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FFDRER

Ry 2V I FEMO.4 mg. RyI Y I B FEM0.56 mgRkURyI RV I H FEM1.2 mg
[—REZ:RVUFRGEBCFHRZ) ] F NBICBIFIHREBEFRAE (ACH) *DEEZEHNELT
BISES NIz, CEIF RUD LFIRARTF R (CNP) DIEFIA TH 5. AF1E 181 BRSO FE5 0
5o

ACHIZ. BRHIEEDDI TRBBENBVWERED—DTHY . NMIGRESRN HS1. BN U T
DOEREMEHRERHE T DEETH DY, ACHTIG .  BEBEIMLEDE . Bt IKICFEES5Z S
—EDBRBEDELLHON | HERH STURIEMRZRD DN HESRIFSFENTIFEN,
BRECHICEERNIBEIDKICRKHY. BEHDORRR/N - EFHSNEW, Ffe BBENEX
HICKEV FIFASRDREIRE EEROFHIIEERN S HEN D, SSIC. KEBEFALPEREDKR=E
ERERAEBVBIEHENHSN. ZTNSRIERDBILEFRTRDIENZS ERI T . KL
FLIRAE(SZLLRHA GRS T) B ERBERERENSHMA TR HSNDIBE LEECDIEDT
BRI EHENRIREEE D,

ACHEEICE>THENRERDAMIFICERS SNICBBETCOEENREB IERE THY RS RE
ZNEHRHIBEREEDEZFDE (HRQoL) DIETDERTH 5, ACHEE FZHBZMEEREDIZH.
FEIEER, SERh R, BHICEN BN B VREY | BEEETHRABREINER(T5. ZDIsH. ACHE
ECHDERERDEEEF. FIINRBRERDRIFIDAELLEU T IFRICEVFIN O BEEEREE.
HRQOLZU'ERICAETREZEERIF T, Ut > T ACHEE DL RNBREBEEZR LI
o NREORRIEEDIEREIFEFULLVEEBRCHY . RIEEROUEF. HELEE LDFEHIC
HUTEBD DBEENRERSZ DOREEN B B

ACHDEETIF. GHEDERZBNEUVCBBRNER R EIZRIT. U U ACHDBEICDOWT
[F. CNETEREFERIBESNT V. BA T ACHOEME AL UT. [BiniRH#EE DR VLTS
BREF (RERENIE - B EERE LB T EER]OMEX IFHRTCEMNHRTIVEY (BT
HRIRZ) MEIDFESEIN TS, UL L RNVEVRFIIC DOV TIE. ACHEEZRRET DTSSR
WIRERREBREFITONTH ST FHKTIFACHDBERE U TEEINTLRL, i, IEEY
BEICDOVTIE  AEIBLEN U BB EAICRRSN T WL S,

ACH(Z. Ex B HHfRIBIEN UL D& DFEERE F T & D iRt F HMIIBER FZ B3 (Fgfr3) EInF D
HEEBGIEE(CK > TIITREIIND, COBCFEEDRBR.FGFRINERISEREEINZE
[CKURIREGREHZDEIES LN AE SN MEARNBL (AREHEEL) INFEEINS. CNPIF.
1990FICHATERSNIEAEMD T NI LFIRRTFRI7IU—D—D T, FRUDLFIRRT
FRR BB (NPR-B) ZiE14EL. FGFR3Y T F IURZEZBE T B LIk RIRICHIFTHHRER
BLiBEERZEELTVS'Y,

BioMarin#t Cl&. LEEDCNPOIEREERFICEDE. CNPEIRLIT ZRIEEUZH T 24K ZrFEL
Teo FBIE PRI VRRTFF I —EBHRICTHEZE T DKRSICHREEINTS Y. WEMECNPICEENRT
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FRHNTR TB1EE MRS TEFUVVWEEYRZFICENTED, COK SR FEZR DOAE]
(& BHAEADSIUI6FER [5~14mDACHERE ZRR(C LIS IHBEHER (111-202548%) K U'SE 48
frEdBR (111-2055888) . 5~ 18 DACHEE ZIIRICUTSBMAEEER (111-3015{5%) R USEIIHE
e aiBR (111-302548%) . 601 Bl RiEDACHERBE 2R RICUTSEIB5HER 2545 (111-206/111-
20855 1R EIC KV BRMEEREMN RS NI ENS BRICHEWLWT202256 BIC[BintREAH
ZEHEDBRVERBRIZAE | Z3EEX (3R E U TEBZIIS Ui,

BEACHIFHFRNICHIMRREEZEZSN TS HATIFACHEERKICER SN THY . FA
FRMRFRAERRICIEESN TS FBEEES (R3F)$5215. BHI3FSA24B[H I REEEH
0824%5%),
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FRRTF R (CNP) DEERIFTH B
(518)

AEIE . FRUDLFIRRTFRZEAHB(NPR-B) [CIEE T DI EICK  ACHEEICT
EBITEHEINTVBFGFR3ID RO Y T FIVREZBHNICHNFIT BT LT,

RERNB{LZIEET D,
(518)

INERACHEBE(ICHSVLWC. FERREENUBRZAI7 DENRHSNT.

- 111-301HBRICBN T EEFHHIRE CHAFRMREEDN—R 51 U h S5 S552BRE TDELEIC
DVT. FHIBEDT SR T BN TRENIZ (p<0.0001. ANCOVA. EfilpfE) . (112)

-111-301EHERICBV T BRZRAITZ DR—R 54 U H 555 28F TCOZLEIC DOV T AHED TS
TREICH I BEHMED RS NI (p<0.0001. ANCOVA, EfilpfE) . (132)

INBACHEE TSV T, SE/-ICh Iz 2 EMMEDFREN RSN,

+111-202/2055 8K ICHENT. 601 AR F TOERSHEICH ST FHERKREEDN -5 1 VM50
Bt FMICHERBENRH SN (p<0.05. WD H B URE) o
(338)

-111-202/2055BRICH N T INEACHEZE DS ERDHRIENF. KEBEDACHEE " LB U THES
HICERICEN o7z (p=0.0002. EflIpfE) .
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[BRESOIEBESER OB HH BRI,

BIREIR (RSYIAL Y TFA—3aY)

20225 8HiE] (552hR)

) BFARNICEHINEABTHBVIEBIC DOV TRERELBZO>TWV S,

2. B2 (ROEBEICIFIBRSULEVNCE)
AEIDR T T UBHEDEEERE D DEE

3. fHRE - IR
3.1 #HR%
RyIgRYI3® RwgZ2y3* RwIZ2Y3®
FTiEF 0.4 mg BZFiEF 0.56 mg BTER 1.2 mg
(1N« 7ILh) (1N 7 )ueh) (1N 7 )ueh)
BHED®" RYUFRGEEFHEIRZ)* 0.4 mg 0.56 mg 1.2 mg
kL /\O—ZKF049 29.01 mg 40.61 mg 34.81 mg
D-¥>=hk=Jb 7.50 mg 10.50 mg 9.00 mg
. I IVEEFNUD LKFI 0.54 mg 0.76 mg 0.65 mg
AR L-XFZF=2 0.36 mg 0.51 mg 0.44 mg
J TVEKIYD 0.14 mg 0.20 mg 0.17 mg
RUYILA—R80 0.025 mg 0.035 mg 0.030 mg

ENNAPIUDSZNZN0.24 mg. 0.4 mgXF0.8 mghFE CE 545, BEIN TS,
SE2) AR A E R TEESND,

BRI BEEsTAK 0.5 mL 0.7 mL 0.6 mL
3.2 HFIDMIR
RyI 2V TR T5EA 0.4 mg
AR5E3 RwoI2YI°ETEM 0.56 mg
RYIRVIT R TER 1.2 mg
TR BHE~REEOMER (RIETZER)
pH 5.0~6.0
REEL 0.8~1.1 (EEBIEKITHT BL)
b £
4. FhaE [FZhR

BiRiRFAEZE DB VLWEREER RE

5. MEEX [FXRICEIET B

BiImiRDEAEICRIRDTREEN RV ENER S NIIBE . ABIDR 5 ZHIET DT E,




6. HiENUHE

BE.RVUFRGEGTERR) ELT 28 EOBEB(CH15 ug/kgk. 28R BDEBICE30 pg/kga181@.
B TESTE %0 12120, 1B 5831 mgEBR IRV,

7. BiENUREICEET 3R

7.1 2B LDBEICE FTREZSEICRSEZTREL.RETD L [14.1.188]

- RyoZYT Ry ZYT Ryg YT
KT 0.4 mg B TiEH 0.56 mg BTER 1.2 mg
BEERE 0.5mL 0.7 mL 0.6 mL
BREERE 0.8 mg/mL 0.8 mg/mL 2.0 mg/mL
FREXCTRESE 0.3 mL 0.5 mL 0.4 mL
BEDIFE kg) B58(mL)
8-9 0.15
10-11 0.20
12-14 0.25
15-17 0.30
18-19 0.35
20-22 0.40
23-25 0.45
26-27 0.50
28-29 0.20
30-36 0.25
37-43 0.30
44-49 0.35
50-56 0.40
57-63 0.45?
>64 0.50?

a) 2N\ 7 ) EFRALTIRSEZHRINT 3.




7.2 2@mARBDERE(CF FREZSE(ICRSEBZRELIREITBHIE[14.1.185]

N <700

Rwgz2y 3" RwgzZ2y3"
TR 0.4 mg FZTiEF 0.56 mg
BEERE 0.5 mL 0.7 mL
BIRERE 0.8 mg/mL 0.8 mg/mL
IRENCIRES 0.3mL 0.5 mL
3 0.10
4 0.15
5 0.20
6-7 0.25
8 0.30
9 0.35
10-11 0.40
12 0.45
13 0.50

7.3 AAF1B1 05 I 2ERITHY, TRERRUB—R—EHICIRS I,

7.4 KFH OB EESNCIESIE ROFESEFTCOHREN 288U FThoNET OV RS TIRES L. 2D%IEH5H 0
DEDICEBREIFEICIE ST D& REERSECOBMEN 1 2R G CHNIIBEE I ROHSHUHED =I5
BICRETDHIE,

8. EEREFRNIER

8.1 —BMOMER TPIMER TICHIER (DFEVN. HER EFH . KBF) NHESDHNBIENGDD T AFIRSE
[CIFREVFKDHIEZITOLDOREICIEE T D&,

8.2 —BHEDMEETHHSONBIENHDDT. BT COMEE. BEBEDEGREBRZHSEEICNEIIHEIC
FERTEDE,

8.3 AHDBEDFHICHH>TF UTDRICBEIT DI &,
REECOVNTHDBRHBIRZREL DS BEEOHMRICIRS TEDILZER LI LT D EREE
DR CEEIT D&,
2 CDHRBEDREBRRERETAICOVTEEZRHIET 2 &,
ERTEDFABENTHOLIEBIT B L,
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9.1 BHIE - IEEZDH 3 BE

9.1.1 ERRBRNVEEDHZEE
ERERER ClEBRA TN TN D,

9.5 4w

FEENIFEIRL TV BT REM D H 2 EICIFaE EOBRmEN BRI Z L 02 EHMENDBEICDHRS5T S
Z&o

9.6 27
BEEOERENUBARBEORRMZZRL R OMRFPILZRETT DL,

10. HHE{EA
10.2 HRER (HAICERT BTL)

FEBHF ERARIEIR - BB A & - ElRE T

B EA] MERTHGSONDTEEMN G D, | AFIFMEIRIERICKDEEIERZ
PRI LBRRE T VIAT VY BI DD HAICKDEEERNE
RERENE. 7 VIS T IR BRI DOREMN BB,

FRIEEEE. FIRE. BERIE. &)

11. BER

ROBWERDBSHNBIENHDD T HEZTDTITV BBNDROSNIBE(ICIFRSZPIET R EER
WEZITOT &,

11.2 Z0fthDOEIER

Ei]
HERES KT BIDIRAE
FENMESHEN
MERE EMmE
BEEE &L (27%) i
EHBEERURSERIOIREE SEEVERAL T (85%) "5
ERARRE M7 )VAUIRZ T 79 — B0
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14. BRLOFER
14.1 ZRIARFOER
14.1.1 BBOFRERUFERICEDV T RSICHERNA P IVBERE T DL, [7.1.7.288]
14.1.2 N4 7 )V RUOMIBRREABE CRELTVSHGF BRRICERICRLTH I L,
14.1.3 SNA 7 )VITRIESNBERLUMNIER LRV & N1 ZIVISRE DBEREEZ MR k. B3N CH%Z
H<IOICOULTBET DL (HMUIRBULBWNI L) JAS5HAYUY Y TR EEZIREMD T &,
14.1.4 ARBARL. BERZIESICRATIIE BESICEATERVGE T B E. R CIRBLAICERT
D&,
14.1.5 B@REICBRICTNA 7 ILAZERL. RYPERNEBOHONDEEFEALRNC L BHFEE SRIFHEE
~EBOREEED,
14.1.6 ENA7IVIE1EBRVDEAEL FERIEERET D&,

14.2 ZFIESHOER
BT 5 (& ABEER. BEER. BB (& _EBBERICITD C&o A—EBAINEIRUES T D L@ T IRSEITEHEMIZ
ZBRBTE,

15. ZDfthDER

15.1 RAFRERAICE DI
BAREBRICBN T RBREREBRED3537.8%(59/1568)) CARYUF RFGOEENRHSN. 1.9%
(3/15661) (CPFIFUADEENRHS NI,




[(BRZ2CFRBEFERIZFCOVTIEpd~8ZISHRIEE L,

BRRRYR

BARABEZSUCHREERLREEEZWRE L EIFEELGKRS R
(111-301&%E%) "

11) [AGRISHiE R BRI IEEER: 111-301538 (FRFEHH 2022468208, CTD2.7.6.5)

O H5RiE

FEBEH S52BRDOFERRRREDN—251 VD SDELEEARRIFE S S TREH CTHR T B,

HBRTY1Y SR, SRt BIERL. “EER. SRR

TR 5~18mAimDACH/NEZE 12181 (BEAN7HIZSD)

FIREIRBE -AERBIRISCOmL L 18mARMDERE,
BRIRT — 5 DELIRN B GBI FIRAEICK O CACHTH BT LRI NIZEE,
- HITTRE DD I BNRUICEIL O R EE
RE

BRI AEBE I TS EREC 1O TEIEBEIVRFITUI,
FEN5 pg/kgXE PSRz 18185288 FR5 U,
METVEVEEIRHALENT SN,

1818, E EHT528[ES

N AR,
’;E—Eﬁ;_;; RyIZY'3 15 pg/kg (n=60) Btk 20
oaeen | MRS 75k (n=61) S0
\ & T = -
6nAI S (LB =
T BHID3BIDAFIN G TSRS 8RS TR
AHBX S TS ERBHRIERBILIF (KB 1)
STHEE RERIEEE
ISR, ES. A4S BE LRROTHORS. FRE. WAL RS BOICBMIGE
TEVHES (RIFEES)

IUBRICE DL 52BROERMEREEDR—I T VIS DE(LE
FEREEE [(R—2AS5A VEXRREFIOBRE-X—ATA4 VEDER) +~(R— 51 V&FEEH—
N—=2 54 VFHEH)1X365.25
B EHIIEE (REEER)
SS2BEROBERZAATZDR—R T4 Vo DZE(LE
- S52BEED_EAETNMEDBHELEEDR—2 541 UhoDE{LE
ZDMDRIREHAIER
- HRQOLK UEEMI BT E (PedsQL, QOLISSY K UF'WeeFIM)
BiAEER (RN THELE, FRBREN TRELER, FRENBREELENUOBZLIF TR IWIIAL

BREER)
BREREEHIIRE
-EIRARE R 077 (BIR/RU T S7) (ER) | M BERAIFIE. FigBR Ui CRIE U R SRR ITIRIES
DHEENUEEE

TRVUFNEEDNA F Y —H— RPILU 7 F ZNETHAEUIZRPCGMP
< WNA FR—7—1 NPR-B. BRAFEILFMUCNPY I F )UGELESES 2 Z DHDELFZST
ZMEHHIES
-BEER EEGASER. BRRE (MRZNRE. EEZRENRUORRE) N1 LT A BHIR
B, 12FE 0B, BRITHD XKERIREIC KD BFEROFHE. L OC BT RILF—XFRIAEECKD
BEERUBIREOHE)  FHOTEIF v U (CBCL) . AREIEIDERRFHE X UK FEb— N &4
—BIBRERDEME
RRREFHDIER
IRV UF REUE SRR Y UF RFUEDAREECNP, ANP (DB T MUY ARIRARTFR) RUBNP
(BELFRUD LFIRARTFR) EDRZ= RN PFIFE
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FHEIRE Y ENRESHTIES
* Crnas tnae AUC e AUC o0 CL/F VZ/F R U,
BRENAFT—T—
-COXM(XBIDS—5"> Y —71—) BSAP(BEZ ILAURZ 79 —1)
BEATETE BRMERRTIC DOV T B 1 RDBRERZHIH T SIRIIREFFER U2 DD FBRIAFHEIES O F AT
DHTV3RTYIDIVUFP IV —bF—EV T LB R FIEZRWNTHERKE.0STHIELIZ, CO%E
HBETIE ATy AR ZNETORT Y THROFRIRS N T N THERKLED.OS TEH SN FEINE
BEHRTSNIZBBITRY ORDRTY FITEC T EE Uz, ATy THDRRES ZEZHN CERN S IEBE.
FIEEHUTHFRIBRERDOSNBH OB AICF. WITNBZDERDERT v FITH N T BRGIREF
FErFIBERERLEHIMUIc, TN TOREURE IFTARRE L Uz,
HABDHT (ANCOVA) ETIVERWNT, 52BIDARIB E SR COBEMRDEERTE LIz, 528
BDOIMBRDAEBENRALTCVWRHE R—IX 51 Y DOFERBERE (cm/F) Z&EZICAEUEEIC
BATBDIEICKY, 52BROSRZHTE Uz,
FEHEE (528 DFEMRIERE):
BUT DFEREZIRE LTz (BRAKRTE) :
-HO: AFIBEE S ERBDR TOS 2BRDFEHF-MEREDR—IXSA UHh5DELEDE=0
‘Ha AFEEE TS ERBE OB TOL2BFOFEFEMRREDN—RS 1 UHEDELEDE0
HERICEFUATZAV:
-BITHSRER FAS
‘B S2BBOFBMREEDN—RASA U NSDELE
- BIRFEIRA NN BENUIAF 1 —F(TYPIBER o EBRZDIELIEMTh A SR
-ERUANIVOER i S B E DO E THE D=
FRRT CARMENRHSN (p<0.05)  AFHNBERESNBEIC. AABROERNEEN TH DL HRLI,
FRELREHEBIEE :
BSRZZAI7 RO EEEMED SR ERG FEATERROBTTER CHERZAWN MUz, SIS
ROZAEEG. P AUNEREEFH 9 — (CDC) DIRESROMERIRUFHRIOSRT—9 (FHIE
RUSD)ZFRWCZRAO7 [CEBU. EREMEDERL R BeROIISRAMSEE U,
ZDMOEEEHEIER:
TSGR ES. LRRE(KER) BHYSEBETORS KEDORS. BEBH. MMER(QMISR-EESHNSET).
FBETERORS BZELIFcRIBREZAE LI,
YIT I — R
HRl FwmX D T —D R B NRN—RSAVBRZAA7 RXR—=RASA VEBEERREICDOVT,
ANCOVAEF I EBWTY I 7 IL— 71T EEEFIICRE U,
6. iERURE
BEORYUFREEFRIRR) EUT, 2B EDEBECIFN5 pg/kgZ., 2mARmDES(CIF30 pg/kgz 1810 K AR T 2. 2120 1B 58T mgZEBR eIl
7. HERUHEICEEY %R (k%)
7.1 2L EDFBEICIE. TRZSE(CRSEBZEREL.R5IDTE [14.1.185] 7.2 2@ DEBEICIF. TRESEICRSEBZREL.R5TDT L,
RyTZIT Ry 2IT Ry ZIT" 141125
BTiER 0.4 mg BZTiER 0.56 mg RTER 1.2 mg Rwg2UT® Ryg2YT®
BRERE 0.5 mL 0.7 mL 0.6 mL BTEM 0.4 mg BFER 0.56 mg
TBRRRE 0.8 mg/mL 0.8 mg/mL 2.0 mg/mL BRRRE 0.5 mL 0.7 mL
IRENCTREE 0.3 mL 0.5 mL 0.4 mL B ERIRE 0.8 mg/mL 0.8 mg/mL
BEOKE (kg) B58 (ml) IRENOJRESE 0.3 mL 0.5 mL
89 0.15 BEDHE (kg) RS2 mL)
10-11 0.20 8 0.10
12-14 0.25 4 0.15
15-17 0.30 5) 0.20
18-19 0.35 6-7 0.25
20-22 0.40 8 0.30
23-25 0.45 9 0.35
26-27 0.50 10-11 0.40
28-29 0.20 12 0.45
30-36 0.25 13 0.50
37-43 0.30
44-49 0.35
50-56 0.40
57-63 0.45%
264 0.50”
a) 2\A 7 )V U TR S8 % KT 2.




BEPRARAE (111-3015158%)

11

O B&EHER

FPStNEE KEIEE
(n=61) (n=60)

6 (Day 1) (%) . F9(E£SD 9.06+2.47 8.35+2.43
511 50 Bt 33(54.1) 31(51.7)
E=d:3 28(45.9) 29(48.3)
BA 41(67.2) 45(75.0)
OV IN 13(21.3) 10(16.7)
AR (%) BsA w660 360
R 5(8.2) 2(3.3)
FEABULLETZ IUART AUAA 2(3.3) 3(5.0)
I 48(78.7) 48(80.0)
S F—53%8.n(%)
>1 13(21.3) 12(20.0)
ISR (cm) . F{ELSD 102.94+10.98 100.20+11.90
&7 (cm)  T9{B£SD 68.4616.29 66.24+6.17
142 (kg) . F39ELSD 24.62+9.07 22.88+7.96
BMI (kg/m?) . FH5fELSD 22.64+5.43 22.22+3.44
FRIRREE (cm/£E) . T9{E+SD 4.06£1.20 4.26+1.53
BRZZO7 . FY(E+SD —5.14+1.07 —5.13+1.11
ERETROBRALEER, FiIfELSD 2.01£0.21 1.98+0.20

O A5k

@ 52ERFDFRMRIEEDN— RS54 VS DE(LE (FEFHEIER - Y77 )L— )
-52EROEMMREEDN—2 51 VhSDE(LE (ANCOVAEF L) (FEHHEE)

S2BESDEF-MRREDR—RSA VHSDER/IN_FFIZR(L 813, TS EF0.13cm/F, AFIBE1.71cm/4F.
MEFDZEF1.57cm/FETHY KEIBED T S MBI T 2 EEMD RIS 1,

TS EhRE(n=61) AElE¥ (n=60)

RS TA9(ELSD 4.0621.20 \ 3.94+1.07 4.2621.53 \ 5.6141.05°

N—RS54 VHh5DE{LE. FELSD —0.12+£1.74 1.35+1.71¢

RINZFRTIR(LE (95%EFXME)

BN RTYE(LE D (95%(SHEX) 1.57(1.22~1.93)
piE p<0.0001°

0.13(=0.18~0.45) 1.71(1.40~2.01)

(cm/£)
a:52BF TIC 2B B ZEDIE U, iERIF 26D T — 9 =TT U,
b: @ flpfE
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- RN FERRER (EEFHEEE)
RS FENRIERE NSO R SRR ZR U,

(cm/£)
12 4 11.49
<« 97.5/f—t2 L — S EREE (N=
EZIUSRL —> A ¥94) k TStEE(h=61)
11 4 «— FfE K E|EE (n=60)
<« hRE
101 s=—mowm — .
«— 251\—=EVIAIL
94 * HNE - 8.37
%
8 - 7.49
6.88 *
_ 6.68 S
% 7 ° e 646
m 6 1 T R 3 ——
E ..
R
E 4 . 4 < * \ 4

T 1.47 * 1.33
ol | 067
—0.11
14
T T T
NR—=RZA 26380F 52805
n: 61 60 61 58 61 58

52 B DFEFRBREEDN—RASA VD SDRN_REHE(LED T+ L ZATFOv S (ANCOVAET L)
(U277 IL—TH##)

S2BRBOFEBMREEDN—XSAVNODR/N_FFHERLEZT TJIL—T (R FHEX 0. I F—

DR BINNR—RSA VEBRZADT R—=RA5A VEBNRRE) CHEf7ZIT o/ 5, FEeDES TH ol

B3N —F 515 (%) N—2ASAVHSDE(LE R—=254 VS DZELEDEREZE
AHIEE TStRE = (RIVTFETF) ER/INZFETT (95%(SFEX )

2K 60(100.0) 61(100.0) 1.57 -
TR

B4 31(51.7) 33(54.1) 1.36 -

kog 29(48.3) 28(45.9) 1.91 —-—
il

5~7% 31(51.7) 24(39.3) 1.35 -

8~10/% 17(28.3) 24(39.3) 2.32 —-—

11~14% 12(20.0) 13(21.3) 0.77 —_
I —5%8

18§ 48(80.0) 48(78.7) 1.38 -

>1HA 12(20.0) 13(21.3) 1.47 — -
EBRIRF

By —I18 28(46.7) 28(45.9) 1.27 -

Y F—1H 20(33.3) 20(32.8) 1.57 -

BT F—>1H 3(5.0) 5(8.2) 0.76 =

LT F—>1H 9(15.0) 8(13.1) 1.65 R —
BRz237

=6 15(25.0) 10(16.4) 1.69 —a—

>—6,=-5 18(30.0) 24(39.3) 1.14 —-—

>=05 =l 22(36.7) 19(31.1) 2.09 ——

>—4 5(8.3) 8(13.1) 2.90 —a—
FHRREE

=3.5cm/4& 19(31.7) 19(31.1) 0.90 —-—

>3 5cm/E.£4.5cm/E - 14(23.3) 18(29.5) 1.84 -

>4.5cm/& 27(45.0) 24(39.3) 1.42 -

-7-6-5-4-3-2-10123 456738
- PSRRI ----+-- 2F15 pg/kgh'BiF -->




FARRGHE (111-301515%)

@52BERDHERZAIAT DN—A5 A VH SOE(LE (BIRFHEIRES - Y70 )L —TH##T)
-52BENHRZAAT DN—R 51 Y SDE(LE (ANCOVAEF L) (BIRHHES)

52BBDERZAITDR—RSA VHSORN_RFHELE(F. TS mEF-0.01. AFF0.27 . mBF D=
(£0.28TH W FEBFI T SEMBELLBRL CHRBREEMMREI SN,

FStiEE(h=61) AElEE (n=60)

BRZZA37 . F5{ELSD —5.14+1.07 ‘ —5.14+1.09 —5.13%1.11 ‘ —4.89+1.09

N—R54 VhB5DE{LE. FHELSD 0.00+0.28 0.24+0.32

R\ _REIE(LE (95%EFAXR) —0.01(=0.10~-0.09) 0.27(0.18~0.36)

RN EDZE (95 KISFAX ™) 0.28(0.17~0.39)
plE p<0.0001°

a:mfllpfE

52BEBNDERZAIZDR—ASA VHSDORIN_FFEHEILED T+ ANTOv M (ANCOVAEFIL)
(B2 IL—T& )

52BEDBRZAITZDR—=ASA UNSDR/N_FFHECEZT TTIL—T (ER EHEXD. 9 —

DB BRI NR=RTA VEBRZAT7 RNX—=R oA VEBRERRE) CHITZIT oA FeeDEB THh ol

B9IoIW—7 {5125 (%) R—=2ASLUHNSDE(LE R—25A4 VS DELEDERZE
AHIEE TStREE BE (RIVFET) BRINZFRT1Y (95%ISFEX )

2(K 60(100.0) 61(100.0) 0.28 —-—
TR

Bt 31(51.7) 33(54.1) 0.20 —-—

Eeg: 29(48.3) 28(45.9) 0.38 —
il

5~7#% 31(51.7) 24(39.3) 0.27 —-—

8~10m% 17(28.3) 24(39.3) 0.38 —-—

11~14% 12(20.0) 13(21.3) 0.15 _—
IF—5%8

188 48(80.0) 48(78.7) 0.27 ——

>1H 12(20.0) 13(21.3) 0.00 _—
ERIRF

By —1H 28(46.7) 28(45.9) 0.18 —-—

Y F—1H 20(33.3) 20(32.8) 0.42 —

By —>18 3(5.0) 5(8.2) 0.28 =

Qg F—>11 9(15.0) 8(13.1) 0.00 —_—
BRzZ237

=6 15(25.0) 10(16.4) 0.37 —

>—6.=-5 18(30.0) 24(39.3) 0.23 —a—

>-5 =4 22(36.7) 19(31.1) 0.24 ——

>—4 5(8.3) 8(13.1) 0.27 =
FHRREE

=3.5cm/& 19(31.7) 19(31.1) 0.10 —_

>3.5cm/F.=4.5cm/F 14(23.3) 18(29.5) 0.47 —_—

>4.5cm/8& 27(45.0) 24(39.3) 0.20 —a—

-08-06-04-0200 02 04 06 08 10 12 14
- PSRN BRIF--F---- AFI5 pg/kghRiF ---->
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O )
VOXZOGO

(®52:BFD LAE MEDEHELREDN—R 51 1S DZE(LE EIREHEEE - Y70 IL— )
* 52;BED LFETHRDRFLERDN—-R5 1 1 SDE(LE (ANCOVAET L) (BIREHEIEE)

52BEFD FRETHRDODEURLERDORN-ISA VDS DR/NZFEFIZLEF, TS ERE-0.02, AH|B
—0.03. @mEfDZE(F—0.01TH Y. BHEEZEIFFRDS NI ofc,

FStiEE (n=61) AElEE (n=60)

R FHDESHAHE, FiELSD 2.0140.21 \ 1.9840.18 1.9840.20 \ 1.95+0.20

N—R54 VhB5DE{LE. FHELSD —0.03£0.09 —0.03%£0.11

R\ _REIE(LE (95%EFAXR) —0.02(=0.05~0.01) —0.03(-0.06~-0.00)

R/ "RBIZ(LEDZE (95%(SFEXHE) —0.01(=0.05~0.02)
pfE p=0.5060"

a:mflple
5280 D _LAETADBRLEEDN -S4 VDS DRIIN_FHIZ(LED T+ AMTFOYE(ANCOVA
EFIW) (BT T —TER)

S52:BED_HEETRDEERLEERDN—ISA UNSOR/N_FFIEEZEY TT)L—F (145, FHsX 7.
=R BRI NR—RSAVERZAAT7 RX—=RAS5A VEBRRERE) CHEMZT oIS FaDebh

Tdolc,
B9IoIW—7 {5115 (%) R—=2ASALUHMSDE(LE R—=2S5A4 VS DE{LEDERZE
AHIEE TSREE BEE (RIV"FEFH) B\ (95%ISFEX )
2(K 60(100.0) 61(100.0) —-0.01 —ll—
451
S 31(51.7) 33(54.1) 0.02 —_—
it 29(48.3) 28(45.9) —0.04 —_
Fiip
5~7% 31(51.7) 24(39.3) —-0.02 R —
8~10m% 17(28.3) 24(39.3) —0.02 —_—
11~14% 12(20.0) 13(21.3) —-0.03 —_—
gF—54E
188 48(80.0) 48(78.7) —0.01 ——
>1H3 12(20.0) 13(21.3) —0.04 —_—
ERIRF
By —1H 28(46.7) 28(45.9) 0.02 —_—
I —1H 20(33.3) 20(32.8) —0.05 —
By —>1H 3(5.0) 5(8.2) —0.05 =
TS F—>18 9(15.0) 8(13.1) —-0.05 — =
BRzZ237
=6 15(25.0) 10(16.4) —0.06 ——
>—6.=-5 18(30.0) 24(39.3) —0.01 ——
>-5.=—4 22(36.7) 19(31.1) —0.03 —_—
>—4 5(8.3) 8(13.1) —0.11 [ —
FEEREE
=3.5cm/& 19(31.7) 19(31.1) 0.06 —_—
>3.5cm/&F.=4.5cm/F 14(23.3) 18(29.5) —-0.06 R
>4.5cm/& 27(45.0) 24(39.3) —-0.04 —_—

T T T T T T T
-030-0.25-0.20-0.15-0.10-0.05 000 005 010 015 0.2
<--- KEI5 pg/kgh'BeF ----+-- FSERPREEF-->




BEPRARAE (111-3015158)

@52BERDIMFRON—AS 1 VH 5 DE(LE (ZDfthDEREHEIEES)
S2BIDIAIERON—ASA VD SORN_RFIZLEF. TS5 RE4.29cm . AHIEE5.86cm. MEFD
ZEIF1.57cmTH )., FHBFE S S RBCHEL CERICIIUSRIRR U,

_ ol

52;80F 52;88F

ThIE R, TIELSD 102.94+10.98 | 106.87+10.84 | 100.20£11.90 | 105.80+12.03
R=—254IDSOE(LE. THHELSD 3.93+1.08 5.59+1.06
RIN"RIZ(LE (95%EFEXE) 4.29(3.97~4.61) 5.86(5.56~6.17)
RIN"FEHIZ(LEDE (95%SFEXHE) 1.57(1.21~1.93)

piE p<0.0001°

(cm)
a:@fAlpfE

15




N <700

G52BRDEMRT —F DRN—R 51 VHhSDE(LE (ZDDEIREFHEIER)

S52BEDEMRT —I D= SA VDS DR/IN_FTIRILBICE VT AFBEE TS BIRBHTL AT, R
& FMEERBRNOEFTORS FEORSTHRED

FSEREE
(n=61)

et Loy gV

AHIBE
(n=60)

B\ = E L L (95%(SHXR) 2.61(2.23~3.00) \ 3.44(3.06~3.83)°
B B\ "R LB D (95%(SHEXR) 0.83(0.38~1.28)

Pl p=0.0004"

BRIN_FRFIZE(LE (95%ISFEX ) 0.38(0.14~0.62) 0.47(0.24~0.70)¢
Ll B\ " RTZ LB DE (95%(SHEX) 0.09(~0.18~0.36)

pfE p=0.5007"

B/\ " RTZ LB (95%(SHXF) 4.09(3.21~4.98) 4.76(3.89~5.63)°
Bz LS RS B\ "R T B O (95%(SHERR) 0.67(~0.34~1.67)

pf& p=0.1908"

8/\ "R LE (95%(EHEXR) 0.94(0.58~1.30) 0.91(0.56~1.27)°
LBORE B\ R LR D (95%(SHEX) ~0.02(~0.43~0.38)

Y p=0.9070°

B/\ "R LB (95%(SHXE) 0.48(0.19~0.78) 0.63(0.34~0.92)°
TBIORE B\ "R EYT( LR D (95%({SHEXE) 0.15(~0.19~0.49)

pfiE p=0.3839"

RN FEZ(LE (95%(SFEX ) 1.67(1.30~2.03) 2.36(2.00~2.72)¢
THER B\ RT LR D (95%(SHEX) 0.69(0.27~1.11)

pfE p=0.0015"

BRIN_FRFIEZ(LE (95K ISFEX ) 1.34(0.89~1.79) 1.77(1.32~2.21)°¢
LBEE CKBR) B\ RTE{ LR D (95%(SHXR) 0.42(~0.09~0.94)

pfiE p=0.1035"

RN FEZ(LE (95%SFEX ) 1.29(0.98~1.61) 2.00(1.69~2.30)¢
BNSEFTORT g\ —smyuz(tBos (95%SERME) 0.70(0.34~1.07)

Pl p=0.0002"

B\ "R LR (95%(SHXE) 0.73(0.34~1.11) 1.41(1.03~1.79)°
ERORS B\ " RTZ LB DE (95%(SHEXM) 0.68(0.24~1.12)

plE p=0.0027"

(cm)

a:52B& TIC2BIN B ERIE U, BRIE2BID T — 925U,

b:mflpfE

CEBZEPIEL 26D T — 5 [FHTELIRN 01,

ANCOVAET IV




BRPRAEHE (111-3015K5R)

O =z

BEZR(F. SSEREF60/6141(98.4%) . KEIEE59/6041(98.3%) [CHOSNI. FRBHDIE. TS EREETE

SEBALALBE4 061 (65.6%) GESBIAL I 2961 (47.5%) . EIRFAESR 18611(29.5%)  AFIB CIEFEBAI E4 46

(73.3%) ESTEBAIALIEA 16511 (68.3%) 7 ESTBRAEAR 2361 (38.3%) T ol

BRECREDHDATERIS. TS REES141(83.6%) . AFIFFS341 (88.3%) [CHSN . FRBDIE. TSR

B OSBRI (63.9%)  JEFERAI IR 2841 (45.9%) EFEBAIAI IR OVESTEMAI M 741 (11.5%) .

AEEF CERTAITAIB(71.7%) GEFEBAIALHEA 161 (68.3%)  FFIEBAIAEAR23%1 (38.3%) ToHofc.
BEBASERIF. TS URETAB (RER. 7T/ A REX TR N OEEANE LR - B8EE8)  AFIFC
31V TIVIVY EEBIFTRU 7T/ A RIEX - EEIREIFERITIRAE RS SROSN. LW NDBRELEERLE

HETS NIz,

RESPIECESCAEERIE AFIE C1H LEICKLDAR) FBDHOS NI,

SETAIILERDH O NIRNOT,

BRELBEDHIFEER

FSREE KEIEE
(n=61) (n=60)

SERELISEDH SHEERR (%) 51(83.6) 53(88.3)
—fi% - EHEEH S VIR SEBIDIRAE 49(80.3) 51(85.0)
SEERIRIG 28(45.9) 43(717)
FESTERALALIE 39(63.9) 41(68.3)
SEATER IR 6(9.8) 23(38.3)
SEAEBTEARE 2(3.3) 701.7)
SEERTPIT 7(11.5) 5(8.3)
SEAERIE 1(1.6) 46.7)
"5 0 2(3.3)
SEATERITES 0 2(33)
BRI 101.6) 2(3.3)
SESTEMIIE R 4(6.6) 2(33)
SEAERISEE 0 2(33)
SEAFERIL Ak 3(4.9) 2(33)
BRI 0 101.7)
FEGTERZH I 7(11.5) 1(1.7)
SEBTEMT 2 SER 4(6.6) 101.7)
FEER 1(1.6) 1(1.7)
SEATER IS 1(1.6) 0
ERRIRE 3(4.9) 7(11.7)
MERT 3(4.9) 7(11.7)
BEE 0 5(8.3)
g0t 0 4(6.7)
Eih 0 2(3.3)
Ji=bES 0 1(1.7)
HERES 2(3.3) 5(8.3)
ZENEDHFN 0 3(5.0)
BIEbE 2(3.3) 2(3.3)
i3 0 1(1.7)
BEERs 0 1(1.7)
[B1£5(%) ]

MedDRA/J version 22.0
(RR=I\fEK)
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O )’
VOXZOGO

SBRELEEDHDEETER (FiT)

TS AAIBE
(n=61) (n=60)

MERE 0 2(3.3)
{EMmE 0 1(1.7)
== 0 1(1.7)

EBLUAKIBIEE 2(3.3) 1(1.7)
=87 0 1(1.7)
BB 1(1.6) 0
BiR 1(1.6) 0

BE . hEBIUNESHIE 1(1.6) 1(1.7)
WEICELBHFHEL) 0 1(1.7)
RIERRRE 1(1.6) 0

BBEBRO LUESHEEE 0 1(1.7)
HEiREE 0 1(1.7)
o) 0 1(1.7)

IF0%ER. MZRS K UHRIEE 0 1(1.7)
OIREIREETRE 0 1(1.7)

RES KUK THEMEE 0 1(1.7)
ZHE 0 1(1.7)

BRES LUFERE 2(3.3) 0
LIREER 2(3.3) 0

BB LURERE 2(3.3) 0
K7 hUD AME 1(1.6) 0
EY=VDRZ 1(1.6) 0

[51#5(%) 1
MedDRA/J version 22.0




BRPRAEHE (111-3015K5R)

O mEET

MK FER (MEE T AKIT) & TS5 EREE 36 (4.9%) 3. AFIE£8H4 (13.3%) 1 14FICERSH SNz, AFIEE
D1HIDH MEE FISEEIESH TV BB B - [RITDIERZ £ oTe Y Z NSNS BAE R4 Th ol

MEE TNEROYIOFEIRE TOFEHEER (SD) (&, S thEEN'2.3(1.2) B (thoE : 3H. &3H : 1~3H) . A8
H'58.9(81.3)H (hoR{E: 7H. &H 1 ~184H) Tdpolc. AEIBETIF 1N 20FE LIRS E R Z LSS 1 85—

PIRITHER Ufe. MER TBREVITNE—BEN DBRETHY SEEN ABRUITEERU MEE NERDIZH
TBBREDRSZRIEUEBEFWV RN T,

O &EE

RAIU—Z T8, 261885, 52BH5C "E T 2)LF—XIRRNAEEIC T2 GEEUN) EBHDOBIRERUEE
BZAEUIC, TS emE ARIBEBIC52BICh > TRIRER UEBEICBAS N RZ1LIFFRO SN DT,

O &k

N—=R5A . 26088, 52BEICEFRUEFEDOXFRAZRFBLE FnzsH Ulc. N—X 54 2 DEF i
[FMBEE BB Cholc. S MBE RBIBFE BICS2BEREDR =54 VDS DFEE(LEFHKITH CTH .
52BICOfe > TIERBRERAD HSN T,

O ®ER4E
AEBECIE25/6061(41.7%) THFURY UF RIEH IS BTt PRI RS NI BB B LVEh ST

19




O )’
VOXZOGO

Bzt BFAICSHITSER

BimiREIHZ HDIEVACHIERAMER T AR SRS ANTEBRANREB(E7HITT,
BRONICT =Y TlEHIFT O BIEERBRIRHEDICDBNUE T BT UTe T — 5 (FERRAEHID—BR 7243
NMUIZBHD T INTOEAN EHRRERZER I DIFTTIEHIEE A

O EEESR(BFRAESE)
TFStEE AFIBF
(n=4) (n=3)
it (Day 1) (=) . F39{ELSD 8.22+3.76 7.49+£2.18
B4 2(50.0) 0
51 n (%)
T4 2(50.0) 3(100.0)
I 3(75.0) 2(66.7)
IF—53%8.n(%)
>1 1(25.0) 1(33.3)
IfIER (cm). F5{ELSD 100.05+21.10 92.52+7.70
EERE (cm) . FEE5HEESD 67.67£10.17 63.02+4.92
A2 (kg) . FHELSD 23.68+15.39 22.63+7.58
BMI (kg/mz) FE(EESD 21.63%x4.24 25.86+4.57
FRREIEE (cm/F) . FEESD 492+1.21 5.71+0.88
BRZ37 . FYELSD —5.20%+1.00 —6.26+0.14
HEETRDEFLEE, F15EESD 2.18+0.35 2.14+0.05

O 52 BRDFEHMREEDRN—RS 1 U S5DE(LE (HFEAES)

HARAZEICBITE52BROERBEEREEDN—IASA4 SO FEELE I, TS EREE—1.03cm/FE. A5l
B¥—0.29cm/FETdholz,

_ ST

52;80F 52;BHF
FHEMREE. FIELSD 4.92+41.21 3.90+0.64 5.714+0.88 5.42+0.79
R—254 Uh5DE(LE, FEESD —1.03£1.82 —0.29+1.67
(cm/4)

ANCOVAETIL

20




FARRGHE (111-30158%)

O 52BIRDFRZAIATZ DRN—RA54 UMSDE(LE (BEAEE)
BAANBEICBIIB52BHEDERZZITDAN—25A YhSOFHELEIS, FSERE-0.15. AFI20.39

THholc,
N—RT5A2 52;80F N—R512 52;80F
BRZA7 ., FH5(ELSD —5.20£1.00 —5.36%1.19 —6.26+0.14 —5.87%0.55
R—254 Uh5DE(LE, FHEESD —0.15+0.26 0.39+0.52
ANCOVAEFIL

O 528150 LIFETHDRFLERDRN—-RS5 1 D S5DE(LE (HFEAEE)

HAAREICHIZ52BEO LEE MM OEHEEDR—IS A VNS DFEEHELEF. TS5 EmEE-0.05.
AEIFF—0.03CTH ol

TS tlEE (n=4) AFIE (n=3)
LAEMMEDEAFELER, TIHHELSD 2.18%0.35 ‘ 2.13%+0.30 ‘ 2.14£0.05 ‘ 2.11£0.10
RN—RS5A4VHSDZE{LE. FEELSD —0.05+0.09 —0.03%£0.08
ANCOVAEFIL
O Z2H(BFEAES)

HEAABE(CBIZESTBRORRXE., FSEMREFAG). KHE3F DOV TNE100.0% TH oIz, AR,
TSR CEM 24 (50.0%) GEEERALR IS AR EBALAIHE. LIRGER SESERAIH M. FZA, FEOYR. P E
. BIENTE. SRERTR. IEANEY K. BUD\ IBIE R UBRERZ SFEAES 161 (25.0%) « ANFIB TEHEBM RGN U LIF
BEKES 2 (66.7%) ESTEBAZAL BT SESTERAIAEAR. LU, BIEK. LY U ERA. BEEE R UEEHNE 14
(33.3%) Tdole.

BRELEEDHDEEERE. TS MEE141(25.0%)  AEIBE 3651 (100.0%) [CHSNTc. NERIE TS MEE
THESERAIEM 151 (25.0%) « AFIBE TESEBALRIT 25 (66.7%) S ESTEBALALEE. ST ERALERR. BAEIRE S RO
TURs e 141 (33.3%) Tdofco

EEFEEER RSPLICECASTERFETAHFVDSNEN DI,

21




N <700

BAAEEESCHEBTREREENRE U-ERLREERAER DGR
(111-3025K88) '?

12) [AEBBssHilE A ERRHERIEEER: 111-3025 %k (RFRFHH 12022468208, CTD2.7.6.6)

111-3025 53R ftE. 201 9F 1083187 —I WY bA TETDTF—IZBN T B,

O H5RiE

FEBEH ACHN\RES(ICARZRIIFRSL. 224 BSMERORRICET 28 WEZFHH S 5.

HBRTY1 M. ZhesrtE. IFER. RIS

PoEd T11-301HBR C1FR—DARI NG T SRR SET T U B EHBTS NICACHINEEE 11961 (HAA6
PIZT)

FIREIRESE -111-301 5B ZR T UIcEE.
RE

HERTTE A5 pg/kgzE1B1EIK Mr5U,

RS KRS R (BIRREAEDER R U61A T EOFRBMRREN.5cm/FKE) [LETDF TN
[F5FELIANICRRERIGELHGIFSFRELU,
BERNVEVREIFHALGLIEESNT,

BENRRERICETZF T 1H1EOKR RS

111-3015H8&k T RwIRYV IRERS
52;8/%S RwI AV 15 pg/kg TOREMRY
(FSERUSRYTZVT) L=y O E i

T
111-30158 5 T U S NTOBE DB ANCEIEEBIED.
HERSIIHAE . R ERIGET 5F T XEBFSFELAICRRERICGEVIES I RIESERY

SHEEE RERAEIRE
‘SHAE ISR ES EBE BELFCRS. EBETRORS ., ERE (KBR) (BN SEETD
RS BER GERUBMIGRE
‘SR EREN TRRLEE, EREN FERRIEE, ERRNEEREEROBZLF RSN
BRi®
FEFHMIRE

EEREREON—XSA VH5DZE(LE
FERRRE [(R—ZASA VERRFEODERE-X—ASA VROGR) - (R—2A 541 V#&RkEH—
R—A T4 V5HiiH)1x365.25
CBRZAATZDOR—RASAUHSDE(LE
- HARETNMEDBREERDOR—I 54 DS DELE
ZDDFHIHIER
R DBEREENUZDMOBEAEBDOR—2S5A VHEDELE
- HRQOLK UEEERI BN E : PedsQL. QOLISSY R U'WeeFIM
ZeUEHHIER
BESR . EERESER. MAHE (MIRZNRE. S EE2RENUOREE) N1 IV 1V BHE
%A, 12558 0B, BRETHlE. CBCL. BXBIEID IR AREHI N O fRR N~ FEA-EIBRBROEME L

6. EERUMAR

BELRVUF ROEGTAEET) EUT. 28U EDBETIF 15 pg/ke., 28REOBS(E30 ug/kgE1 810 KT 5. 20, 1 DR SRIE1 mgaBInnls,
7. FBERUREICEET ;35 (ki)

7.1 2L EDEE(CE. FRESECRSBEREL RS TBIE, [14.1.138)

7.2 2ERBOEEICIE. FRESE(CRSBEREL RS THTE, [14.1.186]

¥ 7. ERUARICRET 2R DFHMBICEIL TIE BB IEHRNIF1 0R—IZIBRIES L,

22




BRPRAEHE (111-30255R)

STmIEE i
XERRE(C KD BEHOFHE. MO —ET RI)VF—XIRRNAE L CLDEEE N SIREEDFHE
RRR4FHHIES
KRFURY UF RFUER SBTURY UF RIERDTEECNP - ANP - BNPEDIZZE Sttt chflH i K O
HEMIgE
Y BREEHIIES
* Crnas Emaxs AUC o 60mine AUC e AUC o0 CL/F VZ/FR U,
RYUFRERD/NA F Y —H—
- RPcGMP
BRENA A~ —FH—
- CXM,BSAP
FRWFHBIES
<) INNAZF X —H—NPR-B. BRAFELTF MUOCNPY I I UGEEEET D ZDMDETCTESD

fEARETE B BEEOETICHNT 111-301 R THABIDIRSZR(FToRE (LU A A/ AF1E) [$111-301
ABOYEIESHZDay 1.111-301HB TS RDERS5ZZ(FIEE (LT FSum/AREI8) ([F4E
BROYERE5H%ZDay 1&UC. D& AEI/ABIBEDRIIDS2BEDT—5(E111-301HBRICEDE. T
SR/ ARBEDORIIDS2BED T — I [FARBICE I ZDIh  AHFRTIF FEICRUCEHBOE
Elo#EE5H Day 1) ZEmEUTRER R (BE) Z8A T,

BRSOV T IREDRRIF LIS NR—R 54 VNS DELEIFEHIREE (I, T8, SD. hR
B &/IME. &AB) ZANTEN L A THIEICH T 395% X EE L Ulc. . FEMRERE.
BRZZI7 XU LEEMEOBELERICDOVT, S Em/AEIB# (111-3025 B D 26:BERZ5E 7L
fe—BRDBED ) EARF/AFNBED 26885 (111-301588) DT —I =B Uz, BIERIC, 7 8BEF Rt 25T
TUBEZNRICRBHBPOFENRERE. SRZAD7 RO LEETMOSHEERZEH U,
USROS AEBE COCORESROMRIR O FEFIDSRT—5 (FEERUSD) ZBWNTZAI7
(CEHUT. ERETHROSHLEES EESRUIISRNSEH U,
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O )’
VOXZOGO

O B&EHER

ISR/ AHIE B/ AEIBE
(n=61) (n=58)

£ (Day 1) (i%) . FHfELSD 10.07+2.48 8.2612.42
3 15 B 33(54.1) 30(51.7)
E=d:3 28(45.9) 28(48.3)
BA 41(67.2) 44(75.9)
OV IN 12(19.7) 9(15.5)
AFE.N (%) sk aee 264)
R 6(9.8) 2(3.4)
FEABULLETZ IUART AUAA 2(3.3) 3(5.2)
I 42(68.9) 47(81.0)
9F—53%.n(%) >1 18(29.5) 11(19.0)
FRETh 1(1.6) 0
ISR (cm) . F4{EESD 106.87+10.84 100.10+12.08
EES (cm) . FI{ELSD 70.75+6.10 66.16£6.26
{48 (kg) . FH9(ELSD 27.53+9.92 22.73%8.02
BMI (kg/m?) . FH4fE+SD 23.52+5.90 22.09+3.29
FRRREE (cm/HF) . FHELSD 3.77£1.29 4.26+1.54
BRZ217., F4(E+SD —5.14%1.09 —5.09+1.11
HEETADSHFL R, FfELSD 1.98+0.18 1.98+0.20

24




RIRAGEE (111-3025K58)

25

O Bzt
OFERREEDN—RAS A VI SDE{LE (FEFHEIER)

- R FRIRRER (111-301/3025ER)

TISER/ARBROFE/FFBFECCT AERSIHEEZR -S4V EL. ZORDFEREREDEL
EREUVICN—RSAVICBT2FERRREDFIEIR. SR/ AEIEE3.80cm/F. AH|/AF B¥
4.26cm/FTH I, 260BIFLIFRDFRBMREREIF FECD L DGR ZRUI,

(cm/£)

12 A 11.49

8.37
%

c;:%g :

2.81

BHB

%
2.99

s R 2 Y

PSR/ AEIE (N=61)
K/ AEEE (Nn=58)

s < 975/%—EVIA )
—| N —
@ iy

<« thIRfE

H—mHi —
<« 258—evI1()L

*19NE

E ——

T T
52,885 78885

58 4 58 1 13

RN RBFARREE (7885 T RE) (111-301/30255R)

T T
1043805 130,865

0 3 0 1

T = NYEA TR T78BED AR S 25 T U AR/ AEBED 136CH VT FELD R DR ZR U,

(n=1) (n=13)
Y & 3.34 452+1.75
268 5.28 5.95+1.31
| R—25qvpsOEEE 194 | 143248
528 5.70 5.59+1.22
. R—25qvpSOZLE 0 235 | 1o7¢180
788 4.97 5.89+0.79
| R—z5qvmsOBEE 163 | 137+187

(F5fE+SD)




N <700

@HERZAITZ DR—R54 VHSDE(LE (FEFHEIRE)
- RIBNBHRZAO7 (78:85% T BE) (111-301/30255%)

T—IHvbA TR T78BEIDAEIR S Z5E 7 UIeAE/AFIBEED13FIICH VT, FEED LSRR ZRUI,
_ TSttt/ A EIE /AR
(n=1) (n=13)

=24 1 Bl —=5.91 -

=181 Aai —-5.80 -

=121 8710 —5.52 —4.85+0.69°

=61 Bail —=5.21 —4.95+0.86

RN—=A5A4Y -5.08 —-4.90+0.76

2638 —4.94 —4.72+0.77
 R—ZS4VHGOZEE 0 014 018x013

52;8 —4.94 —-4.61+0.87
 R—ZS4VhGOZLEE 0 o014 028027

7838 —5.27 —4.41+£0.85
 R—ZS4UHSOBEE —020 049+034
(FF5fE+SD)
an=12

CLAFETHRDEFLEDRN—RS 1 VI SDE{LE (FEFHEIER)

- IRBFTE LA E NADRFLEER (7885 T RE) (111-301/30255R)
FT=INvb A TR T78BEDARNIRSZESE T UL A F/AFEE D 136 [CHENT FELD KSR ZRUIZ,

TS ER/AHIEE AHl/AEIBE
(n=1) (n=13)

=247 AH 2.14 -
=18 Al 2.25 -
2121 HHl 2.11 2.04+0.16°
Z6» Bl 2.13 2.07+£0.13
Y & 2.12 2.03£0.10
26;8 2.03 2.00+0.14
. R—25qvmsOEEE 0 000 004010
528 2.07 1.97£0.11
. R—25qpsOBEE 005 0074006
788 2.10 1.95+£0.12
. R—25qvmsOBEE 0 —002 | -009+007
(F45fE+SD)
a:n=11
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BRPRAEHE (111-30255R)

O =2 (111-301/302:ER8)

BEZERIE.90/11901(75.6%) [CHSNTz. FIREDIF GERBBAIRITA3HI(36.1%) GEREBAIALETA 1 H
(34.5%) . LIRGER276(22.7%) TH>Ico

BRECEEDHDIEEBRIL.S7HI(47.9%) [CHESNTc. FRODIEGEREBAIRIGA 2P (35.3%) G EHTER
(AIBEA 1B (34.5%) ESTEBAIAERR 2361 (19.3%) TH oI,

BEEGTASERIT.SHRHSN. ZDS5 20| (1IBEPER. £ 5 M RERUFEF) (£111-302BRPOFEIKT T
BHOI. TDMDIBI (A VTV IV T AEEBIT. 7T/ A RIEX - ERERFHEIFIRAEIREE) (311 1-301 50BRBAIE 1
FLIRNICHRRUC. VI NBERELEERUE KIS NI,

BESPIEICESEBESBR. FETHIEERH S NN DI,

BRRELEHEDHZHEEER(111-301/302558)

TSR/ AHIEE ARE/AFIBE 21F
(n=61) (n=58) (n=119)

ERELIEDS SHEBRFRN (%) 5(8.2) 52(89.7) 57(47.9)
—f - SEBES SURSEHIORE 1(1.6) 49(84.5) 50(42.0)
SEELRIS 101.6) 41(70.7) 42(35.3)
SESTERILATER 0 41(707) 41(34.5)
EATEBAER 0 23(39.7) 23(19.3)
SEEIERE 0 6(10.3) 6(5.0)
SESTEBAPILD 0 5(8.6) 5(4.2)
EER I 0 4(69) 4(3.4)
"’ 0 2(3.4) 2(1.7)
ESTEBALERSS 0 2(3.4) 21.7)
SESEMINE 0 2(3.4) 21.7)
SEAER LI 0 2(3.4) 21.7)
SIS 0 2(3.4) 21.7)
SESERIL ok 0 2(3.4) 21.7)
RIS 0 101.7) 100.8)
SESTEBAEM 0 101.7) 100.8)
SEATERZ SER 0 101.7) 100.8)
FEH 0 1(1.7) 1(0.8)
EEFFIRE 1(1.6) 7(12.1) 8(6.7)
MERT 1(1.6) 7(12.1) 8(6.7)
HETEE 1(1.6) 6(10.3) 7(5.9)
SFHEDEL 1(1.6) 3(5.2) 4(3.4)
A 0 2(3.4) 21.7)
IEER 0 101.7) 1(0.8)
e 0 1(1.7) 1(0.8)
AT RIDRIE 0 101.7) 100.8)
BREE 0 5(8.6) 5(4.2)
lEnt 0 4(6.9) 4(3.4)
G 0 2(3.4) 2(1.7)
e 0 1(1.7) 1(0.8)
MERE 2(3.3) 3(5.2) 5(4.2)
EmE 2(3.3) 2(3.4) 4(3.4)
=] 0 1(1.7) 1(0.8)

[51#51(%) 1
MedDRA/J version 22.0

RR=Ifi<)
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O )’
VOXZOGO

SBRELEEDHDEETER (FiT)

FPSER/AHIE AE/AHFIEE 2(K
(n=61) (n=58) (n=119)

RESLUE TEEES 0 2(3.4) 2(1.7)
ZHE 0 1(1.7) 1(0.8)
2> 0 1(1.7) 1(0.8)

HELURIBES 0 1(1.7) 1(0.8)
EE 0 1(1.7) 1(0.8)

BE . PEBIUNESHIE 0 1(1.7) 1(0.8)
WMEICLDHFEW 0 1(1.7) 1(0.8)

BBEBRO LUESHEEE 0 1(1.7) 1(0.8)
HEfES 0 1(1.7) 1(0.8)
o) 0 1(1.7) 1(0.8)

IFIRES. SRS K U HtiRPES 0 1(1.7) 1(0.8)
BACA 0 1(1.7) 1(0.8)
CIREIRERTE 0 1(1.7) 1(0.8)

(1% (%) ]
MedDRA/J version 22.0

O gz

F—IHvbA T (111-3015EBIEN S 130:BLIA) & TIC. FSEM/AFEET/6041(15.0%)  AE|/AHIBF
T31/56%1(55.4%) . 24 T40/11661(34.5%) RV UF RFUERG IS TR T,
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BEAEZEZSCREBEMEREZXHELICBNERRER (111-202
SRER) R UMMRERER (111-205585%) >

13) [AERBSEHlE o SR IHE5ER  111-2025 5% (FEREFERH 1 2022468208, CTD2.7.6.3)
14) DEERESEHEE A B 53148558 1 111-2055:08k (RERFAH: 2022468208, CTD2.7.6.4)

111-2055581FEfEP, 2019F11H20BF — I HYbA TETCDT—IZEBN T Do
2.5 pg/kg. 7.5 pg/kg. 30 pg/kgDIg 58S AN DRERUAETH B BT — I IFHIBRUI.

O SR
FEEN 111-2025488
AFENEAE MRSDZ LM ROBEMIC DT, 241 BORBHARZL TD2 DO CEHE T 2.
- RID6HFE
- 1818 DGR SHIR (=)
111-2055(5%

ACHNEZE(ICARZEBR M5 L. RZ2URUBEMZFHH T 2.

HEBRTY1Y 111-2025 8%
SR, ZHEsRtRE. IFER. & R — b SIS
111-2055H58
I8, s AL I ER. R RS

PO 111-2025185%
5~14mDACHNEZE3S CKENBAAEBE 1HIZD)
111-20555%

111202588 C2FEBDARENR 5725 T L B EHIMTS N ACH/NEZRE 306 CRERBEAANEZES 1613 0)

FIREIRESE 111-2025485%
BRRT — 9 NOBICFREICKUACHE IS N5~ 14U T DEE,
- TOAE. DD TR USRI O BB IR B

RE
111-20555%
-111-202 B8R C240 Bl (£148) OAFR 5725 T UIcEE.
RE
HERTE 111-20255%

MTFOVWSNHhDORET. AFZ1810&EEK MME5UI,

- R—b1:852.5 pg/kg

- R—h2:857.5 pg/kg

- Ih—h3:8#15 pg/kg

- IR—h4:8#30 pg/kg
RERTIVEVERIFHRALGVWIEES N,
RYID6HHE
EIR—NCIFEYFRIVEEE 2T DEFL.Day 10[GELEHRTT—9EZIUVITEESR (DMC)
[CLBUE 1—&ITole. 2B DY F RIVEEN P IEEECER UGN SEBE. DMCIC KDL E 1 —R D
EERBIKDEEZERUIC. R 5RBR. RYDHABIREEREZIR S Uiz, JIR—FRDITRTD
BEDRID10BEDRSHEZT 4. INTOEREEN IR—hDRSDIEEECERUENSIZBE.
DMCIC&BLUE1—RUAERZIOROBAEIM—hDERZRIBLIC,

6. EERUMAE

BELRVUF REGTAEET) EUT. 28U EDBETIF15 pg/ke., 28REOBRS(E30 ug/kgE 1810 KT 5. 20, 1 DR SRE1 mgalBInnls,
7. BERUREICEET ;55 (ki)

7.1 2L EDEE(CE. FRESECRSBEREL RS TIE, [14.1.138)

7.2 2ERBOEEICIE. FRESE(CRSBEREL RS TBTE, [14.1.185]

% 7. ERUARICRET 2R DFHMBICEIL TIE BB IEHRNIF1 0R—IZEISRIES L,
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O )
VOXZOGO

BRI E

181 A Dfikieie SHAR (=)

Day 183 (61 38) DFEH. iz SHEICESI T 2 L Z2ERUCBE SRR SHBOYOR 5 2%
(I EAE IR— b TlFBREMSTBIE CERIICRE UCEEICE DT, MRk SHEPDESENFEE
Nfc. BRBAAEE. RIFBZSMRUENRNBOSNIcRIID6nBELBUAEL U,

BR241RH
(&% > &% &% &%

618 181 Bk HARS
30 e (h=9)
ST = o~ pg/kg(n=
/1\52571\-75;;; £ 1 [as /e e
ESSAIEERZEIC 618 181 Bik#EHARS

N Jh— K Z — = =
6nBLLES /1 ?Ej—pg}\l?g(n=10) R IC IR —R3DAEZIBELTHLN

£y £y £y £y >

" 6nB 18 FHREEEARS

N IR—hk2 o COR—R2DAEZIEE \
e =®) MEEARSIC h— N2 DB EIBBLTH &KL

e /e /e /s /e
61R 181 B#rEHARY

JR—R1 HEEAEICOR—M OAEZEBELTHLRL
R 2.5 pg/kg(n=8)
BILERFH A0

[ oFRILEE20ZERLARZ108BE59S

I DMCoOZeMHIZERE, PLEEECERULRVEE EIDEEZERLCI10BERS5IS

A DMCOZR&MFHliERE . IR— DI NTORENBIEEECEHUEVEE ROBAE K- OERERBT 2
0 BID61HBBIE3nATE MFHIRIE61E T EICDMCICRZREMR U AFAREZPKT =5 DLE1—=1T5
DMC: F—9EZIUVITEER

111-205:5%

111-2025 85 TRERAZE (OM—~~31F15 pg/kg. IR—b4(E30 pg/kg) #2181 EEBHE MRS
LTz,

BRESHEE. &HEER (BiniRFAEOERNO6H A EOFBBEREN1.5cm/FEKm) (CET HET.
NIFSFLNICRRBRIGEVHGESFEEUR,

RIEFRICET 2F T, NIFSFLAICRIRERISGELCISEIE5FR

111-20258824» 8/ s
111-205:B_R—R 54 * |1 1-205HFESR

18&7= 15330 pg/kgEitsugs

* 111-2058BDN—Z 54 VIF 111-2025HE D241 3R EEH
A 111-2055BROYER S F R—R 54V DRH (Day 1) [SEBREMEEHRE CRET 2
AR DFN6ABTEC. DMCOREMT - UE1—%(TD

Bl =]

111-2025H58
RRAIEERE
ISR ES FE BE ERENOMIORS. TR ZELIFICRIGRE
BEEHDIRE
IIBRICEDKEBRRREDN—ZAS 1 VHSDELE
FHRREE (RSB TR OSR-RSHBMBRDOSR) + (RSB TE-RSHEMSG
H)1x365.25
CWRRT Y QIMISR. ES HE BE. LN THRORS. TRE BZLIFRERE) DRN—-25
AVDBDEE
-BHEEER(EREN THRREE, FRENMEREERD LEEMEOFELE) D=5 V50D
L8
EHRETMEDEFIER: EE+ (IS R-ES)
EBRCTRRDLLER: ERRE CRBE) + ThRR (BN OEBEF TORT)
LRRE CRBR) R BR
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BRARRAGHR (111-20258%, 111-205515%)

31

FHEIRE ZaMEHIIEE
-BEER EEGASER. BARE (MRFHRE. EE2RE. RRE) . N\ I LT A 2 SHIIREA.
12558 0B DT I— R REEDRRSHI R U RER M
RERMFHDIEE
KUY U T REUE TR Y UF RUEEREMECNP. BNPXFANPEDISER ISR O ch Al
Y B REsHmIAR

* AUCqcon AUC 11 Cras tmaxs t1/20 CLZF R UVZ/F
EHR SR ORAEHIMERUEYEE DG, Day 183 (618BXKE) DPK/VSX—57%ZDay 1.10.
29K U85 LR,

BREREFHIIEE

- EREHE (Bt RENOUROAE. ER. BFHRUEEE)

- ESEn D T B (RIEN DI EhIRIRE %)

- EEARBSRITOR (BRER R 'S T1RE)

NAFR—A—BEORHOE [CTX-IN(1EDS—SVEEC-TOXRTFR) ] B R U E Sl
JEME(BSAP)  BFERL [PTNP (12O S5 —4 Y NKIHRFFR) ] fliRARUEM (CXM) RORYVUF R
SEMED N —7— (CGMP.NT-proCNPRU'ANP)

111-2055H58
BREHIIES

B RICED<KEFIRRREDT11-202HBOX—ZX51 VH5DE(LE

CRET—YD111-2028BDORN—ASA4 VD 5DELE

-BRLE (RN TRELE, EREN FRREZERU EAETHOSELE)D111-202580
N=RSAVNSDE{LE

ZaMEHIIES

-BEER EELASER. BRARE (MRFHIRE. EE2RE. RRE) . N1 I LT A 2 SHIIRE.

125580 EN. DT I— XIRE. EENCTRU RN DR
BRERFHIIEE

- BT (B, REROTUEROAIE. &R BFEHRUERE)

- RSN oI Ehis (BN T ENISURIESR)

- EEARBSRITOR (BRER NS T1RE)

NAFR—=A—MBDY —27F—/\N—(CTX-Il) KRB N OB iS4 (BSAP) . B (PTNP).
RSN (CXM)  ROTRYUFREMRE/NA 74 —H— (CGMP)

- PK(REAIR S(CKBBETOI7A )L O CHAHFEIRN R 2, PR OB MEICR(F I 7 &7 5T

- REIRME

fEARETE 111-2025185%

BHECOVWT FRRRREF 61BCEDIASROAEBICE I BHME 2 (THE. SD. R
B R/IMB. &AMB) ZANTEN U, [FRMREEDNRN—Z 54 VEHRUTED RN EVSREICHU
T BRAD6ARDRER THILDHDUMREZ(TIN . plBIFEERATHREDEH RN,
SHRERDODR=ASA VDSDZEEEICDVNTH. BIRICRIIDoHBDIERZEZN U AREZIT O,
YNSROAEBIFZZAD7 [Fn— MRS UTARERZEE (SDS) ] (CZHRU. ZR D7 ZRiFRERE L BHR(C
ZHIUIC BRIFAERIR U IR—h2ETEN UIc, ZZRO7 (& COCORES R DOMRIKR O F B DS
F—9 (FHEROSD) ZAVWTEHU.

ZOMOERT—Y (5. 4%, 58H. LRRO TRORS BZLFIREIRE) F SR TEHL. AN—
ATANSDEEEZFHIUIE,

111-205545%

BIHECOVWT FEBERE. ISR SRZAOATV NV HEE MEOEREEDR—2S5A4 U NS5DE
{EE(CEIT 2N TIFZEM ZRHELTLIRWLZSH, pBIFREEER TIEAVSNIRWL (HIHD & Btk
EZFAWVTRE L. BREICEEAIpEZRUD) .

JIR— b3 TOSFE D LLEEFR

BERBBEER (AChNHIZR®) 7 — 9 ZRN T AENREDRBEW LT — 5 DB 2T ofc. TBIF
BT E U CSFEDEMMBIT Z BRICTRE UIc. XR— A5 A Y ESFHDEROZEZ, Jh—R3 (AFI15 ug/
kg) &R F e — S BIeABRBD T — 9 THER U,

a'ACHEEDHR (BR. BREE. AERUBM) ZH# DI 2B CRETSNCEMEZEDOU NIRRT T+ TSR HEHER.




N <700

O ZEER(111-202588)

dRk—BM1 dik—b2 dR—bk3 dik—M4
(2.5 pg/kg) (7.5 pg/kg) (15 pg/kg) (30 pg/kg)
(n=8) (n=8) (n=10) (n=9)
FHR(RIU—ZV ) (K) .
+ + + +
TELSD 7.3+£1.58 8.3+2.19 8.0£1.63 6.9+1.17
S 3(37.5) 5%(62.5) 4(40.0) 4(44.4)
5. n (%)
gegid 5(62.5) 3(37.5) 6(60.0) 5(55.6)
BA 7(87.5) 6(75.0) 5(50.0) 6(66.7)
I IN 0 12(12.5) 3(30.0) 3(33.3)
A& .n(%) I
RAXET TN 1(12.5) 0 1(10.0) 0
RFZAUAAN
ZDith 0 1(12.5) 1(10.0) 0
9+ —43%8. I 7(87.5) 8(100.0) 10(100.0) 9(100.0)
n(%) REHE 1°(12.5) 0 0 0
IR (cm) . FEESD 96.04+3.415 101.3247.627 104.61+8.752 97.70+6.932¢
B (cm) . F39{E+SD 64.54+2.189 67.66+3.933 68.31£4.265 64.55+4.108¢
145 (kg) . FIELSD 18.58+2.223 22.50+4.099 25.13+5.736¢ 19.59+2.859°
BMI (kg/m?) . FE15fE+SD 20.1342.089 21.7842.100 22.21+2.694¢ 20.44+1.038¢

a: KERNBFABBE SO

b:181RKRTDY F—HHEI LM NIz

cin=8
d:n=9

6. FiENRUHE

B RYUF R (EEFERR) EUT. 28 EOBE(CE5 pg/kek. 28R BOBE(C30 ug/kg B10. IR T 5. 20, 1BR58E] mgalBmnle,
7. BARUBRCEHET 28 (k)
7.1 2Ll EDEE(CE. TRESSECRSERREL B5THTE, [14.1.187]
7.2 2mARMDEECF. TRESE(RSEZREL /5T E[14.1.1801]

% 7. ERUARICRET 2R DFHMBICEIL TIE BB IEHRNIF10R—IZEISRIES L,
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SRR (111-202588, 111-205515%)

O Btk
DEHRREEDN—Z5 1 VDS DE(LE

FHBRSICRLDFEUREREDRN—XS A UNSDFEGZLEIL. 600BC1.34cm/FTHY. 601BIKET
DEFSHBICOIE ST NR—ASA Vh SHiEHZENICERBIENRDO NI,

(cm/4E) o
«— 97 5N—t9A14)L
10 FE=MHL — .
15 pg/kg ak—bk i
84 BOOA T smtvea
7
b
F 6
&
&
R 47
xR
E
27
07
N2 6nBEE 120805 180BE 245FE 30588 36588 42080 48nBE S4nEE 60nHE
)
10 10 9 9
o FRERRERE. RN—2AS5A4HSDELE.
e pg/kg) TH5(ELSD TfELSD
R—2A514 4.04+1.41
1258 10 5.91+£0.92 1.87£1.34 0.0017
241 H 10 5.79+0.69 1.75%£1.10 0.0007
3618 9 5.58+0.88 1.64£1.19 0.0033
481 H 9 5.52+1.01 1.58%1.27 0.0058
601 H 9 5.28+0.98 1.34£1.31 0.0154

(cm/4F)
a R D DB HRTE

QBRZAATZDR—ASAVHSDZE(LE
FERSICRDBRZADAT DR—=RSA VD SDFHZE(LEF. 601 B T0.85TH . 601 HRETOEKR
%HHEJ(LTDTL’D_C /\ 17/(/D‘b%}bnf%m(uﬁfﬂﬂﬁlﬁb‘m\&)bﬂﬁo

- BEZZI7. R=ZS4IHSDE(LE. -
(1 5 pg/kg) Ti5(E+SD T9{E+SD P

212185 —4.46+1.14
261480 10 —4.59£1.11
R—RS5AL4Y 10 —4.61+£1.14
126R 10 —4.19+£1.12 0.42+0.07 <0.0001
241A 10 —3.82%+1.06 0.79£0.28 <0.0001
361H 9 —3.73£1.11 0.99+0.53 0.0005
481 A4 9 —3.72+1.27 1.00£0.69 0.0024
601 A 9 —3.86%+1.30 0.85+£0.75 0.0093

a W InD B2 LIRTE
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N <700

@ LEETHRDRELREDRN—-RAS A UHSDELE

FEARRSICRD LEE MEDBELELIRDNRN—RAS A4 VDS DFIELEF. 601BEFT—0.12TH 1. 601 FE
FTOREBSHEICOI DT NRN=ASA VD Sfist ZNICHRBREN RO SN,

Th—h3 HEETHOBELE, | N—254VhSOBILE. =
(15 pg/ke) TASELSD TASELSD

=1258d 10 1.92+0.20

=61 Ha] 10 1.95+0.21

N—2S514 10 1.91£0.23

1218 10 1.88+0.22 —0.03+0.04 0.0498
2418 10 1.84+0.21 —0.07%+0.05 0.0012
361H 9 1.87+0.21 —0.08%£0.06 0.0066
4818 9 1.85+0.25 —0.09%+0.10 0.0251
6018 9 1.82+0.26 —0.12%+0.10 0.0078

a R D BB HRTE

@IfigR
BRON—2S5A ¥ ESEEDEEARFIBE NI (AChNHIFZR) DF —9 THEUIZET 3, ZDE(F9.08T
o4 SR FENITER THoI,

xEl xEl
SV ERXIER SIERFTER
15 ug/kgB¥ - 15 ug/kgB¥ —
(n=10) (n=559) (n=10) (n=360)
ISR, F9E+SD 104.61+8.75 99.64+6.53 130.94+10.77 116.90+5.44
TEEE. 9B (95%(SFEXRA) 4.97(0.19~9.74) 14.04(7.29~20.79)
pfE® p=0.0431 p=0.0011
BREGEEN—Z51V).
141l (95 %(EFEX RS) 9.08(5.77~12.38)
pfE® p=0.0002
(cm)
a:mAlpfE

AchNHif2E : ACHD B AR ER A 3T
ACHEZDHER (BR. SRREE. 4E. BM) ZRHH DT BN CHRETSNICEMEBDOUNIRRT T 1 T L EHR
HEFR KBDESESFIBRELA Y —4fR TRES N RN, 2ENICT I ZIREL.
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BRARRAGHR (111-20258%, 111-205515%)

O =zl
- 111-20258

BESRORBEXRF. RYDoABE. £EEHABICEVT. LWITNDOIR—r5100.0% (37k—~1: 8%, I/R—
t2:86l aR—b3:1106l OR—b4:96l) THofc. TR BHDIF HBIIDO6AHARB TlEF, DR—M1 TIEFERALRL
B OFSIERAAERR. BB . XIS O FEEEZ 4B (50.0%) . JIR— b2 THEFIEBAIAIEE /5 (87.5%)  EEIER AL 6B
(75.0%) AXMFEAB (50.0%) . IR—h3TERNEAHIEIOA (90.0%) ER BRI H8HI(80.0) RIMERT
SESTERAIFERRE 4151 (40.0%)  JR— A TESEBAALEIR OSFHEBAIR HEZ95I (100.0%)  IZBABI (44.4%)
THolc. B BRBAB CIE IR—M TEFEBLIILOH (75.0%) CGESEBALKLE AR ME . ESTEBAIAEAR. FEEF
RNOBESHI(62.5%) . IR—h2 TEFEBALAIHE N OF R EBAIRIGE 7B (87.5%) ARIESH (62.5%)
TIR—h3THESBRAIAIEEION (90.0%) ESEBALRIN8HI (80.0%)  ESTERAIAERR . FEEAN U RIRFERNZ 561
(50.0%) . Dh— A TEREBALALER OSFEHEBALRINZ 9B (100.0%) . B SEHEB B FFZ M O T RS 4
#1(44.4%) Tdrolz.

BRELEEDHIAEEERF. FIDO6ABETIE. AR—MT7H1(87.5%) . AR—b~27T8%1(100.0%) .. 3
TR—h3T9%(90.0%) . IR—H4TI(100.0%) (CHONTc ERBD(EIh— M THFEBALKIHE R O7FH
EBAIRERRES 4B (50.0%) GES BRI SR OIRIMES261(25.0%) « IR—h2 TR EBAAIHE7 61 (87.5%) «
ERBBALIN6HB (75.0%) AXIDEA4A (50.0%) « AR—b3TEREBAIALIEOB (90.0%) GESTERALR T8
51(80.0%) . x5 BRAZAEAR K DR MAEZ 461 (40.0%) « JIR— b4 TESTEBAIAL BN OV ES BB AL 5 9
(100.0%) . ESENI=RIZ 36 (33.3%) TH oI,

EREREAE Tl JR—K1T761(87.5%) . J7h—h~27C¢8%41(100.0%) . AR—bH3T9%1(90.0%) . AR—b4T9
f51(100.0%) [CHSNTco FIFDHDIFAR—M T TERBBALRINOH (75.0%) EFEBAIAIHER OV E R EBAIABARES
5611(62.5%) . JIIR—h2 TEREBALLBIR OFHFEBAIR 751 (87.5%) ARIMAESHI(62.5%) . IR—h3THE
SEBALALBEOM (90.0%) CESTEBAL L8HI (80.0%) ESTEBAIAEARSHI (50.0%) . J7R— A TE S BRI
OVESIBBALR IEE 961 (100.0%) ESEBIZRKZ AR (44.4%) TH DI,

BEBFAEEBRE VDB TIFFRDSNIFN ofc, £EHERAARE Tl J/R—N1(C1 41| (FEIRISHERITIRERET) .
TR—R3(2161 (RIKBER) . TR—P4I21 5l ((RIRSERRD) S38HSN. VNI NEBRELEERLEHIMT SN,
BERIECESICAEERE. IM—MNMICTBI (BRMEDAILT - IN—F 2V - IRD A MERE) SROSNBRE
CEhERD EHIRTS NIz,

SETAIILERD O NIRNOT,

6. EERUMAE

BELRVUF REGTAEET) EUT. 28U EDBETIF15 pg/ke., 28REOBRS(E30 ug/kgE 1810 KT 5. 20, 1 DR SRE1 mgalBInnls,
7. BERUREICEET ;55 (ki)

7.1 2L EDEE(CE. FRESECRSBEREL RS TIE, [14.1.138)

7.2 2ERBOEEICIE. FRESE(CRSBEREL RS TBTE, [14.1.185]

% 7. ERUARICRET 2R DFHMBICEIL TIE BB IEHRNIF1 0R—IZEISRIES L,
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N <700

BRELHEOHIAEEER (2HEREE)

JR—hH1 dR—b2 JR—k3 dRk—h4

(2.5 pg/kg) (7.5 pg/kg) (15 pg/kg) (30 ugrkg)

BRELEEDH DEEZSREIRG (%) 7(87.5) 8(100.0) 9(90.0) 9(100.0)

—fi% - S BEEB KT SEIDIREE 6(75.0) 8(100.0) 9(90.0) 9(100.0)
SESTEBAIAIBE 5(62.5) 7(87.5) 9(90.0) 9(100.0)
SEETEBNI ity 6(75.0) 7(87.5) 8(80.0) 9(100.0)
SESTERNIAEAR 5(62.5) 4(50.0) 5(50.0) 2(22.2)
SESTERNIE RS 1(12.5) 2(25.0) 2(20.0) 4(44.4)
SESTERMRYR 0 0 2(20.0) 3(33.3)
SESTERIZ SRR 1(12.5) 0 2(20.0) 1(11.1)
SESTERAIAIE I 0 2(25.0) 0 1(11.1)
SESTERAIHAIM 0 0 1(10.0) 1(11.1)
EETEBNIZ 0 0 0 1(11.1)
SESTEREESS 0 0 0 1(11.1)

meEEsE 4(50.0) 5(62.5) 4(40.0) 2(22.2)
{EME 4(50.0) 5(62.5) 4(40.0) 2(22.2)

THRRIEE 1(12.5) 1(12.5) 0 1(11.1)
SZENESHFE L 1(12.5) 0 0 0
b 0 0 0 1(11.1)
KT RIDIKRE 0 1(12.5) 0 0

RES LU R TEEES 1(12.5) 0 0 1(11.1)
bt 1(12.5) 0 0 0
ZSFEERE 1(12.5) 0 0 0
ZOFEMLRE 0 0 0 1(11.1)

DEEE 0 0 0 1(11.1)
D) IN—F VY RO A NEIREE 0 0 0 1(11.1)

BiEEE 0 0 0 1(11.1)
B0t 0 0 0 1(11.1)

BUES K USERE 0 0 0 1(11.1)
Bk 0 0 0 1(11.1)

BERIRE 0 0 1(10.0) 0
SFEREREUE N0 0 0 1(10.0)

HBERB L UESHEES 1(12.5) 0 0 0
RAEE 1(12.5) 0 0 0
EibRE 1(12.5) 0 0 0
IEERR 1(12.5) 0 0 0

EES 0 1(12.5) 0 0
EEIEE 0 1(12.5) 0 0

[ (%) ]
MedDRA version19.1
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BRPRAEHE (111-2025K8%. 111-2055145%)

+111-202/205515%

BESROFEREF. VWINDIR—rH100.0% (TR—H1:661. Ih—H2:66]. I/R—H3: 104, Jk—bk
4:86l) THolc. FIRBDIE IR—M1THRE6E](100.0%) SERNEALRIG. KR OBEREE561(83.3%) . 3
IR—h2CESERALAIBEOHI (100.0%) EFEBALR T BRFR U ERmE5A(83.3%) . Ih—h3TIESIERALAL
52941 (90.0%) ESEBALS A U _EIREER Z841 (80.0%) . J7h— A TESTEBATAIBE N O FSTERAL A N5 84

BRELEAEDHDIBEBRIF. IR—M1T541(83.3%) . JK—hr2T661(100.0%) . J/R—H3T 1041
(100.0%) . AR—h~47T861(100.0%) [CHSNTzo FIF B D& IR—M TEFEBAIRITSHI(83.3%) ESIEB
AIRIHE R OV ESTEBAIFERRES 4651 (66.7 %) « ITR— B2 TEHBRAIAIBEOH (100.0%) ESEBALRZIESAY (83.3%)
ESTERAAERR R OMEMEZ 361 (50.0%) « I/R—h3TESERALAIBEOA (90.0%) EFEBALRZ T8I (80.0%) «
SESTERAIRERRS B (50.0%) « JR—MATEFERAIAIHE R OVESBBALR IS 841 (100.0%) GEFERIERER T
TR RS 361(37.5%) TH oI,

BEFEEBRIE. IR—N(20) (EERIS I IEREF . SEEZEAE) . JR—R3(C 14 (RHKIEXR) . IR—h4
(Z16] ((FRBFEER) BHOSN. LWINEERELEERULEAIKTIS NI,

BEPICESICAETERIF 111- 20588 T1HI(FS VA7 F—E LF) BOSNBRELEHESD ) SHIM
Ay /=

FETHILERHONIRN DT,

BRELBEDHIFEER

Jik—h1 Jik—bh2 J/k—hk3 J/k—h4
(2.5 pg/kg) (7.5 pg/kg) (15 pg/kg) (30 pgrkeg)

ERELIEDS SHEBRITH (%) 10(100.0) 8(100.0)
ESTBALATHE 9(90.0) 8(100.0)
SEIERLRIS 8(80.0) 8(100.0)
ESTER IR 5(50.0) 2(25.0)
RIE 4(40.0) 2(25.0)
SEEIERE 2(20.0) 3(37.5)
SEAERIIE 2(20.0) 3(37.5)
SEATEBE SER 2(20.0) 1(12.5)
AT 0 1(12.5)
SESPERIH D 0 0 1(10.0) 1(12.5)
)00 1(16.7) 0 0 0
HEbE 1(16.7) 0 0 0
FENEHE L 1(16.7) 0 0 0
B 0 0 0 1(12.5)
A 0 1(16.7) 0 0
SFEIRAEN] 0 0 1(10.0) 0
HI 1(16.7) 0 0 0
A 0 0 0 1(12.5)
S e 0 0 0 1(12.5)
ESYERALTEHS 0 0 0 1(12.5)
BHUBIE 0 1(16.7) 0 0
EEEE 1(16.7) 0 0 0
AT IR 0 1016.7) 0 0
T OFEIE 1(16.7) 0 0 0
ZSERE 0 0 0 1(12.5)
SR TP=F—EER 0 0 1(10.0) 0
&It 0 0 0 1(12.5)

(B (%) ]

MedDRA/J version 22.0
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N <700

O RElRE

«111-2025(5%

MY (ADA) (£14/3541(40.0%) DILERICIHREB SNz RHFBLESR S NzDIF Jk—h~4TDay 85,
JIR—h1~3TDay 183T&% ol ADADFEIRN RS NICBREDSS. 7/14651(50.0%) Tl MBEFDHEHT
MY UFRAGEOTEME—EM T, MR T X CTICEERFTZ Faofc. Ffo TRV UF RAKGIERE
1461055 26 THOFUAEDTAKMARE SN VT NE—BIE TH T,

+111-2055(5%

FEHFURNY UTF RHUA(E19/3061 (63.3%) DITERITIRHE S Nz SFURY U F RHUARZIEERE 19610 55164113,
111-2055 B THTURY UF REBZIEE TR D D3BIIE 1 11-20 25 BREARI P (C—BS 80 (CHUARZ M S Te o
P 111-20558RF THRfLIR D o1z,

6. BARURAE

B RYUF R (BEFERR) EUT. 28 EOBEE(CE5 pg/kek. 28R BOBE(C30 ug/kg1 B10. IR T 5. 20, 1BR58E 1 mgalBRmnle,
7. BARUBRCEHET 28 (k)

7.1 2Ll EDEE(CE. FRESSBCRSEBREL B5THTE [14.1.187]

7.2 2mARMDEECF. TRESE(CRSEZREL /EITDTE[14.1.1801]

% 7. ERUARICRET 2R DFHMBICEIL TIE BB IEHRNIF1 0R—IZEISRIES L,
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SiEAimDIMREER RSB EWRE U EFHRLEARSER (111-2065188) M
U'imeatER (111-2085K88) '

15) [AGRessHiE R ERHE S IEEER: 111-206/2085 5 (KeRFEHH: 202246 H208.CTD2.7.6.7)
16) [HNER ] EBRHEEFHIERE: 111-206588 Interim Efficacy and Safety Data Analyses from 111-206/208 (Data cut-off 07 September 2021)

111-206/111-208FBRERMEP. T FRIVEE2020F9878H. BEERLEE 2020663087 -9 hvba T
FTOTF—IZBNT 2. BB BEMDH2021F907HT —IHYRA TDT—I =BT %o

O HERiE

FEEN 111-206585%
- Bin0~601AFEDACHNBEE TOARF DLZLMNR U BB ZSHET 2.
- BR/MKEZZIT DN—R51 VSN LRI T 2ABIDNREHET 2.
111-208588
-AEDORAZSUNR BB =TT 2.
- AEIER S UL ACHNRBE TS R/MEZZ T DE{ LT 2.

HERT Y1 111-206:8%
S8, LR BER(L. _E5%R. SR
111-2085H58
I8, s AL I ER. R RS

PO 111-206515%
6013 (5m) RiaDACH/NEEBEE 26 (BRASHISD)
111-208515&

111-2065 887758 T UTcACH/NREEZ 374

FIREIRBE 111-206515%
B FIRE CACHDEEZHIZR I TcBE.
AEREBIRIFCO0ONBRMDERS (IR—h3FEZR3IHALUADES).

RE

111-20855%

- 111-2065 8%z 5% 1 LIc&E.
RE

6. EERUMAE

BELRVUF REGTAEET) EUT. 28U EDBETIF15 pg/ke., 28REOBRS(E30 ug/kgE 1810 KT 5. 20, 1 DR SRE1 mgalBInnls,
7. BERUREICEET ;55 (ki)

7.1 2L EDEE(CE. FRESECRSBEREL RS TIE, [14.1.138)

7.2 2ERBOEEICIE. FRESE(CRSBEREL RS TBTE, [14.1.185]

% 7. ERUARICRET 2B DFHMBICEIL TIE BB IEHRIIF1 0R—IZEISRIES L,
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O )
VOXZOGO

BRI 111-2065%8%
2OU—Z V7 EOERICEDIVWTEEEI DD IR—NNIEFU UTORECAFZ 15105 2BBE T
5L,

- JiR—1 (B#24~6018558): 15 pg/kg

- JR—R2 (B#6~24n8%K5):30 pg/kg

- Ih—h3 (B#s6»BKi) 1 30 pg/kg
BE. IR—R2ROTR—R3IC DN TIE BB 2B /BT, 15 pg/kgd 1 B1EE FE5ICUE
ABDTEEL,
BENIVEVEEFHRALGWTEE SN,
HERFRERDIR—IDOREIBLIE. WSO IR—ICH. RN FRIVEEIFILEICIEERTA
Bl7ZZRS5L. ZD%. . BRUDEEZ LSRN AREIEC] 1 DL CEBRIBIEAEEIT oIz, BAAIZ DU
TRIREHESNCEBIER LSBT > TE IR—NIEERICEIWAM Tz, JR—MN RU2 Tl BEE B
TERIMEL,

- Ih—h1:24~361 8K, 36~6018K i CERNE

- IR—h2:6~151AFKE. 15~24»BKE CERE

JR—h1
MyI2YT 528/ Ri#s24~60nAFE
2S5tk 5284 n=30

12:8RL L
—

MwI YT 528/
TSt 528/

Atife~24nBXKiE
n=20

128 E
— > wv JiRk—hk3

MwJ 2V 5258/
7SR 528

BHo~6nBXKiE
n=20

b JR—M E20FBE . BRERRICRIE6ABRER

P JIR—F3DEEF BAERTRE111-20658 (FRRBRIDH) [CRIK3H BRI EER

[ 3flntrFRIVESEREN - PKZERE T 28 A 71— XICERL. & I—hOBBRIICAEREZTS

[ 20R—FC3FIDEYFRIVEEICHEZ8BRHE 5 U, PILERE(C—HURVSE R DBEEERL AFBEE S REFC 1
DL TEERE (18107252881 5)

{ BYFRIVEENM 2BISEUIR. B2 - PKF—I DDMCLE 21—

B DMCIFRD IR —OESFHIICEY F RIVEEIFID L LM - PKF —9 &L E 21—, DMCOERE XD IR —hD3FID Y F )L
BEEER.

DMC:F—9EZIUVTEER

111-20855%

111- 206588 CRELUFHEIAEDAF #1181 EE MRS

KR5S RIKGE (BiniREAHEOEREN EBNEREN1.5cm/FRH) [GET F TELR.
BERNVEVERIFHBLEVEE SN,

111-2065158 111-208:58
TEERT SRR SRR
mm
: |
20658258 TH,208FHBRN—R 51~ RRER

n:111-20658Z5E T Ul INTDEEZHANT LTS

FHEIRE 111-206/111-2085K5%

RRAEIRE
‘SIFAIE IS R/AR ES/RIEE D SBHE CORS . EE. EBNOTHRORS., EHORS . B
ZLFRESRUOTHER UIMSR-ES)
‘BRI RS MEOSFLER, FRRN THRLER, FRENBNSEX CORIDLER, FRES
RERIERUBZLIFcRENIIUSREE

FEFHHIEE
cBR/MRZAITZ DN—=ASAUDSDELE
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BRARRGHR (111-20658%, 111-20851H5%)

FHEIRE Bl EHIDIEE
IISRICBRD<FEMRRE (RR)
FERREE [(R—RAS5A VEERFODER-N—A5(4 VEDER) + (N—R54 Vi&kkEH-
N—R S V5HiH)1X365.25
s RS TMADE AR
ZaMEHIIES
BEEREERBESER. N\MIITA 2 SHIREAE. 12558 08N 0T I—1RE. REJENDEERET
. IESRREHER 2T (XER R OMR)) RO BERARE (IR FHIRE. EER2RE R O RIRE)
{EGFHD: 25 RUBHO ZETRILF—XRIIVAEZE. @ SR OB EDXIRIRE. 10 O'CRHEXIR
RE 3 COFRE(CEMRIRE (KEIEAL. MERUMEEDAE S REDEEE MU DR

9 2R &)
wRREFHDES
HSFURY U T RFUE, AIHUE VRV UF RHEDAREMCNP, BNPR UANPEDIZER it
Y EREEHDIRE

-111-206 BN U1 11-208HBD Y FRIVESE (/2D IN— XY MET7Z AWV THE) | AUCo o0
AUCq 1 Craxs tmae try2s CL/FRRUVZ/F
BRENOENZNA T —H—
- CXM, BSAP, CTX-IIF U cGMP

EATETE 111-206/111-20854 5%
FT—I NV TRR T IRTEEN111-20680%Z5 7 UTVRHofcfcd IEREEZ DERIEZEHE
FI2EN DI, 111-206/208HBRDBIERIERE DT —I . MW =HEL TRUI.

BMETHBIBEE G, Y FRIVEEDHEMRIC. 111-206588E111-208HBO—ET —IZEGHET
FHIUc BRZADTV ZBRE ISR NMSHAICERVEERERZRAWVWTEFITUIC, BRI, BEE A EHAI
TERWGEGIE BIREIDSBEEE CORTZAL,

BT —I DFERICIEENRETEZR V. BRZAI7ZIE V26 RS 2BREODERZAITZDR—2R
SAVHODELE FERERE. MRS TMMOBHREERUTIUSRZENL. Jik— IR UREDE
REENUI,

Fle. ZOMDEMFAEE (B, BEEE) F68B CEICBHNU NR—A54 VDS DELEZFHTE LTz,
FHNEREZRINRN—=ZATA VDO DHERT—9 F AIEFEZ/DIEWLDay 1DAET—9 THd.fc
72U, Day 1ICHIERRIES NG >I2B (. Day 18IDREDRADZVHEED T —9ZRW .,
BR/MFEDZZA7(F. Bii24» B EDEETEEH-MRICIHUECDCOBRT -9 2BV IS
RICEJEEHUE. B#240BAREDEBRE CIIWHOBET —9I AN THRICE DETEHL. REDH
ELTCDCOBRFT—IZRAVIEERZADVHELRUC ZR 7 DIERIF . FEs—HERIICIRUTAZZEE (0
([CHEX) Z LB >feX (& REo/=SDSE U TRUIE BEERIFSDSH'—2.0% T O 25 & EEE U,
B#524nBU EOBEDHIBWVWCAFEBRUBMIFZR IP(CEBRL BRZAIT EERRKICEN U,
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N <700

O BZEER(111-2065188)

dik—M1 dik—b2 d/R—B3
(15 pg/kg) (30 pgrkg) (30 pg/kg)
(B#824~60185K%) (Bii6~2418XKim) (B#R6HBFE)
TYFRIL BYFRIL BYFRIL EERIE
(n=4) (n=4) (n=3) (n=4)
£ (Day 1) (B). F9fELSD 48.45+13.28 | 42.05£10.96 | 15.79+4.02 | 16.93£5.80 | 4.96+0.62 = 5.65+0.50
g, | B 3(75.0) 14(45.2) 4(100.0) 10(62.5) 1(33.3) 3(75.0)
n(%) | 1(25.0) 17(54.8) 0 6(37.5) 2(66.7) 1(25.0)
BHA 4(100.0) 21(67.7) 3(75.0) 12(75.0) 1(33.3) 2(50.0)
FIFA 0 9(29.0) 0 3(18.8) 1(33.3) 2(50.0)
NN BAEA 0 5(16.1) 0 2(12.5) 0 1(25.0)
n(%)
pi| 0 1(3.2) 1(25.0) 0 1(33.3) 0
NIA AR/ Z it
ATEETaE 0 0 0 1(6.3) 0 0
FEUEIMSE (cm) BYELSD  83.1245.11 | 79.58+5.82 | 66.91+2.53 | 66.8946.19 | 54.34+0.51 | 55.96+1.67
& (kg) . THIHELSD 14.30+0.50 | 13.58+3.23 | 9.374+0.44 | 8.69+1.63 | 5.54+0.41 5.69+0.82
BMI(kg/m?) . FE5{E+SD 20.85+2.49 | 21.16+2.34 | 20.94+0.70 | 19.34+1.62 | 18.75+1.07 | 18.10+1.70
FRERERE (cm/E)  BYEESD 6.21+1.73 | 5.02+1.78 | 11.93%£1.32 | 10.96+4.97 | 24.78+5.39 | 16.93+8.68
BRZA37 . FYELSD —4.51+£0.33 | —=4.71£1.03 | —=4.72+0.53 | —4.44+1.26 | —4.18+0.77 | —4.61%£0.82
HEETROSHAL R, FEHSD  2.25+0.36 | 2.31+0.22 | 2.56+0.25 | 2.65+0.32 | 3.12+0.37 | 2.92+0.27
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BRPRAEHE (111-206518R. 111-20851H5%)

O &sik
OER/MFRZAATDR—RS54 V1S DE(LE (FEFHEEE)
FEMESICEBER/MFRZZAITZ DN—254 UHSDHIZE(LEIF. FROEB THIZ,

dik—BM1 dik—hk2 J/k—k3
(15 pg/kg) (30 pg/kg) (30 pg/keg)
(BiR24~601BKiiE) (Bi#R6~241nBXKiiE) (B#m6nBFiE)
EUF IV (n=4) EUF IV (n=4) EVF IV (n=3)
26:1H81 —4.83+0.32 —-4.57+1.16 -
23480 - - —3.15+0.26
R—RA5ALY —4.51+0.33 —4.72+0.53 -4.18%+0.77
2658 —4.35+0.23 —4.29+0.65 —4.39°
R—RASAVHSDZE(LE 0.15+0.19 0.43%+0.69 0.08
52;8/111-208FHERDN— 51> —4.16%+0.47 —3.88+0.35 -
R—2ASAVHEDE(LE 0.34%+0.27 0.84%0.25 -
111-208545R D 2658 —4.06+0.50 —3.35° -
R—RASAVUHSDZE{LE 0.45%+0.29 0.78 -
111-2085K5R D528 —3.77+0.41° - -
R—RASAVHSDZE(LE 0.62+0.36 - -
(F51E+SD)
a:n=1
b:n=3

IMBROT—IDRVEETIE ARERDUICAV . FROIETHRALIZ,
240 AFKE 1 AR 2S5 KR+0.7
24nAME N ISR, 2.44&£-0.8

43




N <700

QFEMREEDRN—R 54 Vh5DR{LE BIXRFHEIER)
FEURSICFDEMMREEDN—2 T4 U NSDTHIE(LE(F, FRDEBY THI,

Jik—M1 dik—hk2 Jk—hk3
(15 pg/kg) (30 pg/kg) (30 pg/kg)
(Bt24~600BXKE) (BtiR6~24nBKE) (A6 nAXKR)
TVFRIV(n=4) TYF IV (n=4) tYF I (n=3)
N—R3A4Y 6.21£1.73 11.93%+1.32 24.78+5.39
2638 6.90+1.64 10.40£2.15 14.43°
| R-ZS UpOEE 0 069170 | ~153+303 | 503
52i8/111-2085HERDN—R 51~ 6.78%+1.00 9.17%£1.06 -
RS UDSOZE 0 0574091 | 2754165 | -
111-2085H8R D 2658 6.48+0.90 9.39° -
A2 UpSOELE 0 027113 | 326 -
111-208545RD52;8 6.45+0.70° - -
N e —027#109 | - =

(F15{E+SD)
a:n=1
b:n=3

SIMIBRODT—IDRBRVEE T FREADUICAV STEICHERRE (BR) ICDWVW T FEDIETHRALIC.

240 AFRME 1 ISR, 2.46&£-0.7
24BN IMIBR. 2.4&K-0.8

@ LAETHRDERFRLRDON—-RS5 1 VHSOE(LE (BIRFHEIEE)
FEUESICE D EEETHROSHLERDN—R 54 VDS DFHZ(LEIF, FERDEBY TH 1,

Jik—H1 Jdik—hk2 J/k—h3
(15 pg/kg) (30 pg/kg) (30 pg/kg)
(B#h24~60nBAXKiE) (B#h6~241AXKH) (Bim6nBX®)
TVFRIV(n=4) TVF IV (n=4) tF I (n=3)
261R81 2.42+0.31 2.79+0.49 -
23188 - - 2.85+0.32
N—RA314Y 2.25+0.36 2.56%0.25 3.12+0.37
26;8 2.21+0.35 2.49+0.22 3.00°
| R—ZSAUDSOZLE 0044006 | -007+005 | 037
5258/111-2085HRDN—R51 > 2.23%+0.24 2.37%0.21 -
| RS UDSOZLE 002012 | -019+028 -
111-208: 8D 26;8 2.15+0.29 2.30° -
| RS UpBOZ(LE  -0114008 | 029 -
111-208:5kD52;8 2.19+0.22° - -
| RS UpSOZLE  -0l%x000 | - o=

(F15{EESD)
a:n=1
b:n=3

TMBRODT—IDRBVEE TR ERDT — B IRVEE CIREESNSERHF ORI ZLDUICAV [ EE MEIICDOWT, FEeDIETRALI.
-2FE 1 ES IS R-ES]. 2.[BIESNHN SEBE TORS | [HR-EIEENSBEEF TORS]
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BRARRGHR (111-20658%, 111-20851H5%)

Oz
*111-20651 5%
BEEROFRBRE. TUFRIVEET1H(TR—R1 146, JR—2:4%), JR—K3:360) RUOBRIEALES
646 (IR—K1:3141, IR—r2:166). J/R—K3:178) DWLYITNH100.0%TH oz, EFHD(F. Jih—b
1DEVFRIVEE TEF AN OTEFTIBAIAIBEZ A5 (100.0%) . (R0 PE RN OBREZ 241 (50.0%) .
HERLEE TEFEBALIN 8% (58.1%) ESERAAIBIN U EEREARE 144 (45.2%) . Dik—h20D >
FRIVEBTRIEN O LIRTERZ 36 (75.0%) GEF AL, EFEBAALI. 4t &R GBENTDAILA
RRREZ 264 (50.0%)  BIEREEBE TEFEBAIAIEE 106 (62.5%) . £ IBI (56.3%) EFTEAL LA O FEER
%8%1(50.0%) . AIR—h3D Y FRIVEE CTERIPALRIL. ENERAIAITE, FEE, B R B, £l
2611(66.7%)  BRIER(EEBE TEF AR O FEZ 134 (76.5%) EFZRALIN 126 (70.6%) . 4 9%
(52.9%) . £2E7761(41.2%) . [BIL64(35.3%) ToHholz.
BRECEEDHIEZTERF. IR—MNDEYFRIVLEZE4HI(100.0%) . FBIERELEZ1961(61.3%). 3
M—R2DTEFRIVEE2HI(50.0%)  BIEALEET145](68.8%) . JIR—K3DEFRILEE2M](66.7%) .
BIEREEE156(88.2%) [CHONTc. EFRBD(F. IR—N DV FRIVEE TEFERM IR O EFBRAL
FIBEE 440 (100.0%) ESEBAAEAR. S EFT LB MR ONFEERUIZMZE 1461 (25.0%)  BIERLEE TEHER
AL F1 861 (58.1%) EGIEBALKIER1 441 (45.2%) JESFEBALAEAR N OVEF AL M 761 (22.6%) . Jik—~
20V FXRIVEE TEFEBAIO N OTEF AL 241 (50.0%) EFEBAIALEM 14 (25.0%) . BIERIE
BECTEFEBAAIDE106(62.5%) ESGEBAIINSH (50.0%) . IIh—h3D TV FR)VEE TERNEALRIOM
OVESIEBAIAIBEES 261 (66.7%)  JE R EIRERE N OVEFIEBAIBRES 161 (33.3%) . BIERLEE TEFIEBAIAL
BE1 361 (76.5%) GERERLIN 261 (70.6%) ToH ol
FERAEETERIF. IR—MN ORIEALEB(C 26| BREFER NRO/NEETANAZIH]) . DR—h20D 5
TERLEEC26] (BIRXNUOBBERARI NS LABEEEZ14]) . JR—R3DMIEA(EEBEICSH(FERNUBEE
BEIFTIE.INSA TV T DA )L ZEZAE. ik RS A )L K E ST X . IR S N OIRIEE 161) 5865
N.WINEBRESEBERUE TSN
BEPIEICESICAESER. FETHIFEROSNIEN O,

Q021E9/7BT—9hvhaA )
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N <700

BRELEEDHIBEEER

dik—M1 dik—bk2 dRk—k3
(15 pg/kg) (30 pgrkg) (30 pgrkg)
(Ri#r24~601AFHE) (B#ER6~241BKiiE) (BER6nBAXKE)

TUFRIL | EBEALE | EYFRIL | EBFEARLE | EYFRIL | EEAE
(n=4) (n=31) (n=4) (n=16) (n=3) (n=17)

BERELREDHIBEERARGI(%)  4(100.0) | 19(61.3) 2(50.0) 11(68.8) 2(66.7) 15(88.2)
—fi% - EHEES S VIR SEBRIDIRAE 4(100.0) | 19(61.3) 2(50.0) 11(68.8) 2(66.7) 15(88.2)
FESTERALZ I 4(100.0) | 18(58.1) 2(50.0) 8(50.0) 2(66.7) 12(70.6)
FESTERATALRE 4(100.0) | 14(45.2) 2(50.0) 10(62.5) 2(66.7) 13(76.5)
SESERNIAERR 1(25.0) 7(22.6) 0 1(6.3) 0 1(5.9)
FESERAIAILE 0 7(22.6) 1(25.0) 1(6.3) 0 1(5.9)
ESIERAIERS 0 4(12.9) 0 0 0 1(5.9)
SESTERIRETE 0 2(6.5) 0 2(12.5) 1(33.3) 1(5.9)
SIS 1(25.0) 3(9.7) 0 1(6.3) 0 0
be - WET7 2 1(25.0) 3(9.7) 0 1(6.3) 1(33.3) 1(5.9)
FEER 0 0 0 0 0 1(5.9)
BEfEE 0 1(3.2) 0 0 0 0
T 0 1(3.2) 0 0 0 0
MERE 0 0 0 0 0 1(5.9)
{KIE 0 0 0 0 0 1(5.9)
ERARIRE 0 1(3.2) 0 1(6.3) 0 0
MEET 0 1(3.2) 0 1(6.3) 0 0
[B1£5(%) ]

MedDRA/J version 24.1

+111-2085H5%
BESZRIE. IR—MOEYFXIVEEZ4L/4%1(100.0%) EEREERE29/3141(93.5%) . Jh—h20D &Y
FRIVEEA/ABI(100.0%) EIEREERE14/1561(93.3%) . IR—h3DEYFRIVEE3/361(100.0%)
EIERIEEEG/661(100.0%) [CHESNTc. FIRBDIFE TR—M DEYFXRIVEEZ THRERL. BT, #xfl, F2.
BIEREXRUDPERXRE 24 (50.0%)  EERLEE THEANU LBRREE7H(22.6%) 021164 (19.4%)
TIR=R2DEYFRIVEEBTOA IV ARERUEGEZ 26 (50.0%) EIER(LRE THE7H(46.7%). £
[UBREFEN U DA )V ARRLEES56I(33.3%)  F2440(26.7%) . AR—R3D TV FRIVEE TOA L REZ 24|
(66.7%) EIERILERETOAILARZ3HI(50.0%) . BiRw2H1(33.3%) THole.
BRELEEDHDAETERIF. IIR—M OEIEREERES/3161(16.1%) . IIR—R2DEIEREEE2/156]
(13.3%) [CHSNT,
BEBAESTERE. IR—M OEERLEBE(I36 GERIER 1 Al BEANE L F N U ERER HIT IR S 2
f5l) . IIR—F2DEIERLBZI226) RSUA IV ARRER DT T/ A RIBAZ 16) BHOSN. NI NEIBEREL
BhERLEHIT S NIz,
RESPIEICESEAETER. FETHFFBDHSNIEN I,

(202199R787—9Avb4 D)

O gz

111-206HBRICBNVT. T—IHYbA T (2019598 12H) FTIC. BV FRIVEESHITHTIRY UF R,
PRITUAIFIRE SN ofz. FTe. 111-2085BD T —F [FESNTLIRL,
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MIRPRE

O 8Ei%5 (RERREA) HEAF—9)"”

HNENBRBUABMHE 4B7ZWTRICAAFIS, 103(E15 pg/kgzEB Ol MES U EE  AEIFIR PO CIRINE 1.
traxDFFIEIE15~300 DEH TH oIz, C,, BhER . MERD SR THR U,

NEARRBAICHAZBOKE TS5 U LEOMRFREHER

47

(ng/mL)
15+
5 pg/kg
=0- 10 pg/kg
=@ 15 pg/kg
FHELSD
m
R
&
iR
v
D)
7
[N
BB
=
E
O } T T T T T T T T T ;\
0 60 120 180 240 300 360 420 480 (99)
B

NEAEREAICHRZEOR M5 U EEDEYEIB/INS X -5

= (pg/kg)
I O
5 5 4

ik

Crnax (Ng/ML) 2.30+1.07 6.75+4.08 8.83+2.88
AUC,. (ng * min/mL) 90.0£15.3° 607+562 6871424
tmax (MiN) 15[15, 30] 30[15, 30] 20[15, 30]
t1/2(min) - 31.6,76.0° 69.5£61.2°
CL/F (mL/min/kg) - 5.76,15.1° 20.3£11.3°
VzF (mL/kg) - 632, 688° 1500+530°

(F15{E£SD)

trnaxlFOPIRAE [ERE] | 2BILL T DG X E < DIE
—IREH

a: 44l

b: 241

c: 3%l




O )
VOXZOGO

O €125 5 L18EKENDACHEE) (BEARUHBEAF—9)"”

5Ll _E1 8RB DACHEESSHIERRE USIBRRICE N T AR5 pg/kgz 18105 2BHE T
SU1eEEDC 0 AUCIFE2BDIRSHEZES UL T—EBULTH Y BBONGEBEMEN (FEFBIIKEIEEERHS
NV EDTRSNC BHRACBIFDEF| DEYENFE/ NS X —F (F, DADEY)BhRERER I CFELIL T U,

S5 L1 8@ KHmDACHEEICAAS ug/kg’e181E52:8/—KE M5 Ufc £ EDMRTEEHRE

(ng/mL)
100+
] -o- #5188

-0 1388
-0 2681
-0 3988
-0 52BH

m 10 F5EESD

% ]

N

i

v

U

EX

N

N

= 14

B :

01 T T T T 1
0 30 60 90 120 150 (9)

LSiE

51 18R MACHEECAHI5 ug/kgZ 18 1E528MEE TR S U & OEYEIEE/ (S5 X —9

k3 58 56
Crnax (Ng/mL) 7.18+9.65 5.80+3.68
AUC,.(ng* min/mL) 242+232 290+235
tmax (Min) 15.01[5, 35] 15.0[5, 60]
t1,2(min) 21.0+4.67° 27.949.91°
CL/F (mL/min/kg) 104+98.8° 79.4+53.0°
VzF (mL/kg) 2880+2450° 2910+ 1660°

(F5fE+SD)

o FEPERE [E56H]

a:55f4l

b: 486
6. FERUHE

BEORVUFREGFHERR) CUT 2R EOBS(CE5 ug/kgZ. 2AmDEE(CE30 ug/kgZ 1 B10. L THER T 3. /220 1 EHRSEE 1 mgEBRia\Te,
7. HERUHEICEEY %38 (k%)

7.1 2 EDBEICIF TREZSEICREETRELRSIDIEL [14.1.188]

7.2 2EARmDEBEICF. FRESE(CRGEBEREL IRE5TITE [14.1.1281]

% 7. BERUARICREY 2FRDFHICEL Tl REIFERIIF10R—IZISRIES L,
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49

O RiE’S SEEKBDACHEE) HEAF—9)"
HOACHEE EHREUSIERRICANT. A5 yg/kgs 1810 NES5 LS.

601 Bk

AEF30 pg/kgz 1 B1ER MESUR2ERBDACHEB ICBIF2EYHE/NSA—I(F. FeDEHUT
dolce

28I SEERTE 6nALE2ERE
15 15 30 30

= (ug/kg)
BF= I=|=! =|=! 13,805 (I=|=!
kS 3 3 3 3
Crax(Ng/mL) 4.47%+3.30 2.84+1.23 12.5+£9.19 12.3+3.68
AUC,(ng-min/mL) 167£110 65.9+33.6 530+370 372+119
tmax (Min) 15.0[15.0, 15.0] 15.0[4.0, 15.0] 13.0[5.0, 16.0] 5.0[5.0, 13.0]
t1,2(min) 21.9+3.4 26.1° 25.8+4.67 60.4+14.9
CL/F (mL/min/kg) 111+£58.6 147° 77.3154.2 82.0+25.9
VzF (mL/kg) 3700+2410 5550° 27401820 6800577
(F191ESD)

trax FEPRAE [FEE] . 2BILL T DB G E S DIE
ERE

O BEERYEIERT ACHEE, BEARUHEAT—5)"

EIENUETHDOET5HER(111-202.111-205.111-301.111-302K% 0 111-20658) hoB5N I
T 7RGl BEMEY SRR ZREUIC. TDRR. ABDIU7 SURENTMBRICH T AR RHE
ZEBIFMFEDH THRHTENRE NI Ffe ARIDEYENEICH I 2EBED AR 2HRER O RERE
DFEE%ZFHN T DEN CRRNBMZER LIS BED MRS MERPERES (CIHELREEZS X0
CENTRESNc. MRPREEF. BA.7I7 AN BERAANZSO) XIFEMTEEE CHoeH BAXIGY
TUARTZAUAANTIEEDANBELRUTIMRPERESEDFHEAEN ofc. CORICEALTIF AFFICS
HIEBANEGE T TUARTAUDADBREHH D RN (N=3) TEZZERIDNENHD. ARIDOMETRES
(CraxMUAUC).) ERERUFEOBIC, TN ICHERIRIEDHEEANRD SN/ ADADFKIR(E. AFD
MERPEYEREICRELEN DI,




N <700

55 (ACHEZ . BAARUHABAT—9)"

S5 E18mKRBmODACHEEZNREUVCENHEERICEWVWT . XFIZ15 pg/kgk MESUICEEDED
[FOHHmERE(VZ/F) DFHEF2880~3020 mL/kgD#EETHY . HAANEEHER TREE CH O,
AHEBRDVZ/FOFHEIF.601BERmDACHEREEZRNREUCHEIEHRICSWVT, AR—M D2~5i%
FmDACHEEICAEIZ15 ug/kgk MgSUILEETDVz/FOF B (EH : 2650~3800 mL/kg) ~EEE
Tdolc,

e

FENS PETYRRTFFI—BICRDD IR U TRIVEN H D ED RSN (in vitroFtER) -

Pitt (ACHEE, BEARUHBAF—9)?"

AENFDFE41KDaDINEWVWRTFRTH D AF| DB IRED—DELTBHENHEBI SN D,
5~18mAmDACHEE ZRNRE LCHIMBRERICH VT AEIZ15 pg/kgl MRS UIzEEDt, ,MUOCL/F
DFEEIF. ZNZTN21.0~27.99K1V79.4~104 mL/min/kgDEFE TH>fc. HRATDL, ,[d 2 AER
EREETHO,

2~ SERBDACHEE NS E L SIERBCH VT ARE1S ug/kgl FESUIZEEDL, ,RUCL/F
DFEEIF. ZNZEN15.2~29.39K0U82.1~150 mL/min/kgDEFE CTH o1,

B EER (in vitro)*

EAREY DR EEAFEREERL TLRWL, FhoO—LA P450(CYP) BEHERUFEERER (in vitro) ICHEWVT.
MYUFRGEERNICERDHDEE TCYP 1A2.2B6,.2C8,2C9.2C19.2D6.XIF3A4/5%ZREE T
FZCYP 1A2.2B6.XIF3A4/5ZFB T DT EDHRBRN ofc. BIEFER (in vitro) LBV T RV UFRIE
BRIRICEERDHDEE CEYHIEAFOATTI.OAT3.OCT1.OCT2,.OATP1B1.OATP1B3.MATE1.
MATE2-K.BCRP. P-gp. XIFBSEPZFRELZWLEDFAIN RN,
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e

ENRE
fEFHERE>>

A3

23)Lorget F et al. Am J Hum Genet. 2012; 91: 1108-1114.
(RSB - ATZRIE/NA F XUV DZIEDBERBS NI N FRUVHBELBEICZFN TS, ]

AEEHEETAIRR ERCEF NS LRIRARTF R (CNP) SR T8 5. FAITTEAE LSRRI SIS NBCNP
(CNP53) DI RIS 75 B ONKIHIC P =/ 8255 5 (Pro-Gly) L TER UL, 39BO7 =/ BNS
BBRTFRCHS,

- 7 =/ EEESS
PGQEHPNARK YKGANKKGLS KGCFGLKLDR IGSMSGLGC

MEMEAES. SEMREEEHEMRED L DaDRERF Ch M MRBERTFSSM® 3(Fgfir3)&
GFICHITDHEBEEERLT R(CL > T IFHRIIND FEr3DRAREE(F. ERICHITD2HEANBELDES
5 |ERRT T ABE MDD LAFIRRTF RZEAB(NPR-B) [CIES U SRMRECU Y/ ALF =09 )N0&E
FF—BRAF-1) DNV TYA NI TVEMEI VIS B+ — (MAPK) #REEICIER L. N > 7' F LA
Bit—TB1RU2(ERK1/2) BBRET 2T EICKU FEr3D ROV T FIUGZEICH U T T %, TDIEE.
CNPEEERIC. SREMERIETE N ORI b ZREL THRENEMRDIEDFAH R FEUTIERT 2,

ACHEZDH B TIE. FGFR3INEH{EUER FEPE SR BERICHIFBFEr3D TR TFIU
LTWB, INICKY . SBEMHIEDIBIE (FREEN) LU EEZRAF-1 CRREL CHEMRROEENR Ut %
FEIRISN. BEBESRHEEIN TS, FEYT D (FRKED) .
SEHE(LUTE SEHELIZ RyIRAYD
FGFR3 FGFR3

I 4
i YRUvIZER
4 t

e
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N <700

BRPREEIEEAER

O RthcGMPEE>
CGMPIF. SFEREH THBNPR-BICUHYRCNPHISE Utk BESEDT 7 = LB 7S —U5as
([CRWHRANTEE SN S,

ACHEE(CAE ZKSUICEIC. RPCGMPEEN LR UTc, —MRIICIRPCGMPREREF. IR 5% 45BN
CREEETLRET S, 111- 20588l £5115 pg/kglR5(C£BRPCGMPERED 13600 BR%E

U TR S NUe,
60000 o
15 pg/kg Jik—bk sy L, 7SI
I Do
¢ 50000 R R
1< . 25/ VIA I
K £
IE £ 40000
e 'I_,_:I ® -T-
0 (]
&S
ﬁi\l 2 30000
S
NS
Eﬂ "3 g 20000
O O
& ©°
S £ 10000
v ° + == ia
(9]
g + = ==
X 0- -
~10000-
BE108 6688 12088 18558 245885 30088 360805 42188 480EE 5408 6058
n: 9 10 10 10 10 8 8 8 7 8 7

52




!
|
!

N

b

73

j]’ 3

O MMmECXMEE'

CXMIF. BB PO RAD—EBE L TMRBEDICRHS N XA IS —4 Y ORI THY . HER
SEMDBERE N A F—N—TH B0
111-2028 88 Tld. IECXMEEDDRIER. AHI15 pg/kgil5298BE TICRN—2 54 VEBR I
(E®) . Efz AFI15 pg/kgTERSNIZRES (AUC) T. CXMEE N IRE - RISEIRD S5 ~— 02Uk
(&),

< FEZIUHAI+1.5XUDAIEEE

(pg/mL) k%EEﬁfﬁ —— h—N1:2.5 pg/kg 1B1OR RS
- 10000 - :;%Eﬁj\ﬁ —— ik—h2:7.5 pg/kg 1B1EIR MRS
=3 — | SXTISHE —— Oik—h3:15 ug/kg 1B1ER MES
i O e —— Oik—h4:30 ug/kg 1B1EHR MRS
H
B
m
5 5000
D o
C —
X
M
el
g
) (O I B N
=
ik
-}
—5000 o
#%51088 2988 858E 183B88
20000
°
bt °
130
183 15000 -
g
(1)) [ ]
C 10000 -
X
M
@
A
;:Ié 5000
& ° ® ik—h1:25 pg/kg 181K FMES
® J/k—h2:7.5 pg/kg 18O MES
® T/R—h3:15 pg/kg 18O MRS
0 ® ik—h4:30 yg/kg 1B1E0E MRS
T T T T
0 500000 1000000 1500000 (pg-min/mL)
AUC{BATIE
6. RiERUHE

BELRVUF REGTAEET) EUT. 28U EDBETIF15 pg/ke., 28REOBRS(E30 ug/kgE 1810 KT 5. 20, 1 DR SRE1 mgalBInnls,
7. BERUREICEET ;55 (ki)

7.1 2L EDEE(CE. FRESECRSBEREL RS TIE, [14.1.138)

7.2 2ERBOEEICIE. FRESE(CRSBEREL RS TBTE, [14.1.185]

% 7. ERUARICRET 2R DFHMBICEIL TIE BB IEHRNIF1 0R—IZEISRIES L,




N <700

FERS PREN5R

O NPR-BIC3t 9 2304 (in vitro) %

NPR-A.NPR-B. NPR-C7Z @#|FH I 2HEK293 Tl (CFE4 DIRE (0.000001~100 pmol/L) DCNP22,
MY UFRANPZEIM T, XENPR-COHF R CRINE B MEBETDCGMPEEEZATEUEC,,
(50%MREE) ZHEHUIC. RYUFRIFCNP22EEHRICNPR-B.NPR-CICH U TIFEWVERM M ZRU.

NPR-AICH U TIFME VR M4 2R Uz,

ECSO NPR-B ECSO NPR-A ECSO NPR-C
Peptlde (anl/L) (anl/L) (anl/L) ECSO NPR- C/ECSO Primary Receptor

CNP22 13.4+11.2 >10 pmol/ 57.5£35.8 7.2%8.1
RYUFR 3.5-10 >10 pmol/L 20.6-113.5 59-11.4 2
ANP >10 ymol/L 0.04-0.14 5-8.7 62.1-125 2

ECso, SORMNTEE. BFFHE+SDX S EH.

a:CNP22ROTRYUFR ECao nonc / ECsonprs « ANPIECso o / EConon

- CNP22: NTEIECNPD—D, MEEITTFEL (BN CEE) . Sills S MDA DEIEE N L 2N E U BRNEEMDIBERECRES LTV S,
-ANP:DBMF D LFIRRTF R DB DR, Bl EICEEL. DE-DEEA R DD ER R L O] SREREEEBERE DB ECRES LT WS,
-NPR-A:ANPEBNP (BELF N AFIRARTFR) EEDNS Y AT 2 —H —

*NPR-B:CNP;E4EDN S VAT 12— —

*NPR-C: U7 SV AZEAE

O #ItIEEE NREMEIT T DCGMPEE (in vitro)?”

BERARFT—HSERINEN/IcE MEEB&SHHREMREZRYUFRROCNP22(0.001~10 umol/LDEE#IE)
EAVFAN—IUHRBBREPDCCGMPEZRAIE Uz NV UFREUCNP22ERIGE . BB #f2 TcGMP
FEEDOREKEFHEDBIINRDH SN, £ S EEEEMIBONPR-BZE ML T 2 LN RS NI,

140 -
-0- RYUFR
120 =@- CNP22
I5—/\—:SD

100 +

80 A

60

40

20 4

cGMPELE (1 uMDCNP22TDEEZ100£0L7T)

0.001 0.01 0.1 1 10 (UMY
CNP
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O NI B RSB REREIRRSMADFGF £ U=MAPKU VB LD RS
w93l (in vitro)?®

ACHE MBIRNSERE LIS BEACHRRARBBHIAZ ISRV UF R107° mol/LB UL IFBIEZRIL5 7™
A VFAN—hL. ZDHFGF18(100 ng/mL) E57 R A VFaR—hUIc&ET SRV UF ROFHLEC K,
FGFZNTUfcMAPK (ERKT/ERK2) U BB(E D FTED BB D Y (SIS Nz,

PHUIEEACHRR RIRER & HlfE

MAPK-P
(ERK1/ERK2)

MAPK
(ERK1/ERK2)

1 2 3 4

. RYUFR10-5M (5593) +i81% (553)

. IRYUFR10-5M(553) +FGF 18 (553)
. AR (59) +iaiR (59)

. /BY% (557) +FGF18(5%3)

A WON -




N <700

O Fefr3"C 9+ R T 40y I BRI TS LD ABSHER RV - RENSHE
DF (ex vivo)*®

EHIHBICHUR (WT)XORERDY FNI4UvIBREREMIAE (TD) (Fgfr37Y " ZR) XD AN S ABE
BEDEU. RYVUFR(EAREE:107°~107° mol/L) RUBE (GABRE 3.5 mmol/L HCL) 6BREiEE
Uico

BE7HBIINIY VUV RUIA VY (HRE) R TERMUAREDEBFHNEEETFHHLIcEIA. TDYD
ATHERRO Y A XDfE/\ FIREH DRI, AHIRESS D40, IR SRR AR DEE R LY
A ZDHEINDERHSNeH RV UF ROFIIEEICKY CGEEKFE CRAEDBOENN BIzS SN, B
REEHRIE. WTNY D ADEEIR CEHRESNIcDEBRRICIRE TRE LU,

e K167 (MRRIBIBONY —H—) DBRBEREZ{TOEECA. TDNIATHERAREE DRSO OTTEN
HFENEDITH U RVUFRZERINIEE U ARRE CIEEA U BB O RMBOEHNREENRE SN
e XBIOS—4 Y (HEMAREMEDY—1—) DREBERETIF. TDYIADKBEE TXE IS -V DFERN
AU THBIARTL BB LN EM TSN RVUF REFINIESE U KBRS ClEBEE RIEMNHER

HoNfe,
H&E (X10) K167 (X10) XBIIS5—45"2(X10)
(E5H) (93k)
TD+&E1E
TD+HRYUFR
(1076 mol/L)
WT+Bg

i el T
2 EEAuEEE
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SR

#

(@) Iggé%””%’d' FIFZVYIBEREMEET IV ADRER FESICLIRENE

7BEOTD (Fgfr3”Y ZR) ™ AITEREIFRYUFR240,800 pg/kgz. 18 1@ 10BBE FE5 U,
EHBHEOHENBEL T HFERFEF (W) ISBEERS Ul BRI T 5. “““*@‘hﬂib%ﬂi ATz
ECA BESEICRKFURNEBEMNUDE#HER DM RN ZRHON. KRB KRE. LHETERLGHRENR

SNz — . B4~ TIFEREFSRDONEN S,
WT+BIR 9.84 12.99 5.83 20.25 69.08
TD+B1% 5.31 5.41 4.16 14.18 4514
5.49 5.61 4.28 14.59 4717
TD+RYUF K240 pg/kg
3.41%* 3.69% 2.84% 2.88% 4.51%*
5.58 577 4.29 14.86 47.52
TD+RYUF K800 pg/kg
5.23%"* 6.64%"* 3.26% 4.77%"* 5.29%"
%:p<0.05[one-way ANOVA (post hoc Tukey's).vs AR5 DTDY D] (mm)

O Fgfr3*" (Ach) YU ZADRER FRSICLZBORHE"

3BIDEEEAChT IR (ACHDET LD R) (SRR FRYUFR20, 80280 ug/kgz. 1818368
B RS U ERBHMEDEENREL T FERERGF (WT) (SBEZIRSUIc. AChY D ADEREE
RYUFRE0 ug/kg TR, 280 ug/kg CRBEICBRU. RRIZ80RV280 ug/kgTER{LLIN, B4
~ GBI FBAR U, A EB(E280 ug/kg CWT EHsH 2 MICEREFRHSNBD >z, AEERUESD
E (3. 280 ug/kg TBRMENRHSNT,

57

CEECICCEE
9.40cm 8.43cm 26.93g 2417mm | 1491mm | 18.24mm 9.74mm
—0.58cm - —3.14g —2.87mm | —0.55mm - -
Ach+iBig
—6.2% - —11.7% —11.9% —3.7% - -
Ach+RYUFRE —0.40cm 0.38cm —2.29¢g —2.27mm - - -
20 pg/ke ~4.3% ~4.5% ~8.5% ~9.4% ~ - -
Ach+RYUFR - - —2.17g —2.75mm - - -
80 pg/kg - - ~8.1% | —11.4% - - -
Ach+RVUFR +0.36cm - - —-1.98mm | +0.52mm | +0.86mm | +0.66mm
280 pg/kg +3.8% - - ~8.2% +3.5% +4.7% +6.8%
SHE~10IT

Ach&Ef LR AChBF DFIE-WTE DB

Ach&8 MR [ (AchBEDIIE-WTE DT IIME) /WTE DFIE
—BEERL(p>0.05[ANOVA with Dunnett’s test.vs WT]. WTB#EBEENBHSNIcBDIC DOV THIBZETH LI,




N <700

[ | =2 T V==
ZEHEIE RN O S 4 5R
o =TS 32)
RN ZITHER
_ . pom FES
ERERT 25735 =
SHERIEE EiiE W5 (ke) e R
hERGF v hERGF vRILAUS ABRICH T BFE=
RS, EEFEEAL mviro | OOMEMY L sgm gmEic.Enso ug/mLBekESn
” feHEK 29318 fee
0.80.280.800. ERERUTRAECMEORER TR
<2 (FVB) BT 8000 %3 DB RS SN, SABETIELVE
(] ETHoI,
J1—X1
FREYT:0.1.4.7. —BEOBRENSPEEONEE TR
14.28.70 Ho~3/ | DMBEUENNRDSN B 5HI07LAIC
[1.3.4.78] 12 BRALEIEOTE,
ZEE 0. 28. 49, (=EE) | REBRSICKV.MERTOHRNRD
R 70.140 nr.
[9.108] BIRDEERICS<D IO ~BEDIEARN
: FENT,
J1—XAI SERERMIDE FICKESHBOEMNHS
HEET:0.28.70 H1/MT | e,
[181@78m/H]
0 1251 5EICEBREHOMFHNRDSN, T
X () NI MR R & B8N 3 B TR D 5 5,
DINER 250 EMEGIRETBE . MEE TOREN
i BF | mgimeinga, | 4 BOSIUS
A=A 4. 255 2BELLEDD Y27 NARIERIS T
2=28:1.11.14. 592 A4 —TEHYITEL LD
1 6\ 1 7E|] Fé%ﬁﬁ%’*b“é’j’:‘)ﬂfto
T2 1Tl BEROBEKENIC. I
S 21 EEAR: OMRAE RN E . T BhAR T BhARID
0.10.50.200 s BEH=2EITE U IRE5E19BBELIAIC
[1.4.8.118] AVRO—)LUNIVETTRICEE L,
DB O R MEIEN L, PREFE. QT
RIRE. QTCBRIRDE RN T HEY BHS
BT n
) MEANDEEF. 28EDER5 THEL. Z
JT—Al . DBDBSTIIIFEIZ <D T TIHT,
200 B8 | 5 20T mEETEDREEN T3
[B1E78mE] ENBMEMEIC DI TEIENC R RS
BULIZEBMIN RO SNz,
FRB:
e/me | .
_ _ 0.30.100.300 « RYUFRBESCEET 2DIRMER
PiEER Svh(HSD:SD) | BF (o) ;;’ ;‘j S A— I DRSS NN
H6/16
. . _ 0.30.100.300 RYUFREBE(CEET BIERER/CS
B Svh(HSD:SD) | BZF () W8 |y somiEmRSS NI,




TEMFIEHBRNUS M ER

SR

O 8@ 55 ER>

(1) SYNCBIF B EOE 5SS MR
SyMIRYUF R0, 80, 240X (3800 ug/kgDAE TEREFE FE5.0.15.50X(150 ug/kgdHA
STROERNN—S ARSI RVUFRZHRSUICEEDIRBTHERIFCH Y, SHIENREIFER
SN DI RVUFRZESYNIBEOFE M5 UCBEEDHESHEF800 pg/kg. BOERNIESUIC
SODMEBMEEIF150 ug/kgThorz.

(2) hZ A4 HIVICH I B EOE 5SS AR
AZIAHIVISRYUFRE0, 20, 60%(3200 pg/kgDRECHEER T#5.0.2.6%(&20 ug/kgdH
ECHEBIRMNES Uz, RYUFRERS U 0RBHEERIFTHY . SHENRERBESH TRE
Dol RYUFREAZ I HILICE TR S LSS DEBMEF200 ug/kg. BIRAER S UISa DE
HHBI$20 pg/kgTholz,

O RiEESSHHR

(1) SybCH1F328BERERSS 4 ER

7~8EEBDSYNTRYUFRE0.50. 15013500 pg/kg/BORET28BMERR FR5UI%. 7
BREOOERRERI - RYUFRCEET BFEELT. 1) BEORBERERRU- BEEEDE L
[COBH BHENELORE. HU2) EHSNERRBNEE X SNBRYUFRIESHA (ADAZ
HURYUF RIUE) DEENRH Sz, —BORIREMPZOE(LIE ML DEDH D EETHBHEER
STz, TN ME B T T B ORBRERN SE Ch - CECRRT EEZ 5N RYUFR
%500 pg/kg/BEREUIZSYNTROS N, BROTEHEOE . RAREHOERE. ROZNCEELE
BRI ORI 2B E RV T SRR B ORIPHN TH 2. 500 pg/kg/BORETER
BEAIC R A D T B DE T o 2 IR R OB 2 0 (L S ENIC RO S NZCEN S RRBRICH
FBRYUFROMSMEIF150 pg/kg/BEHMTE NI,

() h=J4HIVICHIF 3 28BERER 5SS 4R

2~3FBEED AT A FILITRYUFR%E0, 20,90(3300 pg/kg/HDOHAET28H/BERKE 85U
% . 7HBEORERBZRIT . RVUFRZRSUCEESDRBTRIERF CHolc. FTRESNIEMVUFR
EEDFELLT. 1)300 ug/kgBlCDH—BHDDIBEIEN. 2) TRXRTDRYUFRIZSETHENE
{EDIRE. U3 BEE N EA U 1 BITADADEEN RO SNIcDIH T ol it IF KBRS (CHE S
NTKWUBEEFRBEZHNZENROSN. CNFHETRRINTEEVBRESEE—HUTLE BERUX
BRE CHESNICHERDARIFMYUFROER#EFRE—HUTHY . OERBR TIRE CICEFE DR
OENHSNEENS. CNESDEBLIFEERREFHIEURD ofc. CNOSDEMZHNZELIF. BHED
MYUFRZERSUCEESHYICHS T2 RVUFROBREBEBERICERT 2EEZ 5N, FRAINE
EBY.CGMPRUTRI OIS -4 VEEC-TORTFR(CTX-I) BENRVUFRES(CRIGULTEI U,
ANPEEICZA LSRN o1z, AR CEIHENSBIIFE NS ARERICH T 2HESHEIF300 pg/kg/H
Tdofco
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N <700

(3) SYMIHITB26EMRERSS R
E%8~9nBBDSYNIRYUFRZE0, 50, 150%(¢500 ug/kg/BORE 6B EA/E TR 5L
% . 28HEOEERBZRITIc. RVUFRERSULCEEDRBUNROSN RV UFROEEBERT
HOMBEABILDIRECREELCEMMBNEREIN . MEENTHTEEDORENHFSNIH . [RE
CUTHOBREENBVLCENEZ SN, BEBIEICH T 2RHENZEL.in vivoTEERINIc—RIKREA
DFE . KRU150 ug/kgll FORAETROSNIBETFHNDOFECE DS AHRICBI2ESHER
50 pg/kg/HEHIRTE NIz,

(4) HESVNCHIT326BRRERSS AR

% 7BEOHE S YNMIRYUFRZ0.10.30XIF90 ug/kg/BHOBET. RN SHAMFE T268
EhEBHK FES5UICE. 6BBOEERBZRITIC. RVUFRZRSUICEE AEKENLBEREDE
10, 8182 BMC) RU'BEE (BMD) D& T. I UICEDERFIZIIBIEDE THERD SN EHENZFE
BZEE(E. in vivOERER TEROSNCIUR R U B EHERE DR T Wt U ICBIENDRERR N URE D ZE (I K D5
FEREBEMENUIC, INSDOZE(LIF RE ERENURER) DIEERUBMC - BMDDIE FEH25H DD,
ERRICIEin vivOTERERSI NG SV SERANSAEAER (K18~ 15:8i) (CET2F T EDEMERICEH
ETBDRAERFEFEEAESSODNBN DI REDEVS VN TEREEN TV E NUARRBREREDIK
DR WVWBIHHEHIEAELCORVEICH T X EN B> COBRIBEBERZD IO UICTRBEENE R
SNZ. AHBRTIF. BBICH T 2RXEDHERBB/ENOEEEICHENROONTCA, CTNIFHETRYUF
ROBBEN BV CHEZEZ SN RYUTFRORSICEELIE S Y MOITEIN U MERANDIHESH
IBREEFFRDSNIBED DI AHBRICH T IMEMEIF. COREDAMEDHEIRHEENUEEENKN >
el ENS 10 pg/kg/HEHIRTE NI,

(B)HZ T4 YIVICHBIF 2 26;:BRRER S S5

4/ BE (2~ 388 DA = I HILICRYUFR%E0, 20,90 (4300 pg/kg/BDRE T26;B™:E
AR TE5U%. 2808 OEEBEAER . RYUFREZSUEEORBHEGEIF Tz, RY
UFRICEHET 2R ER. BEOBREE ZNICHES., BICARBDERI RO REEOMACEBEL
ZALICBRSN T Wz, ECRSTREROUERSZDE(LREDBERERERN HS5N. 858BICHIF2E
NZIA P I DBRESE (C,n) DEVDRIRINDEEZ SNz, COBREEEDBLE. IEFRERICH 2
D HBSNTIE 1 FITIFBES h TlF IR o Tz ERIBALIC BT BREDTB LN, RV UFROEDRS
ICEEL. HEBRYECH T 3R BERIGICEET 2. 520\ (F. ZNIC&> TR NZTAEMNE X 51N/,
300 pg/kgZER5 U h= 04 I CHFENEEROESOERERNBHS NI EN S, ATBRICH
13 BEmBILEIFI0 pg/kg/BEHBT NIz,

(6) =4 HILICH I B44BRRER SS 4 ER
4~SEDH=IA HIVITRYUFRE0, 25, 753250 ug/kg/BORE CA4LBREER FR5 L
#%. 1 3BEOEEBBERI 2. RYUFRERS U EEOREUNRD SNz, RYUFRICEHET 35
23 FBERICRRT 2BBOMERUNERBHECT T2 TR NFE. LOICRSER OB
DENHBHSNzDH CTodoTz. RIS DT B DA ROBDOER Z3 | ST T 1508 RO
DA BICESE ARRCHITDMBMBE25 pg/kg/BEHETNZ,
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TEMFIEHBRNUS M ER

O SR ES R

(1) SYBMCHIFZZRaEEM UBIARE TOVIHARFELICRA T B0 5%

et S NTRYUFRE0, 90, 27013540 pg/kg/BORE T, KEANICH 428 B0, 1$158rER
185Uz, 22 BB OB 80 Tt 3 RIS T B & ©. I (X IR 7 B D B8 & TR 5= # KL
feo Sy NCRBRAT D S LB HARS Z B TS E50~52. S NCSE A 2 BRI R QS IRIHE T, R
VUFRERS LS BEENRDSNz. RVUFROBHEICH T 2R EBEREEELFEN 2 H
B OW I TSN, 270 ug/kg/BLEDRBTIIEERBEEI SN, ZORE. WHS VNI T
BEEHBIFEDIC0 pg/kg/BTH12.540 pg/keg/BT. REETOEMDO O T HRIEN . BEFHOD
AR OBEBESEOED D ERS N, BBREADEEN BN ENSEERBEFUT LB T,
SyNDERSMICEIT BEmBILBIF540 pg/kg/BEHIBE NIz,

(2) SYBNCHITBHE - BRIRFEEICEAT B ER
RS Y NTRYUF R%E0, 90, 27013540 pg/kg/BDFET. FROBER (FHIR6H) hS BB M %
BUCBOEEM (TR 70) $ CEOR FRSUcE*. 8BS R URESRERDSNBED /.
SyNCBIFBRYUFROBEROFE - BIRFAEICE T HEBIBF540 ug/kg/BEBTS N1,

(3) SYBMCHIFBHERMR U HERDREN UV ICEHADKEEICEE T H5HER

SRR O D OMES Y NIRYUFRE0, 90, 270X (3540 pg/kg/BORE T ROBHRNSF, HLD
B (FHIROE~RFL208) FTEHE MRS UCEEDRBEFRTF CHolc. RVUFRZERSUICHED
HERTIE HEMMUEEZROERFE. BENVOHBICHEFRDOoNBRN e RVUFRZERSUIC
MDA P TEREDRYVUFROEHIN, BERHNSEY AR E SN cDIFMEBEREETITRALLTL
BRWBIDH THED  FHFICESAEBE CHAERICF AN RV UFRICBEINSTEEEN REINIZ. DY
NMIBIT2BEYSE. LOICHEMNOEERDOREICRET 2MBMEF540 yg/kg/HEHFEIN
1o

(4) DY F(CHIT B - BRIRFELEICRIT BHER

RS RICRYUFRE0, 45, 13593240 pg/kg/BORET. B (HE7B) M ST MM (FR
190) FCEER FREUEE DR M BIF Tl SEMOMEER O - BIRRA CRETHERG
BOSNBD oIz, ZDRE. Y RICHT 2BEWBIER OFF - RIS FA(CRI T 2 MBI B(3240 pg/kg/B
STz,
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N <700
B ICRT HIB(LFHIAR

— % BIRVUFR(ELGTFHEIER)

(Vosoritide (Genetical Recombination))
T Ci76H200N5605:55

:4102.73

E
EZBER 7 /BESINROI LT AR EG
PGQEHPNARK YKGANKKGLS KGCFGLKLDR IGSMSGLGC
Z:N BIRVUFRRIEGFEBIENCRFNIDAFRRTFR(CNP) A THY, EFCNP-53

D17~53BBO7 = /BKEICHAIL.NKIFKIC2ED 7 = /BEE (Pro-Gly) iMI0LT
WB. MYUFRIFIMED 7 =/ BILEN ORI T FRTH 2,

T

7 F
7 F

RAIFHEIR

KA DSFERE TICHITIRENM

e RFIFRSE o)
RIFRG N4 7)bh) FEERRHSTIE {R1FHAR

Gen 2 2418 TE

0.4 mg
Gen 2a 1858°¢ TE
Gen 2 2418 TE

REARTZEAER 5+3C 0.56 mg
Gen 2a 241H8° T
Gen 2 2458 TE

1.2 mg
Gen 2a 18»8°¢ BT
Gen 2 618 TE

0.4 mg
Gen 2a 618 TE
) o Gen 2 618 TE

125+ +59

RS Gen 2 ?5 2(&/60 5%;RH 0.56 mg
Gen 2a:30x2C/75£5%RH Gen 2a 67]% ﬁ'ﬁ
Gen 2 618 TE

1.2 mg
Gen 2a 618 TE
0.4 mg Gen 2a 618 ZE
ik 40%2°C/75£5%RH 0.56 mg Gen 2a 618 ZE
1.2 mg Gen 2a 618 ZE

HERIRE IR, K5 BB NSRRI F | BB DR MHER AEHE. Cyclic GMPEE. i, RTFRSE. pHORBE
HREMFHREITV YU TRETH DT ENERINTND,

I INTICBVT. TOETFIV I LRE2 mLASZNA PILERV.

b:Gen 2aldGen 20DEETiEZ—HEELCHD T MRREROEFE/AEMHFHEEINTND,

CIA8HAF Tk T IE
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BN S
R L DR

REIXSD

WHZBERER CIR—EMFDLSZEICKIIERTDIL)
BTE

RAG7ERH T T, 2~8° CIRTE

BIHHARA

26

BRWLW EDER

RIEZRE T BT &, REE(2~8C) CRECEIRVBEEBRF . TRCTREITIILHTEDN 3 BLRICHER
FoIL Fe . BR CREVCRIIMBEICRSGTWVNI &,

=k

(RyI AV TETFiER0.4 mg)

1NA 7 )L (BEESEKO0.5 mL/ U D4 ILRIUY I 1T
(RyI AV TETiEFR0.56 mg)

1NA 7))V (BEESEKO.7 mL/ U D4 ILRIUT I 1T
(RyI AV TERM1.2 mg)

1NA 7 )L (BEESEK0.6 ML/ LI« ILRIUY I 1 UVITAT)
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N <700

FhEEH

KRBES

RyI XY TR TEM0.4 mg 30400AMX00212000
RyI2ZV I REM0.56 mg  30400AMX00213000
RyI Y TR TEM1.2 mg 30400AMX00214000

KSREFR
2022%6H

EFRREEFR
2021488

FHEEINFFER
202248H

ARSERIBER
202248H

BHEEHR
105 (il 78R 203246H)

GRS

1. ERBURAVEESTEZRED L EBYICRET DT,

2. BENTOBRIEAIDBOH TRONT VDT ENS RISHRTTER . —EHDIESICRD T —INERINDE
TOE I BEAZRRICERANBRBZERRT DEICKI FEDFERABREDERERZILETDEL
BIC AR DREMRUBEWNEICET 2T —IZRHICINEL. AF DB IEERICHBEREBEZHELUD &,

(RERHEFT LDER
1. FEIFHEER TH B BEFBESRFEI/S (FR20FE38198R) (CRDE.2023F8BKEET
(FNETABDZREELTRET DL,
2. ARFIDOREENIFHRICEE T B FRICHN T, [BiniROEAHICKUMRDIREMEN TRV TN RSN
=ty Kﬁﬂ@&%’a‘:qﬂtﬂé;t 1ESNTVBDT ERICHI>TIFTNERT DT L (REFK0817
%4 HAl4E8H178M),

EE2IER

1)Vajo Z et al. Endocr Rev. 2000; 21: 23-39.
2)Wright MJ et al. Arch Dis Child. 2012; 97: 129-134.
3)Merker A et al. Am J Med Genet A. 2018; 176; 1723-1734.
4)Pauli RM. Orphanet J Rare Dis. 2019; 14: 1.
5)Fredwall SO et al. Clin Genet. 2020; 97: 179-197.
6)Ireland PJ et al. Appl Clin Genet. 2014; 7: 117-125.
7)Miccoli M et al. Horm Res Paediatr. 2016; 86: 27-34.
8)Matsushita M et al. Calcif Tissue Int. 2019; 104: 364-372.
9)Lorne H et al. Eur J Med Genet. 2020; 63: 103816.
10)Sudoh T et al. Biochem Biophys Res Commun. 1990; 168: 863-870.
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11) EEREEMIER ] ERERSIAERER111-30158 (KERFAH 20224668208, CTD2.7.6.5)

12) [EEREEHMIER ] ERERSIAERER 111-302558 (KRFAH 20224668208, CTD2.7.6.6)

13) [AGRESHIEE R BN SIEEER  111-20258 (KSRFERH 1 2022F6820H.CTD2.7.6.3)

14) [FEERBHHER ) BN S8R 111-20558 (RERERB 12022468208, CTD2.7.6.4)

15) [FGREFHIE R B RIZEIEEER 111-206/2085 8 (RFRFERH 202246H20H.CTD2.7.6.7)

16) [MER] ERHEREIERER: 111-206508 Interim Efficacy and Safety Data Analyses from
111-206/208 (Data cut-off 07 September 2021)

17) [RGEREFRHIE £ E Y ERE (RREFERB 1 202266H208.CTD2.7.2.2)

18) [AGREEHIE R BEMEY ENRERET (RERFERH 12022668208, CTD2.7.2.3.1.3)

19) [EEREEHIER] 27 FERFERB 1 202246H20H.CTD2.7.2.3.1.1.2)

20) [FGREF Ml E ] 38 CREREAH 2022465208, CTD2.6.4.5)

21) [FEEREF Ml E R HEtt CRERFEAH 202246 520H.CTD2.7.2.3.1.1.4)

22) [FEERES M E R | YA B EA N S EYHEEME B /EA (RERFAH 1 202266H208.CTD2.7.2.3.4)
23)Lorget F et al. Am J Hum Genet. 2012; 91: 1108-1114.

24)Krejci P et al. J Cell Sci. 2005; 118: 5089-5100.

25) [FEGREEHIER] /N1 4~ —H— T GRERERH 1 202246H20H.CTD2.7.2.3.2)

26) [FGREFEHEHE R NPR-A.NPR-BRU'NPR-CICH T BV U F ROMEXN AR (KRESH 1 20225F6H
20H.CTD2.6.2.2.3.3)

27) [EEREEHRER | BB FMRB IR TORNYUFRDEM (in vitro) GRERERB:202266H208.
CTD2.6.2.2.3.5)

8) [ERIFFHHE R N R OIBECMNER B BERAER U Y T Tx Uy B RN RIS
R CORYUFRORAOFHE (AERFERH:202246H20H.CTD2.6.2.2.3.6)

29) [FGREFSHIE R BRI (E16.5) Fgfr37 " 9 F RO+ Uw I BRERE (TD) YD RABHMER DRYVUFR
DARINBEICLDREANBRROFHED (EBFHH:202266H208.CTD2.6.2.2.4.1)

0) =SB sHIE ] Fgfr377 9 F b T2 Uy I BREMIE (TD) VORDIRYUF RORER MRSICKDH
BABMEDHE (KRFBH:202246820H.CTD2.6.2.2.5.1.1)

31) [ERESTHEE R Fgfr3° " (Ach) XD ZRDRYUFRO36HEE FESICLDBOHE KREAD:
202286H20H.CTD2.6.2.2.5.1.3)

32) [FEREEHIER] 2 MR R GRERERH 1 202246H20H.CT1D2.6.2.4)

33) [AGRIF M E ] 2Ok S 14HER (EERF A 2022468208, CTD2.6.6.2)
34) [AREEHE R RER S H4HER (EERFHHE: 20224685208, CTD2.6.6.3)
35) [AGRIs S E ] £hEF LS4 R (RERFAH: 2022468208, CTD2.6.6.6)
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RElrT ARG BRI (HEXERUHLEh R EET)

NtEERERUREVEDEE
BioMarin Pharmaceutical Japant®i&tt
AXTARIA Y THA—=23Y
T160-0022 RREBFHBEXIHBEUT B1&E6S IRBISA 90—
TEL:03-4578-0638
FAX:03-4560-4286

BHEARGERE
BioMarin Pharmaceutical Japan#kd &=t
RREFEXFBEUTBE1ECS

BEEE
BioMarin International Limited, Ireland
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