CHUNRB I S e o T,

(2) % —Ba SR EAPT @B 1L

<HE>
AFNTHEACE W DMER N = 6D, BT o R @M K& OUE BB THRBR 133250 L 720>
27,

3) Fit~DFBITHE -

<BE  HEANT—F >



B oL (TH) 12, AAI50mg™Y 21 H 213 HEXROKG L, 4 HHOEAE
AICRE OB 5 L2t OARA| & FEARH T2 O HIREIZEE TR (Ing/mL) A
Th-oT,

1) AFIOKEMAEIT 11 5~30 mg TH 5,
| E2) EERBIREMEEYH LR,
% VIL6.(ORTL) DB
(4) BEBRA~ DT
HE R L

(5) Z D DIABE~DFEITHE -
<& 7y (BHMHEEBCEY 2 HVickED) > ©
A AT v N RO T L E ) Ty M UC-T F %/ VRN 2 1 mg/kg (90.7~
94.2 nCi/kg) A& CTHERR O#E Lz & & OSHEORMAR /DA &2 754 L 7=,
W7 ~&bHIT, HLEDONEY TEWVESTRES B S 4L, 13 & A & Offk THGTERIE
ER TR CTH O | IO AIREN TH 7=, W7 v b Tl L CThikdtae
DR S AT & Ll BB ONEDOMICEIBERRK (BE, 5. ME B
W K OVK ) . I, B, A, PR VR Td o 72,
Fo, A7 v b TR, ERROMBEEOMICT R UL ORIE T RERES BT Sh
oo HETZ > NEOTVE ) T v MZBWT, ZRE& 5% 168 IFf & O 48 Kffif &
TICT RN TOMBECHINRBIZER TIRA & eofe, AEAT7 Y NEKOYTALE ) Ty hD
G, “C-7 F /3 VIR R O el AL U 7= i A &2 o= LT,

(6) MIFELMKAE
FF N D b IEE A RS2 IE 100 pmol/L 123\ T 0.003% Th v . Mt

TEEH~DOFEENED-> T2 1Y (in vitro) .,

6.1

(1) BB R VA BHRRR 2 ) .

<BE  HNEANT—F (BHEESE S E RO T2/ED) >

fERER A (8 f1]) 12 MC—T F /3 )VIEEAHE 15.2 mg Z R OB L7 & & MiE
AN 7 =L LT R AT RN BT 9 ORI S M S iz, & 514 24 FEfH
FCICmIEIZIE 5 FEOMNHEY (M1, M2, M11, M12 KO M15) 23&H S, M1
XA RE D 16% % (50 728, T DO IT VT b 10% AR TH - 72,
AR LA B R LAY NS O-JiL 7 VU bik & & 2 bz, REMIKI
B Sl ho iz,



b MBI DT T8 L OHEEREH L

O\S/O O\S/

~OH ~NH, “NH~_O. OH
sl > o o
sz, OH O
©/\NH H H OH
O CyuHyCLN:O,s  C SN cl cl A on
s N NH N
mH b o e a M4 a om a % mis
a P-U v u P.U t, »u
CYP3A4/5 HCoy
%
;H c
M11 o o
P SsqQ o s L o SO
©/ NH RA NA TN
@ * H Tenapanor
N FFINI \
/0 CH, 1
Ol o % 0.0 o NH NG i o
SNHT >4 OoH
©/ NH \/koH O\S/O NH/\/\/\O/\/Y\/\/\NH NI—T\/\/\OW
NH, z )
c <" - a <H
N al N
cl M7 N, M2 & 7 ey mie
u a ke F

% o MC EEERALIE
P s, U JRPREW. F o 38ty

(2) KBS T 2E% (CYPE) ONFE. T5% .

1) EbDYaYEF Tk CYP ZRHUW=#&ET (in vitro) ¥

JareJFr b CYP ZH\We invitrodHiIZ E VD . 7 F 3 VORGSR Z FE L,
HERERB Lz, 75723 LvoRFHZEB W T, CYP3A4 XX CYP3AS O % 5-h ik
HLRE L, ZOFRGRIZTZNEN 56.8% K N 39.8% ThH 7=, Do CYP 4y1Fi
DHEHBRIFTINTND SNU T Thote, £/, T8 50 M1 OARKIC
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4 XX CYP3A5 2 B15 L, M1
DOAERGHEE X CYP3A4 K1Y CYP3A5 Tl b o7,

2) CYP ¥R 9 HFE/EA (invitro)

b NIFREE Pk (HepaRG #lifd) & H W zEhHosunWT, 773/ 11F 0.0001
~20 pmol/L D EEFFAIZ BT CYP1A2, CYP2B6 K () CYP3A4 (Zx13 2% #hE/E
HERSehot, b MEEEFIRZ W72 BEt 5, M1 (% 0.03~10 pmol/L D
JERAPHIZ BT, CYPIA2 I T 2B E/EH 2R S o 7o h3, CYP2B6 12D\ T
X3y hhluy MZBWT, CYP3A4 oW TiZ3ay hf2my MIBWT
HEER AR LT,

3)CYP - FEITx 9 HEEIEA (in vitro)

t MFI 7 vy —2%HOTRFHIBW T, 77578 1k CYP1A2 (2% L C R
FREEH 2R & - 7228, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6
S OV CYP3A (Zxf L TR EMEN 2R L, IC, X £ N £ 4 154, 10.4,
14.2, > 30, 3.26 %11 0.402~0.68 ymol/L. TH -7z, WD CYP 7y F-HEIZ%t L
THT 3 VTR RMK RO EIER 2 /R S e o 72,



M1 (% 30 pmol/L D% % < CYP1A2, CYP2A6, CYP2CS8, CYP2C9 &%} CYP2E1

W L CRIMR L EMER 2 /R S 2o 7228, CYP2B6, CYP2C19, CYP2D6 & O

CYP3A IZxf L TP EEM 2~ L, 1C,, (X £41> 30, > 30, 1.95 K}

0.0813~0.110 pmol/LL T » 7=, F£7=, M1 X CYP1A2, CYP2B6., CYP2CS,
CYP2C9., CYP2C19. CYP2D6 } O} CYP3A (25 L CHEMEAFAIBREE 2R & 72

o7,

) EEENROERERVZTDEE :

<BEZ HNEANT—F (BRHVHEREEYE BWiciEt) > 219

e A BYE (8 6) & UC—7 F /3 VIEREYE 15.2 mg 2 HERR OG- Lz s &, F
RTOREOMAEF T F 8 VIREIZERE TR (FF /8 Vi L LT 0.5
ng/mL) K CThH o7, £7o. B SN HHEEDOR 9 %A RPICHEI S =23, 3
RTOREOJRFT T8 7 VIR ITERE FR (737 Vgt & LT 0.5 ng/mL)
K CThotlz, Lizno> T, MEERN ST 3 Vidfels@a 220 2 &
EZz o,

4) REVMDOFEEDEERVEML, FELLE Y .
b s NHE3 ZZERB S87- PS120 f#ifjalcB W, b homEdEERHFY TH 5
M1 (Xt b NHE3 ZPH5E Leh» 7= (in vitro).,

7 Mt
<BEZ SEAT—F (BEHPHESEEwE AViomms) > 2
BEERRC A BYE (8 41) 12, “C-T F /3 Ve 15.2 mg A iR A& G Lz & x| 5%
240 W[ F TOMSRED IR K OFE PRI RIL, 2 E b 80 8.99% K ) 79.3% CTh -
7zo HE% 144 B E TORPITIIRE RIS FEREH M17P 13 1.49 %2
HHIT, #H% 144 R E TORBLRO B PR (I8 58 65.3 % TH Y | 1
TR HALT FEARGEHM M1 IT#EE R TR SN o Te GMEAT—%),

8. k5 Y RKR—4 —ICET B1EHR
< in vitro > %
TFR I NNKEORMLIZOWNWT, YR T AR—=F —=IC L HEEKLEY T AR—H —
DORFHFEEOIEIIT HREEHE, W b7 v AR — 7 —RBIZ H TR L 7=,
7 F /3 7 )i P-gp. BCRP., OATP1B1 & OF OATP1B3 O H'E Cid7e - 7=, M1 (&
BCRP, OAT1, OAT3, OCT2., MATE1 } () MATE2-K O REE Tlx7e o724, P-gp @
FIVWIE LB X bz,
T F 7% Vi P-gp KO BCRP (Zxt L TiEZ 424 100 M O 300 nmol/L D FE & TREE
FHaRE o727, OATP1B1 K O OATP1B3 (&5t U Tl AR 2 EMEM 25 L,
IC,, IZ3#F1 0.658 (X 1.43 ymol/L Tdh o7, F£7=. 77573/ L PEPT1 2% L Tl
5 pmol/L DR JE £ T /R IR EERAFR R LEFEEH 2 R S 2o 7228, OATP2B1 12k LT

49—



IR R R B EE 2 8 L, IC,, 1 0.01 pmol/LL T& » 7=, M1 i P-gp. BCRP,
OATP1B1. OATP1B3. OAT1. MATE1l K& O MATE2-K #[HE L. IC,, 3ZFh 80.7,
43.7, 23.6, 46.7, > 100, 16.9 )X 21.9 pmol/L T »7-, M1 1% OAT3 } T} OCT2 = %f
L CiE, 0.3~100 pmol/L D EFFHIZ 5\ TR IR AR L EEH 2 /R S e o 72

o

9. BEICKBBRER
mMERR L

10 ENDEREFIHEE
FreEfEE RS
JFHERE IEH RN (10 f) ROV 4 TR RERE 83 (10 1)) 12, A1 100 mg ™V 4 HilH]
OGS Uiz, Mg T8 ik, FFRERE IE & alk A K OVR 25 TR e P B R 12 B
T, 2 3/10 B (¥EE : 0.523~1.09 ng/mL) K& % 6/10 Il (#&FE : 0.509~
3.41 ng/mL) TR SN, F7o, PEENTFERERE L TIL, ITHRREER A & Hig
L CEERHB M1E2 O C,,. KNAUC, T, Z£1Z4 0.672 5L TN0.730 5 Th -7z
LOD, FELERTIT /N7 GMEAT—4),

1) AAIORRARIE 1 [ 5~30 mg T 5.,
| UE2) EEAB MRS LA,

1.2 0f
MR L



. €% (ERLOZFESE) (CEA3 5HIER

ERNREFDHERA
EZH TN

S

2ERRNBEETNER

2.2 (ROFBFIZIIEBELGWNI &)

2.1 2RO BF[8.1, 9.7.1, 11.1.1 &[]

2.2 AFIOSTx UBBEUE OBEEE D & % B

2.3 WA LE AZE XX Z OBV H 2 BE([8.1. 11.1.1 B ]

(FZER)

2.1 SIEEHEBROMER LY . BEILRTOSAE 7 » b (EHK 21 BECRT, © b OFEmfk
BT 2 5 AM) Tl 0.3mgr/kg/day £ 5B CHREE & OVKARESE O FE AT LSRR B,
R UG ETTRICEAWKICERT 5 B2 ONDENMHER SN, BehEE
=& LT,

[(VIL5), TVIL6.(7)), [VIL8.(1)) DIEEH]

2.2 WHNCHT H@BUEIL, ERAEKMCHBOREEFHETH DL, AFOKS (FRk
3 WSINAD IZxt L, BUEZREBT HBEZNNH D720, MK EERTHZ &,
(RFNORRRIE TIV.2.(1D) B2hEksr TEMERS) OF &K RINAL OESH)

2.3 AR OIEBEM DO TRIOFBBPBEIND Z EPDORE LT,

[(MVIL.5), TVIL8.(1)) DIEZHE]

SHBERIIZRICEIET HEE L T NEH
(V.2 ZWRE ST RICPET H1ER ] 22352 L,

ARERUVAEICEET TR L ETNER
(V.4 FIEAROCHRICEET 21EF] 220152 &,

SEELGERKIE L ENDEH

BEEREARMIEE

8.1 THINEMHEIZFED HIVTWN D, FHINIHE S AEPTRED LU, iRV MERIK, 1
JEIR TSN D SO ZBAITE, BoNICEREICHRT 5 L ) BECiEET 5 2
Lo E2L TRICHED 25 OIERDFED DN THAITIE, AFIOIKRE TGO
FIEZMRE L, BAKOREZFOMEZ2UELZITH Z &, (2.1, 2.3, 9.7.1, 9.8,
11.1.1, 13.1 ]




8.2 IV >, MiEH LT v AR OUTE PTH BEZHIE LN 65452
Lo MIEY >y MyF AT XML PTH i O BB R & O E BEEE 1,
FRDHA RTA V%, BHOEREBEZITH L,

(FZER)

8.1 THINEHEICRD LN TEY, THAHEEICEN LGS0, BIET 56 XIXEE
DO TR LV PAKIZED ATREVENR S D Z L BREE LTz,

B AK DALE & LT, WA OBERRBRTIlE, MESLERE DOMOMR., MiEo#s-, ik
BIEDOHIENFE SN TEY . X TOER THKDERIFIXEIE LT,
[IVIL2), TVIL6.(7)), [VIL6.(8)). [VIL8.(1)J, VI.10) OIS ]

8.2 KAV T AfSE K O R MR IR RS BE TLEIE S BB T 2 BE NN H D Z L b,
EEMARE D 7= IR E LT,

Fo, MIFY >0 MIFEHI T U A KOG PTH 5 & 8B AR & O & B 1,
FRDOHA RTA LV FEDORITERESBICT NE EZZHE LT,

BRENERERI HIEBICHTHER
(1) BHHE - MEEFOHDHESE -

9.1 EHHE - MEEZFDHDEE
9.1.1 REMBRER T THEBBMGERIEOERE
JRHEZ UL S D TREMED B D,

(RS

9.1.1 ENAERARRBIC IV TARMORIER & LCHBESE (T W, Bl 18
) MECHD LR TING T L b, JIEMEBE B UL F A
REDWHE & AL &4 5 WTREME A b 5 72 AR E LT,

(2) BEREEPEE R E -
BRIEZI TN

(3) FFHEeEfEE 2 E -
RE S LTV

(4) &IEReE BT 5E -
BREZ LTV

(5) 424 -

9.5 1E4m
S SAFIEAR LT D ATREVE D & % 2otk iE, 16 LA ekt -
M5 LM SN2 HEICORRET 52 L, RAOEWER (THF) 2k
W, REMW ORERD ST PRI RS O LICEN T 25 £ B X bivd K
2B IREEDEMEARD SN TN D, £, AAIOREMOEMER (F




KA BT OARGHN DR D 3000 i LL_E OBREESAF
OERPBOLN TN D,

%ﬁm

(FZER]

AHIOEYER (V%) TREEREORENRFEO LN TND Z L, £io, RAIOGH
W5 Uiz 3Bk (T > 1) IZB W THERR R R & T ORGEM) OBREE & D 3000 £
LU E ORI T CTRILOZEBER L OERPHEO LN TND Z LN LRE LT,
[MX.2.(5) AFEFEATFIERER, 3 L O(DD) FEAHY M1 OoFmMRER (v A, Ty
R OIESH]

(6) #=E2LI% -

9.6 RELIF
B EOFRMER OB RE ORI 2 ZE L, IO U H Ik 2 et
T5Z L, WKRER OMEAT—%) ORI L, B MZBWTT R0
ERBOAIN T ~OBITITRD Do Toi, BER (w7 X)) 12k
WTHAEROERERESEARD ST 25, [16.3.1 ZH]

(fZE5%)

ANBATICEAT 527 —213/G o TE LT, BMER (7 2) [ZBWTHAROKE
1&{E% utu&)ﬁ)mf\/\é &Z))’anﬁbf\_o

[[1X.2.(5) A=fiE 8 A= Btk OIS ]

<ﬁﬁb2m5$6ﬂ&ﬁﬁ(§£&ﬂ)>
“““ A LM A RIS LT R 07 F 8 ) VB Rl A — 7 v T LB (3 1
*ﬁ) fa RIZEED & | AAI KO OREH IR AT ORI P O S e nwZ &
Zﬁﬁ“ S, WEMEEEAE TH D Ardelyx #:0 Company Core Data Sheet (CCDS) *
IZIEHRANBRL ST, _ﬂ%@fﬁﬁi%ﬁﬁé (9.6 #23Liw ) ODHEALGFTTHZ L& LT,
[IVIL5.(3) FLit ~DBATIE] OIHZ]

% Company Core Data Sheet (CCDS) &ld, ¥ K> TED LN L 2 DG, Lalh%s
DR %E £ & OT-EMERDGE,

(7) INR%

9.7 INR%ZH

9.7.1 2 EAIEO/ NI G- L2 &, Tﬁ&@ﬁf@%mﬁ%%bﬂék
ZNNH 5, @%%%(@%3/%(%ﬂwn BT THNCREET 5
%E#WW%MTW<)DL81\HJJ§%]

9.7.2 2 EO/NRBIZITHG LW Z E0NEE Ly, 8RR (BT ~ b
(BEALPE) ) TiE, BT v MTHRT, ARFNC X 5 TR KT 5 28
DMERVATREME N A STV, 7238, 20 AR D BE 25 & LIz
RARBRIZESEHE LTV,

(fEER)
9.71 HEQOBREIZHE N, HE LT,



(IVIL2), TVIL5), [VIL8.(1)) DIHZH]

9.7.2 YEEMWRBRORR LY | BEALZEONET » b (% 21 Bl L . & O
WA C 2 L ) TIE, dRAE R OVKER(E SR D B MEAT fLSEE & B AL 7o FH S 3R
HATDOE T »~ b EREEED 0.3mg/kg/day ToH - 7275, BHIE ST IE 1B 131k
T 0.7mg/kg/day, HfET 1.0mg/kg/day £ TRO LR oT-Z Linn, BEFLAT
DT > ML & THICHT D RABMR N E BN RE SN, —JF
T, AT v MIHRD EZDOAFEITRNEEZEZ N2 &b, 2 E
D/NRIZBNTHEGEITHIRE T RETRNWEZ X, RE LT,

(8) B EnE -
9.8 BhE
BEDOIREBEZBIE LN SHEEBEICRG TS 2L, —RICAEFBENMET LT
BY., FTHICEAMKIERZEZ LT 0EENTWS, [8.1, 11.1.1 BH]
(fi#E7)

=] P 25 AR RRPR FRBR TR FRITER 1T TV, — 5T FTRAEHEISRO b TE
V. mEEE I RHEEICR G T OMEND DT ORE LT,
7HEER

(1) HEZEEZFDER
BRE STV

(2) GtREE L EDER -

10.2 ftREE (BFRICEE T D2 &)

N4 55 BRI IR - HE(E 715 FEFy - fERRIK 1
=} Z 7 fEFR AN T, =F T | BEERACBON TR FZ 7Y L
[16.7.1 /] T VAR REDOIEERG | O, =) F 7V L RO OfF M

OIMAPREO TGS | O C,. K OVAUC 2MEd L7z,

NTN5, AFHIDY OATP2B1 #PET D Z &Ik
D, =F 57V ALOWINEZET 4,
MHRENME T2 EErH 5,

(fEER)

AAIDENE oY) 5 o AR—%— OATP2B1 DiEMEALET S 2L T, =FF 7
UL OLE RN Z LET D Z L AVRB STz 720, EWHBEA/ERARBROM I HE S X
RIE LT,

[[VI.1.(4).2)] OIEEMH]



8.El1E M

1. BI{ERA
WOBEWER D BN D Z LR D DT, BIEZ H3IATV, REDPRO bNIGE
(3G % Pk 5 7 R R AEEZIT O Z &,

(1) EXREIER & HERK -

1.1 EXLEMER
1M1.1.1 EEQOTH (0.5%)
HBEOTHNEE L, BKICELIBZAND D,
[2.1, 2.3, 8.1, 9.7.1, 9.8, 13.1 ]

(f#E%)

AFNOIEER NS, FTRIOBBEMEESIND Z &, BARBRCTEED FHRNZED bR
TWAZEMNHRELT,

[(VIl.2), [VIL5), (VIL6.(7)). IVI.6.(8)), MVI.10) DIAZ ]

(2) ZDHDEIER -

1.2 ZDOhDEI1ER

5% L 1~5% il 1%k gt
TH (61.3%) | #K(E i, PR
iHlea N T
i, WL, W
et 15 > i
B (7
AT W, %rE,
%)
&5
BT e R AT B 2 k5 & L2 [ENERAREER (432 $1) 12\ THHL L 72 EIfE
MRS &Rl L7z,

ERo TZ2OmMoRIWER ] IZFEE LZRERICOWT, BEHEZFEH Lz (FRE2R),



[Z DM OEIWER ] \CFEdE L= BITEH4 SEHBEREE OB IS L= IER 4

TR TR

LU/ClE HRAH

TEL T

P 1554 0 BEE [R50

i s s i s s

g - e -

iz &

&Y o e 1KY e

BMERRERKRE—E

W - HEXS FREEE T ENEEAR AR
LA VE AT T S5 5 432 {4

AITERZEH B (%)

290 3 (67.1%)

BT DR R B EE 2R L L

KR - FERS [E[ PN 111 #8 e PR sk BR pon
137 5 KT A M iREHTOF A e AT MIREHT
CHERABR —HE R — R BRI AR R
%%&?Mﬁﬁ%ﬁ 82 fil 84 il 544 219 1 159 01
EIERRBGIE (%) 62 (75.6) 54 (64.3) 40 (74.1) 134 (63.2) 290 (67.1)
BT OB MEF R B A R LT
% III =y
- WS (IR L R it
BT HLA MR OF E RS BT
ZHE R B R — R BRI AR BR R
5% - BIER4 FEHFH (%) FBGIHE (%) FEEBIE (%) FBGH (%) FBGHE (%)
%ﬁ‘gi&;zxu L - 0 - 0 - 1 0.5) 1 0.2)
ERRZ PR 0 — 0 — 0 — 1 (0.5) 1 (0.2)
[0 ez 5 ] 0 = 0 — 1 (1.9) 0 — 1 (0.2)
LB ATED 0 — 0 — 1 (1.9 0 — 1 (0.2)
['E M 65 (79.3) 58 (69.0) 43 (79.6) 142 (67.0) 308 (71.3)
N 58 (70.7) 49 (58.3) 38 (70.4) 120 (56.6) 265 (61.3)
HRAE 4 (4.9 4 (4.8) 3 (5.6) 9 (4.2) 20 (4.6)
L 0 — 2 (2.4) 1 (1.9 1 (0.5) 4 (0.9)
PEEE S N 1 (1.2) 1 (1.2) 0 — 2 (0.9) 4 (0.9
RN 1 (1.2) 0 — 0 — 2 (0.9 3 (0.7)
Mg - 1 (1.2) 0 — 1 (1.9 0 — 2 (0.5)
iz 0 — 0 — 0 — 2 0.9) 2 (0.5)




AT IR PE R R AT A xR L LT
R - DL [EIPN &5 TIT G A o o
ML HA ML HEREZ T MR
T H R ZEE MR — R ERIR AR R G R

Sy¥ - BIfER4 FEHBIE (%) FBLBIEL (%) FEBUIE (%) FEBUIIE (%) FEBLEE (%)
{5 R 0 - 1 (1.2) 0 — 0 — 1 (0.2)
ElasE v 0 — 1 (1.2) 0 - 0 — 1 (0.2)
ARk 0 — 0 — 0 — 1 (0.5) 1 (0.2)
PNIES 0 - 0 - 0 - 1 (0.5) 1 0.2)
H P T 0 - 0 — 0 — 1 (0.5) 1 (0.2)
JIIRGEZ i 0 - 0 - 0 - 1 (0.5) 1 0.2)
B LSY 0 - 0 — 0 — 1 (0.5) 1 (0.2)
THEEZR AL 0 — 0 — 0 — 1 (0.5) 1 (0.2)
[ M A] 0 = 0 = 1 - 2 (0.9) 3 (0.7)
R 0 - 0 — 0 - 2 (0.9) 2 (0.5)
TR RN 0 - 0 — 1 (1.9) 0 — 1 (0.2)
[RF L O] 0 = 1 (1.2) 2 (8.7) 12 (5.7) 15 (3.5)
KAV T A ifE 0 — 1 (1.2) 0 — 4 (1.9) 5 (1.2)
KU o gE 0 - 0 — 0 - 3 (1.4) 3 (0.7)
RFHET > F— 2 0 - 0 - 1 (1.9) 2 (0.9) 3 (0.7)
7Y R—vA 0 — 0 — 0 - 1 0.5 1 (0.2)
FARRIGR 0 - 0 — 1 (1.9) 0 - 1 (0.2)
&7 U AE 0 — 0 — 0 - 1 0.5 1 (0.2)
K7 N7 2 i 0 - 0 — 0 — 1 0.5 1 (0.2)
gﬁiﬁ‘t OB TAE#R 0 = 0 = 0 = 1 0.5 1 (0.2)
JiiEAE 0 - 0 — 0 — 1 0.5 1 (0.2)
[ hpEE] 0 = 1 (1.2) 0 = 0 0 1 (0.2)
ARE 0 — 1 (1.2) 0 — 0 — 1 (0.2)
[1fn. 4 ] 0 = 0 = 0 = 1 0.5 1 (0.2)
TN 0 - 0 — 0 — 1 0.5 1 (0.2)

BIEFIC DWW TIL, MedDRA/J.X— 5 0 24.1 56458 (PT) AffH L C&ER L=,

<JBFC : 2025 4F 6 HETH (B Fek:ET) >

WA EHERETH D Ardelyx #:> CCDS \ZIBBUER G ORITERA BN S N2 2 &0,
E N M O sk o it 25 D T RIVE R BUR DL D RRRIE ) OG-l 24T o 72, & DRGSR, AH| &
D BHENED TR < B DIEFNT 2V E DO WBUEIZEZ M T 2 BIEHOEED MR S 7
ZEnn, M1.2 Z20MoRIfER ] OBIZIBFLL, EEMREST L2 & & L,

QKRR EREICRIZTZE
BRE STV



10 BERS

13. BE®RS
13.1 fEIR
TW@E@%M“W%ﬁ%EbMé%%M%%éoEE@T%%%&LK%@X
X FRIDNSEIE L7454, BKICED /MRS 5, [8.1, 11.1.1 B #]
(FZER)
13.1 AANOIEEEM NG, BERG M TONZ5GE, BEO MHAESI S Z 5820
HHIEMNLERE LT,

[IVIL5), [VI.8.(1)] dIEZM]

MEALOIEE

14 R ELEDFE
141 ERIRFBHOEE
PTP @2 DAL PTP > — M DBV L CIRAT 2 L 288452 &, PTP
V= FORRERIZ LY | OB TS EIEREARIA L, IR A 35 2 L CHit
AR SEOEERGIHEZ IR T L 08D 5,

(fi#E5R)
14.1 PTP @2 D= =35 I8 @E%$%T%é
H3HERE 54 5 (20194E 1 H 17 BHAD) | HEL TS,

12.ZDDEE

(1) BEEERFERAICED CI1HER -
axﬁéi’bfb‘iib\

(2) FEERPRERERICE D < 1B -
BRE STV




X. JEERERFBRICEEI SR E

1. R
(1) 3N EEHAER -

[VI. 3BT 2IHE ] OABR

(2) TEMEEEEER 0
2 - Pe b5 B TR g
REREH EILZL TS (5515 ARG R
HAR ARG R R IE
—RRER B O T ) Z v ~SD 0. 100, 300, 1000 mg/kg | 1000 mg/kg % CT—ER KO

(Irwin Z£ik)

(H. 10 #1/E%)

(B[l 1 2 5-)

BN R EIIFBO bR o Tz,

DMILE R RIE TR

hERG &t
(K=t XyFo

hERG # A HEK293 #ifie

1. 3, 10 pmol/LL

10 pmol/L T hERG &
PIBRERIT 17.9£2.5% T >

hCa,3.2 A HEK293 i

STk (in vitro) -

Ca.1.2/82/a2 § . hHCN4 hCa,1.2/82/a2 6 (ICa;) Zxt
i \ - ; y U CE M AR S L7z
DA A F v v hK,1.5. hKv4.3/hKChIP2.2, | .
(%Ji,vt,w:;ﬁy hﬁ:ﬂ VhKCNE1 1% ﬁﬁ@ﬁ/ff“é}:‘f : 100 pmol/L | (IC;,=4.67 pmol/L).,
5V 7K hNa,1.5 #A CHO ks | (7 vitro) o> 2 5 F AT LTI

T RMFLR LB W THI S
IRBLEEAIERRD S eino T,

DAL ME R O

1000 mg/kg F TOf%k, I+
OIS | SEAR i 2 K OF

(WK, 4 B/E/RE)

(I 7ENick HHE)

@ A=) 0. 100, 300, 1000 mg/kg | “F¥JfE) KOWNER (P #FE
E’;%\/ﬂ%&) (i, 4 f51) (% 108, FF4EEROESE) | IR, PRIKE. QRSIE. R
W RO QT [HINE) 2R
2y WA/ Ry
1000 mg/kg/day & TOEIX,
SRE A= N oo IRy | i O N (PR,
= (k. 4-6 B/VE/ER) O e ot%&g) x QRS. RR, QT K0 QTeV) (2
- EEIIRD bR T,
1000 mg/kg/day & TLOEIX,
o 0.50,300,1000 mg/kg/day | ot
L A RIE—I L (R L. 8B s | DB OBIENIE (PR,

QRS. RR. QT &8 QTeV) 1@
BT o T,

I 25 RN R N

IR B HE
(BHSVFAETT
T A=V AT L)

Z > ~SD
(. 4 BIEE)

0. 30, 1000 mg/kg
(RS [l 1 2 5-)

1000 mg/kg £ THEESL, 1 Al
KRR Oy IR R o6 L TR
IR SN Do T,

THILRRRIC K IE T R

(HIERTE, 4 UML)

(G FEnic L bHE)

T 7 v hSD 0, 30, 1000 mg/kg 1000 mg/kg % TH IGHE T
R s (M. 10 f5I/EE) (CHE R BT R T,
M1 OFFAf
hKv11.1 (IK,. hERG). hKv11.1 (IKr,hERG) . hKv4.3/
DA A F v x| hKv4.3/hKChIP2.2 (I,). EEp——— hKChIP2.2 (I,) &%0U'hKv7.1/
(h—A-es3y F7 | hKvT./hKCNEL (IK) X3 ’fo@%’ﬁg »33pmollll | KON (IK) 124 LT 14.8
7 v 7E) hNav1.5 (INa) A CHO ~27.3umol/L C 50%L4_F B
Sl EERER L,
1000 mg/kg/day % TOHEK
N 0.50,300,1000 mg/kg/day | ¢~ .
LR AAIE—T T (18 18, 9 » AERAEngs) | OLEM (PR, QRS. QT XUt

QTcV i@ ([CH=EILRD B
ooz,




(3) ZDfth D EEREER > -
1)In vitro ¥ 24Tl (SE1EHR)
181 FEH DRI D531 (ZEK, AF TN, T UAR—=F—KOEEFE) 1Txt
TOEM % in vitro SR T2 RiEG . BER K OBEREY » A I K D FHEli L 7=,
FFNRINE, AL IS L THERZR L, ¥ % = NK1 A RO 5-
HT1D Z &A% L CiE, 1 umol/L A O CHRERERTHR M &2 R L=,

GFIHRET IEMEARRVEABRZARICKT HER (SZEH)
I3 B9 5 sk (NHE1, NHE2, NaPi2b, PiT1 & OV IBAT) K OVRHHFR
RIK (TGRb5) 1Zxt7 2 1EH 2 HEK293 #llfin X 1% OK Hifa 2 FH\ 7= in vitro M5
TR L 72,

TF R ViR, K 10~30 pmol/LL £ ¢, NHE1, NHE2, NaPi2b, PiT1, IBAT
K ONTGRS IZEH Lo 72,

)T v MIHITHEEEEREIINT HER (SEFEH)
ATH XV 16 Rl 872 SD 7 v Mo, 773/ /0 (10 mglkg) % HL[AlFE 1#E 5
L. /DMElEee K OV E s ne 2 51m L 7=,
TFR ML, Ty MZBWTIHERIEREZEEST D Z LR &z,

HZy MIHBFETNLI—ARRRVEHEICHT R (SEER)
ATH L0 16 REfEfE R S B 721 SD 7 v b, 77370 (30 mglkg) % H[alfE N
B L, 7 a— 2RI L OVE RIS 2 2 5 L7z,
TIFRNIME, Ty FOT N a— AR K ONE PRI 52 W2 RSN,

5M1 O EMEEE (SE1EHR)
S2QFHFAD R D51 (ZBIR, A AT ¥R, FT U AR—F—KOEER) 1Tk
I 5 M1 OVEH % . in vitro EHEYD o FiGE . BEZ L OMEEET v 112 X 0 2541
L7z,
M1, fHliL7Z2 824 FD o b, 41 It L THERZ R L7220, WIFhnd4y+-IZ
%L CH 1 pmol/L DR F CHERERIIETEI IR T S 2o 72,



2. FMHHER

(1) BEIE5EMHHRER 2 -
WERED ~ o 2 & Wiz 7 HEER D& 5 H&F ERBR (s A& 300 mg/kg/
day). MEHEDZ v bEHW 7T ARIKER DG H &R ERR (GeHE 0 1000
mg/kg/day) MOMERED A X272 7 HIE, 28 HIF, 3 » HIA N9 » AMDKIE
B O%EEERR (ke I8 © 1000 mg/kg/day) ORI 5423 THEIEM DL

LITERD 7o T,
p e 551k 55 WS D Er At B
i e BesHim (mg/kg/day) (mg/kg) *
~ 7 Z/CD-1 o, 18 1EY
(HERE. 5 /RS TR 0. 30. 100. 300 -~ 300
5 1SD @O 1A 1E)
(HEHE. 5 IME/RE) TR 0. 100. 300. 1000 -~ 1000
o, 1A 1[E)/
(HERE, 1 /R 7 0. 100, 300. 1000

(7N & HHE)

®o, 18 1EY
0. 50, 300, 1000

(HIERTE, 3 /P TR PR

2 R ) 28 HN (1458 : 0. 1000)
X (I 7T L HHE)
S XIE—T > 1000
o, 18 1EY
(HERE, 4 BUMEAEVERE 35 8 0. 50, 300, 1000
2 A ) (14 0 . 1000)

(I eI L BHRE)

®o, 18 1E/
(ERE, 4 B 9% A 0. 50, 300, 1000
(h ez L BHh)

a : RAERE A # G- MERRBR O A a5t O sl 2 Z SR

(2) RERESEEHE 2

e 54 BeSIribis s & R
(mg/kg/day)

MEdFPER © 50 mg/kg/day
2GR

A, ERE OB K OB R ORD
10 mg/kg/day £ 5-FED 1L O 50mg/kg/day

~ 7 Z/CD-1 @O 1H 1) VLB OB HRED HEME -
(e, 20 L/ AEERE, | 28 AR ;‘f 10 50. 200 L IR D e iE AL 5 11
10 /L RETE) Yo T 200 mg/kg/day # 5-FEDOMEME -
5y o B I 0D 8 5E
200 mg/kg/day % 5-HEOME :
15 O FRAMAE O I

EE MR (14 ARH) - BHEMEDRD BT,




B HERAE

e 5

B kRS
(mg/kg/day)

Z v MSD
(HERE, 10 Bk EPERE,
< 5 BIME/EIERE)

i 18 HIML
i - 15 HIE
(EE R 14 HIE)

oy 1| 1My
0. 30, 100, 300, 1000

MFEE R < 30 mg/kg/day

SRR
WLE TS L D sE Ll
AEAFEICIRIRAE, TR B OB & O
, RERD, BAREOWBD L OEOK B
B, ARMEGR ST A—&Z ORI, G
Bk - HERER OB, MCV O () |
MigF U 7 LKA, JRFEFEO B,
MspigsE o B, 7 L7 F=romfE
() . A/G OFEfE, MigEH Y v AOE
() . MiE7 V7 o OEfE (), v
27—/ OAE (), M7 a7 A K
DA ()
PR HLER DA
N o> = BN
NI ST R CORIERINRIE K R o>
OB A, ZEfE, W ER OB IR D
WA, U ooRE R, MalR, EREEO ) v
RERSUFAMR DD | RO B - FIFE S OY
FRANE DAV A
HETIE, BEE R RS ZE D 43 Wi DI

MRS (14 B : BHEMEDERD iz,

MR 5 mg/kg/day

Z > ~SD . |
e i e Y o, 18 1E/ 1 mg/kg/day LA | :
é%ﬁgggg?*@ﬁ~3”ﬂ 0. 01, L 5 W, KRR, BB
[FIfE SR (30 HIF) : BIHEMEDERD iz,
MEFEME A A 3 mg/kg/day
1 10 mg/kg/day
10 mg/kg/day 5B () -
WAL FMEIC L DR sE Tl
= . 4 1 mg/kg/day LA I :
G oD e | 6701 T BRI, T MY S, i Y A
N N N N %{ﬁ
3 mg/kg/day LI | :
REBINIE (3 mg/kg/day IZHEDH) |
TR, i 7L 3 — 2 KR
(3 mg/kg/day 1$HED #)
. B, 1 H 1E/ MR © 1000 mg/kg/day
S RE—I e
(i, B UMEERE, | 28 FT 0. 50. 300, 1000 BERGHE
9 filJ/‘fi/?Eﬁi) : ([EIf88E - 0. 1000) HEA B (FEIHRE)
(B 7ML D HE5) B MRER (14 AR : BHEMEDSRD BT,
4 MEFEE R 1000 mg/kg/day
A XIe— T é}tm{fo ' 3?)01 IEI1/000 BEGHE
(R, 4 BI/ME/EERE, | 30 A (IEHEH 0 ‘1000) HEA S5 (T, REIRAE, REIRARE(E,
2 AL/ e 0y | i)
- [FIfE MR (28 HIH) : BIHEMDGRD bz,
N oL 1H 1EY MM 0 1000 mg/kg/day
A AE—=T 95 A 0. 50. 300, 1000 ST

(HIERTE, 4 /ML)

(I eIk BHEE)

PRl SR GRAE, TR, AR IEE)

(3) BinH MR ™
T IR L, M E W IR SR BRI C A RFME A2 R X3, B MR Y o)
A D o Ye i R B BB CREE R OB B 23858 Lo e, Elo, T3 1
X, ~UAKRDT v b EAWTERMEGRRICBO CRAKRETE ZFHE Lo Tz,
ZOZENL, THANMTEBREEE A SRV EEZ X b,



(4) BATREEER 5
rasH2 ~ 7 2 (CByB6F1/Tg rasH2) (27 /X VA IEIZ i K 50 mglkg, WEIZH K
400 mg/kg ®HET 1 H 27 26 M KER ARG, £72. M1 % 55 X3 165/110
' mg/kg/day OHET 1 H 18] 26 BEAERE A HEG L7, Wb RARMEZ RS
oz,
Sprague Dawley 7 v MZ, K 10/56™ mgl/kg/day D& TT 73/ V%, 1T 86
M, HET 96 WRIKER NG L2y, DAL RS 2o T,
) ERTEER 2R

(5) ETEH A S Y -
- BEH R I
BYFESRHE BeE M (mg/kg/day) ABRfE R
ZHARE K OIS A 12 B 5 5 iR
i o MEFEVERL ¢ 50 mg/kg/da
<7 2/CD-1 AFRO 14 HRfAS | &0, 1A 1E) s erkg oy »
(. 24 FEE) WE6HEET | 0. 10. 50 RO Rt AAARE. DU IR

IERBD BRI T,

FRARAEIC B4 % alliR

Z v MSD % MEFEME AL © 10 mg/kg/day
(. 5 e # 10 R 0 1 3 10 D AEFERE e OIS A SRS 5 BB R
) o LD ST,

IR - BRIRFE AT BT % kR

VR R B < 1 mg/kg/day
JIf - BRIEFEAE 1mg/kg/day
RrEhay) -
1 mg/kg/day $5-1f :
Pe G-I T O #REE R OV R, AR I O

(A A AR D
10 mg/kg/day £ 5-8% :
Eﬂﬂj’%fﬁﬁiiﬁ/}\ B OB LIS
= . - DIACITAE S —fRARIED AL
Gk, }\2/58% ) IR 6~17 H H "Si T 1105 13/ 30 mg/ke/day #2 58 :
’ o BE %5 o I R H D R R OB
BN S AR S —eiRE DL
- JRWRFEE -
lmg/kg/day BERE
AAFRR VAR DN IR VA DR EE, PR, S
F. IR OVEHI BT D HiLe o
7

10, 30mg/kg/day #¢ 58 :
IR - M VRS IX FE M L 2R o 72,

REEh -
Etitacy T
FE R, FEO/ AL, R]E R O TR
S D P BEE O — R BE D 2L

= e ) 3 mg/kg/day &‘%ﬂlﬁ : ‘
Sy REaE AEHR 7~20 HH &rL 1 H 1R 1 G CRARD (R
. 6B (AR E) 0. 3. 10. 30, 100, 300 | 100, 300 me/kg/day £ 5HF :
: *ﬁf;‘%“@{ﬂiii@i”}&(ﬁ1ﬂiﬁiﬁﬂl}%@?@i9ﬂf/ﬁ(ﬁ
IR R R O WA
- fREFEAE

30 100 . Of 300 mg/kg/day #%5-1f :
FAEHINCE > 7B R AR E O




BRER A £ 51

PGB
(mg/kg/day)

ERRES

X = 2=
7 v NAfHE
(i, 22 Bil/HE)

ATHR 7~20 H H

o, 1B 1EY
0. 5. 15, 45

HEFEME R - REEI 5 mg/kg/day
IR - I3 E 45 mg/kg/day
R
LG
HRAE R OV % 3 & 9 2 HRilk 52 12 Bt
L 7R Y7 ?53)621171_75) FEERE AT
Je A BITRD Do Tz,
45 mg/kg/day T"x'“’a——ﬁi : iPE
15, 45 mg/kg/day %51
TR OO (R 8 K OB AT B O )
I - BB IEFEAE -
LG
TRE, PEE, Sh3E. Vﬂﬂlﬁ&@m’%*ﬁﬁ E
AR J OVERR IR LA b B BRI ERR
nigmoiz,

HH AT By OY A2 0D 58 A3 ONT REAR OB RE

BT 5B

MR 6 H B iR
FL20AHEET
(F, R-Eh%n)

~ 7 A/CD-1
(W 25 fI/HE)

®o, 18 1E/
0. 20, 60, 200

F, FEE O 425 ik
200 mg/kg/day
T, H AR OFEFENE
20 mg/kg/day

F %ﬂ%ﬁ% k9% Al K OVEFE R QNS
IR % AR 200 mg/kg/day
F téb%
SRR
SEARHAR ﬁv\ﬁﬁ#ﬁ? AR O R 5
TSRO bvirinoTz,
WA DR (Fl;u)
Eetitecy T
AN, AR AERER OERL, AL
T D — R Hjﬂi?&@ﬁif#&()‘%’ﬁi
FEE QN BEFLRS R O FI RIS S8 TR
niginoi-,
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KERMFXE (XPHOZAH (tenapanor) tablets : 2025 4 3 A gkiT)

MEEX (FXR 1 INDICATIONS AND USAGE

XPHOZAH is indicated to reduce serum phosphorus in adults with chronic
kidney disease (CKD) on dialysis as add-on therapy in patients who have an
inadequate response to phosphate binders or who are intolerant of any dose of
phosphate binder therapy.

RERUVHAE 2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dosage is 30 mg orally twice daily before the morning and
evening meals. Monitor serum phosphorus and adjust the dosage as needed to
manage gastrointestinal tolerability.

2.2 Administration Instructions

+ Instruct patients to take XPHOZAH just prior to the first and last meals of
the day /see Clinical Pharmacology (12.2)].

+ Instruct patients not to take XPHOZAH right before a hemodialysis session,
and instead take right before the next meal following dialysis, as patients
may experience diarrhea after taking XPHOZAH /[see Warnings and
Precautions (5.1)].

+ Instruct patients who miss a dose to skip the missed dose and take the next
dose at the regular time.

KEWATCE (XPHOZAH (tenapanor) tablets : 2025 45 3 HikE]) O P22 Bo = &
https://ardelyx.com/XPHOZAH-Prescribing-Information.pdf
(202545 H 8 HT 7/ & A)
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£ 3 AHED Risk Summary

Tenapanor is essentially non—absorbed systemically, with plasma
concentrations below the limit of quantification (less than 0.5 ng/mL) following
oral administration /see Clinical Pharmacology (12.3)]. Therefore, maternal use
is not expected to result in fetal exposure to the drug.

The available data on XPHOZAH exposure from a small number of pregnant
women have not identified any drug associated risk for major birth defects,
miscarriage, or adverse maternal or fetal outcomes. In reproduction studies
with tenapanor in pregnant rats and rabbits, no adverse fetal effects were
observed in rats at 0.2 times the maximum recommended human dose and in
rabbits at doses up to 15 times the maximum recommended human dose (based
on body surface area) /see Nonclinical Toxicology (13.1)].

The estimated background risk of major birth defects and miscarriage for
women with CKD on dialysis with hyperphosphatemia is unknown. All
pregnancies have a background risk of birth defect, loss, or other adverse
outcomes. In the United States general population, the estimated background
risk of major birth defects and miscarriage in clinically recognized pregnancies
is 2% to 4% and 15% to 20%, respectively.
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Animal Data

In an embryofetal development study in rats, tenapanor was administered
orally to pregnant rats during the period of organogenesis at dose levels of 1,
10 and 30 mg/kg/day. Tenapanor doses of 10 and 30 mg/kg/day were not
tolerated by the pregnant rats and was associated with mortality and
moribundity with body weight loss. The 10 and 30 mg/kg dose group animals
were sacrificed early, and the fetuses were not examined for intrauterine
parameters and fetal morphology. No adverse fetal effects were observed in rats
at 1 mg/kg/day (approximately 0.2 times the maximum recommended human
dose) and in rabbits at doses up to 45 mg/kg/day (approximately 15 times the
maximum recommended human dose, based on body surface area). In a pre-
and post-natal developmental study in mice, tenapanor at doses up to 200 mg/
kg/day (approximately 16.5 times the maximum recommended human dose,
based on body surface area) had no effect on pre— and post-natal development.

8.2 Lactation

Risk Summary

There are no data available on the presence of tenapanor in either human or
animal milk, its effects on milk production or its effects on the breastfed infant.
Tenapanor is essentially non-absorbed systemically, with plasma
concentrations below the limit of quantification (less than 0.5 ng/mL) following
oral administration /see Clinical Pharmacology (12.53)]. The minimal systemic
absorption of tenapanor will not result in a clinically relevant exposure to
breastfed infants. The developmental and health benefits of breastfeeding
should be considered along with the mother’ s clinical need for XPHOZAH and
any potential adverse effects on the breastfed infant from XPHOZAH or from
the underlying maternal condition.
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4 CONTRAINDICATIONS

XPHOZAH is contraindicated in patients under 6 years of age because of the
risk of diarrhea and serious dehydration /see Warnings and Precautions (5.1),
Use in Specific Populations (8.5)].

XPHOZAH is contraindicated in patients with known or suspected mechanical
gastrointestinal obstruction.

8.4 Pediatric Use

Risk Summary

XPHOZAH is contraindicated in patients less than 6 years of age. In nonclinical
studies, deaths occurred in young juvenile rats (less than 1-week old rats;
approximate human age—equivalent of less than 2 years of age) and in older
juvenile rats (approximate human age-equivalent of 2 years of age) following
oral administration of tenapanor, as described below in Juvenile Animal
Toxicity Data.

The safety and effectiveness of XPHOZAH in pediatric patients have not been
established.

Juvenile Animal Toxicity Data

In a 21-day oral dose range finding toxicity study in juvenile rats, tenapanor
was administered to neonatal rats (post-natal day (PND) 5) at doses of 5 and
10 mg/kg/day. Tenapanor was not tolerated in male and female pups and the
study was terminated on PND 16 due to mortalities and decreased body weight
(24% to 29% reduction in females at the respective dose groups and 33%
reduction in males in the 10 mg/kg/day group, compared to control).

In a second dose range finding study, tenapanor doses of 0.1, 0.5, 2.5, or 5
mg/kg/day were administered to neonatal rats from PND 5 through PND 24.
Treatment-related mortalities were observed at 0.5, 2.5, and 5 mg/kg/day
doses. These premature deaths were observed as early as PND 8, with majority
of deaths occurring between PND 15 and 25. In the 5 mg/kg/day group, mean
body weights were 47% lower for males on PND 23 and 35% lower for females
on PND 22 when compared to the controls. Slightly lower mean tibial lengths
(5% to 11%) were noted in males and females in the 0.5, 2.5, and 5 mg/kg/day
dose groups on PND 25 and correlated with the decrements in body weight
noted in these groups. Lower spleen, thymus, and/or ovarian weights were
noted at the 0.5, 2.5, and 5 mg/kg/day doses. Tenapanor-related
gastrointestinal distension and microscopic bone findings of increased
osteoclasts, eroded bone, and/or decreased bone in sternum and/or femorotibial
joint were noted in males and females in the 0.5, 2.5, and 5 mg/kg/day dose
groups.

In juvenile rats administered tenapanor at 0.03, 0.1, or 0.3 mg/kg/day on PND
5 through PND 61, treatment-related mortalities were observed at 0.3 mg/kg/
day. Lower mean body weight gains were noted in the 0.3 mg/kg/day group
males and females compared to the control group primarily during PND 12-24
but continuing sporadically during the remainder of the dosing period;
corresponding lower mean food consumption was noted in this group during
PND 21-33. As a result, mean body weights were up to 15.8% and 16.8% lower
in males and females, respectively, compared to the control group; the greatest
difference was on PND 24 for males and PND 21 for females. Mean body weight
in the 0.3 mg/kg/day group males was only 3.9% lower than the control group
on PND 61. There were no tenapanor-related effects on mean body weights,
body weight gains, or food consumption in the 0.03 and 0.1 mg/kg/day group
males and females. A dosage level of 0.1 mg/kg/day was considered to be the
no-observed-adverse—effect level NOAEL) for juvenile toxicity of tenapanor
[see Contraindications (4), Warnings and Precautions (5.1)].




H

KERAFXE (2025
%3 AYED

In a 21-day oral dose range finding study in older (weaned) juvenile rats
administered tenapanor at 0.1, 1, or 5 mg/kg/day on PND 21 through PND 41
(approximate human age-equivalent of 2 to 12 years of age), treatment-related
mortalities or moribundities were observed during the first two days of the
study in the 1 mg/kg/day males and the 5 mg/kg/day males and females. Watery
feces, decreased food consumption, and lower mean body weight were also
observed in the 1 and 5 mg/kg/day groups.

In weaned juvenile rats administered tenapanor at 0.1, 0.3, and 0.7 (males) or
1 (females) mg/kg/day on PND 21 through PND 80, no mortalities were
observed. Significant decreases in mean body weights were observed in the 0.3
and 0.7 mg/kg/day males throughout the dosing period (up to 20.3% lower than
control) and in the 1 mg/kg/day females between PND 23 to 35 (up to 16.7%
lower than control), with food consumption notably decreased on PND 21 to 29.
There were also reductions in tibia length between PND 76 and 80 in the 0.3
and 0.7 mg/kg/day males, and between PND 36 and 64 in the 0.7 mg/kg/day
males, which were not observed during the 14-day recovery period. The
NOAEL was considered to be 0.1 mg/kg/day for juvenile toxicity of tenapanor.
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