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10.

1

—_

B

AT R 10%  (GRERSLA) WA OE T 100mg, B4 7T R 2.5% (FEERED) o—adh
720 OEEIT 10mg TH D720, W(Tﬁ?él:ﬁiun@i%%ﬁﬁm PR AT A BT A L FEO—HLBIEILDWNT) (COF
A 18 4F 11 A 24 AfF  SEARAFE 1124004 7, Fpk 24 42 A 29 AfF  SEARAR 0229 5 10 5) B 2
SN F 7 D80 E A O ALY FRIRI SRR T A R 74 2] 1ITiEW, WE O LY PRI R SEME 27 L7,

RERTE - S RLik
kBRI
RERIR AR s R 1K
7= Mcllvaine &% pH 4.0
A AR R 5 s B ES 2 1K
A ARTE R 5K
[Fl#5% 50rpm
REBE R 4 77 VIR 10% & B4 7T VR 2.5% OIEHZEENIFS CTH O AW FEICRE LAl STz,

BH-a2k
(NEEANRELGER - B, HNEI/RKRLERSE - ARICET H1ER
PARBANA
8 %
(EA T T UFEH 2.5%)
(7/V2536)  0.4gX100 ¢
(EA T T UK 10%)
(TvI530)  1gX30 1
QB)FEEE
PARSANA
4)BHEOME
RVTF Lo, TAI=U A

JIRRE SN D EME

Y LR

12. 2 Dtk

EA=RANA



V. 1BRICET HIEH

V. ‘aRICEI SIHE

1. EXITHE
OCEFHEFTTYY VERBERIE. PEFOTTFY D UERBERIBICE DRIz DT = UMfE (B
BE TS5 VE) ITEFTAMEFETI LTS UEQET
OFFSEFROEXATTFUURIEHEI T LTS UKBIEBRRIBIZED(EI LTS VME (T
SERFBEFATTIVUREHES I T ZILTSZVME) ITETAMEI LTS UEQEKT

2. DEERIIHRICEET 5FE
5. HEEX (T EICBET 5T E
(BRF 7z L7 5=V ME)
51 AANL, MEBWICEIY P FrbE AT T Y CAEREERKERE, Yt Ru 77 U VU E R KIBEIC
BEShizboiciE5452 L,
(TrZERREXTTY URIGHEE I T ZILT7 5= U MfE)
52 A#IE, 7 Tk R4 77V CAMRBREICLDENZKICC, T T8 Raed 77U VIS
7 2= VT TV ERFESNTE b DI T 5 &,

3. HERUHAE
(WRERUVHEDEREDR

(BRE Iz L7 5= VME)
W, a7 UHEEBEE LT 1 H 2~bmglkg & 1~3 NI EIROKGT 2508, ME7 =17 7=
VENEFERICHER SN DOHEEZ S > T, AOMRE LT 5,
(TrSEFREATTIURIEHER 7 T ZILT7 5=V ME)
WE, Va7 UG S LT 1 H 10mg/kg (1~3 BIZAEREO#5) 2 oR G2 BE L, BAREIRS
DBEEATORD S, AFHICHIS LI 7 = =47 7 =0 BEEICHRE S WD HEZ b - T, A%k
FRELT 5,

QFERUVHAZEDHRTERERE - IRIL
(BRF 7z )L7 5=V MfE)
Ve R A 7T CEMBERERER Y Re 7T ) U UVBERERBICES R T = =T T = U iE
16 B % et GRS 22 & ONCHLE 7 = =V 7 7 = UAESE OMAEFT A FRE ISR G &AM L ofR, A9
HERFEEIX 2~bBmg/kg T MIE 7 = =/ 7 7 = 1% 0.9~2.9mg/dL & EFRICHEF SN2 bR E LT,
B, AFEGLRTE D B EFOEA (L LT, L- M=% 5-e kaxv N F 77 0) 3JFAIE LTH
e MEEZE2 PSR EGESnE (VAT 1NERE I TS ZVmE 2H)
(TrZERREXTT) URGHEEG I T ZILT 5=V MfE)
FAtEH &% 10mg/kg/day & U CEMNERIRIFZED i S 4v, BIEITD 700 O ORFI O A EWE R LR R~
M S ite Z &, MRS R A b L ICBG A % 10mg/kg/day & LTSN O RGERIERER (PKU-003) 23
Fhts Sh, BERBRICBWTARRO T 7 2 RIS T 2 BB RIS NI Z L ENORE L ( TV.5.(7)2)
TrRIEFOEATFYURBHER 7z ZALT S = VliE] ZH0) .



V. 1BRICEEd HEH

4. RZERUVHAEICEET R

7. BEARUVA=ZICEET 53FE
(TrZERBEXTTY URIGHEE I 2 ZLT7 5=V MIiE)
7.1 JFHIE L T1 H 20mg/kg 2 5% 513170722 &, 1 H 20mg/kg 8 2 5 AT D720,
72 AFRSNTVWHIRFREOFERITHIG L7oMiE 7 = =T 7 = U EOHERF®EZ15E O BIEE L 5
HZ L,




V. 1BRICET HIEH

5. BRPRRUIE
MEERT—2 /85—
AN
(2R ER
QT EfREIC T 588 WEAT—42)
TERERR N 56 # % %15 & L 7= thorough QT/QTc iBRIC T, Y7077 U U HEE 20, 100mg/kg ™ Xt~ 7
TR EEALM T CHERS L QTe M ZHIE Lz, 20 X1t 100mg/kg %5 T, 7R L LZNZEhH
K 3.69ms (90%CI IR 5.3ms) . 8.32ms (90%CI F[R 10.6ms) i L7,
1) AANOER S 7-BRER AN EIT 1 B 10mgkg TH D,
R)AERGIFRAER
ZMERR L
(4) R EERIERBR
1) BXNEREEER
MR L
2) REeMHER
MR L
(5)EBE - RAERIHER
MR L
(6);a AR fE
1) ERARBERE (—REAKERE. BEERARERE. FARBLERE) | BERTERT —2~A—XH
. HERFGRERABRONE
FARERE (BRE 7z L7 5= VIE)
BT 2= V7 7 = VEE XS & LI AL 1992 fFD 47T AL 2.5% e N
2002 £ 10 M7V FEhi S, BREFOFAEGIEIL 27 1 (DHBS X#JE 22 51, DHPR KBJE 5 1)
Thole, MIE7 ==/7 7 ="fHIE, DHBS KIEJE TITARIRN A RAF CHITETOEE T 3mg/dL
PUFICHER: T & DHPR KRHJE Tld 3mg/dL LA FIZAE F L7R2r o 7228 5 il 4 B IR F RO bz, &
R X, DHBS KIESE CIEMEL)E 0%, DHPR KHJE T 40.0% (2/5 ) Thot, F7= 27 filf
WA SNZFEIERT 10 B (37.0%) 23 T, FZ2RFIERITEE 3 F (11.1%) 4 . IFHEERE Q#lo
y -GTP Mo EHREE 2 51) 361 (11.1%) 3 Th o7, 7o, KRR GAEOME 7 = =17 7
=V EOHERK L, DHBS KIJE 22 #Ti% 19.8+13.8mg/dL 7> 5 1.4+0.6mg/dL. DHPR KH8JE 5 T
1% 12.1+8.7mg/dL 75 5.1+ 1.3mg/dL ~& FHRIK F 2R L7,
2) RRBEHELTEBFEOANRXIEERELI-AE - HBOBME
EARERE (TrSEFOEXTTYURIEHES 7 L7 5= U IMSE)
TRIZe RuebeA 77U U EE 7 2=V T T = MEE SR & L G FRA IE 2008 45 2018
EOK) 10 FRIICH- Y Efi S, 85 FIOMIE 7 ==L 7 T =M, HMWAEFMME L7, MIF7==17
T = UMEIE, £ < OFRICB O THERFRIPA O ERAN TR S TR Y | HERFEEPHAL TR STV B ER]
HLRDLNTZBMTE 7 = = VT T = BB O BRRAER & RO T EFIIMER SN2 o T, AT
flil%, B%)92.9% (79/85 f5) . HIERKE 7.1% (6/85 #]) T 7=, LEVEMITRIGIER] (85 1) (2F
\F 2 EIERFEBUL ALT #00 1.2% (1/85 #1) Th -7 ( [1.5.(1)FEKRBEHE W) .



V. 1BRICEEd HEH

(7)ZDh
1) RISz )IL7 5= UMmE
OERWE I HEERKRER
42[E 10 MRk O LFEHRRBRICIHB N T, BE 7 = =7 T = U IE & 2 &7z 16 642 5t 510, AH)
2~5mg/kg/ H O 58 TIRERH& T £ CICHAERTIX 4 » A LORERFITIX 10 » ALLE, 20 » A K CF
¥ 155 » A) OEBREENThIL, BRDEER ONME T = =1V T 7 = U AE~O B LR LIz R,
KOEEY ., HAEIRD OGN, BITEFIX 6.3% (1/16 fi) TERERIEBBOBMTH -7 2,

FRERZN R
A TGEE HHE
PREBL %
FEUUGE R TGEDL Tk T HH HHL L
DHBS KHEJE 14 13 (92.9) 14 (100) 13 (92.9) 14 (100)
DHPR KHHIE 2 1 (50.0) 2 (100) 1 (50.0) 2 (100)
#t 16 14 (87.5) 16 (100) 14 (87.5) 16 (100)

DHBS : Ut Fuv 477V Akl (PTPS: 6-Y A RA LT F T K77 Akl
DHPR: Yt Fu 77V Ui nf#
() BH%

MEFEIIZIILT I E~ADOEE
BRIET = )VT T = IJEDOHEEZHIFIZ, 16 Hl2flicBWTEfEE R L CWEME 7 2 =7 7 =
MEIE, AFN OB G-BA ., 3mg/dL DL ICHERF S iz 2,

mMEIzZIILT7SZUEDEIL

50— o)
o
40 O . JEeFOEAFFU ARBRRIBE
-
g | o ® | SR UYL ERERRIEE
£ [ ]
o 301
A
1]
N B 8
N
= - O
1] 20 O
H
IS | o
i
g oL @
o)
sfo——__®______ ______



V. BRICEd 5

2) TS EROEATTYVREBER 72T S5 =V IME
O EREGREAZE 39
- A 12 fisk TEME SRS, [BHSUGMES 7 = =L 7 7 =V MUIEIC BT 2 16 S UERR &
MZEZ] ICBWTASE 12 i CorAER~b5 %) X2l IR EEORTEL HIICLLTO &3
DR STz,

<BH: RIGHEDZ M Z BRI & LT3R >

CET7 2= AT T =VlE (T =7 T = 4.5~19.5mg/dL) B 12 filE x5, BHs- 1
AR (12 B 11 6 CEhE) | 4 FAMRER (8 fITElE) LU 1 R 5HER (6 4]TFEh)
ATV, LIS TRGED S DAL, 2FIC3 VT BHy OSTER R STz,

pEEME LEABRRURMREHABROREHE

PHEEME LEZHREBRTO  PAHBEFEELDM RHR5HBROABERKR
M Phe fIEDETE (%) (RILEETF) * RREEAOKRSE
ggj 1EaH 4Ea%H 1;9@5 allele 1 allele 2 *Q;%?F“ﬁ EE5(A) **(Qn?ﬁg) {g(:;gf) ﬁffﬂ’fo

1 34 56 45 R241C T2781 9 4 12.2 3.7 RHEFIEORH
2 54 62 80 P407S  R158W 11 23 16.4 3.4 BH.4 Bl
3 51 35 60 R413P A132V 7 6 7.9 3.4 BH. Bl
4 0 37 50 R241C R241C 7 29 13.2 5.3 BH. HUh
5 21 16 75 R241C P281A 3 27 17.0 3.4 BH.4 Bl
6 59 46 - P407S  R252W 6 63 6.6 9.6 BH.4 Bl
7 43 - - R241C R413P 19 2 1.7 3.6 RHEFIEORH
8 39 59 71 R241C R111X - - - - BHPED T
9 59 - - IVS4-1g>a  A373T 56 3 8.6 5.0 BH.4 Bl
10 42 - - R413P R241C 28 2 7.3 3.1 RHEFIEORH
11 62 - - R241C R241C - - - - BHPED T
12 56 - R413P R241C - - - - BAFRED T

- 1 [ A AR Tl 10mg/kg 2R O#% 515,

- 4 [AATRER T 10mg/kg %9 BT 2 [B] (FRAZEMENE & B 5-BR4G 24 BEEI#%) . B H 5mg/kg % 2 [B] (36 ME#It4 & 48 MERIHL) |
A4 R OEET 5,

- T SRBTIE 1 H 20mg/kg (43 3) % 7 HR#ROEST 5,

1.5 Phe fii : AP 7 ==L 7 7 =&



V. 1BRICEEd HEH

<3 nAhoRE 56 » AORHAKREHER>

1261 9B NTEA T T oG aElE, HiEa T CHEAIE LT 10mg/kg/ H SRS v, 10
HEDOMAF 7 = =T 7 = MEZMERT 5 £ 9 IR EPHEED 2V ITEE Sz, £7-. BHHM
TIMH 7 = =T 7 = AMEEAEYNCHEFRF CE R WERIZIE T = =T 7 = Uil 7 EORFHRIE
OO TONT,

« RENOBMPIEDTONIZDIX 6 HlTh-oT2, TD 5B, 5HIIFEAHK 1 H 7.9~17.0mg/kg D 5T
MiE 7 = =17 7 = AMEITEEICHERF S Tnie, —FH, BFREZIFH S 3HITI, 5808
FNEN 122, 1.7 X 7.3mg/kg/ A CHMIERIMF 7 = = VT T = MEBHERF STV,

- REIBGHBRTICIT 2 BIEBIOF BRI FIZOWT FRISTR T, W OS] BEOFERIIT
BlFThHotz,

EFX 7T U0RABREICEDGRERRF

w6l | 1 | AmEEm | B5 .
x| g i o 2AERBAF

BH: 18.8mg/kg &5 Lz ZAWMEDIRHN A 5N/-7=% 13.6
mg/kg IZJHE L, D% 12mg/kg ¥5TMH 7 = =17 7 =% 3
~Amg/dL ICHEFF CE B LY 7 2= T T2V BREIAN T 2R L,
FERIIBIETH D,

1 58 4 % H 9% A

BH, BAMRE ATV B4 5 25D BHa % 16mg/kg &5 L TV %

20 K YRIAT WA R s Ly 5 2 4 mldL CHERS S, R R AR,

BH4 HEIEZ TV, WiERE %L 5252 BHs % 8mglkg #£5- LT 5%

B 8 T i e =7 5 = i amgldL i S . BIERRECTHD.

T2V T 7= UHIRE RGN Y . ARG A FEREME T L
4 7 2% 5 » H TH A | THEEBENGHE SN TWEZA, BHs ICEDTEFICE D AHEEEREN
B8 L, FERMBBL & e otz

BH, BUMEEIZ LY 4mg/dL LT O 7 = =7 T = EZHERF L

==
5| F | 23N BT sy e s o B R B TR,

RGBT 7 2=V T T =VHIREOa L T T4 T U ANREN- T
73, BH4 % 5bmglkg 72 G4 L, BRI ZHER L7225 6.6mglkg &
6 = 53 » A 6 A | HEELTWAR, P77 x=/L7 T = HT 9.59mg/dL & J@EIERfEIC
HEFFS U T, RN D o3 G ER DN d EE IO
72

W) BH BT 1~2 » HIRIE LD, T 7 =2=1T7 7= N ER
LEEDET 2= T =0 0FAREE2RATER, KT
BH: B 50FHMEMET LTCE -0, HEEZHS L, B3R ELY
Pl e T HIREICER L>oH D,

7 % 2 5 H 19 % H

10mg/kg ® BH4 O 5Tl 7 = = A7 5 = T 5mg/dL % =
9 o 3% A 56 w A | v hr— &, 4 FEUEORMICHT 5 T BHy HAE L TR
EEOBR LR, EFIZEBEL TS,

BHs £ 7 == V7 Z=VHIREOHHICEVMF 7 = =T T = 1l

==
10 % 2nA 28T | o L m— L SRS, WO L 0 B A I L7,

* EGIRE S 8, 11, 12 O 3JEBNIT RIS 2 FEfE L Ty,

BIVERIX 50.0% (6/12 f3]) (238D B, £ B DI IR 25.0% (3/12 #1]) | HFHERER S (1 o AST
A, ALT #nomAERE 2 8T) 16.7% (2/12 %)) THhH -7,



V. BRICEd 5

QB ERIREAER (PKU-003) »
<To7tRHB_EEHRILEBHER>
c BHuUSHEAR 7 U —= 0 7 BRICBW T 7 = =L 7 T = AEM R A 30% BL_EIE T L7 88 i % %
Llze A7 7 U A 10mg/kg/ H &5 W I 7 78R % 6 B O#£L LT,
*8 LA o PRKU #3& (fiH Phe 73 450pmol/L LA_E) 125%F LT BH. 8% 10mg/kg/B 8 H [l#% 5
BB . 7 == 7 7= 450umol/L=7.43mg/dL
« BHLBABHIZ Y 7 2 RBECHE L Tl 7 = =7 7 = MERAEICIKC T L,

MHA7x==177 ="l (umol/L, Mean=*SD) 3 o M T A
B GBI ~ e SO R LR
e H-RifE 6B O LE (LOCF)
BH. AR (n=41) | 842.7%299.6 (13.9+4.9) | -235.9+257.0 (-3.9+4.2) ~0.0001
7T R (n=47) | 888.3+323.1(14.7£5.3) 2.9+239.5 (0.05+4.0) P

RGN D DAL R E USER L 2N BOITET V. KT — 23 XRET 2EROMETRA (LOCF)
GE: kiggkd, O NEMED HALIE mg/dL)
- 6 EEOERHM (1, 2, 4, 6 8) IZBIF2MF 7 == V7 T = AMEOFHZE L EIZKI RS iz &
BY., FIERBEEHETIREE AV ERRHONRPSTDIZX L, ©F 7TV ARG TIIRG%
L FICH ST PR BOIRT 23, £ D% 6 BEIC Tz > THike L7,

EXTTYUBRERRVTSEAREHOTYMH T I AT S VEQELEDHS (—8HE)

(mg/dL)  (umol/L)

3.309 200
2484 1501 “ "
1.654 100 47 47 _

0.834 50

04 04
-0.834 -50
-1.654 -1004

2.484 1504
3.304 2004

Change in blood Phe

-4.134 -2504

-4.954 -3004 - 1
41 £

5784 i 40

5.78 350 . 4

6.60 400

- — — Placebo — DBH:
—7.434 -450
-8.254 -5004
Baseline Week1 Week2 Week4 Week6

Time

BB ;7 = =17 T = i 100umol/L=1.65mg/dL
M7 2=V T T = AED P ECE R O 95 %K M 2R,
7Z 7RO, JIERSTT —4 O b BEKERT,

c AEHFERITI51% (2141 41) RO B, ERH O EAGERY 17% (7/41 41) | §E8¥F 10% (4/41
B) THoT,

T



VI RS ARBLIZ B3 5 H

. EYEB(ICEAT HIER

. REFNICEEH HLEMRIILEHME
RN

. EIEEA
(M1ERERML - ER¥F
H7e T Y VBRI RS N Raed T Y VELEAR LD TH S, EENOT N Tk RR
477U (BHs) (%, & KICBWT 7 2= 7 7 =0 KEREBESR . F o v VKB EBEZE R VN Y 7 b
7 7 KEEALEERE OMiEEE L LTl <, BHs RZICESH 7 2= 7 7=V IJEIZBWT, EOMFICZE
DEFL TN 7 2=V T T2l KNS D, £, 7= 7 7= KEBLEEEKBIED 5 &, BHa
FOSHE 7 = =07 7 = MBS SN D BEICHOWTIE, AFIOFREGIC L 2 0REEEZRIE (LS8
L2k 7= T T2 ERIE ST D,
Q)EMNZEEM T B HBRAE
1) BRS 7z IT S VMEETIVICHT 4R
O®7v b (4 @) 27 b7 FrEAd 7T Y VAEGHIRERIO 24-U7 I /-6-E Rex v IV
(DAHP) Z#5 L TER LB E Y =7 I =V IEE T VY 7 e 77 U UHERE 2B N B
(5. 20, 80mg/kg) L&, EHLTCWEMFT DT 2= LT7 T = AENIEF(L LT,
QEIREHEHOENLE Y NORME 7 2= VT T =V MEET Y I 77 ) UERIEE RO &S
(20mg/kg) L7z & &, HEMELOREO EH LW 7 == 127 7 = AMENMEF L72 7,
2) FRSERBEATTUVURRMEE 7 T ZIL7 S5 =V lfE
N aRBEMTHRBRE LTE, T v MO 7 = =07 7 = KB EEEE IR 5 BH O HliEEE1EH]
HER LT, —hH, KBS T 2 =7 7 =V KBILER ICER FERRN DL Z LD, b DfA
DI T = =)V T T = U IKEELEESR 2 KW E OMOMIL CHRELS ., £ OTEME, BERILFRMRENTT
bihvTng, BRWT 2= V7 7 = KEBLEERIL, IEEMETT 2030 < H2M35EFT 5 2 &0 BHalZ
®9 5 Km EIZELAH Y BHAZ KV ZELEND Z ERH LN E S,
Linb, BEAT 2= V7 7 = KAGEEREZ  OBET MWTHLIS N TV RVWORBIRTH D, £ 2
CTHERABR TITEWET VIC L 2E PR TERVRAAEER, B P CORMEEHELTE 2 A,
flix DI 2 FFOBRMT = = V7 T = U IKB{EEERBEHE CO 7 == VT 7 = b ORFTHEE T
T2 BHs DZRIZOWTHRET LI EGRESEWN, AN SMEINTWD, ZHoREICEDE, T T
EReed 7T KT =T T2 IERE TR, T2 T T2V AMKOMT T =T T
= AEOENA BH 512 L0 gl Sk, 7 = =7 5 = AEOREBGERE 2 BHs OF 512 X b #E0
THZERHALNEEIN TS, FIZ, 7= 7 7= ORFHEE TDOT N7 2=V 7 7 = Kb
BEETEMEDREIEICL Y RELS ER L, M7 z=AT7 S lER L ar ba— L EN5 2 ERHLMNIT
Shiz, (HRNERD
3) MM K=Y, EA P VEERICRIFTHE
Zy MI7T M7 RrEA 77U > (100, 200, 300, 500ug) ZAMENELG Lz & &, AN F—/3I
tr h=rOFEENHEICHE L THMLT 9,
()EFAHKIRRFRA - HFGAFR
MR L



VIL_EYyihieIZ B4 5 I H

VIl. EYEREICET 5EHE

1. MAPREDHR
()RELEEMGILTEE
MR L
QEERFABRTHRRAIN-OPRE
1) EZF 77 28K 2.5%
HEEEHRER
AH 2 R B PEIZ 100mg X% 200mg Z HEREO#& G- Lz & &, T oR e 77V RE R OE
B (7 hTe Fefl) 47T ) REIFEE% 2~3 B TREMEICELEZOL, hell@d L, &
H# 12 B TIRERNEE LS VICR o T2, MEF 7T U AT 28 M e 477 Y o OFIEITH 60~
70% O FIFH THERE L 7=,

20*_

] 3

1 ot

£ 15+ ~, ¥

s N4

ﬁ10- \\\ﬁ

O\ m

Ii 1 0 4 8 12 16 20 24

) ] RS (hr)

;k- J

3 5 S——

= ° \D‘Q
0 I I | T | I I

B (hr)

--o--- REME —eo— 100mgfiR  —a— 200mgMIAR

THE+SE (h=6)

HERZEARSROMEHREDHR
HEREOKREFORMBE/ NS A -4

HEE )R NT A —H
h&
Ka Kel Cmax Tmax tie AUCO*24
(mg)
(h1) (b)) (ng/mL) (h) (hr) (ng-h/mL)
3 0.2164 0.5040 6.77 3.13 3.55 59.849
wetr 7Ty v
+0.0242 +0.1021 +0.98 +0.21 +0.39 +8.367
100
ey 0.2055 0.6447 4.86 2.77 2.88 38.907
| il IV +0.0198 +0.1209 +0.68 +0.22 +0.28 +6.484
3 0.2688 0.7176 12.51 2.57 3.52 91.995
et 7Ty
+0.0280 +0.1674 +3.37 +0.46 +0.39 +18.977
200
b 0.2894 0.7603 9.16 2.46 3.28 64.494
= il AV +0.0277 +0.1930 +2.66 +0.47 +0.38 +14.953

Ka : Wﬂlﬁgﬁ%& Kel : Y%ﬁiﬁgﬁ;ﬁ\ Cmax, Tmax: 7 A V7 A :/773“‘7753E§+%:
FEMEAEERE (n=6)



VIL_ EYEhfelc B9 5 HH

2) E4 7T 8K 10%
EYF R RIE SRR
B4 T T VR 10%1%, [ [EFRIERG QA FNRSEERRY A K7 A VEO—HKEIZ>0N T (F
AR 18 4F 11 A 24 A FEEFEIEH 1124004 5. VL 24 4 2 A 29 A HEAFASE 0229 55 10 5)
B 2 EEANERR D0 ERRA O FRIRERRR T A FT7 4 L ]ICEkS3&, 477 R 2.5%
AREEMERIAIE Lo b & WIEBIIASE CH Y | EWFNICFAS L e Sni: ( TV.9.BHE 28) .
() EE
[V5.(7)2)T FZERFREXTTFY URIGHEE 7z 2T I =V lndE] OEFIFES S
LEBSE - tREOFE
<HEAT—E2>
R NG 72 il 2 x5 & LTz BSO8R (BEAI 2 Hv 72 10mg/kg/ H O Hilal# 5.7 1 X 4 —/3—2 30k)
IZBWT, BEEE D Cmax 132211 5D 138~183%., B#%FK G D AUCnt (L2 |FH5-0 125~159%TH 1 |
ARFN O WL %A 5 D BB % 57 1 F 72 10,

. EMEERN/ANSA—4

VLA QERRABR CTHRBIN-MPRE] B
(MR HE

R L
(2) MR AR 2R FEE 7E 45

(VI1.Q)EGFRFABR THRAIN-MFRE| 1
R)HRREEH

(VI1.Q2)EGFRARBR THRIN-MFRE| 21
@HIIVT7IUR

AR L
B)RMBE

MR L
(6)% Dt

MR L

. BEE (REaL—va>) @i
()84T A
AR L
(2)/%5 A — 5 EHER
BRI L

- BAR

<#gT—45>
HrbF e A LRI EnT, R+ HEhzat/ Mol s s 1,



VIL_EYyihieIZ B4 5 I H

5.

oo

(1)1 % — R B P @ @ i
<#PT—4>
Y ERTIHA~BATT 2 2 ERMESNTND, 7y MIRAKRE L7z & & P ClIm@ @ hmicit L,
M R OVIM PN R S 23 18 > o 7 10,

(2)Mi% — R B REFT BB 14

<BMT—42>
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KERATSGE 1. INDICATIONS AND USAGE

(KUVAN, Kuvan® is indicated to reduce blood phenylalanine (Phe) levels in adult and
Szflpropterln . pediatric patients one month of age and older with hyperphenylalaninemia
dihydrochloride, (HPA) due to tetrahydrobiopterin- (BH4-) responsive Phenylketonuria (PKU).
powder for oral Kuvan is to be used in conjunction with a Phe-restricted diet.
solution,
BioMarin 2. DOSAGE AND ADMINISTRATION

2.1 Dosage

Treatment with Kuvan should be directed by physicians knowledgeable in the
management of PKU.

All patients with PKU who are being treated with Kuvan should also be
treated with a Phe-restricted diet, including dietary protein and Phe
restriction.

Starting Dosage

Pediatric Patients 1 month to 6 years: The recommended starting dose of
Kuvan is 10 mg/kg taken once daily.

Patients 7 years and older: The recommended starting dose of Kuvan is 10 to
20 mg/kg taken once daily.

Dosage Adjustment (Evaluation Period)

Existing dietary protein and Phe intake should not be modified during the
evaluation period.

If a 10 mg/kg per day starting dose is used, then response to therapy is
determined by change in blood Phe following treatment with Kuvan at 10
mg/kg per day for a period of up to 1 month. Blood Phe levels should be checked
after 1 week of Kuvan treatment and periodically for up to a month. If blood
Phe does not decrease from baseline at 10 mg/kg per day, the dose may be
increased to 20 mg/kg per day. Patients whose blood Phe does not decrease
after 1 month of treatment at 20 mg/kg per day do not show a biochemical
response and treatment with Kuvan should be discontinued in these patients.

If a 20 mg/kg per day starting dose is used, then response to therapy is
determined by change in blood Phe following treatment with Kuvan at 20
mg/kg per day for a period of 1 month. Blood Phe levels should be checked after

1 week of Kuvan treatment and periodically during the first month. Treatment
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should be discontinued in patients who do not show a biochemical response
(blood Phe does not decrease) after 1 month of treatment at 20 mg/kg per day
[see Warnings and Precautions (5.4)].

Once responsiveness to Kuvan has been established, the dosage may be
adjusted within the range of 5 to 20 mg/kg per day according to biochemical
response to therapy (blood Phe). Periodic blood Phe monitoring is
recommended to assess blood Phe control, especially in pediatric patients /see
Warnings and Precautions (5.3)].

2.2 Preparation and Administration Instructions

Take Kuvan orally with a meal, preferably at the same time each day /see
Clinical Pharmacology (12.3)]. A missed dose should be taken as soon as
possible, but two doses should not be taken on the same day.

Kuvan Powder for Oral Solution

Patients weighing greater than 10 kg

Kuvan powder for oral solution should be dissolved in 120 to 240 mL of water
or apple juice and taken orally within 30 minutes of dissolution. Kuvan powder
for oral solution may also be stirred in a small amount of soft foods such as
apple sauce or pudding. Empty the contents of the packet(s) in water, apple
juice, or a small amount of soft foods and mix thoroughly. The powder should
dissolve completely.

Patients weighing 10 kg or less (use 100 mg packets)

For infants weighing 10 kg or less, Kuvan powder for oral solution can be
dissolved in as little as 5 mL of water or apple juice and a portion of this
solution corresponding to a 10 mg/kg dose may be administered orally via an
oral dosing syringe. Table 1 provides dosing information for infants at the
recommended starting dose of 10 mg/kg per day. Refer to Table 2 for dosing
information at 20 mg/kg per day if dosage adjustment is needed.

Table 1: 10 mg/kg per day Dosing Table for Infants Weighing 10 kg or less

Patient Starting Dose: 10 mg/kg per day*
Weight Kuvan Powder for o o
(ko) Dose Oral Solution Dilution Administered
Volume Dose Volume
(mg) 100 mg Packlets (L)’ Y
Dissolved’
1 10 1 10 1
2 20 1 10 2
3 30 1 10 3
4 40 1 10 4
5 50 1 10 5
6 60 1 5 3
7 70 1 5 3.5
8 80 1 5 4
9 90 1 5 4.5
10 100 1 5 5
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* Starting dose for infants is 10 mg/kg per day. Dosing information for 20
mg/kg per day is provided in Table 2.

T Powder for oral solution provided in single use packets containing 100 mg
Kuvan per packet

* Volume of water or apple juice to dissolve Kuvan Powder for Oral Solution.

S Discard remainder of mixture after volume to be administered is drawn.

Table 2: 20 mg/kg per day Dosing Table for Infants Weighing 10 kg or less

Patient 20 mg/kg per day
Weight Kuvan Powder for o o
(kg) Dose Oral Solution Dilution Administered
Volume Dose Volume
(mg) 100 mg Packets* (L) (L)
Dissolved
1 20 1 5 1
2 40 5 2
3 60 1 5 3
4 80 1 5 4
5 100 1 5 5
6 120 2 5 3
7 140 2 5 3.5
8 160 2 5 4
9 180 2 5 4.5
10 200 2 5 5

* Powder for oral solution provided in single use packets containing 100 mg
Kuvan per packet

T Volume of water or apple juice to dissolve Kuvan Powder for Oral Solution.

$ Discard remainder of mixture after volume to be administered is drawn.




XII. ZEEE

AINZB T D ARFNOZRE T BE, HIEROCHEIZLL TO LB TH 5, EHNOAGBNE ORLFH CAK 268 H 3
HT L,
4. MEEXITHR
OCERREFTTIUVEREBRRE. SEFOTT) DUERBRRBIZEDC(E Iz ZLLT7S5 2V
fE (BRI IUTSVIE) ITEHAMEI LTS UEDOET
OTFSEFOEXTTUURIEHE I T ZALT S UKBIEBRERBICEDCE 7z LTSV lE
(TrZERREATTI URBHESG I T ZIVT = VME) ITHETAMETI LTI VEDET

5. SEEXIISRICEET 5EE
(BRE Tz L7 5=V ME)
51 AANT, MEZWIZLV e FrbeAd 7T U UEMBERRINIE, Yt Fu 77 U UV igE iR RABEIC
BEShEZbolcgsET52 L,
(TrSEFRREATTFIURRHESE 7 T ZILT7 5= V)
52 KHNX, 7 hT e Frbed 77 ) VAMRBREICLA2ERZENICC, T o Ruevd 77 U UG
w7 =T T = VEERE SN b DICERET DT L,

6. AERUHAE

<£*"n7:-»77-/m1r>

BE, Y7u T ) B E LT 1 H 2~bmglkg & 1~3 [BNZER OB G T 208, 7 ==L17 5
SUENIEFRICHER SN HEEZ Lo T, ARMERFRL T35,
(TrSEFRREATTFYVRBHEE I T ZIILT 5= VM)
W, T U U S LT 1 H 10mg/kg (1~3 I ERR O 5E) bR GA2BMG L. BHEE
WEDBER TN D, ERICHIG LEMEY = =T 7= H50 BEEICHERE SN RS - .
BMERF R LT 5,

7. BERUVREICEET 538
(TrZERBEXTTY URIGHEE 7 T Z)L7 5=V IIE)
71 JFHIE LT1 H 20mg/kg #8225 #% 513170722 &, 1 H 20mg/kg %48 2 5 HBEERIZ D 720,
7.2 AEIN TV DHIEERE OFEERICHIE L2 7 = =V 7 7 = AEOHERFHIPH 2 159 O HIEE L 35
L,




XIl. BE&EE

2. BB T HEBERIEFR
EIRICEE T BIMER (A —RX S VT )

7 2% OB
F—A NZ U T HREEAE | Bl Drugs which have been taken by only a limited
(KUVAN, number of pregnant women and women of
sapropterin childbearing age, without an increase in the
dihydrochloride, frequency of malformation or other direct or indirect
Powder for oral harmful effects on the human fetus having been
solution, observed.
BioMarin Studies in animals have not shown evidence of an
Pharmaceutical increased occurrence of fetal damage.
Australia Pty Ltd,
2020 4 8 A)
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KERATSGE 8. USE IN SPECIFIC POPULATIONS

(KUVAN
sapropterin 8.1 Pregnancy
dihydrochloride Pregnancy Exposure Registry
powder, for oral There is a pregnancy exposure registry that monitors pregnancy outcomes in
solution, women who are exposed to Kuvan during pregnancy. For more information
BioMarin regarding the registry program call 1-800-983-4587.

Pharmaceutical Inc.,

20214 2 H)

Risk Summary

Available pregnancy registry data have not reported an association with
Kuvan and major birth defects, miscarriage, or adverse maternal or fetal
outcomes when Kuvan was used during pregnancy (see Data).

An embryo-fetal development study with sapropterin dihydrochloride in rats
using oral doses up to 3 times the maximum recommended human dose
(MRHD) given during the period of organogenesis showed no effects. In a
rabbit study using oral administration of sapropterin dihydrochloride during
the period of organogenesis, a rare defect, holoprosencephaly, was noted at 10
times the MRHD.

All pregnancies have a background risk of major birth defects, pregnancy loss,
or other adverse pregnancy outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively. The estimated
background risk of major birth defects and miscarriage in pregnant women
with PKU who maintain blood phenylalanine concentrations greater than 600
micromol/L during pregnancy is greater than the corresponding background
risk for pregnant women without PKU.

Clinical Considerations

Disease-Associated Maternal and/or Embryo-Fetal Risk

Uncontrolled blood phenylalanine concentrations before and during pregnancy
are associated with an increased risk of adverse pregnancy outcomes and fetal
adverse effects. To reduce the risk of hyperphenylalaninemia-induced fetal
adverse effects, blood phenylalanine concentrations should be maintained
between 120 and 360 micromol/L: during pregnancy and during the 3 months
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before conception [see Dosage and Administration 2.1)].
Data

Human Data

Uncontrolled Maternal PKU

Available data from the Maternal Phenylketonuria Collaborative Study on 468
pregnancies and 331 live births in PKU-affected women demonstrated that

uncontrolled Phe levels above 600 micromol/L are associated with a very high
incidence of neurological, cardiac, facial dysmorphism, and growth anomalies.
Control of blood phenylalanine during pregnancy is essential to reduce the
incidence of Phe-induced teratogenic effects.

Pregnancy Registry Data

Data from 62 live births reported 3 abnormalities at birth (one case each of
microcephaly, cleft palate, and tongue tie). These outcomes were associated
with Phe levels greater than 360 micromol/Li during pregnancy.

Animal Data

No effects on embryo-fetal development were observed in a reproduction study
in rats using oral doses of up to 400 mg/kg per day sapropterin dihydrochloride
(about 3 times the MRHD of 20 mg/kg per day, based on body surface area)
administered during the period of organogenesis. However, in a rabbit
reproduction study, oral administration of a maximum dose of 600 mg/kg per
day (about 10 times the MRHD, based on body surface area) during the period
of organogenesis was associated with a non-statistically significant increase in
the incidence of holoprosencephaly in two high dose-treated litters (4 fetuses),
compared to one control-treated litter (1 fetus).

8.2 Lactation
Risk Summary

There are insufficient data to assess the presence of sapropterin in human milk
and no data on the effects on milk production. In postmarketing pregnancy
registries, a total of 16 women from both registries were identified as
breastfeeding for a mean of 3.5 months. No lactation-related safety concerns
were reported in infants of mothers nursing during maternal treatment with
Kuvan. Sapropterin is present in the milk of lactating rats following
intravenous administration, but not following oral administration.

The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for Kuvan and any potential adverse
effects on the breastfed child from Kuvan or from the underlying maternal
condition.

AERIZRIT DARNOME A LOEE 9.5 1% &Y 19.61BEIR) OHEOLHIILL TFTO LB TH B,

9.5 1E4%

P I SATAEHR LTV ATREME D & 5 et id, 18R LA fEIE RS fERitEz BBl 5 LB S 2558120

HEHETH L,

9.6 ZFLiF

B EORRMERORFLREOARIEEZ B L. IO IITIEZHRFd 5 2 &, BER T
PABATT D Z LmE STV D,




XIl. BE&EE

INRFICEET HREE

oo RN
KIEAT S 8. USE IN SPECIFIC POPULATIONS
(KUVAN L )
sapropterin 8.4 Pediatric Use (#&¥")
dihydrochloride Pediatric patients with PKU, ages 1 month to 16 years, have been treated with
powder, for oral Kuvan in clinical trials /see Clinical Studies (14)].
solution, The efficacy and safety of Kuvan have not been established in neonates. The
BioMarin safety of Kuvan has been established in children younger than 4 years in trials
Pharmaceutical Inc., of 6 months duration and in children 4 years and older in trials of up to 3 years
2021 42 H) in length /see Adverse Reactions (6.1)].
In children aged 1 month and older, the efficacy of Kuvan has been
demonstrated in trials of 6 weeks or less in duration /see Clinical Studies (14)].
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