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%CI % confidence interval (%f5 X [#])

ALP Alkaline phosphatase (7 V7 UK A7 7 X —+F)

ANCOVA Analysis of Covariance (I43#534T)

AUC Area under the curve (J 5 — e dhfR T ififE)

BALP Bone-specific alkaline phosphatase (BHRRHT LI Y RAT 7 % —E8)

BFR Bone formation rate (B EHGHEE)

BPI Brief Pain Inventory (fifi 547 Z [ %2)

BPI-Q3 Brief Pain Inventory Question 3 : it 725 24 i T & J U Vi A

BPI-SF Brief Pain Inventory — Short Form

Ca Calcium (#1277 4)

CTx Carboxy-terminal cross-linked telopeptide of type I collagen (1 =5 —7 484 C-7 275 k)
DXA Dual energy X-ray absorptiometry

ECG Electrocardiogram (0:7E[X])

EDV End-diastolic volume (JE3RARIIAFE)

EF Ejection fraction (BfHZR)

eGFR estimated glomerular filtration rate (ffiE R ERIAIE 1 &)

ENS Epidermal nevus syndrome (3% REBFAE(ERE)

ePPND Enhanced pre and post natal development study (% - i VEF& 40 ONZ ARl O AE R D38 42)
ESV end-systolic volume (A7)

FAS Full Analysis Set

FGF23 Fibroblast growth factor 23 (¥iELEMMAZIEFEIN - 23)

FGFR Fibroblast growth factor receptor (i ZEHIAIHE FHIA 152 75 1K)

FITC Fluorescein isothiocyanate—conjugated (7 VALt A A YV F AT T 32— ME#)
GD Gestational day (4F4=72>5 0> HEo)

GEE Generalized estimating equations (—f%{bHEE 7 FE=)

GFR Glomerular filtration rate (& ER{AIEE &)

HAHA Human anti-human antibody (t kit FHiK)

HFTC Hyperphosphatemic familial tumoral calcinosis (& k& U o MUE P SE RIS A IR I A5 E)
Ig Immunoglobulin (58% 27 =~ U )

P Inorganic phosphate (¥R >)

ITT Intent-to-treat

v Intravenous (FIkPY)

MAR Mineral apposition rate (1 K{LHEE)

MLt Mineralization lag time ({47 )K{LIEAERER)

MS/BS Mineralizing surface/bone surface (&4 JK{Lif)

NaPilla Type Ila sodium-phosphate co-transporter (Ila #l) KV 7 A /U > HAgosfIR)
O.Th Osteoid thickness (FE1#)

0OS/BS Osteoid surface/bone surface (¥ 1H)

OV/BV Osteoid volume/Bone volume (J& )

PINP Procollagen type 1 N-propeptide (1 #7225 —47 N 7'mX7F R)

PD Pharmacodynamics (71%)

PHEX Phosphate-regulating gene with homologies to endopeptidases on the X chromosome
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PK Pharmacokinetics (FE#EIHE)
PMDA Pharmaceuticals and Medical Devices Agency (= 38 5h = aa fa B HEAE)
PPK Population pharmacokietics (R-EEFIZRENRE)
PRO Patient-reported outcome (FREFHET 7 ~H L)
PTH Parathyroid hormone (Fl| F [k it /L€ )
Q2W Once every 2 weeks (2 #(Z 1 [A])
Q4W Once every 4 weeks (4 (2 1 [A])
QOL Quality of life (4iE0E)
RGI-C Radiographic Global Impression of Change
RSS Rickets Severity Score
SC Subcutaneous (£ T)
SD Standard deviation (FEHE(FZE)
SE Standard Error (fE#EFAZE)
SV Stroke volume (—[El#f1Hi&E)
TC Tetracycline (7 b7 A 27 U V)
TIO Tumor-induced osteomalacia (FESEE B R{LIE)
TmP/GFR Ratio of renal tubular maximum reabsorption rate of phosphate to glomerular filtration rate
(BRI Y o RN BRI
TRP Tubular reabsorption of phosphate (JRAHNE U > FEIEIT )
WOMAC Western Ontario and McMaster Universities Osteoarthritis Index
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1.8R554

(1) ¥4 -
7Y —AE—H®Z FE 10 mg
7 U —AE—Z R FE 20 mg
7 J—AE—ZYZFE 30 mg

(2) *4 :
CRYSVITA® Subcutaneous Injection 10 mg
CRYSViTA® Subcutaneous Injection 20 mg
CRYSViTA® Subcutaneous Injection 30 mg

(3) BFMRDHE :
B ORE LS 2 58[EZ (Crystallize) L, 35O QOL 2 L, A/ (Vitality) % [
I (Increase) &5,

2.— k%

(1) ¥ (GRE) -
Tuzx~x7 (Binl#z) (JAN)

(2) x4 (@msiE) -
Burosumab (Genetical Recombination)(JAN)
burosumab(r-INN)

(3) AT Li(stem) :
v MU ) 7 o —FLHik : —umab

3BEXXITTHRX
AFNL, 44T HOT I JBEFEEN SR AEMH 2 5 F AN 213 MO T I 7 BRFRIEN D /e i
B2 F TR SN DS R ETH D,

AHFRRUSTE
7313 ¢ CossHog0aN 170002006556 (& 2737 HE D)

> & 1 K 147,000

a\
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1.9 LS

(1) 5V8 - 1K -
T A Y B DL

(2) BfRY
B RSN

(3) B -
BN

4 @m (DR, B, BES
L

(5) FRIG ELAZBE BN -
PN

(6) HERFH -
B L

(7) Z DD E L RIMEE -
pH:6.00~6.50

2AMBSDEREHGTICETHIRELEY

LEMDFE LD
HER REEHE REREE {R7FHAR fER
EMORFRE | —40£10°C TIAF vy Ny ) | 36 & A - HA
igﬁﬂﬁt 2~8°C TIAF v Nyl | 6 & A - HA
- GIIBT A oD #4055 A3 ER
2542 °C . e ST
- TOE U I A + 1A E TEVPhoE
iR HbLHBHNTH -7
40+2 C s 2 F s s P . c HEROHIMEDRD
35.05%RH TIAFy I N7 | 1, 2, 40 BT
9 S s Ny ) s HA RO BN RFR
é@ééﬁi&- TIRTIT ST e UC 120 B Ixh | B
WFEMERIR | on o T oo o | + RSO
IS | TIAF I Aol | Ty
SO F—L LT 200W h/m ) e’
S . Hks
W

a: JUFETHH - MRIR. pH, MEERRBR, MRS, 2 o N HE RS
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V. BHIIZB§d HIEH

1.5

(1) FIR DA
TS (OSA T - TIR)

(2) HEIDHER KR PR
TR DR

3)#HAMaI—FK -
BEARRNA

(4) HE|DYE -
pH : 6.00~6.50
RIBIEL 0 0.9~1.1 (EHEASHERIZHT 5 )

(5) T D
EFAI ORGP ORI KR DA« 4
2 WA DM

() BBy CEERS) OEERVTHEMHE
7 —AE—=ZR R, 13470 (ImL) 2, TREN TROEDEEHT D

B & ) —RE—=% ) —AE—% v —RE—%
BT 10 mg BT 20 mg BT 30 mg
rE 184 7))L 1mL
B 7% E!;ﬁA%i? 10 mg 20 mg 30 mg
L-eAFvr 1.6 mg
AUV L_— |k 80 0.5 mg
VSl L-AFAF=r 1.5 mg
SFRILA T
pH i i
REDOHER 7 mA~T B FHIRZ) 13T v A =— X222 =I5 E v cilitsn s,
(2) BRESORE |

BA=RPAA

(3) #= -
BALWAR



SR AMRDERKRURE
L 7g0

4. 711
Y L

5.BAT DAIREIE D & 5 3t Y)
HAEK, Gl 55

6.HFKDEEEFHTICETELEME
7 ) —ZAE—4%%10 mg 20 mg 30 mg

HER REEYE RIEREE R HARS GER e
< BRI A BT A TEE M
FEWR 7R 2~8°C W T ANA T IVIRGE | 36 %5 H HHB, WTE 36
AHETHENTH-TZ
- 3 A L AWIEMEDIK
9519 C FEEDUL B RS & 72
T R 6045%RH HTANA TV | 0, 1, 3, 6 A o7
’ 1A ETIERWTROE
HbLEBNTH -7
- 2 EMLIRE, Ul AR
4042 °C 9 B =2 DRDEN
Tl R R 75450 RH HTANRATIOVREFE | 0, 1, 2, 41 OB E 2p oz
’ C1EME VTR OE
HH BN TH -7
N IR L LT | - IR, EAROBIINSE
g~gc | HTAMATN 120 5 1xh+ | 2SR SIBHES L 7257
i HaEET > KaUTERAN
RS | e | i)
Y5 T T T ANA T IVER | L 200 W - < BN
h/m?

a: RBRIEE : YRIR, pH, MIEERUBR, EWEROIENE, SRR, R, 22 HE RS
b : 10 mg & T* 30 mg {Z-DUWNTHESE L 7%,
KT Ty T 4 7EEHE L. 10 mg KO 30 mg DRMIRAFRBROFE R A b LIZ Lz, 20 mgD R
ZHML TN D,

7TIRBER VRBRROREN
T DR E
Y LR
BRBEOREN
Y LR

8.fuFl & DEEEEIL (MEILPMEIL)
RO



14. BRLEDZFE
14.1.3 Al & OIRFITITOIRNT &,

9.7 M
A% L7

10.8% - 2%

() EENDELRRSR - &, NEMVEHRLRSR - BRCHT 21F®
A LR

(2) % -
I —AE—Z " TFE10mg : 1mL [1 /34 7 /1]
) —AE =X K FE20mg : 1 mL [1 /34 7 /L]
U —AE—H®R TFHE30mg : 1 mL [1 /317 /1]

(3) FIHEE :
Y LA

(4) BBEDODME :
NAT I \EFEHO T Z A
=T A TFAITLEOBRE TV =0 AREE
AR N R = R < R . i i

1. BRI S 0 D EME
AR L

12.Z Dt
L 7e0



V. JAEICEAT HIER

1.30RER (TR
FGF23 BhE(X U > et < 295 « BikibiE

2MEERTHRICEEYT HFE

5. $MBERIEHNRICEET EE
ERERR SR, RV <L h—RAEER I IVR <)L b — R T BREO K O E I E D
FGF23 BIHAK Y U MAENE < 295 « BHALAEISH L ik, AT 583, FGF23 i@
DIFK & 72 B FEFN OG- O R IE 2 ET 5 2 &,
(fZE5%)
EERRLER, R Y ~L b—AFE 5% 0 FGF23 BEK U > fEME< 295 « B ABIEIZ DU
Tid, YAl 2 F I35 Z Lic L v i FGF23 A ITECMITIE T L, Imig Y EED
EAMEZOND, LI oT, REIOEGRZITITFZEY LieneEX RELE,
<BFC : 2023 4E 7 AekETHE (H EGT) >
DNBE TN AT+ 1R ] OETRid L CW = 8F ofEIx, BE O ENAZRIRG &
HAVENBIL TV RV 0 - T2,
ZDI=, RERLHEH L TSR bek, R~ b—2EkiThz ., BIEENTER S K
U U MIERLZFUSHE D BHALIED U A7 BBV TND HVRF U~ )L h— R #k4A B0
LT, HFEMREZITYZ &L LT,

3JHERUVHE=E

(1) RERUVHAEDHES

6. FiERUHAE :
<FGF23 B8EE ) v MfEM < 598 - BEILE (BEMBHILEZRE) >
WE, AR, Tex~wT B rffiz) &L T4BI21F 1 mgkg #FE T
595, 72720, 1RG5 EIZ 90 mg 2272\ 2 &, MY RE, SEREIC
s U CE BT 5,
WE. NRIZIE, Tr AT (BEFHEEZ) & L T2 1F 0.8 mgkg KT
B G35, Y PR, ERSEIG U CGHE T 523, S &I 1A 2 mg/kg
95, L, 1REEEIFTIOmg ZHI 2N &,
< [EEMBEILAE >
WL RAIZIE, T e AT (Bl Z) & LT48I2 11 0.3 mgkg #5TF
B 535, MiFY R, ERSION U CHEERET 528, e AT 1A 2 mg/kg
LT 5,




(2) FERUVAEDOHRERE - B0

AARANDORRA XLH B#F 23925 AELOHET, A4S 1/ ITARBERRER (KRN23-

INT-001 7 & O KRN23-INT-002 #k) M OVEBR3E [ 25 TR R R B (UX023-

CL303 7tk & O UX023-CL304 75%) OfERICESWTHRET Lz, £7-. /M XLH

BFTHIT 2 HEL O &L, MM TR (UX023-CL201 3R & U UX023-

CL205 7). [E I E S AR EE AR (UX023-CL301 #5R) . [E PN AR G AR sk

(KRN23-003 #tlff) O RITHESWTHET L7, i, FGF23 BhdEK Y s ifErE< %

9 BEHALEORBRED 9 5 XLH S 0Z OO EB TIE2H OF 25 FGF23 23

EINDHOITH L, TIO TILREES ) & BprtElc FGF23 B EA S b, 72, TIO

13Z DM OFE & g U TS FGF23 IRENFHICEVMEEZ R T Z LR E <, RRME

KRTHLZ LN OEIENMTHETREENDLIZ L HZ, ZOZ b, TIO BF

WZxP o HEKOHEIZ, XLH H0ZOMBER L ITBNCRET S Z L@ &5 X,

A5 ARG AR RER  (KRN23-002 #llR) OfE RICHESWTHRET L7,

- i A XLH 3
KRN23-INT-001 &5} 08 KNR23-INT-002 it 4@ L. #5242+ 5L
N TIMIEY APREN B Uic, g Y SREIISE G A 7 L Of TRERIZIES <
WCONTIERFLZb DD, BFGY A 7 VOKER 28 L CIEY S HEE O _LFI3E
e Lz, MERFGEE CHEE L%, MGV REIL 28 Ao LMD 25 A
HE CRETRMEABA CTHR L, £72, 4 BIEBERGURE, #x OgEE O b5
TLE L. 60~T4%DHERHE TIiZ 1 mglkg 2385 SRR, MlF Y S RE O
23 B VBRI S dv7z, BLE D . pAN XLH B ITk4 2 HiEL O &EIT, 4
B 1.0 mglkg @Y & & 2 BT,

- /NE XLH #3
UX023-CL201 RER T, MiEFY »REES LV LE L THERFT 5729, A XLH &
FHCHEM L7z 4 MMM, 2 BHBEOAEEZRN Lz, £ofE, /M XLH &
FT AARF O HEL OHEIL, 0.8 mg/kg (10 mg OALIZPUEETLA) - 2 @[T
WG E2BMGT 52 LMY EEZ BN,

- TIO &
KRN23-002 #ERTix. 4 H4C 0.3 mg/kg £ W &% 520846 L. FAEFHE 2 BERTO
Mg Y AREICESE, MEHEZEET 22 L L Lz, 20, &kam&581%2.0
mg/kg & U7, 75V PR, ARG #IC ER L, 24, 48, 72, 88 TH—
ATA N DELEITIZE-ETH o7, HEGREIX36 HWEIZT T F—ITE LT,
il 2 O #BRE O H5-&i%, AN XLH BF L5700 0.1~2.0 mg/kg O JAHPHIZ /047
L7z ZDZEMNE, TIO BEF TIIAE D LIHEYICHERE T L AEELEZ
%o 728, 0.3 mglkg OG- EBMR LTZEE, RN—R2 T A UREOIMIE Y R I YE
TR Z Flalo 7o gBRE Tk, mig Y RN EHE RIRMEZ 8 2 7o 4R 13580 i
2ol Z LB, 0.3 mglkg ORI G BIZEAFMEICHBER 2N EE X B,

<£#E> [V.5.3) HELREFER)



ARERVAEICEEY 5FE

7.RERVAEICEET 5

710 KFNOEGMGICH T > TE, B0V CBRASOIIENR v & < > D, flFIR RS
ENTWDHEAIE, D OEFIOEEZ R IEL, gD RENEHE TIREZ T
[l >7- 2 & 2R L=, AFIORS 2G5 2 L, [10.2 28]

7.2 AENORBAER OCHERTGIL, UTE22FI2T5 2L, B, AAlo& L &I,
RENOHE L% 10 mg OHAICIUBTALZEETHZ ENTE S,
< FGF23 B9ER ) v MfEM < 5% - BEILE (FEBEMEEEILEZRL) >
WE . AT, UTOREBZICEEDEEIS U CTRGL2HBT L2 &, LK
L I Y REE, EREIDS U CEERET S 2 L,

FGF23 BH#EIK Y > fEME< 297 « BALIE (ESIEEEALEZFR <) DORRANERE OB &

(LNEEN BA e F B
35~44 kg 40 mg
45~54 kg 50 mg
55~64 kg 60 mg
65~74 kg 70 mg
75~84 kg 80 mg
85 kg Ll I 90 mg

Wi, R, LFTOEREZSEBICRFOREICLC CTEREEZBMT D &, LI
WL MY CEREE, RIS U CEEIERT 525, Mg Y R EYE TIRIE A
T 72 &, BEAVLERGAIE, 1A 2 mgkg XX 90 mg DWTFivh Wi E
O CEFEICHET 52 LN TE 5, 2L, WET 4 EHLL oML &1
TITHZ &,

FGF23 B Y > MfEME< 29 « HALE (EBIEEHILEZER <) O/NREBE OB &

(LGRS BilAn A &

7~18 kg 10 mg
19~31 kg 20 mg
32~43 kg 30 mg
44~56 kg 40 mg
57~68 kg 50 mg
69~81 kg 60 mg
82~93 kg 70 mg
94~106 kg 80 mg
107kg VL I 90 mg

< EHMEERILE >
WE, AL, UTOREZZBITEEOEREIS U TREZMET 52 &, DI
L EE U R, ERFIDIE U T 228, MIE U R EEDSERIE IR E A




7.3 AR OG- ZBRGMEOHEZHFEH Lz L i3, iFY) SJIRENLET 5 E T, &5

7.4 1YY PR ERIEAB A TEF LI2HEIE, Mg R0 EE T IR 2

7.5 FGF23 BER Y S IffEME < DIRDOEBE AR 254 2802, BEmN BT 17

TS 7 E, HEENVLERLEAIX, 1] 2 mgkg £ TOHPH CEBAICHEET S Z
EMTED, [17.1.3 5]

HEAZE P A L RE S8 0D B A P

(LN BlAn B
17~49 kg 10 mg
50~83 kg 20 mg
84~116 kg 30 mg

fE (2T 1REIE 48 1) (g ) S REEZHIET D2 &,

TEDETKRES S Z &, BEZHT 581, KRERTOREGEOYEL BRI
BEL., &EEHMTL L,

k. YET 16 mICE L7263, BEOREIIN U Tl A0 iR O HEE v
5Tk,

(AZE%)

7.1

7.2

7.3

7.4

7.5

AENIOF T AN B G L VRSN TE Y, thoiaHE L 0 LIZBEOFE &
OWEZEPEIIMER I N TN Z & RO N Y U ERRA 3RS v & < v D, fAI0F
M E D g Y RESERENC EH L, @) VIEERH bbb BENRHD Z &
D, LG Y RN TRMEA TRl 72 2 & 2R L2k, ARG %2 BbhT
DT ENMBERIZDREE Lz, (VIL7.(2)) OESMH)
AFNTEEDOKREIZG U CTHREREZTED D Z LD, AAIOBIE &R OHERHED
FEHEL LT, BRRBRICBT 285 HEESBICHRE Lz, (EEEEHILER TV,
5.(40)1)] DIESM)

AFN O e 5B F B SR SR D Mg U VIR O E 2y ER- A BEHNCHE L,
VP ED FERAZBDIZBAITIE, EeTHEY R E AL SND L OBRE LT,
MmyF Y REOBEEZR ERICXY, U VIEENRSL LDOND ZERH D20, IR
REBICBIT 25 REREDO FEESEIL, AFIOKRE, HROEHEZZRE LT,
INRINSRRASOBATHOBF T, ERWAR TR L LT RIUICAVWLRT
WD EERICESE | IREBEOEERRF S DM, BEEmSRANIET D Filin
(B 17w, LM 15 @A A%R) £TIE. DR ERBEORENLEL S b,
13~17 i ® XLH BF & x5 & U BRI ER S TR0, AR L5 13
~17 ik DB TR DIRFIL, A OFERIZET D86 & 72 5 £ Tk, /NEOHE
K OHAETIREEZITV, TO®RITEFORIEIZIS U T, #ERAORELOHE~Y)
DXL N EE L, RE LT,



5. ERRRAE

MEBERT—2 NNy Tr—

= HETHA Y }
i e e RU g i HBHE
R DIELE
KRN23-001 [EpEIRE] FHEM BN X Getaffos 18 #if WA SC & 5-RF D74
%1 HAS, [ EARIER IR BAPEIR Y »fEE | (10 1) PE R O BENED T,
GTA) JA R < B9 « HWALAE IpEhae, 3%, Bl
(XLH) B 7u A~ 7 HURREHIC
(18 7% LA |) DT OMES,
KRN23-US-02 | k[ —EEMR A XLH B TrAw7 294 | HEIV XX SC #45-
AR VAL N4 (18 7% L4 I) IV : 17 #i L7z & EOREHERKD
GTA) 7T v AR %R SC: 124 BAREEOKET
Hi [l 5 TIER 96
JA B IV : 5 4
SC : 4 4
KRN23- (=SS )| FEE AR FEE AR I B etk KESCHELIZL =
INT-001 KE, & | EER A XLH B TnA<T7 276 | OREMROE D
551/ JH (18 7% LA |) HOY TR FEAT
GTA) BoY7HEE | BoY TR TaA~7 14
HE MR A XLH H# TIER 1)
AL N4 (18 7% LA | 35 %
7RI | LLT)
JH By
KRN23- [E IR FEE R FEE R IE BBk Rk 18 SC #5-
INT-002 KE, BFH | FER KRN23-INT-001 | 7ox~7 :214] | L7-& X208k
551/ ke - REpE 2T LK | BoY 7R B AN O R
GF-A) BoHTHER | AN XLH B TaA~T 14
HE MR (18 L ) TFIER 1)
AL N4 FoY 7R R
77 AR% | KRN23-INT-001
kot P - RBrE 52 T LIk
A XLH H#
(18 Lk | 35 7%
LIF)
UX023-CL203 | k[E HEM KRN23- 20 %l EHiSC#EL LIz &
B A Fikse e 5 | INT-001/002 3 PE-E Y A0 SHE0)
(=) Brase T LIz Mt
XLH H¥#
UX023-CL303 | [ ] —EHER A XLH B THRATT Mg Y R ERICE
EAIILE SKE. JEE VAL N4 (18~65 %) 68 51 (6 #4) FARFEICONTT T
GTA) TIUAR A | TR IR TR & b UM
2VT . TA | ShikdkR 66 51 (5 i)
NI R H
A, W
UX023-CL304 | [EEEILFE] FER i A XLH 8% 14 {514 1) Hig (OV/BV) TH
S TAH KIE, 7T | HEE (18~65 %) 7 L7z XLH B gk
GTAm) A, BAR [ 2 P (BIE DS F TR %)
% fitiak 2 (A Bkt
UX023-CL201 | [EEEER] 72 adk /N XLH 52 1 IR O RO RS
5 AH KE, e, HE® (5~12 %) Q2W : 26 il FIZHS S AELOA
A TI A A | ak— bR Q4W : 26 i RO
Fx bt FH BT
AEA PN
EkiEs
e EaE]
UX023-CL205 | K[F HEM /R XLH B 13 il BT 0T 7 A NLD
5 1 AH HLE (1~47%) fileSrs KON HA )
GFA) B A PN B R Ao
Gk




masm HBRTYA Y :
i 16 RU g e RBHE
R DIELE

KRN23-003 HA HE® /R XLH ## 15 {41 KESCHH LI &
5 TAH EAR PN R (1~12 7%) DA J O kD
G¥A) EakiEs At

E2 e SE
UX023-CL301 | [[Edkfl] HE /N XLH B4 TRAYT < BIFOYHHIRIT 5
HHH KE. | BUTIRRERR | (1~1275%) 29 (2 1) ZHFNS DN Tt FRSR
GFA) HE, Av= | TrH ML SRR (B0 U A O

=7 BN | EARN R 32 51 (3 4) EHR e 4 I D #
HAS, #[E Gk Al & LR,

% itk 17
KRN23-002 (=B ] HFE R FFNE)IG &2 D | TIO - 13 61 (961) | 41 1 [I{E SC $
o5 I AH AAR, i HEREND R PR\ AL L= 2OHENER
GTA) Gk JE (TIO) KU DL EMEORF

ESier] FZ REBEE B

(ENS) ¥
(18 LA )
UX023T- Qe e TG E 26 | 1761 iz 1 [\ SC #
CL201 E AN H & 720 TIO KO TIO : 14 H L&A
o5 AH Gk ENS H ENS : 141 MO R
(&%) e i er] (18 7% L4 1) XLH : 2
UX023-CL002 #%AMmEBIZE | N XLH B2 2L
I AR 7 (5~14 %%)
&%)
(2) BRPRZEIEEAER

1.5 1 H/ERPRFEEEAER (FERE S : KRN23-001) W
A A L OWEE O XLH B3 18 il x4z, A#1 0.3, 0.6, 1 mg/ke[0.3 mg/kg%%%uﬁi‘
6 B, 0.6 mg/ke P 5-8E 5 B, 1 meg/ke Pt 58E 7 Bl % Hila] SC #% 5 Li=fE R, etk
OB RSN,
LI ONWT, AR G%IC, G Y CEE, miE 1,25(0H),D #E, TmP/GFR
O EEPED LT, ;h%@#g*ﬁ X, My~ a2~ 7RED AUC, , OEANFE
W, R—=R T A b OELED AUC, 23 L7,
2.5 1 tHERIREEMRER GABRES : KRN23-US-02) 2
KE O XLH B3 %2 %5 A IV L ONSC #5- IV #4517 #11, SC &5 1241, 7
TR EE 9B I LkER, ARMEICHBEIE 2o, £, 7 e 2~ 7 HIk
FNTHOBE THRMmH IhRnoT,
ARz Ha &G L=, MY SEREO EFNRD L, Hid T 1,25(0H),D
REKL O TmP/GFR © LA PZREBD Lz, ZhbDZbid, IVHEE XV SC#E
TR T DEAARD b,
3.QT/QTc MlREIZx 9 HFE
AFNT FGF23 IfEA L. TOEMEEARET S, v M IgGl £/ 7 v —F ik
ThHO ., O T~ORFREENEL S TENPKRE VWD, QT MROIEE % 5| & i
_?“4’ FrF e FMTIFER L EE 2 65, TIO WX ENS BEZxg L L
II’FH Eunr“ait%ﬁ (KRN23-002 #tB#) 1238\ T QTeF & IiEH 7 v A~ 7 RED
Béiii'r RO BN o T, LERZFN L 722 oMmoRER (UX023-CL303,
UXO23—CL304 UX023-CL301 } O KRN23-003 i&ER) 2B\ T, FEEAICRH
o R AR W ANTINCEAR S T E G SN Y A WA A o
XD AANTOLEXA~OZEL QT MFOERIEH
17—

RSN FEZ 6N,



(3) AERIGIRZRRER
LEAXHBEZXMRELF I/ IHESHEERAFERAETERR HBBES | KRN23-INT-001)
HEBTH41 Y
e, RKERSE. HEEE
X
A (18 LA k) o XLH B4
FEHRELE
ERTRERIC TR0 EL - s
- MIFH intact FGF23 #2£>30 pg/mL
- TmP/GFR<2.0 mg/dL
- eGFR>60 mL/min
- IR MG A VS T ARE<10.8 mg/dL
F BRIV ERE
- FETRASRPEAT L O — 2 T o U ASRPERT 10 H PANIZ, EEERZFFo e ¥
LV DREWUTEORELY ., U AL I I AT 0 7 ABAL R DOKEE
b7 v = AlEEAl 2R L2 BE
- HETRASKBERT R R — 2 T A A KFEAT 10 H LN R O 5912 U R,
AN T ERNXIFEZ I DGt 7Y A NeEf LB
HERAE
ElS=prazvidl
AFNF 0.05 mg/kg & 0 FG-ABAA L | EARNEIEEIC L0 BRI L T (0.05
—0.1—0.3—0.6 mg/kg) 4T EICKEHE 1 EOGE 4B SC L Lz, 7k,
MgV PR & 2Rl (A EFS., MK, RN R SRR &
REVEEZRE Lo, &GHIME TH, BEAIK (&KX 10 A) ICREBRELE
Jiti L7~
@7 FHEIER
-G (MEY VIREO DT IV — L OBEEB L OES)
- B8 (IE Y Vi, TmP/GFR, 1,25(0H),D, B\~ —5 —SFDE{bR)
FEFIB(BAHDEBRTFMRER CGEEHRHAR) . FlNETeERTIRER)
AFHIEE - 26 (28) f
R
FE LB
MmiEY) EEDT I —Z L DBERE L OES
AR GBMG%, MEY CREIX EA L, WThoOBBREEEIZEB N T, &5
T HRICEKRE R oT-, WEHMPIZME Y CIRED 4.5 mg/dL Z 88 % 72 BHF 1T
A REY
3“"%: jj r’-“-f
MgV REITERG 7 BRICERKME E 720 . ROBE F T2 B O 5 -RifE i
FTIERT Lz, MiF Y RE DR KM L f/MEOEEI/NS < 4 BB LTI,
BeER/TD 2.27+0.32 mg/dL 7 5 K 3.03+0.42 mg/dL % T 0.76 mg/dL (33%) E
HL7,



TmP/GFR (35 7T HRICRKE L 720 | IROFEE £ TIZERBIOEG-FifEfT £
T F L7,

Mg 1,25(0H),D R ITHE 3 AR XITHE 7T HE ETICHRAEL 720 | kO
¥ ClIZEGRMEMITE TR T L7,

FIE~——& LT, Mg+ PINP R 64.1£30.67 ng/mL (F5-B4AH) 2
5 123.0+75.05 ng/mL ($ 5% 120 H) (ZHEM L, MigH A4 AT 4D gk
1% 29.30+17.747 ng/mL ($¢5-BA46H) 75 42.30+25.679 ng/mL ($ 5% 120 H)
WZHEAN L 7=, IfL i P BALP 38 13 28.29+12.768 ng/L (% 5-BitEH) D
38.12+23.325 pg/L. (5% 120 H) ITHINL 7=,

W ~—A—& LT, Mg+ CTx EEIX 752.0£389.45 pg/mL (# 5Btk H)
M5 947.3+504.73 pg/mL (¥ 5% 120 H) (¥ L7z,
Z&M%

BIERNIIAFIRET 28 filH 10 B (85.7%) IZHBL L=, 77 BARBECIIREL L
o lo, FRHTIE TRFY b2 < 261 (7.1%) IZHBL L, HEREIE
HIERRD ootz

B GRNCH T v A~ T HUREIE D 1 61 & - =03 RS TEIERRO b e o T, A
JEBZBRE , P17 1 A~ T HURGYEITRE O Hived o7,

2. BAXLH BEEXZR E LI-RE SC BEBORIMGHRSHR GERES : KRN23-INT-002 % [/148)
HETHA
e, EHY., ZhiskitRE, ki

R
KRN23-INT-001 i % 56 T L 7= A\ XLH B#%
FHEREE
HATRAERIC FRLO B L7+ RE
- eGFR >60 mL/min
- WIEIE v T AEE<10.8 mg/dL
HERAE
[FFE katiR]

KRN23-INT-001 76k % 52 T L7zl A XLH JEB] D 5 HiRBRS N &l S
7oL, FEERR T CARAIR G2 ik L7,

W)IEl#% 51 KRN23-INT-001 kB O# 584 HH O G R LEFE UHE L LT,
2L, KRBOR—2 7 4 VIEOMIE Y VIRED 8.5 mg/dL (1.13 mmol/L) #
DA L KRN23-INT-001 &R O # 5:-58162>5 110 H H £ ToOIMfjg Y S RED
R ARAEDY 4.2 mg/dL (1.835 mmol/L) LA EOEAX, HES 1 BpEEE L TG L
7oo B G HAMIRIE 4 BEICRK 12 Bl E TAFIZ KE SC 5 L, &5 81X, &%
$5.25 HEHOMIE Y RE K ORI S % dmEHE L=,
O EIEE

- AHRE (TEY IRES T T) — 2L OBREERB LOEIA)

<N (TE Y V¥R, TmP/GFR. 1,25(0H),D 4 028k )

19—



FEFIB(BHDHEBIFNERERT GEERAR) . FlNEREERIRER)
AKFIRE - 21 (22) 14

R

FELHYHET

mEF)VEEOATI)—LDEBHS L UVEE
TRTOBFICEBNT, RAFRERTOMIEY »EE T 2.5 mg/dL LLFTH - 7=,
ARFNFEOMIE U PRI G 7 B% UTES 14 BRZRICRKE2Y . REIOY)E
B 7 RH%TIX, 1761 (77.3%) T, #5 14 % TIL 18 i (81.8%) TIiEY >
RN BAEFEPAN TH 5 2.5 mg/dL #8 3.5 mg/dL UL F £ T EH L7z, ZoHRI
12 » AOEGHEE R L7c, WTHORERIZB W T H MG U R LR
ETH 5 4.5 mg/dL # 2 7~ EBF T\ 2o 72,
Mg U PRI ES 7 B IR S 14 BRICHRKRMEE 720 2 [\ H &5 LI,
ROEEE FTIZAE O GAMEMN T E TR T Lz, AFIES1O MG Y R
FEIL, =27 A > (KRN23-INT-002 iR DO 546 H) @ 1.88+0.303 mg/dL
2o 1EAKRED 7 H#E AT 14 H#E Tl £ 2.8640.392 mg/dL & T
2.8740.392 mg/dL | b5 L7z, #55%OFIMIE Y O KMElE 2.71+0.428
mg/dL 7> 2.96+0.468 mg/dL O#FHATH V. 1M B & 50 6 A B 5 £ Tk
EL, THEIHES G 12 B HE5 £ TIZbT0IoEd L,

MmEF) ViRE (FHELRERE) OHR (BEMEETTRER)

(mg/dL)

3.5
3.4
3.3
3.2
3.1
3.0
2.9
2.8
% 2.7
o 26
& 25
th 2.4
B 23
E 22
2.1 ,
zol
19
17
1.8
16
15
rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrroroT
BLO 2 5 8 1 1 1 1 2 2 2 3 33
J 8 6 4 1 4 6 9 2 5 8 0 48
1 J 7 7 2 0 8 6 4 2 0 8 69
5 9 1 / / / / / / / / s
3 1 2 2 2 3 3 4 4 45
7 1 5 9 3 7 1 5 90
B/ ®hrErldEs

TmP/GFR IZ% 5B WT, #5 14 HEETICRANES 20 koL F TIZ
B G-pEA T E TR Lz, TmP/GFR 13— 2 T A »(KRN23-INT-001 &5k D
BHEHMGH) @ 1.564+0.3012 mg/dL 755 14 H%IZ1E 2.408+0.7205 mg/dL
N5 2.92140.5990 mg/dL £ T E&H- Lz,

Mg 1,25(0H),D JRE X5 7 ARRICEKMEE 720 | ROBE £ CloGaiEfHiT
F IR L7z, MiE 1,25(0H),D R, FIlElH G0 b Sl 5-F TRRFAIT D
ERAY RS TRy g



ZeM%

BIVERIAHIRE T 22 FF 14 B (63.6%) IZHRBLLZN, 77 B REETIIREL
oo, FRBITIE, ESHBARIG] Db < 54 (22.7%) IZ3HBLL, &K
W, RIS 2% 8 Bl (18.6%) . [TESHEALETE) LKOY [ FREER (L AR ReEmERE
N2 261 (9.1%) IZFHEH LT,

FELEWERITRO bvehote, £z, RBHIMZ@LC TH Y v A~ 7HRIL
B Sz iho iz,

BMRXHBEZHMRELEEIRS VA LLFERAERTERAR GEBRES - UX023-CL201) ¥
HBRTHI
HEM, 7oF b, ShiadkE, HERE

FOE 3
N (5~127%) @ XLH 4
FRBHEE

UTOWFRNTE > T, XLH O2WBnZESh 5 B4
(D ARANX T X HEHERER A AT 2 MGEFEREO T PHEX 8512 %
DHER I N TS
(2) M3+ FGF23 A 30 pg/mL ULk
F BRI ESE
HHIRAAT 14 ALNIZ, B2 2 2 D OB ZAAEY UL 0Bz Lz
B
HERAE
W 21 &5%@%2L&5ﬁi010203mwg@wfn#kb 4 14
BeHRET 0.2, 0.4, 0.6 mglkg DWW Lz, HEGEIT4ETEICGRET S Z
Ll L, &% 22BN (E—2KF) OImiF) VREICEKSE, MBS T T2
B 5HETIL 0.3 mg/kg 770, 4 HEGHETIX 0.4 mg/kg 72, &K 2.0 mg/kg %
TOWELNE L, 7k, 18 HEIKRIT, &5aﬂwng$%@ A1 15 mg
Z#E- L, 156 mg UL EOSETE 10 mg BAZLIZIUEE A Lo, fmi b &% 90 mg
L7,
@ T f1E B
- BB FRMEE A (K
Mgy e
- ARMEO FERHMEEE  (HFY)
RSSH#HAaTIZL D, < DHBEIEEDX—RAT A U nD DAL
FEFIE(ITT ST REH. ENRNEREERTIRER)
52 (52) #l
mR

Mg Y PR CPSME AR REZE, LURREER) 13, 2 BERERECTIIN—Z T 1 Ui
|2 2.38+0.405 mg/dL. ThH o 7= DIzt L, 51 40 # TlE 3.30+0.396 mg/dL K



N 64 il TiE 3.35+0.445 mg/dL ThH -7, 4 HEHGHETIL, X—R T 1 VHFIC
2.2840.299 mg/dL, Th>7-DIZkF L, #&5-% 40 1 TlE 2.85+0.310 mg/dL & T
64 3 TI% 2.96+0.320 mg/dL TH -7z, 2 B GRETIL, FREEAIIC Y SRR )N FLUE
TIRMEE EE>7=Dickt L, 4 BHFGHTIE, E—27 L b T T70ERKREL, B—
JRFCIIEETIREZLZ LRl >80, b7 7R CIREHE FIRIEEZ FEl-> T,
EEOEFETMIIEE (R
WL HR—2 T A AT, 5% 40 K64 T RSS AT DK FA
BOBLNT, 2BBREGHETIE, X—RA T4 L TORSSHEAaT (CE¥IHEEIEYER
7= LUTFREE) 28 1.92+1.172 ThH o 7= DIkt L, ¥ 5% 40 # TIE 0.75+0.552,
64 18 Tl% 0.81+0.601 TH-7-, GEE EF /L2 AW THE L=2{bEDO K/ 3
EHE (BEERRE, LUREER) X, £h£4-1.06 (0.110) & -1.00 (0.110)
ThHY, WINbIKTFTERL7Z, 72, 4 BESHTIE, X—X 71 2 TDRSS
A 7 Y 1.67£0.999 Th 72Dkt L, 40 ¥ TlE 1.06+£0.535, 64 i Tl
0.94+0.516 ToHo7=, GEE E7 /L% H W THEM L7 2 b & O &/ e VI,
ZTNZi-0.73 (0.100) %1 -0.84 (0.098) THY ., WIFN LK FER LT,
ZeMN
BIEAIZ 2 W GRET 26 511 17 1] (65.4%) . 4 W 5HET 26 #1919 1] (73.1%)
WCRBL LTz, FEBNCIE, 2 BB GRET ESTEAEL ) 2 b2 < 10 6 (38.5%)
IR LT, RWNT, VEREIEOS) 28 8 5] (30.8%) (2. TTESTERAZIENE] 5 41
(19.2%) (2B L7, 4 BEGRETIE, NEFBAR] b2 < 11 61 (42.3%)
WZHBL LTz, RWT, TESHALALEE ] 2% 8 i (30.8%) (2. [ESHEMLZ 9 FEIEK
EOXTeXZ I DRZ] 4 401 (15.4%) (23 LT-, EEZRBWERIL 4 #@#%
HEED 1 B1(3.8%)1C 3E BX O TR BRI LIz, B, FETICEST
BIERITHEL L 2o 72,
R—=2A T A VIR T2 HWEGHD 1 6] (3.8%) MU 4 HELHHO 3 #] (11.5%)
THZ B A THUEDBBEBECTH - 7203, PRTUERITRO bie o7, AEIEE
BT a A< THURNGIE & 7R o T BE T e o T,

4 MR XLH BFEx5 & L-F TRETRAR HBES : UX023-CL205) 7
RBTHFA >
e, SiRRItRE, B
FOF
IR (1~4 %) © XLH B
FRBBRE
1 S XOESH B BGR 2 A 2 MR FIEO W PHEX BIn 15 TR
HAADLERBHER SN TV D BH
EANCT) P %2
ROV AR O UTE S 2 2 D OEIER BB L 13 0B oA
. A7V == 7R OEREIEICHIETE RVEE



HERAE
I EIL 0.8 mg/kg & L. 2 MG CSC 5 Lz, BENHERBLE LS
ATl LA, WO T 2 1.2 mglkg ~OEEZ L LT,
X6 B L v
1) 2 [BIOEEgE L i Y oA YR 2 Flal - 7235 &
2) IMiEY SIEEDOR—Z T A b D EFS 0.5 meg/dL RO EBA
3) AFIOKRBEER RS CREESOBAIEME Y VIEENETL S %)
[ 2 Ehipe] =
- MVE Y VIBEDONR—Z T A b DAL
@ 5| REFAMIE B
< BeH% 40 RN 64 HIZEIT D RSS AT DR—R T A L inh DRl
« 5% 40 K OV 64 HIZH T D RGI-C 7 v — L 2a7i2 k5 < 2ok
FEFIH(BENERITRRER. FNREEREERTIRER)
13 (13) %
R
hiE
@ FE:TfIER
MY T, BEBBBOT R TORETR—25 4 U FNICEE
72 FRA5R LT (p<0.0001, GEE £5 V), #5%# 40 #H TlE 3.47+0.485 mg/dL
Th, X=RAF7 4 )b OELEIX 0.96+0.439 mg/dL. TH -7,
@ 5| REFAMIE B
e H1% 40 I TR—A T A4 T, RSS 2 a7 OFHERK FNRD bz, ~_—
AZT7A4 L TORSSHHAAT (CFHEEIEERAZ. LLTRER) 25 2.92+1.367 Th
ST=OIZRE L, 40 Tl 1.19+£0.522 TH -7z, ANCOVA ET LEHWTHEHEL
oAb B O /N REE (BEHERRE, LUTREER) 1X. —-1.73 (0.132) TH Y,
FMEIFIICAERIK T2~ L7z (p<0.0001)
5% 40 M TD RGI-C /' — L2 a7 d, T _XTOERE T2 DL Etk#E LT,
ANCOVA 7 WV CHMH Lk /h R FEHEIZ, 7 a— L2 a7 )3+2.33
(0.080), FEH A7 2+2.26 (0.110), BEA =7 7+2.21 (0.1563) ThHh-o7= (»
FH p<0.0001),
Z2M%
BIVERIE 18 il 5 5] (88.5%) (ZHBL L7z, HFGHITIX, TESTERAALEE, [1E
SHEALE O BRI . TESHEA OS] TG, T T sl BRI A 5
. TEEEE ). B, TUBSR) 2345 161 (7.7%) (3 H L=, HEELRFEIVER
IERD LN oz, o, ARBIZBWT, iy v A~ THREME L 22 o 72
FITRBO Lo Tz,



(4) #RELAIEHER -

1) BRI
LEAXHEZEZRZE LEEIRT St ANB_EEREBEERARRAR (HBRES  UX023-CL303) ¥
HEBTHI Y
THEMR., T MMbE. TTERMSR, Sk IkE
R
B A\ XLH B3 (18~65 i%)
FLEBHREE

- i AN XLH O R AERIR S (IR R TRE %) OEM Tk - T XLH
LS TR, A7 == THRIZLL IO 1 2L ERFEY T 58
AN T IEY) e X #HHE R E A T 5 MARBIRIZH D FIEO VT
PHEX Bin+EREPBEO LN TN EE
-1fnyE FGF23 SN 30 pg/mL O B3
- e (SHFHLLE) %A Y Y —=17 20 H O KRR XLH 1245
T LU T DERFRT RO b5 B
-fyE Y ¥R 2.5 mg/dL (0.81 mmol/L) A D B
-TmP/GFR2.5 mg/dL i D B
c A7 ) —=271[alH OKFERC BPI-Q3 (kb IRVVEA) TARaT 4 L
LEERIND XLHEEHWEICER T 28 RIRO b b BE
F BRIV ESE
c A7V —=27 2 [BHOKEERT 14 B LNIZE X 2 > D R SUTERIE
ZEEA L TWSHRE
c ATV —=27 2 [ HORKEERT 14 BUNIZREAO U UERRAZEH LT
e
AV U —= 7 2 [AH OREER O IEMIE V2 7 AR 10.8 mg/dL
(2.7 mmol/L) VL EDEE
RHERAE
- 75 R xR
ABBEL 7T BRBEC 1 : 1 TT X DZEY T 21TV, HER FTA
ﬂx&f&%ﬁ%4u_1EL24%WSC&5Lto
B 5Bk 24 BT T B ARBRZEI D AHT DI BE 2 AR B G2 E) D B
A TNTOEREIC 24 HE (5% 48 £ T) AHIE G-k L7,
WHRIT, N—R2A T A MKEKN 1 mekg AFIOHBICESHTEHL (10
mg ONLIZIFEERAN) . G ®EIF 90 mg & L7z,



HBRTH1 Y

“EERH FERA

*EB (n=68)

E
Tmg/kg? A&l Tmg/kg

BT s | X TR UES)

NGB\

FStRE (1=66)
Fsef | A 1mg/ke®
BT RS 4ES)| mTes GEs)
0 FStk 24 85 48 EERSHI 96  ERESHMI 149
papEt:l] HRETHA CRERUERM) (&)
NERAFHE 1 90mg
OFE:MIER

cR=2ATA b 24 WET, ZEG A 7 LOFRER (2, 6, 10, 14,
18, 22 ) ToOMmIEF Y VIR EOFHME N EE TR (2.5 mg/dL
(0.81 mmol/L)) 7%= L= BEDES

@ 5 EIRFHEIEB

- 1AM HFER L7z BEE A 27 R USRBEReD 2 27 O % - 7= BPI-Q3
(B HIRUVVRLL) AT DOR_R—Z2T A b 24 E TOEA

*« WOMAC O ZbiEY ZAaT7 DO_"—AT A )b 24 F TOZEAL

* WOMAC OHEEEEAR 27 D_R—A T A )b 24 #F TOEAL

FEGIB(EERTIRER. ENMRNEETEMETIRER)
77 BAREE 66 (66) B, AHFIEE - 68 (68) fi
R
@ = EFHfiIEH
R—RSGA DB 24 BET, BFEEHA VI OFHEFES (2, 6. 10, 14,

18,22 38) TOmF") Vg EDFHEAELETRIE (2.5 mg/dL (0.81 mmol/L))

BEERLE-BEEDEE
NR—=Z2F 4 TOMIFEY CRE CEHECEERZE) 3. KA
T 2.03+0.304 mg/dL., 7 J EREET 1.9240.316 mg/dL TH YV . WiEL b
ICHEHETRIRIE (2.5 mg/dL) Z FlEl> Tz, N—2 T A LD 24 % T,
“EGYA 7 ok R (2, 6, 10, 14, 18, 22 ) ToOIM{E Y SR
DOIFHMENEHETIREE LE > 72 BF 0BG (95%CD 11X, 77 8RBT
1% 66 5 5 4511 C 7.6% (3.3, 16.5%) T -o7=DiZxt L, AFIFETIL 68
1 64 5T 94.1% (85.8,97.7%) TH V. 77 EHREEL D bAAIREO KT NH
BElZE o 7= (p<0.0001 : Cochran-Mantel-Haenszel i &)

@ F L EIREHEIER

1 EFREREHELI-AERIT7RUKEFORX AT OFH Z ALV BPI-Q3

(XHEBWVEH) RATDR—RS5AH b 24 BETHDEIE
NR—Z2F A FD BPI-Q3 (bigVVEA) A7 (CEHME CEEFZE, L
R 13, AAIEEDS 6.81+1.308 (i : 3.0~8.9) . 77 L AHED 6.54+1.433
(#iPH : 3.1~9.1) Th-o1=,




5% 24 3 Tix, BPI-Q3 (&b HMWIFA) X2 7T ILARARET
5.82+1.916, 7 7 EAREET 6.09+2.013 TH o7z, N—AT A b DOEL
& CEYE AR DUTRER) 1 3ARAIRE ©-0.98+0.191, 7' 7 AT
—-0.4240.218 Th oT-, N—RF A LD DELDR/N TS (s
s LURREEE) 1. AHFIEECT-0.79+0.211, 77 BREET-0.32+0.222 T
Y. MEEOR/N_FEEEOZE (HHEMERE, LUTRER) 13-0.46+0.275
T ->72, Hochberg ®ZEMEDFHREZ N TH EKYE 5% THUE L 725 5.
Z OEFHEHFEIICHE R T o 72 (p=0.0919)

WOMAC DI HhIFYRATFDR—=RSA ohib 24 BETDEL
NR—=2AF A VD WOMAC © Z DX A a7 1%, AKFIREN 64.71£20.253
(#iDH : 12.5~100.0), 77 BREEN 61.36+20.770 (#ilH : 0~100.0) T
>77,
54 24 3 TlE, AFIEEDO WOMAC O ZHiE 0 A =27 1% 53.73+20.759 T
HO, RXR=RT A4 5O EIT-10.63+2.987 THHoT-, £7=. 7 7%
AREED WOMAC O Z DI A a7 1% 60.38+21.827 TH Y, X—RAT A
DS DI EALEIT—0.77£2.698 ThH -7z, N—AT A b DELD e/
TIREYEIL, ARKIRET-7.85+3.034, 7T L AREET 0.46+3.139 TH Y |
RED /N "R EEDF£13-8.31£3.251 TH - 7=, Hochberg D &E D
A OV CTHEKE 1.67% CHRE LTRER., ZOEIIHFHFEMICHEET
H-o7= (p=0.0106),

WOMAC DB AHEER A7 DR—R S5 Uhvb 24 BETOEIL
R—=2 74 KO WOMAC O BHEE A 27 1%, ARFIEED 50.79£19.660
(#ilH : 7.4~91.2), 77 LREEN 43.89+19.938 (#ilH : 0~97.1) TH -7,
1% 24 #HTlX., WOMAC O B {RHEEE A 2 7 LA HIRE T 43.43+19.507,
7T B AHRRET 42.65+22.760 Th o Tz, N—RA T A )b OB EIIAFIRE
T-6.90+1.886, 77 LAREET —0.97+1.826 ThH o1z, XR—ZA T A L NHD
AL D e/ IS EEIL . ARFKIRECT-3.11£2.553, 77 B AREET 1.79+2.722
THY ., WMEEOR/N T EHEDE1T-4.90+2.479 TH > 7=, Hochberg ®
L EMEOFEE A WV CTHBEKYE 25% CTHRIE L72RER. 2 OZEEIHF2MIC
HE TR o772 (p=0.0478),

ZEeMH

T—FNy A7 H (201746 H) £ ToORMBEICEIT 5EIEH ORI,

AN GBI T 134 il 74 4] (55.2%) Th o7,

B bFHEEG N @D o T2 FG0T, T IEERIERREIERRE TH Y | 14 $1(10.4%)

WCHRB LT, WONTRABENE P T-FHRE LT, [HEFEAG] 28 11

B (8.2%) . TTEFHTALAIEE] 2% 8 $1(6.0%) . [T5HE] 25 6 #1(4.5%)., &

1 KON TE Y CEREINAE | 2345 5 B1(38.7%) 1Z3BL LT-, EEREIEMILE

OO T, BH% 24 BFFATIE, 4000 ng/mL £ CTHO 7 1 A~ 7 {F1E

TOOMF LR, Bl a2~ THEIIRE S o1,




2. HAXHERAERRICERILEICHT SHREFET4ETHEERAR (HRES  UX023-CL304)
ABRTHA Y
e, BB, 2t
R
B N XLH B3 (18~65 %)
FHEBREE
- A XLH oMK E (KRR TEA M) 0EffiFlck>TXLH &
WS TR, A7V —=VTIFZLLTF O 1 DBl B Y T 5 B4
AT e X ESHEAR A A T D IMRBILR IS B D F kI PHEX 51
BENBD LTINS HBE
-mmFGWS%E#&n@mLﬁ®$%
- IR (8 BEMILL L) #12 XLH ([CBET 2 L FOAL AT ANRD b d
e
-fiE Y PR 2.6 mg/dL (0.81 mmol/L) A< O BF
-TmP/GFR 2.5 mg/dL KD B
c A Y —=2 72 BPI-Q3 (b HWVEA) TARAaT 4L ELEERIND
XLH/E#ACRE SR T 2 B8 b D B
+ eGFR 2% 60 mL/min LA b, XX A7 U —=2 7 KBiED eGFR 7% 45 mL/min
LA E 60 mL/min A CEMBEAR RE A IKILETEIZER L2\ 2 & D3RR
NTNWBHHEE
F BRI ESE
c A7) ==V 7 KBEET 2 FELINIC, B0 Y VERRIAI, B4 D RE. v
ARARF— NOE %% j’f_,u%
« A7) == T RBEEE O MM IE VS 7 APEREEN 10.8 mg/dL (2.7 mmol/L)
UL bEoBE
« 27 ) == 7 REBERE O M3 intactPTH 23 i 4E EIRED 2.5 (5L Lo B
- 27 ) —=1 7 KBERT 60 HLAPNIZ PTH Z il 2 850 246 0 L T\ % B
HERAE
AHNT 48 MM, 4 WfIZ SCH G Lz, 48 HEHDIEEMRBE G IEK T LiiE
Fix, 48 BRI O EE G INCAK OB G- kT b L & Lz, XR—ATA
VIR ONA8 I, TR TIHA 2 VY (TC) (F7idTAZ7abA427Vy) @
Beb% 2 A 7 Nz Ttk B EOB AR A I LT,
A &1L 1 mg/kg % 10 mg DAL A L7 HEE L, 4 #fEI12 SC &
H L7, @G EIT 90 mg & Lz,
@ X EiHIER
BEEERODIITEES S KL% 48 TD OV/IBV ODR—Z T A L InH D
s
@ = S RIREFHEIER
s R—=2 T A UNE 24 BETOELEEY A 7 L OFKT (2, 6, 14, 22 )
T, MY IR OE S EE TR (2.5 mg/dL (0.81 mmol/L)) % E
[l - 7= BE OIS



@ TDMDBEIRFFMEE (Hhkr)
- EHEALIE B L 7B I 7o R RERU R4 (O.Th, OS/BS. MLt) O~<—
ATA B DOEER
BN 7R ALRR I REROFERE (MS/BS. MAR., BFR) O X—RF A v 6 D4
s
EREY— 7 — (IyEH BALP 2, i+ PINP R, i+ CTx RE)
DR—ZF A DR
FEFIB(EERTARER., ENMRNETETEEETIRER)
11 (14) #1
R
@ = EFHfiIEH
BEEBAEROOMICEDICIEE5% 48 BTD OVIBV DR—RX 54 U 5D
a‘l; .ﬂ:%
NR—=R T A T, FEMHTRIZRERO 11 HlT X TOREPEEEOEE
BOFHECIE SN EHILIEEZ 2 L, 11 #lF 5 ] (45.5%) IXEEOH
WALIEZ /R LT, N—RAT A CEHEDBHPIEZ R L= 5H0 55 4 4
X, BEH#% 48 I T~k LTz,
NR—=27 A O OV/BV CEEEHIERERRZE, LUTRER) 1% 26.12412.357%
THY., &5 48 D OV/BV 14 11.85+6.596% T > 7=, 2 [HDE 4D
MEMNE LN 10 61 TlX, OVIBV D R—ZX T A b DOEALEIT
—14.94+10.972% CToH v | Z RO FEIEIT-54.18+20.211% Th > 7=, &K
Kl 48 BRF G L2fER, 11813 X CTOBEETOV/BV MET L, #5%
A8 TDONR—=AT A U NEDOEAH|T-31.2~-83.6% Th o7,
@ 5 EIRFHEIEB
R=—RIA B 24 BETODREEYA VI OFMEFFS (2, 6, 14, 22 8)
T, MEF)VEEQOFHENAEZETRE (2.5 mg/dL (0.81 mmolll)) #.E
BE--EBEDEE

N=R T A P oE5H% 24 BOKEKGY A 7 v OHhEE A (2, 6, 14, 22
W) T, OMIE Y R OSEE S EEE TR (2.5 mg/dL (0.81 mmol/L))
Z LRl 72 BEORIGE, 14 Bt 13 61 (92.9%) TH o7z,
@ DMDEIRFHIEE (k)
B R E (< B L B Inag 70 $R 6 s RE R 4643

O.Th (CFHME EHEERZE. UL FRER) (ZX—A 7 A Tid 17.21+4.105
pm., #5148 Tl 11.5543.113 pm TH V. 32.21+11.966%(K F L 7=,
OS/BS I — AT A Tl 91.73+3.438% . ¢ 5% 48 ¥ Tl 67.82+13.673%
Td v, 26.00£15.012% 1K F L 7=, MLt [T X— R Z 4 > TI&
1539.81+1587.086 H . # 5-1% 48 # T 195.50+77.713 H ThH V.,
52.24+58.487%X T L 7=,

MS/BS (E¥WE EEHERFE, LTRAK) TX—RA T A4 K TIE
5.99+4.763% . ¥ 51 48 M TIl¥ 6.98+3.654% TH VY . X— A T A4
NS OEAL R IE 1.8244.3656% TdH o 7=, MAR I X— A T 14 > TlX



0.58+0.448 nm/day. % 5-% 48 i T 0.62+0.188 um/day. £t &
0.04£0.506pum/day CT& > 7=, F 72, BFR/BS I X— A 7 A > Tlk
26.68+19.480 pm?*/um?¥year, #% 5t 48 Tl 17.17+12.058 pm?*/pum?year,
24l 813 —4.90+£27.356 pm®/pm?/year Th -7z,

FRET—H—
MG+ BALP ¥ CEXE AR, LRFEER) X, X—A 71 (1
20.43+9.288 pg/L., #51% 12 M2 B — 7 ¢ 32.38+20.480 pg/L. 48 i#(C
22.77£14.973 pg/L Th o7, MIEF PINPEEIZ, X—RA T 1 T
77.00+33.273 ng/mL. %51 48 |2 127.31+57.877 ng/mL Toh ->7-, I
1ET CTx IEIX, N—A T A T 646.93+401.641 pg/mL. #%5-1% 48 #|C
828.69+420.475 pg/mL Th -7z, MiFH CTx IE LV & &+ PINP &
FEOHFNEY ERLEZ b, KFEEGEIZED, BYET U 738N
L. BRIEBEKDNT o RTETERD ST~ 7 N LTl &S,

ZeM

BIVEAIE 14 Bl 10 61 (71.4%) (ZREBL L7, FRBITIE, RS
%1 BEbE< 36 (21.4%) IZHBL LT, RWT, TR, TIE), [
SHAOETR ). RS S) 234 2 61 (14.8%) (ZRBL L7, EEZREIEH
RO BN oT, 41T, XR—=R T A VIFOPLT v A~ T HURRAE RN
Btk & 7o o7, Behh, X=X T A VEEGHERI A G D, TR TORZ THT
B A THRIZRECH o7z, Zeds, FRNEMEORIEILIENE L TUV7Ru,

MR XLHERZREE LIS VA LML EEREMBHER (HBRES : UX023—CL301) »©

HEBTH1 >

FEMR., 7 ¥ 2k, Zhax

R

/N XLH B (1~12 5%)

FHERELE

« FRHTEIC LD, RSS DA TN 20 LA ETHHL HIFD X HIZ X 5 i

FTRZET 2 1~12LL FO B
- PHEX B FERE L IZTEZRP AR ANY 7 2 FBARAL X #HEHE
AT 5 MEBERICH D2 FHEICRD b D BE
FIaBROVESE
- HETRAAT 7 BLAINICKBRE T L 2 =7 LIRS, 2 tta L FaxT oA
R, 7%V IR, A4 T7HA FOFKGE2Z T -85
- KIEBROBALED G 40 ORI EEI D ifr, XUIAT—T 1, 8 7L — MNED4E
JBORALA L < ITREZ ZOEIEARIFNZZ T 522 L2 TEL TNDBHE



RERAE

#5H (0 H~64 1)
AF 0.8 mg/kg, 2 HfF SC & HHE ;,tﬁm U U ERBIA R ONEHER v 2 I v
D RAIHE R OB GRE GHEEE) 121 : 1 Ol TT X AZE V), 64
A [ #¢ 5 u‘_o AKHN D55 i#ﬁ@?&@ Hﬁﬁﬂﬂﬁl{ﬁ U VRE %Ob\“(
1.2 mg/kg \(ZHETHZ L a2nf L L7-, RREEZEIY 1 b= HBE|C
i&%&,ﬁ;ﬁf“ﬁzﬁ:k Lf@ém U U ERBLAI R ONEMER v & X > D BLAl %l:ﬁﬂi@a)%g
IZX Y 1 BEEL, HAROES L,

i 54 (64 H~140 ‘F“])
B G T 2, ABIBECEI D M1 b7 BE Tl %ﬁlﬂ#k [Fl Rk E O
ﬁﬁ%fﬂiﬁﬂé’n’*lﬁfﬁ?ﬁ“ﬁbto BEBICKBEEICE O i oo B
X, 0.8 mg/kg, 2 I 1[A] SC £ 5 % BtA L, %%’54&@ CREIRF O IMIE U v
BEIZESNT, 1.2mgkg IZEETHZ L&A LT,

BT

AEIEE (n=29)

FEIRZ %5 (2i88) AR TR S (2:185)

*EREE (n=32)

WV I—CON

BOUVEREIRY e
SEMRIE'S = Y DEYE] FHIE T8RS (2B8)

[=X ]

®5H 64 ‘SR 140
(B BER) [6E)
AEDOAZRUVAZ
B 4 B 0.8 mg/kg F B L vt
iy 1.2 me/ke LIMTE Y R ERE 2 (A1, FEHE TR (3.2 mefke) A
e K 90 mg 2IMTH Y IR D= AT A SO FFD 0.5 mg/dL LLTF

BAFIDOR G AR LT Z LIZ X D Mg Y SIRE O T Clden

@ EEIEHE
PUF OIEH %2 AKHFIRE & xHRREE C e 45,
*« RGI-C &k 2 a7 L Wkl L7=< 2W D21k
@ =5 EIRFMHIER
PUF OIEH 2 ARHIRE & HRREE C i3 5,
s RSSHR AT DR—ZF A )b DEA
ST HEBMIHEDZ A a7 DR—2F A b DL
s MGV VIREOR—ZF A4 b OEL
« ALP OR_X—2F A b DAL
KRB E DR IE H T NN H REMIFED Z A a7 OR—2F A4 inh O
P54 64 OGN &2 T ARG & Uiz, o ERRIREHRE X, $5% 40 BT
iz EERFNE Lz, WITNOFHEEH ([225W\W T, o7t A X/ Nz
ZEMEORIEIIITD R T,
FEFIH(BENEBRTRRER. FIREET2ERITIRER)
XTHEHE - 32 (32) #il, AHIHE : 29 (29)



EE S
@ X E:HfiIEH
RGI-C £AX O T7ICKYFHE L=< BBDE 1L
Be 5% 40 o RGI-C &K A 27 ML, AFIHET 1.92+0.11, xHREET
0.77+0.11 TH YV |, MHEDOZE (RAIRE—I ) 13 1.14 (95%CI:0.83, 1.45,
p<0 0001, ANCOVA €7 /V) Th -7z, £72, RGI-CHEA 2T RUOF A
WZRBWTE ARFI IR IRRE & bhlk U CHEE R EN R DL, miEo
% (ZIK%I IBE—%TRRRE) X, ZhTh 1.12 (95%CI: 0.84, 1.41, p <0.0001)
K N1.31 (95%CI: 0.89, 1.74, p <0.0001) TH o7,
B 51% 64 BIZHWT S 40 0 & RERIZ, AHIHECTILRIREE & bl L T
2 BDIRDOWENRD iz, 64 1@0) RGI-C &k Rx a7 V%, AHIFET
2.06+£0.07, XfHAHET 1.03£0.14 TH V| WHEDZE (RFIEE—H L) 1% 1.02
(95%CI:0.72, 1.33. p<0.0001, GEE €5 /V) Th-o7-, £7-. RGI-C i
237 FOFEAATIZBNT S AHFRE T R & tig U TS e dGs
MR HAL, WHEDOZE (RAIRE—T R 1L, £ 1.01 (95%CI: 0.71,
1.30. p<0.0001) K T*1.15 (95%CI: 0.78, 1.51, p<0.0001) TH-7-
@ LEIREHEEE
RSS#AX A7 D N—XSA UhbLDEL
B 5% 40 Tl AFIEET RSSHA 27 1% 3.16+£0.99 725 1.13+0.72 (12
KFL, XR=RAT7A b OEEPIE-2.04£0.15 Th o7, *FREETIX
RSS# A a7 9% 3.19+1.14 705 2.47+1.09 [T F L, _XR—A T A »nHD
ZAbEY13-0.7120.14 Th o7z, KFFEDORX—2 T A 1B 5% 40 8 F
TOZEACEITH RO 2 520 ETH Y | WEEOZE (RAIRE—<HREE) 13-1.34
(95%CI: —1.74, —0.94p. <0.0001, ANCOVA E5/V) Th-lz,
B 5.14%% 64 TlE, AFIEETRSS A =7 9% 3.17+0.98 75 0.95+0.72 |2
TFL, R=Z2T A b OEEYE-2.2340.12 Th o7z, B TIX
RSS# A a7 1% 3.19+41.14 725 2.17+0.95 [ITIK F L, RXR—A T A b D
AL EPIE-1.012£0.15 TH o7z, X—RAT A D 64 F TOELEDMH
BEDZE (RFIBE-—XIFREE) 13-1.21 (95%CI: —1.59,-0.83, p<0.0001,GEE
ETIN) Tholz,
SMEE/BMBENDZRIATDR—RSA U LDEL
R—=2 T A NTHBT D AERENBER O RBEDO SN RIBML D Z A a7 2
I, TNFN-2.3241.17 } 1-2.05+0.87 Th -7, H5#% 40 HIZBIT 5
ARFNEER ORI RO SN H RIMI S R D Z A 27 A%, ZEh—2.1241.22
N U=2.02+0.85 Th o> 7o, SMLHR/IHEED Z AT DRX—=AT A )
O G4 40 B E TOELE PIX, AFIHET 0.16£0.05, xHHEEET 0.03+0.03
THY ., WEEOZE (RAIBE—XTREE) 13 0.12 (95%CI: 0.01, 0.24, p = 0.0408,
GEE E5 /1) m@o 7o
B 5.1 64 BIZI 1T D ARFIHE R O REEDOSIN. H RIBMI G RO Z A a7 2
X, TN EFh-2.11+1.11 }(1-2.03+0.83 TH -7, VNLHE/EMIEED Z
AT DR—=RAT A G 64 HOZEEVIX, AAIRHE T 0.17+0.07, xHH#




BT 0.0240.04 TH Y, WMEEDOE (KFBE-—XHEE) 1L 0.14 (95%CI:
0.00,0.29. p=0.0490, GEE £5 /L) Toh 7=,

MmE) VEEDR—ZSA4 U bDEL
R—=RA T A NBT DV PR IXARKIRET 2.42+40.24 mg/dL, xR
T 2.30+0.26 mg/dL. Th o7z, FERMKE (1. 4. 8. 16, 24, 32, 40
W) O¥ Y e E YT AR F R T 3.38+0.37 mg/dL . Xt BB
T 2.5540.29 mg/dL TH o7z, XR—=RA T4 b0 EITEN TN
1.00+0.06 mg/dL K O} 0.23+0.06 mg/dL TH 0 . ZALEDMREEDZE (KA
BE—%FHEEE) 13 0.77 mg/dL (95%CI: 0.60, 0.94, p < 0.0001, ANCOVA &
TI) Tholz, £z, BHHKE (1. 4, 8, 16, 24, 32, 40, 52, 64
H) O¥ U YR E QAR HF B T 3.36:0.37 mg/dL ., xf HRE
T 2.56+0.30 mg/dL ThH o7, X—Z T A U nHDOEEPITZFTNEFN
0.98+0.06 mg/dL K (% 0.24+0.06 mg/dL. TH Y . ZLEDMEEDZE (ARHA
RE—%fHEAEE) 1% 0.74 mg/dL (95%CI: 0.58, 0.91, p < 0.0001, ANCOVA &
TIV) Thol,

ALP DR—X 54 oh b DE1E
R=RATANIBTOLARFBERLOXREEDO ALP BE X, ThZTh
510.8+124.9 U/L K} 523.4+154.4 U/L L [AEETH - 7=,

BeH% 40 BIZEB 1T D ARAIFE R O REE O IMIE ALP R 21X, £hZih
380.8+99.5 U/L K1) 488.7+189.1 U/L Th o7z, _"—AT A inD &5t
40 £ TOE L E T, AFIFET-130.7+12.4 U/L, %R CT-34.8+18.1 U/L
THY ., BAERITZNTN -24.4+13.5% K% —6.9+16.5% T - 7=, AHIRE
DR—=AT A B EEH% 40 B E TOBLRITHBREOK 4 THY . M
FEDZE ORAIRE—XTRERE) 13-96.0U/L (95%CI: —136.1, —55.8, p<0.0001,GEE
ETIV) ThHol-,
B 5% 64 BT I 1T 2 ARFNEE K O FBEO MG ALP JREE 21X, 2 Eh
336.9+86.1 U/L }2 1} 495.4+182.1 U/L Tl -7z, ALP D_X—ZF A )5
64 B O DI, AFIEET-174.6+13.4 U/L, %I ##T-28.1+20.0 U/L
THY ., BIERITZNETN-32.8£13.1% K% -4.6220.7% CTH -7z, ~—A
TAUND 64 WE TCOELBEOMBED A (ARFIFE—XTERE) 13-146.6 U/L
(95%CI:-191.6,-101.5, p<0.0001, GEE €7 /) Th-o7=,
) Rl = (R 75
b) /N PR i + R RS
MALP 813 IFCC % (EBSERRILEHE) OREEIC LD

Z&MH
BEIIZBW T, BIWEAIIAHFIEE 29 ild 17 1 (58.6%) . xfHREE 32 fFilH 7
B (21.9%) (TR L7z, FHRITIE, AFFET WEFEAAEE] 22 <
8B (27.6%) IZHBL LTz, RWT, TVESHAIS] KO TUBGR ] 234 7
B (24.1%) . [BAfEIE) 23 6 1l (20.7%) . [thAEEE) 28 4 5] (13.8%). [iE&t
AL O PRI . TSR IEZ ), VESAIER ) 234 345 (10.83%) . T1ESH
HATEERRS ) KON TR | 234 2 61 (6.9%) I[TRB LIz, <HREECIE, (BRI



il b < 4B (12.5%) IZHBL LT, TOfl, EEOBFITRIALF
RIIRD LN ol Fio, BEREWERITRD bR noTz,
ke G-I T, RIREED B AANZ BV 4% 2 72 22 #1341 (59.1%)
WCRITERREL LT, oI, RSB A b2< 56 (22.7%)
\ZHEEL LT, 2o, Mgk, T3EG, T8 ). TG ). TIUEm ). [
o). TSRS ), TSI E O FEIE ) A& 2 61 (9.1%) IZHBL LT,
T, RBEED Dk L CAAKIZ 5 LIz BE T8O, TEFERALP H I )
F Ot THARRR LIRS | 34 1 FICHEEBL L 7=,
FRrie SLEETEIE ) I EEZRBIER & ST, 2B, SETICE - =RITEAILEE
O BRI,
3HllE. R—R T A UFICHT v 2= THRMERB R R L, 9 B 2 FlEAH
BEHZRIZBWTHHURMERGEEZ R LT, WTHOREF S G Y iREO E5-
Lz,

(2018 % THT—X v hA7)

4. MNRXLH BEFEZHR E L-FERFEMMEAR GEBRES - KRN23-003) 2
HBRTHI
FHEMR. Lhis It

R
AR (1~125%%) © XLH B3
FHEGRESE

- FETRERICR R C TRV RS
- XLH L2 &, FRimAERICLL T OWT Iz im /-3 85
a) AN T X BEERERZ AT 5 MG FE KO Wi PHEX 51
BENSHER I TV D EHE
b) FHIMARF O MiE F intact FGF23 2 2% 30 pg/mL LI o B3
F BRIV ESE
- FATRAEROFEIS U BN, AARANEEGRED 50 X—2 % A ViEE
Mz 5 HBE
- HETRAAT 7 BLNIZKERE T VR =0 A& Giehliedk, 2 MERIE RE A
TuaA KKl 7827 IR, AT A RRRAREOER G 25 1) - 83
HERAE
AFNOBLEHEIX 0.8 mglkg & L. 2 HHIZ 1 [lE&E 88 [ SC &5 (F#k
51386 M) 52 & & L, BEHIAR, HEFEEEICE-T, HEE
EFELTHIWZ &L, HARHAEIT 1.2 mgkg & LT,
40 LI B G- Offkfi & A7 L9 5 BF IR LTI, IERE 58 TR 5 2 ik
TAHZENTEHZ EELT,



@ FZ:FMIER
T AERES - BERRER « A 2V A - EHE 12 FHELEN - B
IR « DR R A
@ I 7B REHEIE B
B - FRAERATOLLNOEE
-y U ¥, 1,25(0H),D. ALP, JRH Y >, TRP, TmP/GFR O~X— 2
FA4 b DOEbE
FEFIB(BNMERTHRER. FIRNETREEBETITRER)
15 (15) %l
tER
@ FE5lIER
Z&MH
RITERIE 15 B 2 65 (18.83%) (ZHBL L7, HFHHITIX, THEREAE I FF
By KON Mg 25— Ry a b by 7 za—uEd ] 234 14 (6.7%)
R LT,
BRI DN T, ARHE GBI (R ERPE 2 B U 72 B UL S 1
e, —EOMAN o HREHE BT bR o Tz,
{ZIKE)SZU“/W BN A ANZDONT, —IRFRJICERED B LI BE DA LT
. EOMIZ i%ﬁﬁ%‘f‘@?ﬁ% TR RE LIRS o T,
F’fﬁ 12 FFELER, DI RRA, BT RRAE TR SO b i
=AYy
BEREWERITRO bR oT,
7o xvﬂﬂak X, BH 0l QREREEE G 1216 (6.7%) TH:MTH
ST TR GBI JE PEBIZ W2 v oz, F2, Hi7 e A~ THR
D ST EE IRV T, FRPURIISR I SR o T,
@ L EIREHEIEEB
MV T 2.61+0.32 mg/dL TH - 7= BNAAIB GBI EH L, &5
#% 4 WITHREED 3.73£0.54 mg/dL IZFELTZ, TDLEEDR—=RT A )b
DAL EIX 1.12£0.41 mg/dL, Tho7o, D%, MIF Y S REIZ KX 7L H)
72 <, #&51% 40 8 TlE 8.51+0.45 mg/dL. TH - 7=,
1,25(0H),D 1% 24.65+12.70 pg/mL T - 7= BNAFEEBMA#%IC EF L, &5
#% 1 BEIZEEIED 70.81£21.49 pg/mL IZFE LT, TDELEEDRX—AT A )
5OV EIE 46.16+15.55 pg/mL Th 7=, T D%, 1,25(0H),D 1T K & 7228
hid/e <, F5% 40 HTlX 62.19+12.50 pg/mL TH -~ 7=,
ALP /%, 1589.3+366.9 U/L Th 7=, #GHGHICRIFIICIE T L, &5
#% 40 13 1131.3+263.6 UL Th o7z, TDLEDR—RAT A B DK
b 13-458.0+288.6 U/L Th > 7=,
PRV %, BEMOZENRE SHEBIZ—EOMMITRD bivkhroTz,
TRP 1% 0.8754+0.0505 Tdb - 7= BAKIE G-BAMEZIC EH L, 5% 8 MIThk
D 0.929140.0343 IZE LTz, TDEEDR—AT A U nEDOELEIT



0.0537+0.0459 TH -7, ZDtk, TRPIZKZ @L<, & 51% 408

1% 0.9141+0.0219 TH > 7=,

TmP/GFR (% 2.4369+0.4908 mg/dL T » 7= N ARG tGE I EH- L, #
5% 8 I ED 4.0163+0.7951 mg/dL (ZELT-, TDOEEDR—ZAT A
IS D2 EIE 1.5795+0.671 mg/dL TH 7=, D%, TmP/GFR IZ KX
IREENT e < BeE 40 i TlE 3.6124+0.6072 mg/dL TH -7,

5. BRUEHILE (TI0) RIREBBUERS (ENS) BEERZ L L-FEREIHEER (HBRES : KRN23-002) 2
HETHaA Y

FHEMR, BAENHEMRE, ZhsdtFE
FSES

G A LE B 13 61 (RAN 9 f1)
FRBHRAE

- FGF23 i FICH-5 % TIO it ENS L 2ZHrEnTWAEBED 5 b JEENE
BEONBHOYIRN T & RV ERE
c HATRARFOIMIE UV RS 2.5 mg/dL A OIE B
- FHIRARFO MLIEH FGF23 R 72 100 pg/mL VL ETh 5 B
« HEMRARFO TmP/GFR 78 2.5 mg/dL A& D B
F BRI B
- HRTRART 14 HLANIC, B4 3 0 D OSBRI X3 E OB,
TIO/ENS DA B & LR 0 U RS KB T VS = A %S
TefilgHl, 7 XTI R, AT VA RRFRE A L= BE
- FETRART 60 HLAWNIZ, PTH il & HAY & 3 2 3KA 2 H L7 B
RERAE
AFNOBIEHEIX 0.3 mgkg & L. TO#%KIT 4T LI SCHEE L=, 4. 8.
12, 16 A TOARFIFGEITHGH O 2 BEHT (2. 6. 10, 14#) OifiFY
VIREEORERACE S SR Uiz, B GBAA 20 MUARRIE 16 H & R— A& LT
BN, BELEDBEND DA, T 4 BETOMEY VIRE LY 07k A
IMEDRHIFRF T E oW EERIAHIB T 2 551X, HLEkRPER: (20, 24, 28,
32, 36, 40, 44 KOV 48 LI DEKPEH) [CHEMRET L La e Lz,
HWET 2561, BIEE GO O EEZ 0.2 mglkg &7 5723, 0.3 mg/kg
THIO THETLHAICRY REIOHES 0.6 mgkg [ZHE L, 7o, &
KA &I 2.0 mglkg & L7,
@ FE5FlIER
BARARF RSB T 2 MGV RE
@ T L RIREHEIE R
MyE YV PRI X 5D LT ORHf
-R=2AT A UL EGH% 24 WE TOEEGY A 7 LOmEEES (2, 6,
10, 14, 22 @) ToMm{FEY ik EOFYMENELETIR
fi (2.5 mg/dL (0.81 mmol/L)) #&% 2K L 720 % )



A8 WETOXREEE YA 7 TR (BH#% 4) OMmiFY Y REIZOW
T, 5 A 7 VAR TOWFLEDFAE FIRE (2.5 mg/dL (0.81 mmol/L))
% FERRL L7275 )
O 1E X HFTHIE B
- 99mTe fREE A & ¥
- DXA
- FEAE X R
FEBIB(BNMERT RN RER. FlIRNETREEETITRER)
13 (13) #i
LS
@ = EFHfiIEH
BREBSICEITAIEY) VEE
WEF G (0.3 mg/kg) %, MFY SIREIFN—Z T A i (1.62+0.49 mg/dL
EEIE R ZE, LREER) 200 BR L7c, g Y IS 5-504 2
TE— 7z LTz, 24, 48, 72, 88EDIMIE Y L IREDR—AT A D
DOEEIL. FAFN 0.97£0.68 mg/dL. 0.99+0.48 mg/dL. 1.05+0.48
mg/dL, 1.03+0.51 mg/dL TH V., 1ZET—ETH -7,

MmiE") ViRE#E (FHELRERE)

(mg/dL)

3.5
3.0
E l
7 |
g 25 \l/‘ -
/’é
2.0
n=13
1.54 FfE+SD
T T T T T T T T T T T T
N-Z 8 16 24 32 40 48 56 64 72 80 88G#)
e S B
@I L EIXREEMIE B

R=—RS5Ah5EE%24 BEFTOEESHAVIILOPREBFES (2, 6. 10,
14, 22 B) TOMmME ViEEQFHEINEAETR{E (2.5 mg/dL (0.81 mmol/L))
HBEERLE=NEDL
NR—=Z2T7 A 0b 24 BETOHM T, &G A 7 Vvof A (2, 6,
10, 14, 2238) OIMIE Y AYREOEEED, EETIRIE (2.5 mg/dL) % I
B> 7= B3 IE, 13 #9451 (69.2%) ToH o7,
48 BETDREBEYA VKT (F5% 48 omE) VEEIZDOWNT, &
594 NEARTOEHENEETIRMEBZZFR LIEZHAEDL
NR=ZX T A Ibih% 48 ME TOMM T, S5V A 7 LV ORALRE RO L
TV CREOVIMEAS, EETRIE (2.5 mg/dL) % ka7 8% 1%, 13 {4
6 i (46.2%) ThH -7z,




OIFZEMEHEIEE
OmTe JFHER X v
99mTe flihim 2 2 ¢ L DFER, RN—2 T A4 VA CEITXUIMAE T O A4
JEBIDAFHT 164 » ATadd Bz, 20 164 & iz %512 5% 48 H
TR U725 . TR &Il S 7o R E T R O E T CA R 24 w T BB
SYHITRTEIE &I ST T BT R OME BT CEEF 28 » T CTh o7,
DXA
HEITREBEEEO LR 5T,
1ZH#E X RBRE
ﬁfﬁéﬂﬁ®ﬁﬁﬁ4wﬁ_mwgnto&ﬁﬁlsz E WA TN
2 TR ST, B H#% 48 M TIX, BITOFTAN 3 » ik bz, €D
256 1 4 PETEES E!’Jfoc/‘*ﬂﬁé:#lJLfréh 2 7 AT e & W S iz,
T2
T—X 71y hATRER (201845 H) TRIWEAIX 13 %l 5 % (38.5%) (ZFH
L7c, FGNCE, TSR, DES ). TR, (3892, TR, TEWEE],
MIRRCE) . TRENEE ) DEEGESIMR) . [ESHHALREOR ). [RIRAE) . T8, T
PR F 0 3% L (7.7%) ICRB L7, BEELBERTRED bR -7,

2) REMHER
BAXLHEAIZRR & LEF THFERENBRIRGHR (HIRES - UX023—-CL203) »
HBRTH1
IER. Rk S

R

mi A XLH H

FLRERELE

« KRN23-INT-001 X% KRN23-INT-002 RERICS L, D7 &b 2 [aAH
BEH I BE

- HEMMRAERFIZ eGFR 2% 60 mL/min LA E X% 45 mL/min #, 60 mL/min A
ThH Y., BEEAENBEAIKIEEEICLD O TRV LRI TN L ESE
FIRRRIVESE
- FETRART 21 BN USRI FIc e > DG, U B X3k b
TN = LA A LB E
- FHTRART 2 » A LAWIZ PTH 28T 2 A 2 H L7 2%
HERAE
ARFNOYIEHEE G B, KRN23-INT-001 #8 i% KRN23-INT-002 75 0 5 s
B (0.3, 0.6 % 1 mglkg/4 #Hfm) ERIU &L, &5 ROKEIC
WTEETHZEE LTz, migY //)Ef@ k7 71l %’D%‘\ MGV P
HETIRE (2.6 mg/dL) % FlEI- 725G, ERIOY & (0.3 mgkg M
5 0.6 mg/kg %Y 0.6 mglkg 775 1 mg/kg) ol s L?L_o i%i T4 &
Ht#% 12 FCall L, i RFERGHEIT 1mgkg & Lz, £72. W ORES



TILIE U HEE N EIRE (4.5 mg/dL) #827-3H4. HE (1 mgkg 75
0.6 mg/kg & Y 0.6 mg/kg 7°5 0.3 mglkg) % nl & L7,
) HFECIT 48 MOREM AT LI T — ¥y M7 LIcliiEa & TV 5D,
FHEEE B
zett
BEFEG, A ZAY A WIRRE, FIERRA, DT RREAE, LEX
TR, P78 A~ THARE
ENFE Gk
Mg Y RN ILUERIPH (2.5~4.5 mg/dL) (ZFIEE L= BEHR L OEE ., iV
VRN LERPIA T h o Tm AR L OEIS
BERMAEMME )
PRO:WOMAC, BPI-SF } (X SF-36v2 2 a7 Z 7=, JEdk, ZhiEv., Fik
1 M OE gk RE . HRQoL D _— 25 A b DL E:
FEFIB(BHEBIFMRER. FNRNETEEBRTSRER)
20 (20) 31
wmR
ZEMH
BIER X 20 B 9 6 (45.0%) (ZHEBLL-, FGHITIE ESBARIG) D3
H%< 36 (15.0%) (ZFHB L, e, TBIER) 232 # (10.0%) (2RI L
Too EELBUWER & LT NEEE] 2816 (5.0%) IZRE L, ok, L
WCEST-RIWERIXEBR L2 o 77,
MEFHIRREE . A Z A ACERIRIICER O H 5 Z TR O biv7e o
Too Flo, DIEHEERBRE, OEXOMRER, BIKNICEROH HZITRD b
Rinote, BEEEREORKE., BEAE] OGHEELZAT2EBFIZBNT,
BG4 42 WEIC TS ARE] OFFBFEENEO L), EEEITRE CTH -
Too PL7 B A THRIZOWTIIAFIB 580 40% . HAHA 26 HAHA Btk
Lo BEITRO LN T,
EhE
Mg Y AR, AFBGHIGH, X—A T4 D 1.89 mg/dL (i : 1.3~2.6
mg/dL) 75 EF Lz, 3+ _XCoOBHFIL, AFOEGEHEFIc2< &y 1A,
MgV R S HEYERDH (2.5~4.5 me/dL) (ZEE L., AFIEE 2 WE#% D%
JLT, 85.0~100.0% 7 B M ILHERPHN CTH - 7=,
My U REOFEIEIE, N—RAT A 2 TIFEAMETRIE (2.5 mg/dL) RitiCTHh
ST, A% ITHEEH% 368 (2.46 mg/dL) < T ORI CTHe
WEFPHN £ T LA L,
BeH% 2, 6, 10, 26 KL 38 WO IMIF Y VI DONHME R BR—R T A )
5OELEOFEHE X, TN 3.15 mg/dL % 1.26 mg/dL TH -~ 7=



MmE!) ViREOHE (EEERFFHELFERS)

(mg/dL)
5.5+

5.0
454
4.0
3.54
3.0
2.5

AN

2.0
1.54
1.04

0.54

T T T T T T
024681012 242628 363840 48 (&)
BE&EERRE

TEBIEL ‘ 20 20 20 18 20 20 19 16 20 20 20 20 19 19

BEENE M

@®PRO

1DWOMAC : X—2 7 A > THO WOMAC A =27 ONW¥EIE, JHH 40 (HiPH -
5~70). ZbIXV N 49.4 (FPH : 25~75) . HIKEEEEN 40.5 (%iPH : 7~76)
Thotz, HH5%A8BETIL, HH, ZHLiIEV ., FEEEOVThoRAaT b,
R—=2F 4 UMBIET LT,

2)BPI: X=X 7 A TO [aE 24 FE TR U7 bRV A DA 2T O
I 6.6 (#iPH : 3~10) THVY ., EEDFA (Aa7 7LE) LWELEZAE
1296 (45.0%) THotz, #H5#% 48 Tk, BPI-SF O£ 3THHNX—2Z T
AVPBIRT LI Enn . AKFIEGH0 BPI-SF X 227 O Ffgt ) 72K T A3VR
i,

3)SF-36v2 : X— AT A L TlE, HikMEE. HE&ABIRRE (). KO A K
HIREAIE DA 27 MR o728, FRBME O A a7 iE, X"—RAF7 1~
? 33.11 (#iPH : 18.6~52.3) 2L 5% 48 1 Ti% 37.13 (& : 20.1~53.7)
FTHEIN L7z, BIZ, #5% 48 HTIL., HIKEREE MEDRAD A 27 O~—
ATA DO DOEBEDR/N FEHEIL, WTFhbENEZ R LT, Zhbo
RS . AAIBEE T HERAIEO 2 27 O RN R ENT, N—
AT A T, IO A a7 IZBRBRIEE Th o7z, LO@RED
AaTlE, N—RATA bR 48 I F THHELALITFRD Lo T,

(5) B - FREMNHER
AR L



(6) ‘amrIEA

1) ERARERE (—REARGRAE. FRECRARGERAE. ERAMRBLEERE). 8E
RFERT —FN—ARE. RERTRERABRONE -
'V.5.(6)2) GRS & LTI TE DA XIT N L 774 - RBROBZE | DHB M

2) AREMHELTERFENARXIEENR L-AE - HEROME

21 REBEH

211 EIM Y A7 EHHEELRED b, E@EUICEETH L,

21.2 [ENTOBRBIEFIDNRO TR O TWND Z &b, BEREH%, —EHK
DIEBNAR D T — 2 DNEFE I D £ TORIE, BAEF] & %6 8 F Rk
PEZEETHZ LICXY ., AFOBEHBEE O REREZEET S L L
HIT, REOZEMEROFEICET 57 — 2 2 FHICIUE L, RFID
WIEE IR EEZ# LD Z &,

- FGF23 BE K ) MfEtE < 5% - BRILEEZORMERICET SRAE
HAY : FGF23 PEIK U o iffErE < 2 « BiALERE 26512, AHlz
R G LTZBROMEHRER TR T 2 L e M Oz e 2,

BRASERIE  BETEa AL, ERS A BEOE SO
S IRIESE

2 M W R AKIIRTERRAA D 8 (T E)
BEEFE 250 BI(Z 0 95 5 TIO KL 30 HILL L4 5),
B2 R AR GBREA% 1 AR
E o 7k gk U XD 2FiHE ST 5,
- BB IRFEREGRERER (KRN23-002 iXER)
FEIEEME B 4R E S E 3R B R BERE R RE B & et B & LT ARKI DA b e V2 et %
I 5 IEE MG AR ER PR SUER & OVES AR ERIR SR 2~ 580 0 1 2 2 s i e 74 B
HEY : AR TARFDNRGEIRTEAGE SN Z1T, TG Z2fkh ot 25L& L
T, AHZ ROENGE# BRI 2 ARSI HE - HETRS
L7z & & O G IEE BT 5,
- BLERSTRERAREER (KRN23-003 FtER)
AN X PR RBARPEIR Y v EME < 290 - BEIERE 2R & LI ARIOA
S B OVZZ e 2 BT 3 2 FF B AR 55 TIURR il R BB ON 2565 TIAR B PR SR 7> H 81 0
R % B AR 5T 1% i R AR
HAE B Gk 0 B3 2 R, TR 2 s Ak 5o 4 B R BB EE I O 2L 7K
WINTHE - HETRE L EO, BEMEROAEIMEERFT 5,
- BLERSERERAREER (KRN23-004 FRER)
X Gt (RBIRVER Y o ffErE < 290 - BibIE B 2 x5 & Lo ARHI O 5 TR
for = 4% -5 K OVER TINAR AR e = 14 -3k 0~ 80 0 1 2 2 G I e 74 B R SR
HEY &Gk P OBBRE 2 x5, AR 2 BE R 76 #% BRARSBR I IZE 0 B 2 |
RSN HE - HETREGLEZE XD, ek OEINEERGTT 5,



(7) ZDith -
ML



VI. ZEHERBICEYT HIER

1 EEFHICEEH S LEMRITILEME
A L7

2 REER
(1) YERERLL - 1EAKE -

FGF23 1%, Blg&icB 25 VU o FWRI oM & i 1,25(0H),D 2 ORI 5 IE
MDY SR OIHENIZ LD, i) VIREEZIK T SH 5, AFIL. FGF23 L6 L
TOWRARERZHIT 52 & T, MiF) VREE LRSS L 290,

FGF23 BEAK U o MJENE< 595 « B LIE

- FGF23 UV
Eiian 50
FGF23E4TTHE
.
la-KEMLERFRE T NaPilla/c
1,25(0H):DELEET RRET o NaPilla/c
i HEGEF
BEE(EFS —
) i g _UvER®
e = a-Klotho
U BIRIRIE \ ) R
U BRI | l EfmE PRIBEHRR R
mBEYVREERT
RebU > gt
FGF23 BIEX U i fiEtE < 290 « BifbiE+7 v A<~
FGF23 JOzv7 UV
Eifiiah S50
FGF23E&£TTiE
I = l
To-7KES| I:E#i%ﬁi:?bﬂ NaPilla/c
1,25(OH)DEE4EE] SN o’ NaPilla/c
* HEEEF
i
BER{kE —
i@ (Y __UUEsE%
(2153 o a-Klotho
B -
UVBRIRERE \ IR —_—
U~ IR l EfBmE FRIBEMR PR
|—> mEUVEELR <
FRepY Bttt



(2) EshEE M1+ HABRAAE -
1) FGF23 ~D#E &M (in vitro) ¥
TaAwT O N, =7 A PR Y X FGF23 12k 5 i Eix, £ 1010
mol/LL TH -~ 7~,

Eh. hZHOAHFILRUVIYFFGF23 IZH T HEEAHEMME

FEMT R A fitBEESL (mol/L)
t ~ FGF23 3.0x10 " +1.7x 10!
H=7 AN FGF23 3.9x 1071 +£0.97x 101!
7 ¥ FGF23 6.3 x 1071

n=3, FHMH AR (e B RO =7 A )

n= 1(7 %)

J7{% : Biacore™T100 ZH\W\W T, v A~7 L b b, =7 A P KOTHX FGF23 OFFAA/EH
B D fREEE R A I UL RSB A AL L 7=,

2)FGF23 L FIUEIZR T HEFFEM (in vitro) 27
78 A< TITRERIFIINC FGF23 O v 7 F AR EAFLE Lz, FGF23 O #iHH
0.1~100 ng/mL (EHKIHEE) 2B\ T, FGF23 O 7 UEEEIE. 1000 ng/mL (5
GpEREE) Dl T a A~ 7 EE FCHE Sz,

TARTTICE>THEE SN FGF23 L JFILRERE
)
1204

100+

@
o
1

(e}
o
1

—&— JORYT 1ng/mL
—&— JORY7 10ng/mL

KBRS OB nom

404 —&— JO2ZY 7 100ng/mL
—— JOXY7 1000ng/mL
—@— JOX< 7 10000ng/mL
n=3. FI{E+SD
201
o +— —%
T T T T
0.1 1.0 10.0 100.0 (ng/mL)

B FHERZ E MFGF23DRIGRE

rhFGF23: {1t x b ~ FGF23
7' A7 100 ng/mL (G&fz7-##iz & b FGF23 100 ng/mL) kX7 nA~~7
1 ng/mL (GE{zFH#z v  FGF23 10 ng/mL) ORI, HHARED = ORI
HERSL T,
Fik: BAR—=ZT v A 2T, B L e F FGF23 O 7 F/MREICKHT 57 1 A<
T OMEEEZFME L7, & b Klotho &N FGFR (B ZEHARFEN -2 &/ IK) & R
S, PSR 1 (Bgr - 1) Yot —4 —fElicry 7 = 7 —PlEaFEEALE
HRZ XD L R—2—T w128\ T, 7 r A~ 7 FGF23 A I L% FGF23 + 7' )
IR ERE R L,



JMmF ViEELFRIER
QA= AT rA~T 1, 3 K10 mgkg & HEFIRNES L- L &,
Mg Y AAREOFE /e LR E 5% 72 R £ THRO bl 20,

MmEF) VREICHT 558

—O— K —L— ik

(mg{ i” —e— JOxvTImglkg (mg{ ‘iLi —A— JOx3T3mg/kg (mg{ iLi a §§§7\7710mg/kg

12 124 -
10 . i 104 =
8- - 8- A2

6 644 6

4 4 4-

2 2 2

0| T T T T T T 1 0 T T T T T T 1 0 T T T T T T 1

0 12 24 36 48 60 72 8 0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84

RS R Q) SRR (h S ER )
n=6, FHELSE
* 1 p<0.05, **: p<0.01 (vs. BAARE, XSO H D t HIE)
ik MEREDRGEA T =7 A PV (2~3 i) (TR A 1 AR T 3 EFRIRNE G- Lz, T r
A<7 1, 3 kT 10 mg/kg Z HIAFIRNE S L, WG Y REZRIE LT,

@A =7 AP T7 rA~7 0.03, 0.3 XT3 mglkg Z H[RIFRIRAN TR T #¢
HLlze &, REAMEOMEY AREIZKO X 5 (THER LTz %2,

JORY JHEFBRKAXIEIETHREROME) ViREOEL

(mg/d) —— Rk RS

—@— 0.03mg/kg KIS
14+ —A— 0.3mg/kg B TRS
—— 3mg/kg B TFIRS
—O— 0.03mg/kg BIRAIRS
124 —— 0.3mg/kg BIRNIRS
—{— 3mg/kg BIRAIRS
n=4, FH{E+SD
104
m
& 8
U
P
= 6
E
44
2 -
0 -
T T T T T T T 1
-7 0 7 14 21 28 35 42 (8)
‘5 &ZERE

Fi s HEVERREN ) = 7 A B (3~5 i) (27 1 A< 0.03, 0.3 XT3 mg/kg XIF A A HilA]
ERA ST TS L, My U s 2 lE L,

@I N NN =7 A o7 A~7 1 mglkg # 2 B2 18], 13 HERE L T

Bl Lize & PlRRG% R O 5% 28 HH (FHEHIO 22 H) £ TOMF
U REEEI O L D ITHER LT 3,



JO0ZXX 7 13 EMERE TIREROME") ViREDEL

(mg/dL)
14 i ®
A SE
124
10
m
e
g R
% o 1
B o 0 1
4 L
2
0-
T T T T T T T T T T T T T 1 T T T 1 T T T T T T T T T T T T T 1 T T 1
24 72 120 168 336 43 71 24 72 120 168 336 22 50
MERSED (B8 @ BIIBSED (58 @)
B5H BE5% B RS B5%EBIEE TE
(mg/dL)
147 W 1 (Y2
A HE
124
104

FAlE \ TR
S o ©
1 1 1
) >
e >
>
>

® o
2_
O_
T T T T T T T T T T T T T 1 T T T 1 T T T T T T T T T T T T T 1 T T 1
24 72 120 168 33 43 71 24 72 120 168 33 22 50
SRS (57 @) BB SH50 (50 @)
] RET e T ] BSR BN @8

n=4 (BRV) . FHIELSD
Tk MERED I =7 A v (T~8 5 Alin) KOS =27 4 P (4~6 i) 7 v A~T
1 mg/kg % 2 ABNZ 1\, FF7EIE &G L, 35 Y SRELAHE L,

@UXIcTrA~T (3, 10 X130 mg/kg) ZHEIFIRNEG L&, 71 2A
~ 70, MY VIREE BRI,

@A =7 A PN ~DOHBEIFHARNE G280 57 0 A~ 7 OllE Y S REICT
L/ NI EIX. 0.1 mglkg EHEE S u7z 3y,

QLI =7 A Pz 7 r A< (0.001, 0.003, 0.01, 0.03 XU 0.1 mg/kg) #H
BIFIRNIEE G- Lzt &, 7o 2<71%, 0.03 mgkg UL Lo G5 TIME Y ok
b =



4) I3& 1,25(0H),D ;B LS4 A
@ =7 4 4}» TuA<7 1, 3 %10 mgkg & HEIFHARN G Lz & X,
My 1,25(0H),D EE DA E 72 ER-BFRD Hiiz 30,

& 1,25(0H),D iREICxt T H5E

—O— #RiF —A— Rk —{— 1§

—e— JOxvTImg/kg (Pe/mb) & S02373mg/ke Pe/ml) @ SozeT10mg/kg
1500 15001 1500

1000+

5004 £

A

—— 1 e
0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84

RSB (h) 5% B (h) RSB IRBIER (h)

n=6, FHfEESE

*: p<0.05, **: p<0.01 (vs. BAAHE, KIGDOH D t E)

HE : MERED R = 7 A v (2~3 ki) (HHARZ 1 EEIRHIRE T 3 BIFIRNIE S L%, 7R
A7 1. 3 X110 mg/kg & HEIFRNE G L. Mg 1,25(0H),D i 4 MIE Lz,

Ol =7 A P/ T m AT 0.03, 0.3 KO3 mglkg % HEFHIRPN I T #
G Lzt &, BGRT%OMTE 1,25(0H),D BT X 512 Lz »2,

JORT JHEIBIKAXIIE TiRE5&OME 1,25(0H),D EENEIL

—— RiF TS

(pg/mL) —@— 0.03mg/kg B TIRS
2000+ —A— 0.3mg/kg B TFES
—— 3mg/kg B TiRS
1800+ —O— 0.03mg/kg BRAIES
—4— 0.3mg/kg BIRAIRS
1600 —1— 3mg/kg BIRAIRS
n=4, FIfELSD
B 1400
4
Q 12004
T
Q 10004
Q ]
— 800
Hr
g 600
400 1
2004
0 —
T T T T T 1
0 7 14 21 28 35(8)

R el
FUE - HEMERREA T = 7 A L (3~5 ki) 1[0 7 2 A< 0.03, 0.3 KO3 mglkg LMK % Al
FRIRN SRz F G- L. i 1,25(0H),D & 2 JlE Lz,

QU VX7 uRA~vT (3, 10 X130 mg/kg) ZHEFARNEKG LI-L&, 7 X
~ 7%, 1,25(0H),D Y)Q%W%J:%éﬁf’ 29)
@ /AT =7 A PN A~OHEFFIRNE 51281 % 7 1 A~ 7 Olfig 1,25(0H),D A
WX 2 e/ NS RN, 0.03 mglkg &JFEE STz 8y,

@Y E =7 A iz 7 e A~7 (0.001, 0.003, 0.01, 0.03 %T*0.1 mg/kg) % H
BIFFARN G- L & &, 7 e 2~ 70k, 0.003 mgkg LL o5 & Tl
1,25(0H),D R % E5 - SH72 %),



(3) VEFRIRIERE - FikhER -
BRI L



VI. EYEREICEIT HIER

1.0 REDHER

() ARELEDLMPERE
P - Y 2

2) R CTHRBIN-IPEE
DEREEE

X 2EAEHMEE) DMEEL< 55 - BRILERE (A - ABEAT—28T) W
(55 : KRN23-001)
HARN KL OEE A DR X Yt BB U > gt < 29 - Bk{biE 835 2 %t
Gl LTAAI0.3, 0.6 XN 1 mglkg & HA TG Uiz & & OifiE iR EHER &
VIEYBNRE N T A —ZFLLTFD LB Y ThoTz, C,. LN AUC, . 135 &I i

L L7,

X EEAEEEE) DmESE< 5% - BRIEEERE (BA) I
AFNZHEETHERSLIZETOMFRREERE (THEHRERE)

—— 1mg/kg (=7 : BAA n=4, BEA n=3)

(ng/mL) —A— 0.6mg/kg (n=5: B&AA n=3. BEA n=2)
—@— 0.3mg/kg (n=6 : BEA n=3. BEA n=3)
1 OOOOO; FE+SD
10000;
Jin} 3
i B
;; 4
o 1000;
A E
N ]
‘ZB 4
= 1004
104
T T T T T T T T T
0 2 4 6 8 (@)
‘5 &EERE

X FEAEHME ) v liEE < 5% - BEILESRE (BRA) [
AENZHERTRE LIz EDEYEFE/NF A4

E’%‘% %&5&%& tmax Cmax AUCO*OO t1/2
(mg/kg) (AA, #E) (h) (ng/mL) (ng h/mL) (h)
166 a) a)
0.3 6 (3, 3) (46.5-168) 1.71 £0.51 1180 £370 289+121
0.6 5(3,2) 167 2.95 +0.67 2220 +920 315 +131
’ ’ (165-334) : :
1 7 (4, 3) 166 5.19£2.12 3770 £1670 336 £85
’ (93.5-168) : :

T AR RS, 7272 U e (T RAE (/M — R R fiE)
a) 5l (HAN 3 Bl KkO%EE A 2 1)



AANTR GBI L0 JIEROHER R 5720, V3 EROHE] OHEZRTL L

2) RIEEE
X EEAREHEEE) DmiEE< 5% - BRILERE (BRA - ANEAT—28T) ¥
(RBa%E 5 : UX023-CL303)
HARNZ G e A X Ye@ AR U v AEME < 299 « Bl biEHRE 68 il (HA
A 6%l Zxtg s LTAAl 1 mgkeg % 43812 1 [MINER FEE Lz E &0 Mg
W CEXE CEEERZ) o M7 7{Ei%, PlE& 531 7 LT 3804+1622 ng/mL,
6 | B DY A 7 )L C 5832+3434 ng/mL Th -7z,

BX LEAEHEMEE) DIEE< 5% - BRILESRSE (MR 2
(B % 5 - KRN23-003)
HARAND 1~12 D/ X G RESH MR Y v fErE < 295 - B IbiERE 15
Bz x4 & U CARAI 0.8 mglkg (#5-Bi4h 6 LA, 1.2 mg/kg IZHI&R]) % 2
W1 RIRER THEE L& 20 IREHBIILLTO LB ThoTo,

X ZBHREEMEE) VES< 5% - BEIBESRSE (MR IS
AHZ 2BIC1RARERTRE LI-EESOMBRREHERY (FEHRERE)

n=15
(ng/mb) FHSEHSD
1000004
m ]
=l
% l . .
3
g 100003 e ;i
Z ] Y
3 ]
: 10N
- i
10004
T T T T T T T T T T T T T
0 8 16 24 32 40 48 (&)
RS ®ZBERE

VE) M PR I B G BAA R 1AL (b, 13D) |
Z OO R TIEIAA OFLERNCHE Lz,

BESHEBRLERE (BA - NBAT—28T) »?
(ARBr%E 5 : KRN23-002)
A AN K O E A O R RSB VI B 18 Bl & xtg & UCARAl (BRtsH &I
0.3 mg/kg, 4ELIEIE 0.1~2 mg/kg OHIPHTHHE L, 20 HLIRRITEHI S LT 16
WREE Rl —HE) % 48121 RIKERTEE Lz L 0 mEHIREHRIILIT O
LBV ThoTo, 7o, 20 D 44 BOEG-EOFEIHEIL 0.71~0.89 mg/kg T
HoT,



EBEMERILERECAHZ 4 BIC1AREXTRELEED MBERREHEBY
(FfE+HRERE)

n=13
e

10000
. P PP SR :

m
f§ 1000 f\; ®
J
2
$ 100
2
=
e 10
1
T T T T T T T T T T T T T
0 8 16 24 2 40 48 (@)

WS E BTG
TE) Mg R BRI BB AR TR 1 AR, 1 ROV 21 R (RAIE G4 1 KR, 2
KO 22 WRF AL (RAIF G 2 WKL) . € OROKF L TIEIAAI OB GANCHE LT,

(3) hEE -
AMER R L

4)BE - HAEOTE .
(VL7 FHHAER ] DIESHR

2 EYRERI/NT A =5

(1) BAT A3 9
PP AT 13— ORI A A 5 1-3 25 |k A > REF A B4R L, RIiE /<5
A—# L LTk, V/IF})OCLF Z#E L7, V/F &K CL/F OEARMEEITFEES
EEFNE, k, ORBTEBIEE LTS L&,

(2) RULREE R > -
k,¥=0.380(day ")
%) PPK bz X 2 e

(3) HEEERS -
KPR L

BDHDIVTIURD .
CL/F*¥=0.290 (L/day)
%) PPK fEATIC X 2 HEE il



(5) P TETE -
V/F#¥=8.027 (L)
%) PPK fEATIC X 2 HE el
H AN M OEE A DA X Gt AESHPEIS U > ENE < 29 - B iR(LIEBE & &5
ELTAA 03~1 mgkg #HEIFZ F& G Lz & OHNIT O55MmEMR
1% 107~143 mL/kg TH Y . MEH~DHHIIBERN TH D EEZBNDH W,

(6) ZDith :
PA- L 2

3EER (REal—vay) @iF»

(1) fRHT A%
(VIL2.(DfENT 7] DIES IR

) INSA—AEEER :

N XLH B3 2 %05 & U-#Eshidi (KRN23-US-02. KRN23-INT-001, KRN23-
INT-002 &% O UX023-CL203) . /N XLH B % xf5 L Lizfstali (UX023-CL201
KON UX023-CL205) K OVEk A XLH 3 2 x5 & Uiz B AR % & o [ B 3L [RGB
(UX023-CL303) CTHEOLN-IMET 7 1 A~ 7 JEEE K OILE U > @i s — & % T
RN 2 FEhE L=, MR ICH W BEIT/NE 65 #l (1~12 %, KEOFRgix
26.4kg) K OVEA 115 f5] (19~68 i, (KEDOHFIAEIX 70.2 kg) Tho7-, MEHTICIX
0.056~2.0 mg/kg SC #£5- (2 WIZ 1 FIXEL 42 1 [BI¥EE) OF—% % H\ie,
RKENAFI OB BT D L EZ N2, VIF KO CL/F (2R E % [ & 23h 5
ELTHAAATS, L LT, RE, Flin, T (RAKOVNL) . MRl K
RO, REREME. R, iy o2~ T7HAROF®E, FGF23 OD_X—2 5 A4 i
K ORERZE AL, BFEBIRBMEDOR—ZAF A4 i (TAT I, TAHIRAT 7 X —
Y. TI9=20T ) IR T 2T, JLTF 2RO VLT F =TT
A) kO PHEX B TERO X A T IZOWTHRF LS, Wb AERIEELE T
B IRNo T,

4.1%UR

WRAERAE B T LAk

NAFTXAZEe)T 4 UEAT—%) 2.
N X Gt BB U SN E < D95 - B bIEEE 255 & L TARHI 0.1 X1 0.3 mg/kg
R FERG Uiz b & O NA T _AZ 8T 013, T 90% MK 0N 128% & &
iz,



5.5

(1) i — REAPS BB -
BB L

(2) % — R REREPT @@ 1% *
<BE W=7 A4Y N>

(3

~

HRII =7 AP NIZ, 7r A7 % 0.3, 3, Xi%30mgkg DHET, iR 5DH
% (GD) 20 B S HPEE T 2 WIS 1 [E#EE L7z (M 20~28 JT/EE),

GD 133 HOMRIEIZEHIT D57 v A~ 7 OMiEHiREX, RE & it LT 0.25 £
ThHO, T oA T IZNEME IgG & R BB A S IR RIS 4@ U TBITT
ZENRBEI NI,

HAE# A S OMARICEBITAMET Y 0 A~ 7 EE TSI U TEMmL, HiC
HAEZROHIR 2B U TIK T L, ty, 13 15.2~21.3 H TH - 7o, FAMH. 30 mg/kg
BEORENY) 2 IECTHLY v A~ 7 HEA R S 223, IR RO A R Tl e )

ST,

it~ OB

EEE R L

(4

~

R~ DIBATIE

MR L

5%

D DOFREE~DFBITIHE 30 -

AAFNO3ATRERIL R L Ty, IgG & FBR, ARAIO /3R A MEIC RE ST

%

(6) M

%

6.1 35t

LEZ D,
(IVIL2(B) A AFE ) DIHSM)
REQFEEE .

ERAA

(1) BB R U BHRER -
AANTe b IgGl €/ 7 u—FAHURTH Y . RREMEIgG & RERICRTF FROT X/

fi

RSN D LEZDBND,

(2) REICE5T 3E% (CYP%) OHTFE. F5% .
MR L

() MEEBNRDARERVZDEE
L



(4) REMOELOERRUSEILL, FELE -
DR L

7 Bt 50
FB) I u—FNUHURTHDL T R AT DFH A X aBET 5L, BT LR S
LAREMRITEVWEE R B D,

8. b T VRR—EF—ICET BI1ER

ARENZBI LT, in vitro Jx O in vivo D 3EWFA A AEHFRERITFHE L TV 720,

AANTe Ml rsra7 )y (Ig) GLE/ 7 a—FAHiRTH Y . EARiHRREITZ o8
JERMTHD EHEIND 2D, RS IO ENREIZ BT 5 AHIEERES b 7 v AR —
B — TR KA T RREMRIRIE W E B X b,

9OEMFICLHBRERE
EERe L

0HEOEREHET 8%
AR L

1.2 0kt
AR L



I ££% (ERLOIES) (CEJ SHEHE

ERNREFNDHERA
EIH TN

S

2ERRNBEETNER

222 (ROBHIZIFBELAEWNI &)

2.1 HEOBBEERERE UIRHEr28E [9.2.1 21]

2.2 RAIOES 3 LiBBEUE ORBEERE D & 5 B

(FZE5R)

2.1 AANTMEY VBREO ERERAEZAT 5720, FiiicE ) VIIEEZ RO -EE. B
& D E A IR L &2 RS D ATREME N B 5, BRI IR L2 £ U= 5a . BkaERE
EABNIEDLIBEINNHLZENORTE LT, (IVIL.6.(2)) DIEZM)

2.2 HANKIT DidBUEL, EFEAERLICHBEOEEFETH D, AFIOMY (FEhAK
7 WSIIAD XL, BBUEE BT HBENNH D280, MKEERTH Z &,
(AFIDOHAIT TIV.2.(1) ] DIEBM)

SHEENRTHRICEET HEE L ETDEH
V.2 B RESUTR RIS 21EE ] 22T 5 2 &,

ARERVHAEICEHEY 2FTE LT DER
VA MEROCHRICEET 21EF] 220352 &,

SEELGERIIE L ENDEH

BEEREANIEER

8.1 BV VRRIENH HbId Z LN DD T, AFIFG I EMANCMmEY L IRE %
PEL, MY SREOEMIEETH I L,
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e PR AT G 176 4 109 #1 285 fl 13 f 298 1l
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) s | e |XHBEH | TOmET | AR
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IR 0 — 5 4.6 5 1.8 0 — 5 1.7
ERGERE 0 — 1 0.9 1 0.4 0 — 1 0.3
Rt L O E 9 5.1 7 64 | 16 | 5.6 0 — | 16 | 54
VLT N E 0 — 1 0.9 1 0.4 0 — 1 0.3
U R I 5 2.8 0 — 5 1.8 0 — 5 1.7
A2 i 2 1.1 0 — 2 0.7 0 — 2 0.7
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Rt 4 2.3 0 — 4 1.4 1 7.7 5 1.7
9 ¥ 2 1.1 0 — 2 0.7 0 — 2 0.7
RIRAE 1 0.6 0 — 1 0.4 1 7.7 2 0.7
A 1 0.6 0 — 1 0.4 0 — 1 0.3
R S P 7 29 | 16.5 3 2.8 | 32 | 11.2 1 7.7 | 33 | 11.1
Toh A S B S 1 0.6 0 — 1 0.4 0 — 1 0.3
FEWED F 2 1.1 0 — 2 0.7 0 — 2 0.7
b 4 2.3 3 2.8 7 2.5 0 — 7 2.3
SR 1 0.6 0 — 1 0.4 1 7.7 2 0.7
B 1 0.6 0 — 1 0.4 0 — 1 0.3
ARt 1 0.6 0 — 1 0.4 0 — 1 0.3
PhRER 1 0.6 0 — 1 0.4 0 — 1 0.3
JeAp=Frio R aE 1 0.6 0 — 1 0.4 0 — 1 0.3
= SRR 1 0.6 0 — 1 0.4 0 — 1 0.3
R AN RERE I 17 | 9.7 0 — 17 | 6.0 0 — 17 | 5.7
ARpEE 0 — 1 0.9 1 0.4 2 154 | 3 1.0
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MR 7 48 0 — 0 — 0 — 1 7.7 1 0.3
AR 0 — 1 0.9 1 0.4 0 — 1 0.3
kP 0 — 0 — 0 — 1 7.7 1 0.3
HB LUk mEE 1 0.6 1 0.9 2 0.7 1 7.7 3 1.0
R 0 — 1 0.9 1 0.4 0 — 1 0.3
[BIfEPE D F 1 0.6 0 — 1 0.4 1 7.7 2 0.7
1 1 0.6 1 0.9 2 0.7 0 — 2 0.7
AL 0 — 1 0.9 1 0.4 0 — 1 0.3
1ETY 1 0.6 0 — 1 0.4 0 — 1 0.3
RSN T E IS SRR O d ] 1 2 1.1 1 0.9 3 1.1 0 — 3 1.0
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JIE A R 1 0.6 1 0.9 2 0.7 0 — 2 0.7
i3] 2 1.1 1 0.9 3 1.1 1 7.7 4 1.3
g A 2 1.1 1 0.9 3 1.1 0 — 3 1.0
i o 0 — 2 1.8 2 0.7 0 — 2 0.7
T 5 2.8 2 1.8 7 2.5 0 — 7 2.3
HIERR 1 0.6 0 — 1 0.4 0 — 1 0.3
I E 1 0.6 0 — 1 0.4 0 — 1 0.3
A IENR 0 — 1 0.9 1 0.4 0 — 1 0.3
H eI T Ak 1 0.6 1 0.9 2 0.7 0 — 2 0.7
TN 5 2.8 4 3.7 9 3.2 0 — 9 3.0
g 2 1.1 1 0.9 3 1.1 1 7.7 4 1.3
g 1 0.6 1 0.9 2 0.7 0 — 2 0.7
JHF HELTE R 5 55 1 0.6 0 — 1 0.4 0 — 1 0.3
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RS0 8 4.5 2 1.8 | 10 | 85 0 — | 10 | 34
i 2 1.1 2 1.8 4 1.4 0 — 4 1.3
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By AT 1 0.6 0 — 1 0.4 0 — 1 0.3
TEFHTAE S BOS 0 — 1 0.9 1 0.4 0 — 1 0.3
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141 EXRAEBOEE
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14.1.2 B HICHERIRES EMICKSITE 5 L5, MU/ NEEERGRZEIRT 52 L,

14.1.3 lifl & ORFEF TRV &

142 ERIRSHOEE

14.2.1 HGEAE, JEE, EREE. REST U N EE L, B0~ - Lk
452 LiTw T, BEEBICENBMEEZDZ L,

14.2.2 JEHEAL 1 @72 ORKREFEGEEITZ 1.5 mL &5 &,
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(FZE5%)
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RIE LTz,

14.1.2 AENTE GRS D72 < @Y e ERNBORRPEE CTHDH 2 ELRE L,

14.1.3 fLOFEH & OELAITEET 57 —Z IR ENBREE LT,

1421 Z TGO RIERFEHRE L TRE LT,
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14.2.3 ZEM K OBEE M OHMERF OBLED HE A% OFRMIIFEI L, FEHARE L2
L DBNB R DR E LT,
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15.1 ERERERAIZE D < 1R

X Gea gAY e < 299 - B RIE R A 5t 5 & U T2 [E R IL R ERR
R M O R (2 3BT A2 5 L7 N B it 134 il 8 i)
(6.0%) . /NEBFTIL 94 B 841 (8.5%) IZhi7 v A~ 7HUANRD L
Too 209 B/NREE 361 (3.2%) IZHAFURNTZD HiLtlz, k. AD
SR B LI B & b & U 7o [E BE L [ R 3R B OV M i R SR L s
T, 276 2 4 (7.4%) \CHLT 0 2~ THUERZRD S0, F0 5 Ll
PURDNGIRD DAL B 1IN e o 7o, FURREAR & KENRE, AR O
& OBFHEE I 5 TidAe .,
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15.1 <jBFC : 2021 4F 12 A ETHE (B 3ekET) >
KBRS R ISR E L,
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ZhRE ST Zh Fe 1.1 X-linked Hypophosphatemia

CRYSVITA is indicated for the treatment of X-linked hypophosphatemia (XLH) in
adult and pediatric patients 6 months of age and older.

1.2 Tumor-induced Osteomalacia

CRYSVITA is indicated for the treatment of FGF23-related hypophosphatemia in
tumor-induced osteomalacia (TIO) associated with phosphaturic mesenchymal tumors
that cannot be curatively resected or localized in adult and pediatric patients 2 years
of age and older.

FE RO & 2.1 Important Dosage and Administration Information

Discontinue oral phosphate and/or active vitamin D analogs (e.g. calcitriol, paricalcitol,
doxercalciferol, calcifediol) 1 week prior to initiation of treatment /see
Contraindications (4)].

Fasting serum phosphorus concentration should be below the reference range for age
prior to initiation of treatment /see Contraindications (4)].

CRYSVITA is administered by subcutaneous injection and should be administered by
a healthcare provider.

The maximum volume of CRYSVITA per injection is 1.5 mL. If multiple injections are
required, administer at different injection sites.

2.2 Pediatric Patients with X-linked Hypophosphatemia (6 months to less than 18 years of age)
For patients who weigh less than 10 kg, the recommended starting dose is 1 mg/kg of
body weight, rounded to the nearest 1 mg, administered every two weeks.

For patients who weigh 10 kg and greater, the recommended starting dose regimen is
0.8 mg/kg of body weight, rounded to the nearest 10 mg, administered every two weeks.
The minimum starting dose is 10 mg up to a maximum dose of 90 mg.

After initiation of treatment with CRYSVITA, measure fasting serum phosphorus
every 4 weeks for the first 3 months of treatment, and thereafter as appropriate. If
serum phosphorus is above the lower limit of the reference range for age and below 5
mg/dL, continue treatment with the same dose. Follow dose adjustment schedule below
to maintain serum phosphorus within the reference range for age.

Dose Adjustment

Reassess fasting serum phosphorus level 4 weeks after dose adjustment.

Do not adjust CRYSVITA more frequently than every 4 weeks.
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Dose Increase:

For patients who weigh less than 10 kg, if serum phosphorus is below the reference
range for age, the dose may be increased to 1.5 mg/kg, rounded to the nearest 1 mg,
administered every two weeks. If additional dose increases are needed, the dose may
be increased to the maximum dose of 2 mg/kg, rounded to the nearest 1 mg,
administered every two weeks.

For patients who weigh 10 kg or greater, if serum phosphorus is below the reference
range for age, the dose may be increased stepwise up to approximately 2 mg/kg,
administered every two weeks (maximum dose of 90 mg) according to the dosing
schedule shown in Table 1.

Table 1: XLH Pediatric Dose Schedule for Stepwise Dose Increase for Patients
Weighing 10 kg or More

Body Weight (kg) Start(inmgg)Dose First Dos(emlg)crease to | Second D(zrsnz I)ncrease to
10-14 10 15 20
15-18 10 20 30
19-31 20 30 40
32-43 30 40 60
44 - 56 40 60 80
57 - 68 50 70 90
69 - 80 60 90 90
81-93 70 90 90
94 - 105 80 90 90

106 and greater 90 90 90

Dose Decrease:

If serum phosphorus is above 5 mg/dL, withhold the next dose and reassess the serum
phosphorus level in 4 weeks. The patient must have serum phosphorus below the
reference range for age to reinitiate CRYSVITA. Once serum phosphorus is below the
reference range for age, treatment may be restarted.

For patients who weigh less than 10 kg, restart CRYSVITA at 0.5 mg/kg of body weight,
rounded to the nearest 1 mg, administered every two weeks. For patients who weigh
10 kg or more, restart CRYSVITA according to the dose schedule shown in Table 2.

Table 2: XLH Pediatric Dose Schedule for Re-Initiation of Therapy for Patients Weighing
10 kg or More

Previous Dose (mg) Re-lInitiation Dose (mg)
10 5
15 10
20 10
30 10
40 20
50 20
60 30
70 30
80 40
90 40
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After a dose decrease, reassess serum phosphorus level 4 weeks after the dose
adjustment. If the level remains below the reference range for age after the re—
initiation dose, the dose can be adjusted as outlined under Dose Increase.

2.3 Adult Patients with X-linked Hypophosphatemia (18 years of age and older)

The recommended dose regimen in adults is 1 mg/kg body weight, rounded to the
nearest 10 mg up to a maximum dose of 90 mg, administered every four weeks.

After initiation of treatment with CRYSVITA, assess fasting serum phosphorus on a
monthly basis, measured 2 weeks post—dose, for the first 3 months of treatment, and
thereafter as appropriate. If serum phosphorus is within the normal range, continue
with the same dose.

Dose Decrease

Reassess fasting serum phosphorus level 2 weeks after dose adjustment.

Do not adjust CRYSVITA more frequently than every 4 weeks.

If serum phosphorus is above the normal range, withhold the next dose and reassess
the serum phosphorus level after 4 weeks. The patient must have serum phosphorus
below the normal range to be able to reinitiate CRYSVITA. Once serum phosphorus is
below the normal range, treatment may be restarted at approximately half the initial
starting dose up to a maximum dose of 40 mg every 4 weeks according to the dose
schedule shown in Table 3. Reassess serum phosphorus 2 weeks after any change in
dose.

Table 3: XLH Adult Dose Schedule for Re-Initiation of Therapy

Previous Dose (mg) Re-lInitiation Dose (mg)
40 20
50 20
60 30
70 30
80 and greater 40

2.4 Pediatric Patients with Tumor-induced Osteomalacia (2 years to less than 18 years of age)
The recommended starting dose for pediatrics is 0.4 mg/kg body weight administered
every 2 weeks, rounded to the nearest 10 mg, up to a maximum dose of 2 mg/kg not to
exceed 180 mg, administered every 2 weeks.

After initiation of treatment with CRYSVITA, assess fasting serum phosphorus on a
monthly basis, measured 2 weeks post—dose, for the first 3 months of treatment, and
thereafter as appropriate. If serum phosphorus is within the reference range for age,
continue with the same dose. Follow the dose adjustment schedule below to maintain
serum phosphorus within the reference range for age.

Dose Adjustment

Reassess fasting serum phosphorus level 4 weeks after dose adjustment.

Do not adjust CRYSVITA more frequently than every 4 weeks.

Dose Increase

If serum phosphorus is below the reference range for age, the dose should be titrated
in accordance with Table 4 up to the maximum dose of 2 mg/kg every 2 weeks. The
maximum dose should not exceed 180 mg.
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Table 4: TIO Pediatric Dose Schedule for Stepwise Dose Increase for Patients Weighing
10 kg or more

Body Weight Starting Dose First Dose Second Dose Third Dose?
(kg) (mg) Increase to Increase to Increase to
(mg) (mg) (mg)
10-14 5 10 15 20
15-18 5 10 20 25
19-31 10 20 25 30
32-43 10 30 40 50
44-56 20 40 50 70
57-68 20 50 70 90
69-80 30 60 80 100
81-93 30 70 100 120
94-105 40 80 110 140
106 and greater 40 90 130 160

2 The table shows a dose increase up to 1.5 mg/kg. Further dose increases to a maximum of 2 mg/kg not
to exceed 180 mg, administered every 2 weeks should be calculated by the physician.

Dose Decrease

If serum phosphorus is above the reference range for age, withhold the next dose and
reassess the serum phosphorus level in 4 weeks. The patient must have serum
phosphorus below the reference range for age to reinitiate CRYSVITA. Once serum
phosphorus is below the reference range for age, treatment may be restarted at
approximately half the initial starting dose, up to a maximum dose of 180 mg
administered every 2 weeks for pediatrics. After a dose decrease, reassess serum
phosphorus level 4 weeks after the dose adjustment. If the level remains below the
reference range for age after the re-initiation dose, the dose can be adjusted as outlined
per Table 4.

Dose Interruption

If a patient undergoes treatment of the underlying tumor (i.e., surgical excision or
radiation therapy) CRYSVITA treatment should be interrupted and serum phosphorus
reassessed after treatment has been completed. CRYSVITA dose should be restarted
at the patient's initiation dose if serum phosphorus remains below the lower limit of
normal. Follow dose adjustment per Table 4 to maintain serum phosphorus within the
reference range for age.

2.5 Adult Patients with Tumor-induced Osteomalacia (18 years of age and older)

The recommended starting dose for adults is 0.5 mg/kg body weight administered every
4 weeks, rounded to the nearest 10 mg, up to a maximum dose of 2 mg/kg not to exceed
180 mg, administered every 2 weeks.

After initiation of treatment with CRYSVITA, assess fasting serum phosphorus on a
monthly basis, measured 2 weeks post—dose, for the first 3 months of treatment, and
thereafter as appropriate. If serum phosphorus is within the normal range, continue
with the same dose. Follow the dose adjustment schedule below to maintain serum
phosphorus within the reference range.

Dose Adjustment

Reassess fasting serum phosphorus level 2 weeks after dose adjustment.

Do not adjust CRYSVITA more frequently than every 4 weeks.

Dose Increase

If serum phosphorus is below the normal range, the dose should be titrated in
accordance with Table 5 up to the maximum dose of 2 mg/kg not to exceed 180 mg,
administered every 2 weeks. For those individuals not reaching a serum phosphorus
greater than the lower limit of the normal range, physicians may consider dividing
total dose administered every 4 weeks and administering every 2 weeks.
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Table 5: TIO Dose Schedule” for Stepwise™ Dose Increase for Adults (18 years of age and older)

Starting First Dose | SecondDose | Third Dose | Fourth Dose Fifth Dose
Dose Increase™ Increase™ Increase™ Increase Increase
(maximum dose)
If serum 0.5 mg/kg | Increase to: | Increase to: | Increaseto: | Increase to: | Increase to:
phosphorus every 4 1 mg/kg 1.5 mg/kg 2 mg/kg 1.5 mg/kg 2 mg/kg not
2 weeks weeks every 4 every 4 every 4 not to to exceed
post-dose weeks weeks™™ weeks™™ exceed 180 180 mg
adjustment OR OR OR mg every 2 every 2
is below 0.5 mg/kg 0.75 mg/kg 1 mg/kg weeks weeks
lower limit every 2 every 2 every 2
of normal weeks weeks weeks

*Rounded to the nearest 10 mg.

**Do not adjust CRYSVITA more frequently than every 4 weeks.

*** For those individuals not reaching a serum phosphorus greater than the lower limit of the normal
range, physicians may consider dividing total dose administered every 4 weeks and administering every
2 weeks.

**%* In patients with high body weight, if the calculated dose is greater than 180 mg every 4 weeks, move
to a divided dose every 2 weeks.

Dose Decrease

If serum phosphorus is above the normal range, withhold the next dose and reassess
the serum phosphorus level in 4 weeks. The patient must have serum phosphorus
below the reference range to reinitiate CRYSVITA. Once serum phosphorus is below
the reference range, treatment may be restarted at approximately half the initial
starting dose, up to a maximum dose of 180 mg administered every 2 weeks for adults.
After a dose decrease, reassess serum phosphorus level 2 weeks after the dose
adjustment. If the level remains below the reference range after the re-initiation dose,
the dose can be adjusted as outlined per Table 5.

Dose Interruption

If a patient undergoes treatment of the underlying tumor G.e., surgical excision or
radiation therapy) CRYSVITA treatment should be interrupted and serum phosphorus
reassessed after treatment has been completed. CRYSVITA dose should be restarted
at the patient's initiation dose if serum phosphorus remains below the lower limit of
normal. Follow dose adjustment per Table 5 to maintain serum phosphorus within the
reference range.

2.6 Missed Dose

If a patient misses a dose, resume CRYSVITA as soon as possible at the prescribed
dose. To avoid missed doses, treatments may be administered 3 days either side of the
scheduled treatment date.

2.7 25-Hydroxy Vitamin D Supplementation

Monitor 25-hydroxy vitamin D levels. Supplement with cholecalciferol or ergocalciferol
to maintain 25-hydroxy vitamin D levels in the normal range for age. Do not administer
active Vitamin D analogs during CRYSVITA treatment [see Contraindications (4)].

2.8 General Considerations for Subcutaneous Administration

Injection sites should be rotated with each injection administered at a different
anatomic location (upper arms, upper thighs, buttocks, or any quadrant of abdomen)
than the previous injection. Do not inject into moles, scars, or areas where the skin is
tender, bruised, red, hard, or not intact. If a given dose on a dosing day requires
multiple vials of CRYSVITA, contents from two vials can be combined for injection. The
maximum volume of CRYSVITA per injection is 1.5 mL. If multiple injections are
required on a given dosing day, administer at different injection sites. Monitor for signs
of reactions /see Warnings and Precautions (5.3)].

Visually inspect CRYSVITA for particulate matter and discoloration prior to
administration. CRYSVITA is a sterile, preservative—free, clear to slightly opalescent
and colorless to pale brown-yellow solution for subcutaneous injection. Do not use if
the solution is discolored or cloudy or if the solution contains any particles or foreign
particulate matter.
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8.1 Pregnancy

Risk Summary

There are no available data on CRYSVITA use in pregnant women to inform a drug-
associated risk of adverse developmental outcomes. In utero, burosumab-twza
exposure in cynomolgus monkeys did not result in teratogenic effects. Adverse effects
such as late fetal loss and preterm birth were observed in pregnant cynomolgus
monkeys, however, these effects are unlikely to indicate clinical risk because they
occurred at a drug exposure that was 15-fold higher, by AUC, than the human
exposure at the maximum recommended human dose (MRHD) of 2 mg/kg every 2
weeks and were accompanied by maternal hyperphosphatemia and placental
mineralization (see Data). Serum phosphorus levels should be monitored
throughout pregnancy /see Dosage and Administration (2.2)]. Report pregnancies to
the Kyowa Kirin, Inc. Adverse Event reporting line at 1-844-768-3544.

The background risk of major birth defects and miscarriage for the indicated
population is unknown; however, the estimated background risk in the U.S. general
population of major birth defects is 2% to 4% and of miscarriage is 15% to 20% of
clinically recognized pregnancies.

] Data
KIERAS S Animal Data
(2023 -3 1) In a reproductive toxicity study in pregnant cynomolgus monkeys, burosumab-twza

was administered intravenously once every two weeks from Day 20 of pregnancy to
parturition or cesarean section on Day 133, which includes the period of
organogenesis, at doses of 0.2-, 2— and 15-fold human exposure at the adult MRHD
of 2 mg/kg every 2 weeks. The treatment did not result in teratogenic effects in fetuses
or offspring. An increase in late fetal loss, a shortened gestation period, and an
increased incidence of preterm births were observed at 15-fold human exposure at
the adult MRHD of 2 mg/kg every 2 weeks, concomitant with maternal
hyperphosphatemia and placental mineralization. Burosumab-twza was detected in
serum from fetuses indicating transport across the placenta. Hyperphosphatemia but
no ectopic mineralization was present in fetuses and offspring of dams exposed to
15-fold human exposure at the MRHD of 2 mg/kg dose every 2 weeks. Burosumab-
twza did not affect pre— and postnatal growth including survivability of the offspring.

8.2 Lactation

Risk Summary

There is no information regarding the presence of burosumab-twza in human milk,
or the effects of burosumab-twza on milk production or the breastfed infant. Maternal
IgG is present in breast milk.




HH gt RLAHNA

However, the effects of local gastrointestinal exposure and limited systemic exposure
to burosumab-twza in the breastfed infant are unknown. The lack of clinical data
S ERA during lactation precludes a clear determination of the risk of CRYSVITA to an infant
(2023 4£ 3 H) during lactation. Therefore, the developmental and health benefits of breastfeeding
should be considered along with the mother's clinical need for CRYSVITA and any
potential adverse effects on the breastfed infant from CRYSVITA or from the
underlying maternal condition.
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drug use in pregnancy) (2022 4F 5 H database)

*burosumab
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F—AKZ U T O45% : (An Australian categorisation of risk of drug use in pregnancy)

B3 : Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or indirect
harmful effects on the human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance
of which is considered uncertain in humans.
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8.4 Pediatric Use

Safety and effectiveness of CRYSVITA have been established in pediatric patients 6
months and older. Safety and effectiveness in pediatric patients 1 year and older with
XLH are based on one phase 3, open-label, active control study [61 patients 1-12 years
of age (Study 1)] and two open-label studies [52 patients 5 to 12 years of age (Study
2), and 13 patients 1 to 4 years of age (Study 3)] evaluating serum phosphorus and
radiographic findings. Safety and effectiveness in patients 6 months to 1 year and
adolescents are supported by evidence from the studies in pediatric patients 1 year
KERA to lgss t.han 13 yearslof age with additional modeling gnd simulation. of adult apd
(2023 4 3 A) pediatric pharmachmetl(: (PK) and-pharmacoc‘lynamlc (PD) data to inform dosing
[see Adverse Reactions (6.1) and Clinical Studies (14)].

Safety and effectiveness for CRYSVITA in pediatric patients with XLLH below the age
of 6 months have not been established.

Safety and effectiveness of CRYSVITA in pediatric patients 2 years and older with
TIO are supported by evidence from the studies in adult patients with TIO with
additional modeling and simulation of PK data from adult and pediatric XLLH patients
and adult TIO patients to inform dosing.

Safety and effectiveness for CRYSVITA in pediatric patients with TIO below the age
of 2 years have not been established.
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