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[ IERAFR (J540) IEXATR (Fidh)
ADA anti-drug antibody EwHUA
attention deficit hyperactivity disorder rating scale | 117 K M2 B[R & 31T A & — W BR AT E AT FE
ADHD-RS-IV investigator it
ALT alanine aminotransferase T7I7= T ) NF AT 2T —E
ARC arcuate nucleus EANA
area under the plasma concentration-time curve | 0 22 & 24 ¢ 3 T MmUE PR B — e R T
AUCo-24r from time 0 to 24 hours i
AUC) area under the plasma concentration-time curve | 0 IRFfI 7 & Sl E AT RERFH] AL FE C oD A i B2
(AUCast) from time O to the last measurable concentration | — W[ ghifE T s
BH4 tetrahydrobiopterin T hIZe RrbeF 77U
BMI body mass index AT 4~ A
C3,4 complement 3, 4 RS 3,4 By
CANTAB gzﬁfgdge Neuropyschological Test Automated BT DSBS E B S o T ) —
Cave average plasma concentration SPERA) i S R
CGI-C Clinician Global Impression of Change SEROEAGIZBT 2 ER O SAXHIFIS
CGI-S Clinician Global Impression of Status SR OARHEIZ B9 5 EERT O RIS
CL/F apparent clearance Rgoeg s V770 A
CV coefficient of variation EEMREK
CYP cytochrome P450 >~ 7 1 L P450
Crnax maximum observed plasma concentration e A R
Cirough plasma trough concentration MR N7 7 RE
DMH dorsomedial hypothalamic nucleus BUR T & P IEZ
ESR erythrocyte sedimentation rate IR I BR P B
FAAN Food Allergy and Anaphylaxis Network BT VANX— TS T4 TF—Ry hU—F
GFAP glial fibrillary acidic protein 7Y T RAMEVERBYE X VRO B
U International units A
Ig immunoglobulin EIa 7Y v
ka absorption rate constant W BE E SR
LLOQ lower limit of quantitation EE TR
LOCF last observation carried forward RERICBIE S ETHTE T 5 ik
mITT modified intent-to-treat f&1E intent-to-treat
MMRM mixed model repeated measures KENEREET )V
MNT medical nutritional therapy ESREE (BRFRE)
NAb neutralizing antibody RPN AN
NIAID g?st;zlsl:; Institute of Allergy and Infectious * ST UL YRR
NSAID non-steroidal anti-inflammatory drug FEAT A RHEFIRIESR
PAH phenylalanine hydroxylase 7 =7 T = KSR
PAL phenylalanine ammonia lyase T2 VT T2 T E=T VT —E
PEG polyethylene glycol R)zFLror)a—n
PGI-C Patient Global Impression of Change SER D ZAIZES T 5 BE O SMRES
PGI-S Patient Global Impression of Status SER OIRREIZ B9 2 BE O RSMRFIS
PKU phenylketonuria 7 ==V N UBRIE
PKU-POMS PKU-profile of mood states PKU AICSZE LR 7 a7 4 —VIRE
Phe phenylalanine Tz VT T =
QTc corrected QT interval DABCCHIIE L7z QT kR
FAVPAL recombinant Anabaena variabilis phenylalanine B TH# X Anabae}:za variabilis 7 = =)V 7 7 =
ammonia lyase ST UoR=T VT —E8
RMP Risk Management Plan FEI Y R 7 &G
RVP rapid visual processing R LR
SD standard deviation TR 72
SD Sprague Dawley R ANCESN
ss steady state E IR
SST stop signal task ANy T TFNE R
SWN spatial working memory WU —X T AEY




W& e IERAFR (JE40) IERAFR (Fndh)

TAb total anti-Pegvaliase antibody RPLT Y 7 —BHiK
TH tyrosine hydroxylase F v v KB LS
tmax time to maximum concentration Foe v 1. HP R B B R R 1)
TMD total mood disturbance WA R

Tyr Tyrosine Fu

t1/2 climination half-life TH A 000

ULN upper limit of normal FEMERIPH LR

Vz/F apparent volume of distribution AT DA

wt wild type [agasein]
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. WIEICEHd SHIEH

B DORE

NY Ty 7O R 2.5mg, 10mg,20mg [—#x4 - XU N T —8 (BE L) ] (BLF, A0
X, 7= FURGE (PKU) 2R X 03hd & L, 7 /"7 7 U T Anabaena variabilis ¥ D &R
FHIZ T 2= NT T =T =T ) T —F (tAVPAL) % SRS R ORI O 2 480 0 ik = %
HEJE LTRY =F L 7Y a—v (PEG) {LLE-BIAITH S,

PKU X, 7==/LT7 7= (Phe) ZF 1> (Tyr) \[ZEMTDDIIRAIRIRT == )LT 7 = KEE
(kB2 (PAH) % 21— R4 2BETFDOLERIC LD PAH ORIBZH M &+ 2 BRI (50E) Es
DFVHERTHY . AATIHERIEE SN TW5D, Phe EO EFITE bR OEM ORI E 30
ERIFLTH RV EARREMEL V., M¥HEHERT X XV EOEERERICEEL 52 Y, KM
FEICRBIT DRERZERCY T T AD R E R IE « BRSSP 2 LT, MR, s & O I T
BEICERENRD LD, TD7H, PKU BHFOF—OIEE B IEITEIEIC DT » TILH Phe R & fELE
HIEHHICNSD S 2L THH 4, BRATARESNTWEIHAER~Y AR ) —= 0 I RIRBEDIREN
A RZA 2019 TiE, PKU B AEH O ML Phe I %3 2 HEDE H AR X 120~360pumol/L & S 4L TW
%0,

BEARFRTIX, BFHEE (MNT) (X 5 Fiks 7 Phe EEGHIIR, TN 0@ LE L TT FTk FrE
F7 7V v (BHy) WAITHDL Y7 07T U UERENMER ST 508, BEfFOIRE Tl Phe &
2% 360umol/L A X % =2 br— /L AREZe PKU BFITKT 2BIOTEREIRD KD b Tz, KA
PAH & #EWIMEF TR H 0 . BHy IEEIERINE Phe 27 =T KOV A KERIZRHT 5, ZDIEH
B L0, R L PAH 20352 &L C, M Phe BEZK TS H 5,

PKU BFEZ x4t L LT, KETIHE I 47z 8 sl [MEFME 1 /R (PAL-001 3U5R) | MEANER I AHFASR

(PAL-002, PAL-004 } O} 165-205 3R58%) K& OVEAF T FAEHIEABR (PAL-003 #4BR) | vEsh 25 AR #ABR (165-
301 MO 165-302 #ABR) M OVEFME IARRER (165-303 #BR, 7 2 &5 )] & ENFEIFARE (165-305
ABR) TARFOA MR NVLRVEDN R S, AFNTCKETIX 2018 4 5 H2x 6, BRMES TiX 2019
FES ANDERAREEE 72> T D,

AT 7 == b UIRIE] ZRhEEITZER & LT, 2021 4E 11 HIWZEATBE T X0 &0 55 H
FEHMICIEE S FREE 5« (R3 %K) 5 528 5, ARSI 1122 51 5], 2023 4 3 A I RERTEK
BEWE LT,
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DRRFRIRFIE
AANE, K L72 PAH 20595 2 & Tl Phe IREZIX T SH 5.,
(TT.1. B DR OHBH, VL2, (1) {EHEBAL - (RS DB H)

AN PKU B 255 & L7 BRI W T, DU ORER B fER S 7z,

OXRFNE GRED IR N BFE ZxtGe & LA S MAEEER  (PRISM-1 @ 165-301 #BR) 2B\ T, KAl
20mg #E K OAA] 40mg BEOMLH Phe IREDOFEIEIZ, ~—RA T A > 1241.0 LT 1224.4pumol/L,
$e 512 FHEF 997.0 XY 859.1umol/L (“R—RZ T A b O L& —264.2 J (*-359.9umol/L) , £
5. 24 I 9292 KT8 668.0umol/L (\R—RZ T A LB DZE(LE 1 —334.7 K 1-509.3umol/L) Tk
-7,

O%eAT L CHEM SN KRR AT T LI BE 255 & Lz is S MRS (PRISM-2 : 165-302 7
BR) D/8— bk 2128\, &AFIRE ORAI 20mg BEK OAFH] 40mg BEOHFARE) DON—ZF 1
225 DI Phe JEE DAL EIZHOWT, £ 7 7B AL SN, W LHEHFEICEE RS
DR B iVTe (KA 20mg D7 Z & AREE & OREMZE [95%CL] 13-923.3 [-1135.0,—711.5] pumol/L,
AF| 40mg D7 T AREEE OREMAE[95%CT]15-638.3[-859.0,-417.6 Jumol/L, \ Y "4 1, p<0.0001,
MMRM, Hochberg FIEIZ L 0 ZEMZHEE, M 72 MRITRE S

OARFIFGRED I WEE Z RS L U ENSIAERER (165-305 35R) (23T, I Phe JRE D
EHMEIE, N—A T A > 1025.8umol/L, #5- 52 #EE 448 3umol/L THY | N—A T A L inbHEE
52 HKsE COEALEIT-577.6umol/L Th o7, #5 52 WERFOMH Phe JREEAY 600pumol/L NIk
360umol/L LA FIZIK T L7 B HIG 1T, ZNEh 63.6% (7/11 fil) KO 54.5% (6/11 ) Th -
77

(Tv.5. (4) MGEERRER OHEZMH)

et
ERBREWERHL LT, 7FH 74 7% v —, MBEFHIHREINTND,
ERFIEA 35%LL RI2HE) & LT, <HFRFHRICET S E TOWIM > CIEEBARIS 90%,
BAfI 79%. KR T C3 KT 75%. KK T C4 KT 66%., MBUE L 65%. FAJE 42%., F&
35%., <HMEFFHEIZE L 72 O > TITHIHARR 7 C3IER T 81%. BAER 67%. EHEAL S 65% .
K7 == v7 7 =V IMIE 63%., IWEUE)IEG 61%., B 47%. fRE 7 C4 KT 41% B HESNT
W5,

(TVIL. 8. (1)  FERZAREIER & WIHER) OEESR)

3. HROHFIFHEHE
AFNIR FICH CERARER T L7 4V RV Y o VRFITH S,

4. BEFAICEAL CTRAMT NS
BIEERICET 2EH.
BEERRES A KoL E | O el Irls A
RMP A (F'T. 6. RMP OHfE | DIESM)
BIMOY 27 FgMelEE) & LT A C ERGEEENTEM - TEEERAT A K] KO TH5EHA
RSN TV D EH Bifi e Vo A oo R A
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BN

X [E

TV



. RMP O#I £
EXERURVEEHEE (RMP) O#E
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I. AT HIER

1. BG4

(1) M4
NY Yy JORFE 2.5mg
NY Yy 7O 10mg
XY Yy 7O 20mg

(2) *4%

Palynziq® Subcutaneous Injection

(3) BFDH%
Palynziq DHIEANE T ==V T F =0T =7 )7 —E (PAL) T& Y . PAL X PKU £ D fiLH Phe
TR HIEFE (enzyme ; YNZ) T 5, PKU ITRIBRDOLH . 1Q 2 EZ MG ~DOHEZ L1264
AIHEVEDN B B, Palynziq 1. I CTH 50 (PAL), ED X HIHEHT HH (YNZ), RiBFEORE (1Q) I
Hkd 5,

2. —{k4&
(1) & (&@4%)
NI NY T —F (BE R Z) (JAN)

(2) #4& (@8iE)
Pegvaliase (Genetical Recombination) (JAN)
pegvaliase (INN)

(3) RATL

fi£3% ;. -ase

3. BEXXIFTHER

7R/ WRRdA - ,_I\/\KTLSQAQSK TSSQQFSFTG NSSANVIIGN QKLTINDVAR VARNGTLVSL A
TNNTDILQGI QASCDYINNA  VESGEPIYGV TSGFGGMANY  AISREQASEL
QTNLVWFLKT ~ GAGNKLPLAD ~ VRAAMLLRAN  SHMRGASGIR LELIKRMEIF
LNAGVTPYVY  EFGSIGASGD LVPLSYITGS LIGLDPSFKV DFNGKEMDAP
TALRQLNLSP LTLLPKEGLA MMNGTSVMTG  IAANCVYDTQ  ILTAIAMGVH
ALDIQALNGT NQSFHPFIHN SKPHPGQLWA  ADQMISLLAN SQLVRDELDG
KHDYRDHELI QDRYSLRCLP QYLGPIVDGI SQIAKQIEIE INSVTDNPLI
DVDNQASYHG GNFLGQYVGM  GMDHLRYYIG LLAKHLDVQI ALLASPEFSN
GLPPSLLGNR ERKVNMGLKG  LQICGNSIMP LLTFYGNSIA DRFPTHAEQF
NQNINSQGYT  SATLARRSVD IFQNYVAIAL MFGVQAVDLR  TYKKTGHYDA
RASLSPATER LYSAVRHVVG QKPTSDRPYI WNDNEQGLDE HIARISADIA
AGGVIVQAVQ  DILPSLH 4

(@)
HC” ‘[\/\O n

4

H*
N=—Lys

K10, K32, K115, K145, K195, K301, K335, K413, K493, K494, K522 : F1FPEGHEG BRI
A167-5168-G169 : XFUF VA =V O /ALERML

kLys F%HD ¢ -7 I /%




AFVT oA IFY 1 RO

CH,
H
AN °
Gly166 o)
H CHs
Asp170

. HFRRUSFE
5712 1 CrooaH17284N305203312880 (F > 737 B3, 4 &IR)
Oy 246,689.57 (X Vo8B ERSy, 4 BIR) . £9917,000 (PEG % & e4iR)

. AEEA (@fiE) XIETAKRE

XN T —BIV L BB 2 Anabaena variabilis 7 = =)VT T =T =T V7 —F (EC4.3.1.24)

MR TH Y. 503 LN 565 FADOT I BELIIZNEN Ser ICEB I, 167~169 FH D Ala-Ser-

Gly WO AF VT UAIFZY BN EREN, Y7 a2=y b0 FEH IEOA MFU R =F L2 s
U —/L 85 (535 0 9 20,000) SV AR =V EEEZT L THREG LTV D (72 PEG #5 G EBAL : Lys 7% 45)

RN T =YX, S6THOT RV BEENLRD T 2=y N4l LR EIID PEGILY VR0 E
(5FH : K917,000) TH D,

. ER4A. B4, BE.
B 2 — K : BMN 165

anj

CEES



M. BADICET HIER

1. YEEEHHEE
(1) 58 - K
M~ e, B~ ENICHLAROMK

(2) Bk
LR

(3) Wi
LR

(4) A (DfER). HBa., BEA
PR/

(5) BIEEMMER
AEM L7g

(6) A ELRE
RSN

(7) ZDthdD EARMEE
pH : 6.6~7.4
ZBIE : 285~315 mOsm/kg

2. ARHSTDERERTICETSREN

SER REEHE RiFRE RFEAR #ER
EHIRFRABR | —70£10C T . 36 1 1 LHE
T RER 53C ﬁﬁ%%gi?ZV/% 6 71 TiE
HTIE AR 25-£2°C/60+ 5%RH R 6 7 H HETEPEAS T
FeErRE | R 120 7 lux-h DL ER Y

AT ER A B = 2 L ¥ — T ABNA TV N/A ZIE
200W -h/m2 LI |-

WEHER « 7oy Ee, MR PEG B8, JEGWHE. BRI, UHHE PAL, 58t PEG, HiEME, pH, RBE

3. BV, OHEZRARE, €2
TeRERBRYE - A290 L— R T v B A
EaE A XPR7 a~ NI 7 40—, Ao b — T v /A X7~ 7T 7 40—




IV. &XIZB89 5I1E8H

1. HlR
(1) FFDORX5
BENETOT LT 4L R DK

(2) HHDOHERUMERK

754, WY Py ZOR T WYYy 7O T WY Py 7O
- 2.5mg 10mg 20mg
IS5V e— =~,3)
EFry S AR TSI —
gt J =52 | ATF
" FLT 4R h A — =
IV U
Bl (oovvr—om) . P\é
FEREDEH
T4V H—
Ty
(Af) ‘ (k) (FEH )
PR ARG, BI~ENCHLARDORK

(3) #HAa—F
BRI

(4) EHEOYE

pH : 6.6~7.4

RiBIEI © 260~290mOsm/kg (2.5mg 'L 7 4L R U ) 285~315 mOsm/kg (10mg 7L 7 (/L K
YT 20mg LT 4V R YY)

(5) £tk
L7
2. HEIOMHERK
(1) B CEMRS) OEERVRME
R4, Ny RV Ny T
- BT 2.5mg KT 10mg ST VE 20mg
HELK 12Uy (0.5mL) |1 Uy (0.5mL) |1V Y (1.0mL) H
e NN T —F
BRI (ééé;@z)m 2.5mg 10mg 20mg
ko X &E—)L 0.06mg 0.06mg 0.11mg
A ha A& E— LIERRE 0.72mg 0.72mg 1.43mg
8 A Rk 0.07mg 0.07mg 0.15mg
BT RY DL 3.95mg 3.95mg 7.89mg

) AFNIKRGEEZ AW TRE SN S,

(2) EREZEDERE
BRI

(3) BE
BRI

3. BFMIBHBEOHERUVUERE
BARANA



4. Hifi
AH) 10mg KO 20mg 1%, 1mL 4720 18~22mg D ¥ RV EHEH, X /37'E Img Y720 OLIEME
1L 1.5~2.6U Th 5, AAI2.5mgld, ImL H4720 45~55mg DX TG aER, X378 Img %7z
D OHIEMIX 1.5~2.6U TH 5,

5. BATHHEEMD H 5 RHY
RS TSR AHY « AU Y L_— |k 80, NHS (N-t Fuxs 27« 2 F (NHS)). i PEG.
rAvPAL (3EPEG {bfR) . = R b ¥ WilET & =7 A NHS-PEG HikAH4)

ENESL7L=EE P N7/ = % XN

6. READEEEHTICEITHIREN
<Y ¥y 7% BFTE 2.5mg/10mg/20mg >

SHER REEH RERE RFHM R
FE IR R 5+3°C ImL BJRA T ALY ¥ 24 71 1 LTE
MR 25+2°C/60+5%RH 7 aE® 7 F I L TH 6 /1A FEIEME AR A
R 40+2°C/75+5%RH e LR % 6 71 H FEEVEAR A
BIEEE @« 2o X EEE, IR, RSk v, RIS, PEG & &, BWE. BHEMR, iGNt pH, 1RBE. By,
S8

7. ABERVBERRORENM
AL

8. thElELDEEEL (MEILFEMEIL)
B R L

9. BAHM
BARANA

10. A% - OE
(1) FENRELGRSE - A%, NEINRRLRSE - QZICET HER
L

(2) B%

WYYy 7O TFE25Smg : TV 7 4V RV VIR ST 40 RV Y 2. 5mg
NRY Py FEIOmg: V7 4V RV U UV IAR FL7 4L R U Y 10mg
NRY Ty 7R FE20mg: V7 4V RV VUV IR L7 4L R Y 20mg

() FiREE
A L7220

(4) BRBDOME
YUY T A
o= s b oY Ve GV

M. BRRESNLEME
BEFEMAR, Rin Sy 7

12. 0tk
MM E R L

10



V. BEICEAT HIEH

1.

3

SEEX (TR

EEE A

(figa)

AFNT, PKU BE A5 & L CRETHER S - 8 3Bk [MESF 1 AR (PAL-001 #ABR) . ¥EsMF T4H
AR (PAL-002, PAL-004 }2 O 165-205 #klk) K OVEANES I AH R WifkGeali (PAL-003 30R) . 4L 58 TAH
ARBR (165-301 & TF 165-302 3ABR) K OVESNE IAHEER (165-303 3R, 7 A %7 ¢)] LENEIHFHR
B (165-305 #BR) CTHRMER ONZRENEMIT N EnD ., RKEIOEEIIREE [7 ==L |k
VIREE] & L7-, (IV. 5. BERREE] DIESHR)

- MEEXR IR RICEEY HIFE

KAWL, BEFRREREZToTCbMF 7 2= V7 7= REO 2 e — AR R 572 85 1R Y
EBETDHZ L,

(fiFERL)

BEfFIRIR E LT, BREFELR O 7 077 U UEBIER T 6D 0, BREEEO R IR 23 K #E &
Fo, BT T VEBEOEH bl WERE, Y e T ) VIERBE Tl Phe JREDO Y bR
—IDBREERBENGET D E00, AFINL, 20X 2 2EBFOIMF Phe JRE 4 BREG@HNIZIK T
5 HIE TR SN, AFRERED ) PKU BE Zxtge & LM SIS (165-301 3B KO
EINE AR (165-305 3A5R) TiX, M Phe A 600umol/L M D BE BRI T,

RERUVAE

(1) AERUABORS

BE . RAZIEANT RN T —8 (BETHBZ) ELT1 H 1A 20mg #MERFHEE L, K TFEGT
Do 12720, # 1[0 2.5mg ZBAtAHE L LT, LU FOBiBEICHE, BeFERIcH &4 25, 1 B 1 [ 20mg
Z—EMRES L CHOENR e A%, 40mg L 60mg (ZEEPBEANICH B TE 528, e KR
60mg Th D, 728, BE OB U CHEEHERT 5.

1 B 1 [8] 20mg F TO#iEx

& - w55 ¢ 5-1H
2.5mg i 1 a1 4 LA F
2.5mg %18 2 [Al# 5 RGP
10mg %18 1 [l 5 1 EMLL
10mg %3 2 [a# - 1AL E
10mg %1 4 [l 5 1 ELL
10mg % 1 B 1 [\&5 1 JEMLL
20mg % 1 H 1[5 —

(2) BERUVRAENRTERE - R0

o AHOBMEHETHHIE 1[0 2.5mg M HHERFHED R K 60mg/H F TIZEH T 2 KK OF MK
AP AR R R RBR CEA T Dz, AR GHED 7200 PKU B & 55 & U 7= 58 AR R B O
BHEAG 2= I TOEBY THhoTz,
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VAN

FMAEGER (165-301 FXER)

Ll 55 1 [ - &5EHE (HdHiz ) OREE &)
YN 4 JAR 2.5mg Z# 1@ (2.5mg) *
T e 30 HH 2.5mg % 2 [A] (5mg) °®

10mg % 1 [8] (10mg)
10mg %3 2 [7] (20mg) ®
10mg %3 4 [A] (40mg)
10mg % 1 B 18] (70mg)
20mg % 1 H 1[8] (140mg) ©
40mg % 1 H 1 [8] (280mg) ©

HMEFFH 2 AHLL 20mg # 1 B 18] (140mg) Xi% 40mg % 1 B 18] (280mg)
a: e BRI 2 Bl B CIESHEIRER SN R TR LT,

b #HHBEEII TRV E D ICHESE L7,

¢t BT 26 R, Fe R 36 M E TEEAEAEIN A (20 XU 40mg/H) DG kg LTz,
ERNEMMEFRER (165-305 FHER)
1 Bl & - 5 EEK WO EE TD
- e (7= 0 DRI R) RS 5
BAH 4 38 2.5mg % 1 15 (2.5mg) 4 JEH e
T H 5EMLLE 2.5mg % 2 [BElftE (5mg) IR
10mg %38 1 [F3 5 (10mg) 1 A @
10mg %8 2 [A1#% 5 (20mg) 1 AR @
10mg % i 4 [ 5 (40mg) 1 M e
10mg % 1 H 1 {5 (70mg) 1R 2
HMERFHA 2=k 152 JEE 20mg % 1 A 1 [E#5 (140mg) 24 A
sR—h 2 KR 156 B |40mg % 1 B 1 A5 (280mg) 16 3
60mg Z 1 A 1 [l 5 (420mg) ° —
a: BEOREMIE U T, & BRSBTS GEIC R 2850 5 5,

b: /= R2IZRD,
Drp < &b AIOD 3 ORISR G (1, 2 KO3 M) 3R FEEEREE TIT - 7,

. R

P 1 18] 2.5mg OBAAA BT, MM TARRER (165-205 58B%) . MEAME IAERAER (165-301 #ER) KO
EIPNEE MAHRER (165-305 3R) THWOH 7z, FT PEG HUiAAM & UL PAL IgM HtiAfli 2 & & & NG
POV = 2 S0 MTEVEBBUE UG 2 8T 25 72 DI IR B R QMRS E O & 50 S Bth+ 5 =
EIMRETH D,

1 [\ 2.5mg 2> D52 Blahth. BARMEOMREZITW N S, BAZMm Y Phe JREZERT 57201
VB 1 HOMFFA RS Cha ICHET 5, BUEOREBEE ¢ [ckb &, 4 PKU BHF O BAZi+
Phe JREEIT 120~360pmol/L Th 5, MEFFHEIL. AFNHT 2 BEZDOREMELOBEFICLH X N
B EYEZE L, BEOMF Phe 2ED L Fr— LA KT 5 - DITHBNCHRET 5,
(TV.5. (4) MEEHRER] OHSM)

ERUREICHET HIE

7.1

7.2

7.3

MEEFHBEIGET AETOMIZ. BENOLDO 7 2= T SV BRES —EIE-S L 9B L, H
1 B EOBETIAF 7 = =7 7= REAZHE L, WBUERISORBE O BE OREICHEE
LCHEEICHITIZ L, ZOBRLABREOREZBIRL, CHNICLF 7 2= LT TV BES
HELTIMH 7 == 7 7=V REZEUICERTHZ L, [8.1, 82 %]

40mg ~OFEI X, 1 B 1 [8] 20mg % JFH] 24 B ERE5 L THRIEN AR+ GBI EET 5
ZENTESL, BEOREISC T H1H20mg % 12 BEM ERS L TCHRERPR 05 E
IZH 40mg ~DEEEZEZBETHZ LITAEETH DD, FOLBEMIZ O W TIEE A O BEFEORIES
S E 2 CHEEICHET D Z &,

60mg ~DOEEEIE, 1 B 18] 40mg % 16 BRLLEEES L THORN AR+ RG/ICEBTH2 L
NTE D,

—EHHES LT+ RIEDBE LN WIS, AalE & fARMEELZE L TR GO0
PEE R T 5 2 &,

AROEGIZEO T F 7 4 77X —2 BLRMBUERIC BT 5 2 &b 5, EREZEHIES
7o, P AZ I VAR OW BTG U CRREMBR A1) 2 A A B 5B 4e 2~3 IEfEIRTZ2 B ZIZRIES-

12




THZ &, BERGIE, Dla< L LA EICET S E TOMII TV, #MEEAETO®RGIZBNT
HEFOREIZISUTITY Z &, [1.1, 8.1 5]

7.4 FEHBRMRICEE L CQIXBRERHI o 7exbib 2 ENDERMOEE O L TARAIZ R G T2 L, &5
B e 1 FRITEE 2 HoIcBligzT 52 &, (1.1, 8.1 ZH]

(fiF#)

71

o  [RARRERTIX, BFLROEERENLOX N EEREE R ZE L T EIR_o X 5 &I
R, FokPEHRT 3 HROBFHGEICHKSWTRELN LV E2—L, FU\VEEREDa L R
—NWHEEE Lz, BENLOX X7 BEINEOEEBIIARK OB MO EZ KIFT 2
EIND, BENLOX X EEREEZ 2 P — LT 5 EREETHD,

BAEDIREIESE Y (2K 5 & 4 PKU BF DI Phe 25 o B AL 120~360umol/L Td 5, AH

\Z LV I Phe JREDMET T 5 TOHMIZ, WIET HHEMIGREDRREIC L o TEx 0 BE TR

2%, ERARFBRICI VT Phe IR —ERELLT (600pmol/L, 360pmol/L BAF) IZIX T L7 &

FHEEOWB BB 2, HEHE%E 18 I A% BLITIRROA ML fERIEEZ BB L T, Kok 5

ML OBV A I 5 2 L

e  40mg ~DOHIEIX, 1 H 1 [F] 20mg ZJ7H| 24 HHLL L5 L THRB A+ RGEICERETHZ &
MNTEDH, BEOREBISU T H 1[E 20mg % 12 #HMLL LS L THHRBIAR 52512
40mg ~DHEEZBET H Z LITFHETH D03, ZOMEHEIZOWTIIE A OEEOIREEZEE 2 T
[EEIHBT 5 2 &

o  60mg ~DHAE(X, 1 A 1[°]40mg % 16 HHELL LG L CHREDBR+DRGEICEETDHZ LN T

x5,

e Phe J2REAY 600 umol/L X% 360 mol/L LI FIZIE T LEEEDES G EMIERER
(165-302 FXER) . Z DD EFFMIE H . 165-301 SREEA S BIT L =B F/ICH T 5 H T HIL— T

PR 18 7 H k¢ 24 » A B¢ 36 » 7 kE
1l Phe 2O B R(H (n=125) (n=89) (n=84)
600pumol/L L FIZIK T 89 (71.2%) 69 (77.5%) 60 (71.4%)
360pumol/L LA FIZTAK T 74 (59.2%) 60 (67.4%) 54 (64.3%)

AR GRTOFTG-23, {BAVEIRRER (165-301 RER) O v b a— VAR, stREMEKT
1T, WEUESIED Y A7 Z#H/IMET 2 ETO o OFAERED S,

o MR LELMFHEIGET D2 COMIILTRHEG K OBIES (FES) X 2BFOBEEITH
Z &, ERIREER Tl $1 PEG IgM KON 1gG RIS A #IE 5-Bide% 1~3 1 H Te—2ZIZ#E L,
BEHBIA% 6~9 WA FETICIZEALDBRETR—ZA5 4 DL NVICRES T, KX OHEEHETD
FeHHIMITIE, HFURFEBLER ORI OB BUE SOG O T BLER SRR A L7223, R G138
OIRBEITIE U Tilke L, BIZE (B X A8k T 2 2 nNEE LW L& RETH 2
L,

FRARERICH 1T DRI EDRTE

HEFFBICE 5 £ C KBRS OF 2~3 BEATICE A% 2 2 HI KDY

WS35 MAERRER (165-301 #5R) H2 SAMEHEEI NSRRI DR 508 0AE & Sh, M AE

P GG BERTAS IS & U723 A IR 21T 9,

AFIN B 5-BAIER 2~3 FERIRTIC b A Z X HI ROV H2 AR HES

OB A ORI 5217 9, AR 5247 2 BHIILL T &35,

- BEREZOWIME OFHREE

- 4 AL oG F % OB

- B R

 VRBRE TERIS LB L L

- ey x| 52 HRIC Do T, KARL O 2~3 FERIATICE 2% I HI KDY

PR (165305 B ™ | 1) o e b Uil OV BT U OB A DRI 5517 5

¥ ENFIAERER (165-305 388) TIEefl (1212 F) ICMBERA (T2 7/ 7=v, aXxyrarxy) &Hi
BEHEEh iz,

RSN B IAERER  (165-302 #ER)

13



ARV (RYD6 DAM) [THIFEXFDZEHRILIZDONT,
A 5EEZECRETRERANEDOLLE (165-301 3ER. 165-302 HER. ITT K£H) 7

2 AT IR S T I 2 8 T2 AR R S P4 |28
(n=143) (n=118)
BRI (RO 6 71 HIE) (T o o
BUAEERIE. n (%) 34 (23.8%) 16 (13.6%)
BEHIEFH, n (%)
HEFER 22 (15.4%) 7 (5.9%)
BB EE 0 1 (0.8%)
Z DA, 0 1 (0.8%)
[ Bl 7 3 (2.1%) 1 (0.8%)
IR 1 (0.7%) 0
7ok a— Uit 1 (0.7%) 0
BEIC L DIk 7 (4.9%) 6 (5.1%)

TFT7 4 7F—FBY AT EART S D722 Uiz e ext R
CREOFERR (CTCAE 7' L— R 1) OFBURFZEROHEW CAFORE E 721Xz mie s Lz
o B OANHA R OIS0 C 1 3 2BE SRR 50 2~3 BFERNC B A X 2 2 HI ROV H2 ZRMRIEDUEE, & SICBEMENERD
LB TE NSAID OFif 5% VB E U, HERFIIZERMS LI & U2 581G 2 Thi
c T T 4 T X OWE - JEIR, TN D OIERDFIL U IGE ORI RS 2 B LT BESE (RS NRIEBMGH
16 L, AFHEGRICBE O S TRIZE L
CBEITET T 4 TR O - EIR, NS OIERDSFEIR LI BA ORHUITIESEOBEMTbIL, T KLU v
HHIBTT ST
7) Thomas J et al. Mol Genet Metab. 2018;124(1):27-38.
AR 1E BioMarin Pharmaceutical Inc D3XHEIC X ¥ S0 X7z, #41C BioMarin Pharmaceutical Inc O#:8 & O
BioMarin Pharmaceutical Inc 7> IS 2 ZH L TV A ENEEN D,
HRE TR B2 http://creativecommons.org/licenses/by/4.0/ (2023 43 A7 7 & X)

7.4

o AHBWEIZEOVT T T4 TF—DRET I ENHDLDT, AFIEERED 2\ PKU BEEZ 5% &
L7=sh B A ER  (165-301 3BR) K OEWNEMFARER (165-305 3ER) TiX. #REE S 250
BN TR AR Rkt in g ENDEMOEBEED L & TARIZH G52 & L Lz,

ENEMAARER (165-305 HER) ([CHITHHTE
D L BIRAIO 3 ENIEREE TRG 21T 5, Fio, BEGRBNORMO 6 7 AL, Rk
T GRE (ROE% 1 RREILL EICD72 - C) B RRADN TG 2857 5,
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5. BRERRIE
(1) BERT—21\vH5r—2

AR
HERDFH IR AR D B .
[ =y | B P Be b5k Estac il ]
(X43)
PAL-001 ¥ HEIgG |24t |16~50 5% PKU |- 0.001 (=4— bk 1), 0.003 (=4A—k2), 0.01 (=F— h|H[E
WA LM |FEEHR BEME (#2561 3), 0.03 (2F&—1h4) KRU0.Imgkg (2d—h5) &H
K R (HREEE| (k- 1~5: | BETHRS
GHmE R 1k 45 44))
PAL-002 ¥ KEEE B [16~555% D PKU |- 28— b 1: [E7E M & (0.001, 0.003,0.01, 0.03 i3 0.1 mg/kg/|8 HHfH
WAETM  |FEER M |H 40 B ) &1 EE TR
b NE3| WRE | BB s %=k 28—k 1 5ETH, M Phe JEEEA 60 #~600|8 #H
(FFAM R pmol/L R & BERK T~ 5 72, HK 5.0mg/kg/lH E THENX
B e AP g
PAL-004 ' |IE#&E A% |16~707% 0 PKU |- BIAGARE (0.001~0.4mg/kg/H) %l 5 B TS 16 3
WAANE M |FEEMR ZAaM |H 16 4 - K 1.0mghkg/ H (BK - 5.0mg/kg/ i) F oM ERTEA]
KE g
GHmEED
165-205 'V RS (Aot [16~70 %0 PKU & |- SE AW : 2.5mg %38 1 B T#H#5 4~8
WANETA |2 e % 3| ZetE | & 24 61 - WA - f A Phe 2 AE7S 600umol/L A TFITIR T L. A&7 |4 EHI L L
K IF] B W52 &< 4 WELLERET L E Tl (R
GHmER) |FEEMH SOFBERE BN, FeK 75mg/H (375mg/i) ]
R TE - HEFFH - i Phe #RFEAS 600umol/L LA FICHERF T & 5 H|[8~15 # R
AT
PAL-003'?  |#EHG |0 |PAL-002. PAL-004|- JE1T7%8k (PAL-002, PAL-004 X% 165-205 #BR) TG 119 »
WS M |FEER A | 165205 BB S HEEFE—-@mENOHE (BB HE 0.001 ~| AR
b NE3| HAERE |BAEME |[OWThnE5ET| 5.0mgkg/# Xk 2.5~375mg/#) ##5
GEMiEeeh) | & kb L 7= 8% 68 + 60~600umol/L DI+ Phe J&FE % SR ITHERF T D 729,
BeHBRE Zf H F T L, 5.0mg/kg/il X IE 375mg/iE %
8 & 7 O T Rl
165-301 1 HEM 2N | RFIOE G FED |- B : 2.5mg i 1 [ &S 438
WAMVBIAR |2 M 5 36| A2E |\ 18% ~70 R OD|- Wi : 1 A 1 B GICE) 0 X, MEIEALEIM R (205 30 JERY
K [ PKU &% 261 fl] ¥ 40mg/B) F CHiE
(FEAER | #1210 - HEFFHN : 20 XU 40mg/ A ICEIER . & 6122 WML RS2 EFLLE
165-302 14 4 R—=h, |2t | RRHOBRERED S| /8= 1 OEAIMF Phe IRENFATHBRRO =T 1 U3~k E 13
HWEAMVEIRE | #EEA L, B |5 18%~70 D B 20%EFTHETI H 1A FHRE IR
b NE3| “HER. PKU &3 21561 |- 78—k 20 &K 20 % 40mg, I 7 F&R%Z 1 H 1 [ (8 #
GHmERD |7 7 B &R TH#YG
%tHR. 4 BE, - %— b 3A 120 T 40mg & TS 3A ;1 R
BhHk - 23— 1 3B : 20 X3 40mg & 4 W THRE%, 1 EMIK3B @ 5 HH
3 (PFS $uA)
<%= 4:10, 20, 40 3T 60mg & 1 A 1 [\ETHE, FlKkE 274 #
FHRL LK Phe MIEDFILTHIE L SN TG TR
Af
165-303 ' B 7R H|EITHERE |165-302 3Bk <— b [EE4 T 63 JH [
WEANVEIAR |7 2 D50k UE % i
KE FEx R 7= L7- 18%~70 %%
(FEA &R @ PKU BF# 9
165-305 19 HEMH HRME [18~70 D HARN| 2S— R 1AM 4 IHM) (X2.5mg 28 1 [FIRZ FRE, |52 HH
EWNHEIHE |2 hE 5% 3|%et  (PKU BE 12 41 W (S ML) W R R OB G AW MERAY
HAR [7] S EHE (52 FKFE T) X 20mg/HAEHE (K 40mg/H £ T)
(FEAL &R s %=1 2 R 60mg/H E THE A, IfLH Phe IREEDS 360| & & 156 #
pmol/L LA FIAR T L7=tk, BHENS DX /Xy BETE|H
O]
165-304 ' HE B |PAL-003 X% 165-|- 40mg/ HAB~60mg/H LA % 7 F#5- 121 38/
WANEIME |2 f a% Jb| 4tk (302 3Bk T 40mg/H
P NE| [ BOKRANZ L S
(BZEZER) | KWk i 18~70 md
FEXRTR PKU 84 37

* o VRBREM G EEGGTRNCBRER S 2 11 Bl 16~18 ik & & e
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AHEIDOE 118, FIHERVCEDEAEBRORE R
b)) EA

8

B ER R S5 ER (FE##50.001~0.1mg/kg)

PAL-0025£5%

B1ERER TS UADOEEER

e

EHR TRSICKVRRICEMED BEMENEL HD16BFTICMPPheiRED
F5NBHERF UTEER ETHHS5NZAEERE Ul
l (165-301EHBRDL I X VITHEED

REZ M ZRE UG ER

20mg/BX [40mg/B7Z BRI REL UTRESTNTHER BAANBEZRNREUFFEREER

PRISM-2(165-302) &{5&%

AEC & BEER IO MPAPheiRE D b ERE U B ERILEE LSRR U REE SRR

165-302585%/ S\—F2DEEZEMRIC H#RIFAE240~60mg/B DR SR VAt E
KITHAEZSHE Lo RRIN Y T RI T FHTIL T2 165-3025 BR DA EEEL BR

(2) ERRRZFEEHER

1) PAMRER (BEERURERE)
O E 1 BERKZESREE (PAL-001 HER., SAEAT—4) ©
16~50 j#% D PKU BH 25 il x5 & LT, A#lZ 2HR— 1 (0.00lmgkg) . =A— b 2 (0.003mg/kg) .
27— k3 (0.0lmgkg) . =2A— k4 (0.03mgkg) KU=dm— k5 (0.lmgkg) T. % 5 FIHERZ T&RE
L7,
25 filH 16 51 (64.0%) (CRIEFZNIEEL L7z, E7BIER (BBLE 10%LL ) (3ZFESERA AN H M 5 4]
(20.0%) . FEGHBOLLE 4 511 (16.0%) . VHEIR ., FFEIMED F 0 L ONEEUES 3 1 (12.0%) TH -7z,
HEZEWERIZ, adm—M 1O 16 GBEYE) KOads—h30 18] (774 7F—Kt) 1241
RO bz, IBREOF 5T IEICE ST AEER L O LEILRD bhii-oTz,

QENFE IHREREHE (PAL-002 B, HEAT—4) 9. BNEITHEKE (PAL-004 HER. 4\ E
AT—%5) 10

PAL-002 782 TiX 16~55 ik D PKU fBF# 40 2 %t5 & LT, AFNDOBHLEH &% 0.001~0.1mg/kg/1H & L
T, BE1E16 HMKER THEE L OS—K1 EO2: & 8, 78— b 1 IXZEEOBIZ L D
B, 8= R 23R (EELOD AT GO Kk OZeM (8E) ([2ii U 7ok 5.0mg/kg/ilH
FCOMBERBELIL Lz, i, BEZLICHE L L XOIRMITHA TR TH -1,

PAL-004 82 TiX 16~70 ik PKU BF# 16 FlA k5 & LT, AFIDOBALEH &% 0.001~0.4mg/kg/H & L
<, #A GHICSs B 13 BEKER FTHEG%, 3 EMEMRE L, FFESND KRR 1 BEEGEIT
1.0mg/kg/H (5.0mg/kg/) & LT, Aot (&) LOVEeME (BE) (S CEHEREEZ TS Lic,
2 HARFOBBUEAFEHFROREIE (33.9%) NERBUM CRLEN-T-Z &b, BHAKGIZL DA
WEBRALE - S NEECH D LB 2 Bz,

(Tv.5. (3) AEKGERRER OHESHR)

1) AHIOAKGE S I HE R OB T@EF . BRAICIERZ A 7 —8 (s Hl#Z) L LT A 1[H20mg ZHERF RS L,
B TREGT %, 7720, 18 2.5mg MRS LT, LUFOBEEICIE, BFEIICHERET 2, 1 B 1[5 20mg & —EH
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S U CHOREN R85, 40mg X% 60mg ([ ZEEBEMICHEI R CTX 528, Ic KA =T 60mg TH D, k. BHEOIR
REITIG U Tl 5, | THDH, WiEc VLT V. 30 AEROCHE] OEBMR,
2) EHFEHER. QT/QTc
ZEERR L

Tl S BR

(3) RERMIERRAR
1) B E THHER (PAL-002 SER KR U PAL-004 5%E&) o 10
HERE PAL-002

AF & fede 16 R ER TG LT & & 03y
ke, etk BEMROAMEZRHET S

Zfaacdtlml, HEER, AHERE

16~55 1% PKU B35 2 : 40 4l
a : L Phe JR/% 600pmol/L LA I

PAL-004

KA AR T RE Uiz & & Drelt,
B OV 20 2 5Pl 9~ %

SfaacdtlFl, HEER, HERE

16~70 1% ® PKU 35 2 : 16 4
a : L Phe JiR/% 600pmol/L LA I

7;7\’7‘\“
At B

N kA N

xH 5

AR 1%

=10

sS— k1 (8 3M) : BAAAA A 0.001, 0.003, 0.01,
0.03 i 0.1mg/kg/ i Tl 1 Bl F# G- L1, %
EPEOBMIZ L 2WEOHR & L,

23— 1 2(83B) : i # Phe 3 FE 60 #8 ~600umol/L

B4 A& 0.001~0.4mg/kg/H TE H (5 HRHAE)
13 WML TG L,

RSN D HARE L7 1.0mg/kg/H (5.0mg/kg/
W) LT, Ao OEE) ROZet (8

KRR T D70, ek 5.0mgkg/lE TOR |15 U BRI R T L L,
BT SRR ORI, ZAMEOREIC X 5

BEME L,

A H

<AT%HM: > ML Phe 25
<BEMWSHERR, WRRE, M2V a1r %
<GHEJFME > ADA BEEIA R OWLIRAG, Atk OVt & otk

Yiring

e

FEAT G

<R X AR >

WTNOOHBETHRBREL B S, BE5ZOMYE Phe IBENE SN2 TXTOREZFHHME
FENTRIGREER, WO E& TIRBRIEA R G- S, BEROLEET — 2 BRE o TXTOHR
F e MR RER & LTz,

<R >

FRIHE R % O CHRUE ORI FRE S ST B A - SBERFO ML Phe JREE, WWNTR—R T A
5OMH Phe IREDELEKR OB EETK Lz, £7-, @I L O Phe IR K O D Ml
PIREOWYHE, H & oMmF Phe JBEDOR—XT A4 b OEELOEELEZNENLT 1

v MEINZR LTz,

[(BEDRAR - BEKIR]

0.001mg/kg/TREIL 7 B, 0.003mg/kg/HFEIL 9| -

%, 0.01mg/kg/ BEEIL 13 #, 0.03mg/kg/ AL
1B, 0.1mg/kg/EHEIL 10 Bl TH - 7=,

- BEOWH T2 OFERER1E 0.139mg/kg.,
S G HRIE 14.675 B TH -T2,

- SEEHERNT 261 B TH o T2,

© N2 T A DI Phe JEEEOHME (SD)
1% 1310.8 (353.86) umol/L T -7z,

[k : e Phe iRE]

1M Phe I DFIE (SD) 1% 8 EEF (Day 50,
S— k1 THE) 12 1,288.9 (297.94) umol/L, 16
HIF (Day 109) 12 1068.2 (446.83) umol/L & 7¢
D, XR=RXT7A hbDYEEE (SD) X%
ALZEN-21.9 (300.97) pmol/L. —-206.3 (287.08)
pmol/L TH o7z, W OBIEHEREHCIBWT
% ML Phe = FIEIMEIL 600pumol/L AR 12 A&
TLZhoT=,

(2]
- BIVEFIE 36/40 Bl (90.0%) (ZERD BTz,

[BEDORR - BEKR]

AHNDH B 7= v O $e - % 0.486mg/kg (#i

P : 0.09~1.14mg/kg) . “F¥)H G-I 11.455

HTHoT,

- OB 322 TH o T,

- R—=R T4 OIfH Phe JREDFEHHE (SD)
1% 1482.1 (363.46) umol/L Th -7,

(B3 : M Phe BE]

IfLH Phe JREEOFEYIE (SD) i, 2 HIKFIZ 553.0
(563.52) pmol/L (\“W—RZF A b DELE
(SD) : —929.1 (691.14) pmol/L) & FERFHIIZ

NR=RAT A UIPLDOERRETRRBD LN, £

D%, 11/16 7] (68.8%) ICHEHLRMNIH L TR

F OGP HPE T E SN 2 Sk,

o Phe JEEDEEITN—R T A > L ERE £

ThEH L7z, M Phe BEOF-LIEIL 7 HRFLL

B OME FICHs U228, 2 HEHIC RO b2 &

THE & FRREE E TIHKR T Lo 7z, 13 AR

WIEARRIBE 513 T2 o T2,
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- ERREER GEHE 20%LL 1) X, EEEML | [RetE]

BOOs 20 i (50.0%) . {ESERACALEE 13 6 |- BIERIZ 16/16 B (100%) 1258 & HiLiz,
(325%) . VEFEALREE K OEERS 9 6l TARRIER BIE30%ULE) 1T, BEHR 11
(22.5%) . BAfiigm 8 5l (20.0%) TH o7z, 1 (68.8%). FEJE 9 B (56.3%) . VEHFBNAL

- EEZBWEAIT 0.0lmg/kgBREECRO LI | B, EHHALS R RIS 0% 8
WEEE 1 il TH o7, (50.0%) . VEHEALIESE 761 (43.8%)., &8

c B HFRIRIZESZRWERT 2 61 (5.0%) 1258 MERE 6 B (37.5%). JEEHERALAHML 5 6
DB, EEISROBEERE 1 Bl Thol, (313%) Th-T=,

- FETHNIED bR T, - BERREWER R OE S IEICE - = EIER I
< 3161 (77.5%) (2 1 UL EOBBUEREFSEN | ERE 1 ThoT,
FELL T2, C SECHNIERO B v o T,

- 16 FlEFNREIERZEESNRE L, 2 HFF
DOIWMPIERFEFROBEEN RS R o7
(FEFRMH 40 HEARREBIER 118 1),

BLAH & 0.1mg/kg LT R ONE 1 [0 GIZBIT | AR OB A 512 20 #5-2 RO fi.F Phe &

5 BRI FTRE T H o 7223, 600umol/L A | B D FEIEIL 553.0umol/L, ~S—RA T A 5D

~DILF Phe BEDIKTIIAELNAh oz, B | FHE(EIT-929.1umol/L. & 720 | BRI

16 B O & O HIEEYFLA (ADA) IC X 23 | TIeb K& mvo 7o, — 5, BBUER EEHOREL

AT L > Tl Phe IBIEK T AR TE R I LV AR OWEER &S HRRNEHL 2o

. Sl EZ LN, Too o ARG EZBHABICE L THL RS

™ O BEFETIILIEOM S Phe 2335 FL &

FREICETERTTSZ L2, Z0REKIT

PEENLEARIOZ VT T ADERIZED

Lo LHfERH S, b Z Enh | AAFIOE B

5 X DRI - O REEITRD b

RWZ EBRENT,

) AFIOARS B OHRIT Tl A AU 7 —¥ (EEF#ARZ) L LT H 1 E 20mg ZHEFHREE L,
FTF#E5T%, 72720, 10 2.5mg #BGME L LT, UFOWSIEICIE, BEEAICHET S, 1 H 1 [ 20mg 2 —EH
FE L THRRNA55703551%, 40mg YT 60mg (CEPERYICHERTE 24, KM &I 60mg ThH D, 72d6, BEOIRE
W U CEMERNRT 5, | Th D, WHEEICOWTIE TV, 3. HEROHE] OESE,
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2)

B\ E THAER (165-205 &) 1
FATT DUEINE AR (PAL-002 J2 OF PAL-004 3X5R) OIS | BithH & 2.5mg O 1 [Bl# 5

% 4 AT - 1%,

FHE B OGS L 2 AR 2 ITHERO 9, A I HERH G L O A 2 R LT,

HAY

PKU HBFIZ, EA Wi MR G L DA TARIZACER Lzt EORETHENREE LY
AUERET D

BT YA

St ILlF, FEEM, MRS ERER

PSES

AHNOFEEFED 720 16~70 7% D PKU 4 2 : 24 il
a : [ Phe #&/% 600umol/L LA |-

BRI 15

AF % 24 BRF 5%, 1 EREMTRE Lz, RRIOERSX, BEAMNSHE L, B2,
HERFHRIZREAT L7z, 1L Phe JBFE2Y 600umol/L LA FIZIRF L, HERFET 2 Z &< 4 BN E
MERFFLI-AEZHEARLERL, MR CHIEEREORSG LU A U EkE LT,

BA s #HiERE LD AL (165-205 BRER)
¥ 5B 1 Of&E - 8505 CAd v OFEEHNE)
4~8 2.5mg % 1[5 (2.5mg)
4 EMLLE | Smg &2 1 [l (5Smg)
10mg %z 1 [AlfEE- (10mg)
10mg Z3 2 [F# 5 (20mg) (GEHEGZITHORVE S HEHRE)
10mg % 4 [F1#% 5 (40mg)
15mg %38 5 [l 5 (75mg)
HERFH 8~15 M |15mg % 5 BIEE (75mg)
WA R OMERF I, BARML R Phe 3B (600umol/L LAT) IZEIET D720
75mg/H (375mg/i) £ THEEAT & LTz,
B P, AoE 88 RO%R2eE (RE)

.1
HAH
T ]

B IR A R

WIS CTe HEREErT & L,

FEAIE

<HZhM: > L4 Phe JEEE
EMES>SHERG BERRE, AL %
<SEIRM: > ADA RIS L OGURE, AR OVEer: & 0% %

FAAT ]

Tl

< AT RAE >

WD ETIERELHEE SN, BEZOMT Phe IENAE SN X TOEBEE LGN
RN SR, WO AR THRIBEEZ RS SN TR COBE 2 LM RER & L,
<G R HERRAT >

FHIRCHE CEEIME. SD. Hfil, S/ MEL OURKE) & VT, BLE DM R K O 54
GEOAHA W HEFFH) ©. M Phe B2, MM Phe J2BE D _— 2 T A L b DK O
{LRIZOW TR LT, £72, BEAELOBEMAEICRET »EToWMEZR LT,

B B B SUIRBIEDEE, BEICRELZEED ) HRBR5ET £ T 600umol/L LI Z
BV IR CX oo B DL T N — TR R T A T E N HERRE STV,

TS

[(BEHE

- OERJFEENE 29.25 % T, B 11 F (45.8%) . MR 13 6] (54.2%) . 24 FIEFIAEANTH T,

« R—RF A O Phe BEDOFEIE (SD) 1% 1,168.8 (290.98) pumol/L T, HAZEMAEIZEIEL
728 (11 #1) TiX 1,134.8 (348.31) umol/L, BAEHEICEIE L2 > 2B (13 fi) T1,197.5

(243.38) umol/L Th -7z,

c RN=RT A DNy EEIUE 20 1) OFHME (SD) 1X66.1 (29.75) ¢ T, HEHEIZE
B LB (96 TI%59.7 (23.28) g, HIEFARICELE Loy o 7B (11 #1) TiX 71.3 (34.37)
g Tholz,

+ RN=2T A L OREFEND O Phe BHUE (20 i) OFHIfE (SD) 13X 1,646.2 (1,052.97) mg T, H
R RICRE LZBE (9 6]) T 1,354.9 (954.16) mg, B EICRIE L 20> 2B (11 41)

TI% 1,884.4 (1,113.33) mg TH o7,

5 R]

[Hgﬂé’lklﬂ]
24 B AR5 THEAI ) DM T E TARAIZ G- S,
WCBAT LT,
- B (24 ) THX, BHTZ0 OFHREE 3 mg, FHEG I 3.4 B, #WiE 4 41 T
X, HdH72 0 O E&E 799mg, FHEGHIM 14.4 HFE, #EEH (11 F) Tk, BH20 o
SR 122.8mg, RG] 9.4 B CTH o T,

11 BN AR O BAE ISR L, HERF
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[(HxhiE]

Wit Phe B

RO MLH Phe #EEOFHE (SD) 13_—AF A L3 1,168.8 (290.98) umol/L 75 24 HEE (45
IR TRE) 12617.6 (529.28) pmol/L &k 7eolz, _—RF A inh DX L& (SD) 13-551.2
(558.38) pmol/L, N—RF A »NHOFLZE(LEH (SD) 13-46.2 (42.77) % Th o7,

B BRI L7z 11 BT, M Phe JE OFEBEA FANC 600pumol/L LA FIZK T L7z ik 11
HRECTH O 11 ERFOIMF Phe #E O FIfE (SD) 1% 508.3 (482.91) umol/L, “X—A T A Lk
D)2 R (SD) 14-626.5 (432.28) umol/L Th o7z, F7o, HERFE TR I Phe JRE D FH)
& (SD) 1% 160.3 (238.91) umolVL, ~—RA T A )b O R (SD) 13-974.5 (504.15) pmol/L,
BONR—AT A b OFZALSE (SD) 13815 (31.67) % Th-olz, 9 FIAHERSE THE Tl
H Phe JRE 2 600pmol/L L F Th o7z, AEABIZEIE L2227 13 il TiE, W OFiRE A
T I Phe J&E O 1,000umol/L ARFGIAL T Lirdr > 7=,

Mg Phe BEDAR—RX 54 UhbDEILE - TEE

Rl Bk e
\ (=1L} AR
Ifi.# Phe #2% 600pmol/L 600pmol/L ﬂ%TEIJ N EXN
(umol/L) B LLTF % LLF % — 1’; (n=24)
(n=11) HeFr® HERTE . (@=13)
(n=9) (n=2)
NR—2F A
SEEJfE (SD) 1134.8 1083.2 1367.0 1197.5 1168.8
(348.31) (168.07) (924.90) (243.38) (290.98)
L (REPR) 1014.0 1014.0 1367.0 1238.0 1093.0
(713 ,2021) (938, 1478) (713 ,2021) (851, 1531) (713,2021)
24 K
SEHfE (SD) 160.3 105.7 406.0 1004.5 617.6
(238.91) (162.26) (461.03) (368.03) (529.28)
L (REPR) 80.0 2.0 406.0 869.0 644.0
(1,732) (1,456) (80 ,732) (425 ,1693) (1,1693)
S /N1 -974.5 -977.6 -961.0 -192.9 -551.2
SEV AR B (504.15) (278.49) (1385.93) (287.12) (558.38)
R—=RF A INED 815 -89.3 -46.7 -16.2 -46.2
SEH R LR (31.67) (16.54) (69.80) (23.48) (42.77)

a: AFEAHEILMH Phe JEEAS 600umol/L LA IR T L, AFIDHEFEEZ2 LT 4 B EMER S Lo
HaE L ER L,

b BEHAERNES. KBRS 7 £ TIid Phe J#BEF 600pumol/L LA T AR C & 7= B,

c: BIEMEBES, MF Phe 2 600umol/L LA T & HERF T & b I B,
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R—RZA U 5DIMHF Phe REDTFHELEDHT

(umol/L)
04 —o— [MPPheiREDZE(LE

M —200-

th

P

h

e

=

B

D

g

&

82 —400
—600~[

0 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
HREHEGE)

77 7 NOEMIIAFEMRE A CORFE A R T, 25 BEFOHEILBEFKEERED M Phe JIRIET — X 2 H T 5K
FHAE T, BERORBLIL PAL-003 SRS SN o T BEHEOHITo T,

[Z2tE]

- DROFENWERIE 23/24 5] (95.8%) TiE®H HiL, FEABICEIELZEF O 1011 # (90.9%) X
OBZE Lo 1= BE D 13/13 1] (100.0%) Th-otz, BAH (23 Fl, 95.8%) KON (22
B, 91.7%) T. HEFFH (7411, 63.6%) &k L CRIERZBLER E 2T,

< ERFEWER GEHZE 30%LL 1) 1E, EEHTALAS K OBIERE 1345 18 61 (75.0%)  TEGHHBALATEE
13 5 (54.2%) . ESENLRIB K OS54 8 Bl (33.3%) Tholo, TEFEALAEE, EFEALK
S OB Clid, BREMAREICEE L -BE L HEHARICEE LR 2 EBE TORBLRIC
ZEFRD DAL EFRBATEIEE [2 51 (18.2%) KON 11 4 (84.6%) 1, 1EFHBALLIE [5 B (45.5%)
KO3 41 (100.0%)] KOBEE R [7 61 (63.6%) KON11 61 (84.6%) 1,

c B HHIRICE S ZEWEA TR SN -BEER 2 BT, Wb B RICBEIEL e
ST-BETH-T-,

- BERBWER R OFEEHIIERD SR o T,

- B A2E LT, iRy C3 KO C4 VAR MER . CRP MBI TH D | 24 FEF
DR—=RAT A B OEERIT C3 23-25.6%., C4 73-29.6% % N CRP 3 102.8% CTH-7-, C3.
C4 K OY CRP OB ENIARKNE Gk T B 5055 & K L TV B AIREMER B 2 bz,

(&R M]
- HTPEGIgM. #1 PEG IgG K Ot PAL IgM DM I T & < 72 0 . T PAL IgG OBGPEREIT
PRGN L7z, Wi AR BUER HFER OB BN L < (167 FOBRBIEAHEHFLDO O H
120 FEHIHEHIIC R BL) . 10 WEFORHERIT 144% LIk bEr-oT-, AERABICEELZAFED
55, NAb Btk & 7o o T2 B IX W e o 7oy, BEER IS EIEE Lsh o 7o B3 Tik NAD BtEEl
B 20 BRFICHR BBV 66.7% L e o7z, FTo, HIEMREICHE L7 B CTI PEG IgG Hrifif
DOIHIE, B PEG IgM BBPEEIA & O PALIgG HLIM O EXE I < . BT PALIgM ORHILE
Note, BEVEAEFRROBTIL, BEARICERELESE (9 Fl, 81.8%) &l#kL T, FE
L7pdro 72 fB8F (13 i, 100.0%) T o7z,
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BREAEERORRERELABEENTOY M
(165-205 38R : REMMITIRER)

—e— PALIgM o~ PAL IgG PAL IgE PEG IgM —e— PEG IgG —— NAb o
oal T EEESERN 100
214 90
80
B s
- 70
154
g 60 g.,;
§1z 50 =
) i3
% o La0 3
:
6
ol - 20
34 ﬁ:___,,x,j:: \/ L10
0 0

T T T T T T T T T T T T T T T T T T T T T T
01 2 3 45 6 7 8 9 10 11 121314 1516 17 18 19 20 21 22 23 24
HRREBRGE)

NAD : HFngik

ALV A TR TR AR 280, IfLd Phe JEE OFHHEITR— AT A > D 1,168.8umol/L

2D 24 FRE (BEHIRHE TR 12 617.6umol/L & 72 -7z, FRERHIC BIEMEICEE Lo 72

FCU, B LB L L CRERIENMED DN DEMAH T, ARRBROERICES

x|, BIFHRBR COBEAROEHEE G LAV EHE LR,

) AFKIOEBS I HEROCHEE Tl RACERIAY 7 —F GRETHMZ) & LT1 H 1A 20mg Z#Eis L,
BFHEET 5, 72770, 1 H25mg #BIAMARE LT, LUFOMEIC, BRI RS2, 1 B 1 [ 20mg % —EWH
B35 LT O RN AR 725813, 40mg ik 60mg (ZEEBEIICHIR T & 528, AT 60mg Th 5, 7l BFORE
R UGN 5. | Th b, BHIECONTIE V. 3. AEROAE OESR,

E:Dd

hu)
=111
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3)

B I4EER (PAL-003 FHER) 12
WSS T AHER (PAL-002 35k, PAL-004 35 & OF 165-205 #BR) 1221 L7 PKU BE 2 %12 Tk
Brcgb S &L R —#AN TR L,

HH PKU HBFITAAZ EMKER TG L2 & 0%t BEMN OEIM AT 5
BT v | Shaik IR, FEm. AEERE. BikEiRS
- %?ﬁéﬁ%%ﬂﬁﬁﬁ(Mbmzﬁﬁ\MLm4ﬁﬁ&UIﬁﬂﬁﬁ%)%%TLKPMM%%
68 i
ST ol B ST HE L F—EEA (BitHE 0.001~5.0mg/ke/i X1 2.5~375mg/H) Tht
472 BRBE Lz,
ARG |60~600pumol/L D IfiLH Phe IR & A UTHERF T 2720012, lH 720 OFGHE AR £ THOT
ZEizE o T, 5.0mg/ke/ I i 375mg/iE & B X e\ OEEPE CRESE R & L, 2 (Bl LL B L CHEA
HEFF SN T-BE IR EICESS A& LEEAECO®RE (B 5~7 AM&EYS) BT & LTz,
<HZhE>
FERLAE B
AT =R T A U O ARRBOKRAKE L% 14 H B £ CTOIMF Phe
c AT — R T A ) B A FTHRE A £ TOIMH Phe JE DAL
. « Il Phe J AN 20%LL EIKTF, 3 ONZ 600umol/L, 360umol/L & O8 120umol/L BL FIZ/E T L7 &
~FHiTE B PN
PRAZ Nt TE H
« IfiLHF Phe JRFE K OV o 87 B HLE:
<REMWS>HERR, WRRE, M 21y %
<SPERME > ADA BEMEEIG K OWBUEMG, AR O etk e R %
< fRAT R RAE ] >
ARBHIE TR HREDOIRHRENE G S, HEHOMF Phe ENHIE ST T
D B & MR S B M, ARBREIB P IO T 0 AIEORBRE A S Sh, 58 0%e
PEIEREHT DT X CORE 2 LEMEMATHREN & L,
<R >
FRAE DR A T Phe JREE & ONLH Phe #REEDR—A T A inb O E KL OHUAD A 4
P EEH LIz, 512, M Phe JRED 60~600umol/L [ZHERF S N7 BE DOFEIGEEH LIz,
! m#mwﬁf’ﬂ#éﬁ%%%@mééﬂM¢éth\Kﬂ@%ﬁ%%ﬁ%wﬂ%%@%ﬁ%
KB B B SN THisET 2 ik (LOCF) AW TEEST 21T -7 CRAWIEE G 5>
O RMINIE T 2 F COVHWIITA 30 » A ThoT2),
AHABOWTL, BEORFENEOLEIIC L BT Phe IBEZLZRH LD Ty MK
CE¥IM A Phe IR & BFMND OB X X7 EHB R /Y Phe RO 1 v b, fH Phe
BEDOR—=Z2T A4 b DEHEELEBENSL DX 7 EERE,Phe BREDX—ZF A
VING DB ED e v M) BERR LT,
[BEORNR - EEEER]
- JeATEBR D4 80 1 (PAL-002 7X5& : 40 5. PAL-004 3XER : 16 B, 165-205 3Bk : 24 f51) Do 5,
68 BINAFRERICB GRS, ARBRZE T T LI2ABE T 46 B, Bz dil L7zBE L 2 flCho
776
- AFRBR O SEEERSIT 2831 5R T, BE 28 5l (41.2%) . i 40 151 (58.8%). 66 i (97.1%) A%
HATHH-T,
« R—2F A4 OIfLH Phe JREDOTFEIE (SD) 1% 1022.4 (530.39) pumol/L T -7z,
s R—=RT A DF R EERE 356)) OFHE (SD) 12 66.4 (30.97) g/H THoT,
e [(BREKR]

- ARRBRHEAB O 1 HH iz OFEBEGRIT 26.02mg, THRAEIE 23.98 (P : 3.63~105.32) mg T
botz, 2. 1 AH7z Y OFHEEED 20mg K T o 72 B 13 28/68 il (41.2%) . 20mg LA
| 40mg A3i13 24 5] (35.3%) | 40mg LA 60mg AL 15 B (22.1%) . 60mg LL EiX 1 61 (1.5%)
Th-o7T,
- WH7- 0 OV A B 451 B, REIX 477 (G : 1.00~6.87) A THoT,
- R RO G 22119 8 (4.3 4) ., FRAEIL 208.50 (FiFF : 4.14~472.14) #H (K9
1 5 H~914) Thotz, 504l (73.5%) 232 FLL L, 34 6 (50.0%) 234 4FELLE, 161 (1.5%)
D9 FELL A2 T T,
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(B3]

Wit Phe B

ETHBR—ZX 54 UL RRBROSEIEESR 14 BEFEFTOMmMA Phe BE. £TRBA—X5

A oh &R SR ETOMT Phe BENEL (EEFHHER)

i Phe JEEEDFHIE (SD) I1d, SEATRBR_—Z T A > 13024 (351.50) umol/L 7>5 48 FHAE
(IE e 58 & O B, 61 1) 1T 541.6 (515.51) pmol/L &7V | FEHZE{LE (SD) 13-796.3
(561.62) umol/L, ‘FHZEA(LF (SD) 1Z—58.9 (39.00) % Th -7, [EERIC 72 B (56 1, £ 1.4

3 E) (IR Phe B OFHME (SD) 13 481.3 (446.40) umol/L, 2 (L& (SD) I%—866.2

(530.59)umol/L, FHZALE (SD) 13 —62.8 (35.50)%, 240 Hiks (30 fil, #7 4.6 £ (2T

Phe JREE DM (SD) 1% 370.8 (434.46)umol/L, T2 L& (SD) 1X—1011.2(480.79)umol/L,

V2L (SD) 12—73.4 (2841)% CThH -7z,

e Phe iREDFHEDHTE (PAL-003 HER : AIEMTRERH. £TOFE IHKR)
(umol/L)
15004

FHIfE (SE)

1400+

1300+ 0

{80
12004

O

1100+

1000+

900+

800
2%

o> oBE&

700+ §

6004 6

5004 6///954 @19 49 4] 45 "

£
D VALY l2w \
4 any
400 . e
ady

|

47

45

b\
4341

309732

300+

51

2004

192 216 240 264 288 312 336 360 384 408

BREE B

168

M OBFIEBIEE R,
N2 T A AMETFATRIR TOARAIGIEE -7 O S Phe JRETH 5,
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M Phe iREDFHEDNHTE (PAL-003 FHER : AMUBRTHRER. £ TOE THHR)

ST ifi. ' Phe FATRBRAN—ZA T U b OELE
— (umol/L) (umol/L) 2 (%) ®

FATREBRAN— R T 1

(n=280)
SEHfE (SD) 1302.4 (351.50) NA NA
Y ) 1266.5 (249.0 , 2214.0)
24 1 (n=65)
FHfE (SD) 807.0 (551.75) -497.9 (557.40) -37.6 (38.83)
rho i (&) 874.0 (1.0,2005.0) | -395.0 (-2209.0,209.0) -26.6 (-99.9, 14.9)
48 3 (n=61)
SEEIfE (SD) 541.6 (515.51) -796.3 (561.62) -58.9 (39.00)
Y ) 487.0 (1.0,1697.0) | -853.0 (-2213.0,536.0) | -69.9 (-100.0, 50.3)
723 (n=56)
SEEIfE (SD) 481.3 (446.40) -866.2 (530.59) -62.8 (35.50)
il () 377.0 (1.0,1648.0) | -965.5 (-2213.0,304.0) | -71.3 (-100.0,31.0)
240 # (n=30)
SEEIfE (SD) 370.8 (434.46) -1011.2 (480.79) -73.4 (28.41)
Y ) 220.5 (1.0, 1655.0) |-951.5 (-2213.0,-181.0) | -83.5 (-100.0,-9.9)
336 1 (n=18)
SEHIE (SD) 468.1 (557.57) -956.7 (586.28) -66.8 (38.30)
il () 248.0 (6.0,1626.0) | -993.5 (-1740.0,365.0) | -72.9 (-99.6,32.1)
408 1 (n=10)
EHfE (SD) 489.7 (634.12) -883.6 (645.96) -64.4 (46.45)
rhdu il () 173.5 (32.0,1679.0) |-1089.5 (-1477.0, 505.0) -85.0 (-96.7,44.4)

ATOH IR : 561735 (PAL-002, PAL-004. 165-205 #BR) & PAL-003 RO ET —F 2R LTz, X
— 2T A EITEATRR TOARFIOIEE SR/TO M Phe #2ETH 5, HHHAIT 24 BRERTH 5,

a: N—AT A UPHOEEITHFEROPEMEEGTHEBEOT —XITHSL,

b: R—=RA T A UL OELRITHRROREMEZ AT HRBEOT —ZIZHSL,

LOCF & FWTIRE T 21T o 7= & 2 A, fiLH Phe R OF-H)E (SD) 13 48 HIFFIZ 643.8 (541.56)
umol/L & 7¢ o7z, JeATHBRN— AT A 92D OIFH AL (SD) (. 48 HHIFF—48.5 (44.07) %.
72 HIKF-51.3 (42.89) %, 240 HFF-73.4 (28.41) % TdH o7, LOCF % H 7= & 47 Tidif A Phe
BEDON—2F A4 05 OETRRD S, TORTIIBERINZMICES BT bz
i\ & —FH LT\,

M Phe JEEA 20%LL EIE T, U8 600 ¢ mol/L, 360 ¢ mol/L B TF 120 u mol/L LLFIZIEF L 1=
E2ENINE (EEIHMAIER)

e Phe JEEA 20%LL EIE T, TN 600 « mol/L. 360 ¢ mol/L BT 120 1 mol/L LLFIZ
EBEFLE-EEOIA

ST PAL-003 7R | 2T M AHER
1. Phe 72 n (%) n (%) n (%)
(n=80) (n=68) (n=80)
m&jﬁffg ;j;%ﬁégf 60 (75) 64 (94) 75 (94)
1fiL 1 Phe #2 5 A% 600pmol/L PL T IZIE T 35 (44) 59 (87) 66 (83)
1 Phe A3 360umol/L LA FIZ/E T 27 (34) 58 (85) 64 (80)
1 Phe JEEAY 120umol/L LA FIZ/E T 25 (31) 57 (84) 63 (79)

SJEATRBR : PAL-002, PAL-004 }2 O 165-205 sBR DK &T —
ETOH TR : ST (PAL-002, PAL-004, 165-205) KU PAL-003 iBRO#E

[xéf&]

BIVEF 1T 65/68 5] (95.6%) 1ZiRD BTz,

< ERBWER GEELER 25%LIE) 13X, TSSO K OVESTALALRE A 36 6l (52.9%) . 2EFIZ 32
B (47.1%) . FESFHBALPN I 31 6] (45.6%) . F925 30 5l (44.1%) . B 25 B (36.8%). ¥*
FHFALZ O FER 22 1 (32.4%) . # 2 FEAE 20 il (29.4%) Th oz,

- EERBEWERIL 6 IR b, BEUE. T T 4 TV — i, EENCEE S . Bk
SE. EEEMSRE AR A, BIER. R o —a T U L REE, SRR RA 1B Th o T,

c BERIRIZESTREWERIE. 77 4 7% —Uk 1 B, BIETR R ORH M= 2 — a5 —1 f
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T, WINHEBREERATH -7,
- FEEHNIRD bR o T,
< KEENLT VLR — - EYYEMSCET (NIAID) /B 7 VAKX — T F 7 4 7% —Fy NU—7
(FAAN) EHEICHESLSTF 7 0 T7F% 2 —0 6 4 (8.8%) 10 HFFE S 417z, Brown O THE & E
ST D EE XTI EMEENT T F 7 4 7F 0 —ORBFIILIKLT1.5% (/684 TH
ST, SRS MERBUERS GMBOBEMZEIHE L7z NIAID/FAAN EHIZESTFH7 4 5
Fi—) OIHERITEMET1/68H] (1.5%) ThHh-otz,

[RERE]
WBUER HEFRORE BRI SRR R L <. ZORICHT PAL IgM. #T PEG IgM KO}
P1 PEG IgG R b i K & 7o 7z,

BEEREEROERGELR VARG ROHRS
(PAL-003 B : ZEMMRTHRER. £ TOE IHEHER)

—e— PAL IgM —e— PAL IgG PEG IgM —e— PEG IgG NAb | HEERFRMHY
7663 L1.0
200+ 5 5 58 56 51 49 51 49 47 M3 45 44 39 3 33 28 25 20 18 17 7 14 4 8 4 6
180 o9
78
1604 | 64 Y I
8 / 19 KER R
/o0 V2 3 v I
i BN S1g) 85 \Y 0 8
g 120+ \ VAN, 47 ) 714 06
= 1R \ 7 *
= \ 56 4 4 Vo i
= 1007 IS AN u \o 20 1%
% 504 \t Ve7 5t L0.4
] 3\ 7 835 2% 41 &
% 60 L7 56 3 2 wa,y;m A/ F0.3
# o\ AL 1 6,4 ¥18/\)\ ,» A M|
[ D8 39 AR MY |
04 V4 TR /\4 X 33% \ LAY [ N W doo
40 i \ A 45 U ARATR A : 'ARAL RS
HILK X s S0V \ A VRN BAFUN A AN NI S
N P\ [N 0¥ Y T sl VN T ess 1) Fou
20 ( 58770 by 516\ . /\ 19 ; &N 0 % 3328 90 7 ,; ‘],4\;14%& |
NE: 5151 2 78 ¥ 144 4 loo
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204 216 228 240 252 264 276 283 300 312 324 336
ERZ=HAR (G8)
B OB A R T,

NAb : FFfLik

L PAL 1gG i35t PEG IgG OHBNAMEWEE TIX, X VIR EOARF Tl F Phe BE DK TN
N7, T PALIgG XIEHt PEG IgG OHUIKAMEE 1 Wrhrdk (Q1) DB T, AR THE
DIfLF Phe #BJE (ZHFH 3222 O 303.7umol/L) (ZEIET 5 72 DITE L 7o ARF| O 581X
ZIEH 64.3mg/H KN 87.2mg/ill Th - 7=, —Ji, $T PAL IgG XiIHL PEG IgG OHLIAMAE 4 1Y
43Rk (Q4) D Tid, ARBRIE THEOIML ' Phe #2 (£ 1241 1002.0pumol/L K TF 992.4pumol/L)
WCBIEET 5 72 OB L= AFI O 5 BT 2 2 261.5mg/iE K& O 229.2mg/l TH > 7=,
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M Phe iRE & Hi PAL IgG $fkf
(PAL-003 5% : T2 MM RER. £2TOE IHER)
S TOEMEHER PAL-003:%8%
(umol/L) T (umol/L)
2000+ 2000+ T
i ST :
] $ Ly ] - 3 .
g 15007 t T E 15001 " i
E 3 s : H ¢ ! .
e 10004 | $ . . 1000 s . . ,
= . o v ote . o RyIZ2FOvAH
B t T $ . . —AfE
500 . | ) 500 . . Dt
. 1 1 i . : 1 I
04 L $ : 04 ke Xl e 4 BB .
C;1 Q‘Z QI3 QIA O“\ QIZ QI3 Q‘4
A5z PR D5 iL
BlE 20 20 20 20 17 17 17 17
FHMmdPheiBE (umol/L) 1,008.4 9249 1,004.8 1,003.7 3222 4565 598.8 1,002.0
AR 5E(mg/B) 378 333 93.8 164.6 64.3 149.8 205.2 261.5
AR CIIFFA TR AAME 2780 M Phe D VHIE (SD) 1%, FATRBAN—2T A D
1302.4 (351.50) umol/L 7> 48 WKFIZ 541.6 (515.51) pmol/L, 72 MFFIZ 481.3 (446.40) pmol/L,
fE 240 JEIKFIC 370.8 (434.46)umol/L & 72~ 7=, Bl PAL IgG HUAfl O FEHES RV EBE TIHEAEOA
AT Phe #JE 2 #R L7275, HiL PAL IgG HUAfli O FIMED S W EE TR L @ EOAAZ
PVELE LT,

F) ARIOARS NI BELOCHET LEF ., RASIE7 Y 7—¥ (EETH#%EL) L LT1 B 1 [ 20mg #HERARE L,
REEET 5, 72720, #1E25mg #BEHAEE LT, LUFOWEICEN, BENICHEET S5, 1 H 1 E 20mg 2 —EH
i L CHRB R0 23A1E. 40mg X 60mg ([CBBEICHI R TE 228, I K EIT 60mg TH D, 7, BFEDORE
WG CCHEEHI T 5,1 Th b, WHEIC-SWTIE TV, 3. AEROHE] OESR,
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(4) HREIAYEAER
1) AR
OB EMABRER (PRISM-1 : 165-301 ER '® - PRISM-2 : 165-302 &R )

165-301 GtER

KRN O GHED 72y PKU BE Z G, BA W, MR G L A TARBZ RR 20 XiT
H 4omg/HOHE (BETHERAR) CTHOESN Lz & &0ReME L OEIEZ RS 2
165-302 5 E&

PKU B & iR ICAK %2 A TS L7- & & OF N VW22 30T 5

165-301 FXE&

HEM, ShisxdkR, BEIERAL

165-302 FXE&R

EZ e

A= b1 EER

N—b2 BRI, CEHER, 77 AR R IERR
A= b3 IEER, BRI

= b4 JEER. RNk

BT A

=10

165-301 5RE&

AFNDOBEEFED 72N 18~70 7% PKU B 2 - 261 #l (1B OG5 EH 222 BLE S - FEl o
B ILYECHE - TARRBRICE SR ST 16~ 18 AR O BREF LIRS M AT 5 2 LN TE )
a : M Phe J2E 600umol/L A

165-302 tER

PoE AFIOHEH GO H 5 18~70 > PKU B : 215

2=k 1:164 5l (PAL-003 55 X 1% 165-205 3R H OBATHI 12 i, 165-301 3ERD> D OBATHI
152 f1)

2=k 2195 f

2=k 3 : 89 fi

%= 4 :202 1 (PAL-003 3Bk X 1T 165-205 #BR 5 OBATH] 12 H1, 165-301 KBRS OBFTH]
190 f41)

165-301 FXE&

HERTH A 2 (165-301 FHER : REMBITHREH)

AFI2.5mg/E AEI20mg/HFET A#I20mg/H
(n=131) iE (n=103)
RAEREINT
(tb=&1:1)
. AEI2.5mg/E , AAlA0mg/BFT . A&l40mg/H
- (n=130) e (n=92)
BN ETEE MR
(4:8R) (5~RE34BIFET) (2Bt RER36BRET)
b 5 1 EOME - &REE¥ (B OEEME)
HAM 4 A 2.5mg % 1 [A] (2.5mg) °®
) TS B30 M [2.5mg ## 2 [A] (5Smg) ©
B 10mg %38 1 [/ (10mg)

10mg %3 2 [7] (20mg) ©

10mg % i 4 [8] (40mg)

10mg % 1 H 1[8] (70mg)

20mg # 1 A 1[5 (140mg) ¢

40mg % 1 A 1[5 (280mg) ¢

HERFI 2BMLA L |20mg & 1 B 118 (140mg) Xi¥ 40mg Z 1 A 13 (280mg)
b AR & BRI 2 MO E OISR EEREE TEE L,

¢ HAEGIIATDRWE D ITHELE L 72,

d B CR 26 ERE, FeR 36 ARG E THHEALEIM AR (20 XX 40mg/H) DG Z ks LTz,

HEEFRBEICE S £ T AFRG DK 2~3 BFEIETNIC e 2% 2 0 HI RO H2 SREHETER, &5
BEMEDNRD LN L BEITHEGIRAI ORI G N MHE & S, MR R G G EMS L L f)
Wr L7235 Ak mi 5-»3 bz,
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165-302 ShER
« 23—k 1: [fH Phe EEE DO FEMEN TR — 2T 4 0D 20%LL HIK T (Egid 5 2 B
FEMICEES<) Lz 2 B Z & IZREE L, 23— b 2 ~OS IO % 74 L7z,

- X— b 2 AH| 20mg SiL 40mg TRk 53 FIEE T, i Phe 3R O SEEMED FEATRER O < —
ATA DD 20%LL IR T LIz BF ZxIgc, 73— b 1 LR CHAZEOARA 20 X% 40mg/H. X
W~y F I T57T8ROELEONTNUNOREC 2 0 1 OIZEESEIS T L, 8 ML T#
5Ltoi%a%wéﬁm+%@%%#mﬁ&ﬁ%%ét . N— b2 O BRI K 72 B
(RFIRER 48 B, 77 B R 24 B) 1TR%E Lc, 73— b 2 1+ BEBPMIEL BT &
NG E, = h 2 ~OBEBEEKT L, TRLFEIZ S— b 1 LTV 165-301 FRERICHAANL D
NWIRBETEHES—D 4 1TBTT5 2L L, AFFRICIV/N—F 2 25T TERPoL
BET =R 2Z29IEL, S—F4ICBITL COEER T CRRTRERAEBORAR S 25%1) -,

© %= 3 ARAFID 2 BH] (A TARAFIROT LT 0 R ) VR o PKOCGRA|O T
JEEE) KOVPD (M Phe #FE) #LEET A7-0Ic7 V1 v ahiz,

- N— ]k 4 $%°k@%gf$ﬁ%&ﬁbtoKﬁ%&@%ﬁﬁ%fﬁﬁzLﬁuL \ZH7z-T
N[k R b IN Mmgﬁ&5ﬂ8ﬁﬁuhf%ot . RBREKIEE D AT 4 INVE=F —
& Whig D _ECIRBR I R E AT Ok ;D6%@5&1%;T&Lt0ﬁi$%¢ﬁmwmr’ﬁ
LTI Smg/H £ TRE & Lz,

HEBRTH A > (165-302 FHER - TEMBITHRER)
AEIDHSEDHDPKUBE A#I20mg/B A#120mg/H (n=34)
(n=215) (n=86) FSER(n=15)

AFI20mg/8
(n=34)

X - S SRAEREIT FHI5~60mg/H
1(?2;6%1) FERNSBAT (Hh=201) (n=202)
NSRS T A&l40mg/H A#|40mg/B (n=32) AEl40mg/B
(n=12) (n=78) FS R (n=14) (n=26)
JN—R1 IN—h2 IN—R3 IN—h4
IS RBAE ST AR —EERSSERNR JEEIREYERE/ SRR AR
(B~B&13EH) FIER{DAEP LSRR IR (RR2748/)

(8:8]) (6:8])

BRIEEE

165-301 StER
<HRM>
BIVGHIEE : SkpElE & O SRR O L Phe JRIEDR—R T 1 )b OELE
ZOMOFAMIE R : i Phe JREN—A T A LD 20%LA LK T L B3z OFEIE . 600umol/L X
1% 360pmol/L (MK N L7 BF OEIE K OEN D OBEFIZE T A FIZEI#ET 5 £ TOHM
PRERHFEME A -
c R=R T A R OGRBE T RS ORFRRERED AR RS IR 2 22 7 D281k
- ADHD-RS-IV REE FALRE R 27 (RBREEERTETH)
- POMSTMD 2 =27 (B3 H Ol : 2B 1EH)
- PKU-POMS TMD % =17 (f& H Ol : Z2EE®R)
- PKU-POMS $EEL PR ER a7 (BEH O - 25 E®R)
© KRB RO BE HEORSICE S ERARORENDL DX 7 EERUE
A >
HERR, BERRE, M2V Ar %
< SSE M >
ADA BEPEEIG R OSURAG, BRMER Vet & OBItR %
165-302 iXER
<HRhM>
FHERHER : X— 2 D_X—RF A D 8 BEFE TOILF Phe BEDZEAL
RIUGHIE R -
c R= K 2DR—=RT A b 8 HRFE TOLL T OMREFRM/APEEEIR 2 2 7 D21k
+ ADHD-RS-IV RERE FMREZ 27 (RBRELEMAMN) (25E)
+ ADHD-RS-IV RERE T REZ 27 (RRELEAMD) (165-301 3ER~N—Z2F 1 7 9 i
DEE BT DY 7 70— TR
- PKU-POMS SEGL IR E R 27 (FBEH O : 25 HH)
- PKU-POMS TMD A =7 (3 H il : 25 1)
- POMSTMD % =27 (B3 H Ol : 25 1EH)
ZOMOFHNEE -
« N— N 4ITBTDHEIMER OITRER—Z T A Vb 3— k4 T TORYAEMNE
- I Phe #EE DAL
- 1L # Phe #2EE2Y 600umol/L X1 360umol/L, 120umol/L LA FITIE T L7z BE oElE
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- B Ry EEREOE
- PRRRERAN R AR R 2 T 4L
- ADHD-RS-IV REE FARERA 2T (BSRE(LEMIEM) (2H5F)
- ADHD-RS-IV REE FALRER 27 (RBRITEMEEN) (165-301 FEA~—R 7 1 3
9 BOBEITEIT DY T T N—TENT)
- PKU-POMS $EEL PR ER a7 (BEH O - 25 E®R)
<A >
HEEG, BIRRAE, A2 Y1 0 %
<SP M >
ADA [GMEEIS L OPUAM, AR O\ Zatk L OBtk %

W

165-301 ShE&

<N TG >

RBREE GO A EA DT, REBRICEELE T SN _XTOBE (TT EMH) &AM
SGUEN], WIOHETIEREZZ 72T X COBRE & 2Tt R EH & LT,
<R >

M Phe JBE (N—R2 T A vnbOBbREEET) 13, BRMGE (Bi%k., FHME, SD, Fhfl,
Be/MEL BReORAE) % A O CRBERERI N O S REBINC B4 LTz, WA 575 M A Phe #EEEDS 20%
P HETT 2 E ToORMIZ, #Ed 2 2 BloMmd Phe JEO M E R W TERH LT,
RBHIMTPRZE LA EF 2B L T N EEREE — IR T2 e L, #o Ny
BOMRBEGEIX 3 HEOBFHFEICESZHEHR L, BERELVCRENSOX Ry BRI
NEERNCER Lz, Z o7 BBIREDONR—R T A VD OE{LE % KB AR
T LT,

H CEHIA POMS, BIZFFEME POMS, H CFEIE PKU-POMS TMD R =27 KON TFALRE R =
7, W ONZ ADHD-RS-IV O A 27 R OVRIEE - L8t EaEhiE FALRE R 27 % il Phe 2
DR & [FAED 515 TRENT L 7=,

165-302 FRER

<RHT R GLEERH >

AR B RO 20 XX 40mg/ BICEE L, 165-301 BEOR—2 T 1 (UTFE TR 5%
ITLESAIE NHERBRON—2T 4 V) MEIMLH Phe IREDFHM (V38— b 1 ORAEOERE L
72 2 FOPEMICESL) S 20%LL HET LT, AkBro/S— b 2 ICEELEI T Shi- B
(mITT fEATEERD . mITT SEATEER D 5 B, 165-301 RN KRB D — F 1 ITBITL, TD%
= N 2ITRAT L2 (RDT TN . #19DIT 165-301 BRBRICE SR I 7= B#F T, [+ Phe
JED 20%LL FIETFAZO SN nofolzo 83—k 2 I[ZIEBMEd /85— 4 [ZBITLIZEBE GE
RDT fEATEEN]) % AT 5 M, AGRBRIC B Gk S, AR UTES— b TIEBREO# S
1 B EZ T T X TCORE 2 Z TS EH & L,

< IEARHT >

FEFME H OfFHT 1L mITT TR 2 %1501, 23— b 2 O 8 WIFD fiLH Phe JREDR—RA T A
NEOELRENENERAET L (MMRM) 5% AW CEARARE (] 20mg/ H BE K Y 40mg/ H
FEDOPEEEE) & 20mg/ A 77 B AREE, &ARARE L 40mg/ A 7T v RETEN T LT, 58,
FEAMRE AL, B 5B & R RO RZHAEM, N— AT A DI Phe JREE AL E L, /r#dtsy
HATHN I T A% & (] L 7=, MMRM 75 Cld % HEMEOHIENZ I Hochberg TNEZ AV 72, #ic, 4
KHFIBEL 20mg/ A 7T BREE, EAFBEL 40mg/A 7T ¥ RBEEZFZNFNEE LR, WTFho
T H P AEDS 0.05 RiiCTHo2HE. UTW TN T P ER 0.025 Kt Th - 72854
T D RARBIED BRI R TH D L 2in Uiz, I Phe JRJED_—RZ T A EIX 165-302
RO — b 1 OFRAKBEME L 3— b 2 O Day | OIRBREREEGATOREME & T8 L1z,
AHNOFE A E TR & ARBROBAT — & & DTt L=,

165-301 RN OBAT LT BB RIR L L=V T /N — T2 Elid 5 2 L NERIHRES LT
7o
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BEEORR

165-301 EAB&

261 FINEER SN, EHICAAINE G S, 213 6] (81.6%) NiBrE5ET L, 207 6 (79.3%) 3AHKIE S
Z5ET L, 19561 (74.7%) DHEFFICREAT L. 203 B (77.8%) 723 165-302 3ERIZBEAT L7z,

FBEDOMNR (165-301 FHER : £BHBEE. ITTEHD)

20mg/ H 7 40mg/ F 7 it

(n=131) (n=130) (n=261)
A G- 131 (100.0%) 130 (100.0%) 261 (100.0%)
AERSE T 111 (84.7%) 102 (78.5%) 213 (81.6%)
ARAEIPEG5ET 109 (83.2%) 98 (75.4%) 207 (79.3%)
HERFIICRAT 103 (78.6%) 92 (70.8%) 195 (74.7%)
165-302 FRERIZEAT 106 (80.9%) 97 (74.6%) 203 (77.8%)

n (%)

165-302 iRER
< 215 BN BER S, BENCARFIDBE S 4172, 203 Bl 165-301 352> 6 OAT, 12 FilILE TFERER (PAL-
003 #RBR X1 165205 #BR) o OBITTH -7, /S— M4 %% T LIZEEIX 172 il (80.0%) Thotz,

BEDAR (165-302 A5 : £ BHREE)

SeATRABR ozt
165-301 3Bk PAL-003 3/% 165-205 745k (215)
(n=203) (n=12)
165-302 Bk CAFAE G- 203 (100%) 12 (100%) 215 (100%)
giﬁaoz R/ S— bk 11 152 (74.9%) 12 (100%) 164 (76.3%)
gﬁsoz B S— b 201 86 (42.4%) 9 (75.0%) 95 (44.2%)
2302 #ER/S— | 40|
gﬁ 302 RBR/X— b 40 190 (93.6%) 12 (100%) 202 (94.0%)

a1 ~N—ZJA PG Phe & DD 20%LL LIET (3= N 1 OFAHE DR L7z 2 O MH Phe JEIZIES<) L
RO T BHE T E RN (mITT M) ICEDRNoTo, —EOBRF T mITT ~Om ks 51D TEER S0 7 =
UETE 2 WU A SRR /8 — b 2 128G STz,

b : 165-301 #EE CHIZEMEIZEIFE L 722 o72 33 B, 73— b 2 OB THIZ 165-302 RBRIZEGR S N7 18 i (B 51
B 13 165-301 RERD S EBE/S— b 4 1ITBAT Lz, I Phe JEER T2/ S— b 2 OBGRIEHEA 72 S 72 hvo 72 39 f,
= R 2 OBEEHIE THRIZS— M 1 28T Lz 9 Bl R OVEBRIKEEE Ofe R %5172 9 5l G576 138%— k1225
EENN— 412817 LT,
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BEEER
165-301 FHER

BEEE (165-301

AR 2 BHRESH)

20mg/ H & 40mg/ H & &t
(n=131) (n=130) (n=261)
BRERRF DM, %
E¥)E (SD) 30.24 (8.63) 28.05 (8.77) 29.15 (8.75)

e (EEPH)

29.0 (16.0, 52.0)

26.0 (16.0, 55.0)

28.0 (16.0, 55.0)

PERL n (%)

Bk 69 (52.7) 62 (47.7) 131 (50.2)
2ok 62 (47.3) 68 (52.3) 130 (49.8)
AFE, n (%)
T AU ARERXIIT 7 A ER 0 1 (0.8) 1 (0.4)
BAXET 7V A%T AV AN 1 (0.8) 2 (1.5) 3 (1.1
N A e R SUIR TR B O e R 0 0 0
HA 130 (99.2) 124 (95.4) 254 (97.3)
Z Dl 0 2 (1.5) 2 (0.8)
AN 0 1 (0.8) 1 (0.4)
RE, kg
n 131 129 260
¥ (SD) 82.0 (20.49) 78.9 (20.85) 80.5 (20.68)

e (D)

81.1 (45.3,139.2)

749 (41.5,135.9)

77.2 (41.5,139.2)

BMI, kg/m?

131

129

260

n
SEEIfE (SD)

29.0 (6.96)

27.8 (6.48)

28.4 (6.74)

e (D)

28.5 (17.1,47.3)

26.9 (17.2,46.8)

27.7 (17.1,47.3)

N—2F A L OIiLH Phe £, pmol/L

SEEIfE (SD)

1241.0 (389.70)

1224.4 (384.28)

1232.7 (386.36)

R A 1253.0 1215.5 1221.0
BHEAREH D, n (%) 2 22 (16.8) 19 (14.6) 41 (15.7)
5 R o = =
I’;E’%;fﬁ 55 /37 RERB LI BER, 75 (57.3) 74 (56.9) 149 (57.1)
R—2TA LV DREENLDHE NI EERE, g
n 127 123 250
¥ (SD) 39.1 (27.27) 37.9 (28.30) 38.5 (27.73)
R 29.8 30.3 29.9
N—R T A ORI ARG R R 2 7
ADHD-RS-IV #8227 n 85 84 169
¥ (SD) 15.6 (10.92) 15.9 (9.31) 15.8 (10.13)
ADHD-RS-IV RERE FALREZR 27| n 129 124 253
E¥)E (SD) 10.0 (6.59) 9.5 (5.60) 9.8 (6.12)
ADHD-RS-IV REE FALRJE
(=7 94). n 59 57 116
E¥)E (SD) 16.0 (4.48) 14.6 (3.49) 15.3 (4.06)
POMSTMD 2= 7. n 86 84 170
¥ (SD) 36.8 (30.91) 34.6 (30.54) 35.7 (30.66)
PKU-POMS #8227, n 86 84 170
¥ (SD) 16.4 (13.45) 154 (13.13) 159 (13.26)
PKU-POMS $&EL FALREA 27| n 86 84 170
E¥)E (SD) 3.8 (2.65) 4.1 (2.70) 4.0 (2.67)

a: BEHIRD Y IT, Y T ERED SRR ERENL DAL Lz, B V7 BREEIRF L ERANLDH

N7 EEREORRE LT,

PR ORRERE MR AER I, A a7 RAEWIEEERAE N D & &R,
ADHD-RS-IV RYEE - @8k FALRE A 2 7 #f : 0~27

POMS TMD A =t 74 : —32~200
PKU-POMS TMD A =t 7 #iif] : —12~58
PKU-POMS $EL LR E A = 7 f{ifH : 0~11

TR FPRIERR AN MR RS AR IR AR 328 ITAIRRIR Tl T o2 h o 7,
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165-302 SKER

BEER (165-302 A5 . 2FHEE. mTT £H)

mITT £

P . - . R R FIvR .

TR A7 A A (n=215) 20mg/ 40mg/ [ FE é(jfﬁgi
(n=14) (n=14) n=

BERRF O,

SE¥iE (SD) 29.22 (8.74) 30.50 (10.96) 30.00 (10.22) 29.66 (8.38)

HrgfiE (FPH) 28.00 (16.00,55.00) | 27.50 (19.00,51.00) |25.50 (18.00,50.00) |29.00 (16.00, 50.00)

16~18 Al . n (%) 11 (5.1) 0 0 3 (5.2)
PERI, n (%)

B 110 (51.2) 8 (57.1) 8 (57.1) 27 (46.6)

pogea 105 (48.8) 6 (42.9) 6 (42.9) 31 (53.4)
AFE, n (%)

HA 211 (98.1) 13 (92.9) 14 (100.0) 58 (100.0)

T AU AUET 7 AHTHER 1 (0.5) 0 0 0

BNT 7V HFRT AV BN 2 (0.9) 1 (7.1) 0 0
R, kg

n 214 14 13 58

SEYfE (SD) 79.3 (21.15) 94.0 (27.17) 73.1 (16.49) 78.6 (21.55)

e (HEPH)

75.1 (41.5,143.0)

87.9 (47.4,143.0)

67.7 (51.8,108.4)

73.1 (42.0,135.9)

BMI, kg/m?®

214

14

13

58

n
FHfE (SD)

27.9 (6.66)

32.6 (7.75)

25.6 (4.37)

27.8 (6.85)

hgefE (EPH)

26.9 (17.1,46.7)

33.6 (19.2,45.4)

242 (18.3,33.0)

26.8 (17.2,46.3)

1% Phe 2%, pmol/L

P (SD)

1225.6 (378.98)

1459.1 (354.71)

1108.9 (266.84)

1318.0 (351.09)

hgefiE (EPH)

1196.0 (285.0¢, 2229.0)

1504.5 (761.0, 2116.0)

1064.5 (695.0, 1549.0)

1291.0 (713.0, 2143.0)

ADHD-RS-IV REE FLRE (Ra7 9 )

88

5

6

26

n
¥ (SD)

15.4 (3.92)

16.4 (5.41)

13.0 (3.79)

162 (3.96)

e (D)

15.0 (10.0,26.0)

20.0 (10.0,21.0)

12.0 (10.0,20.0)

15.5 (11.0,25.0)

ADHD-RS-IV REE FALREA 27 ¢

n 195 11 13 48

SEYfE (SD) 9.6 (6.15) 11.4 (6.31) 8.1 (5.54) 11.0 (6.68)

HrgfiE (FPH) 8.0 (0.0,26.0) 9.0 (1.0,21.0) 7.0 (0.0, 20.0) 11.5 (0.0, 25.0)
POMS TMD Z =17 ¢

n 138 6 6 31

SEEiE (SD) 36.2 (31.12) 36.8 (41.57) 14.7 (20.80) 42.8 (36.81)

hgefE (EPH)

33.5 (—19.0,128.0)

31.5 (—10.0,92.0)

10.5 (—6.0,51.0)

39.0 (—19.0,128.0)

PKU-POMS TMD (H & iFffi) 2=7 ¢

n 138 6 6 31

SE¥fE (SD) 16.0 (13.17) 16.8 (17.50) 5.2 (8.21) 19.6 (15.34)

HRfiE (sREPR) 14.0 (—8.0,53.0) 18.0 (—4.0,38.0) 40 (—4.0,18.0) 19.0 (—8.0,53.0)
PKU-POMS $&EL TN REA a7 ¢

n 138 6 6 31

SE¥iE (SD) 4.0 (2.61) 3.7 (3.08) 3.2 (2.71) 4.6 (3.03)

HrgfiE (FPH) 4.0 (0.0,11.0) 3.0 (1.0,9.0) 2.5 (0.0, 8.0) 4.0 (0.0,11.0)
BENSD 1 BZ 37 EERE (g °

n 196 12 14 48

SEEiE (SD) 38.4 (27.96) 46.5 (40.48) 352 (21.02) 42,6 (25.39)

hgefiE (EPH)

29.1 (3.6,155.3)

28.6 (16.9,155.3)

31.0 (9.6,64.9)

40.5 (4.2,121.5)

EFERNOD 1 B X7 EERE (g

n 196 12 14 48

SE¥fE (SD) 27.9 (29.08) 21.2 (25.40) 29.8 (25.79) 20.9 (26.34)

HrfiE (FPH) 20.0 (0.0, 120.0) 10.0 (0.0, 66.7) 27.5 (0.0,73.2) 0.5 (0.0,91.2)
& X BRI n (%)f 36 (16.7) 0 2 (14.3) 6 (10.3)

2 40mg/H 7 7 B AREED 1 ik,

oo o o®

o

CIRBRIFEMEET I EET S 1R T 16 il Lo B 2 BRSICiEg & LT,

165-301 FRBRR— 2 T o VEHIIRFIC KT & H RASMIE Shighro Tz,
=2 7 OWRIEE A 7= P Phe I & B o7,

S BTN — 2 T o > D ML Phe #REDY 600pumol/L Th Y | AGRERD 27 I —

1 165-301 3R CILIBHRFEMFHBE O FEYET £ T ADHD-RS-IV REE - L8 /B FALREE & O POMS #FAli 4 30 L T 7Rho 7z
e, N—=RAT7A LV OFHliE AT DREDOLRGE Lz,

R DR S X s HESHEGE I 0.75g/kg TH Y | IRTE 80kg DA TD 1 B F 287 EHESHEEUEITH) 60g TH D,

f:1 QX N7 EERED 15% B2 EREPSERL TV DEAICZ N EORRHIREZZ T TWD &R Lz, 1| RZ VN7 BEE
EEHEROBEENLER LY 87 B0 1 ARERELE L,
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BIEZERKR

165-301 FtE&

<1 BH-0 OEHFEEIL, 20me/ L 10.3mg, 40mg/ BRI 16.5mg, 2T 13.4mg ThHo7-, EIES
FIAREL D b o BRI R ICEAR CIRREEA G AL, BEREAEE Tl T 57 Y1 T
Hot=Z &, 666 (253%) NHEFFMICEIE L o722 LiTdh o7, 21/66 5] (31.8%) ITFRABRITHYIY @
728, HEFFHIIZBIEET B ETIC 165-302 RERICEAT LTz,

- HEFFIAICBIEE T 5 £ COMM O FHME L O fifix, 20mg/BEE (103 1) 2% 11.5 & OV 10.1 38, 40mg/H
BE (240 A 140BHEOILLHE, 2ATRIBELCILIBETE-72, B, FHRSHIMIZL, 20mg/ B R
232503, 40 mg/HEEA 239, £AT244HTH o7,

8~36 ERDAFIIRGENTEHYE (165-301 B, £HHEH)

S=% . . . . . . . .
EHH ;4~/ 8 A 12 885 | 16 K | 20@EE | 24 @EF | 28 WEF | 32 BEF | 36 HEKE

. n 121 120 117 103 85 73 68 57 38

2?“?{5?* e 25 9.5 17.2 18.8 18.8 19.3 19.4 19.4 19.5
a = | (0.00) (1.86) (4.98) (3.63) (3.63) (2.54) (2.37) (2.86) (2.26)

. n 122 123 112 94 81 71 56 45 36

4?’“_g1/ 5)?* e 25 9.8 28.2 33.4 35.3 35.4 35.6 35.6 35.9
a S| 012 (1.34) (12.97) (11.51) (9.94) (9.63) (9.48) (9.08) (9.55)

L0k n 243 243 229 197 166 144 124 102 74

w=261) | B5E 25 9.7 22.6 25.8 26.9 27.2 26.7 26.6 27.5
lk = (0.08) (1.62) (11.18) (11.10) (11.11) (10.67) (10.43) (10.29) (10.70)

FHfE (SD). mg/ H

HIFHICIEY S FETOHE ITT £H)

20mg/ A 7 40mg/ H ¥ 2R
(n=131) (n=130) (n=261)
n 103 92 195
SE)fE (SD) 11.5 (3.00) 14.0 (4.67) 12.7 (4.07)
R GEpE) A 10.1 (9.0,29.1) 11.1 (10.3,33.1) 11.1 (9.0,33.1)
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165-302 FtE&

EE G OFHEIT 1,0599 B (W294) THY, 1 BbHZY OFHHHEIT 31.8mg, 58.6%7% 20~40 mg
R, 20.9%7% 40~60mg KRiti Th o7z, 73—k 4 DF 60mg/ A OFEG R FHRETd - 7273, B K OV 1
ZEDTL AdHiz OFHELEDN 60mg UL EOBFIT N2 o7z,

[(B%hiE]
Wi Phe 2R
165-301 5RE& : EBER UIRSHADME Phe BEDAR—X A4 UMb DELLE (BIXRFTHMEIIER)
M. Phe JEEEDR— 25 A L Inb DEEIFUTDO LB ThoT-,

M4 Phe BERUR—RSA UNLDELLE  (165-301 K& : ITT £H)

ifi.# Phe 2% (umol/L)

20mg/ H B
(n=131)

40mg/ H B
(n=130)

O
(n=261)

M

F¥fE (SD)
hgfiE (DR

1,241.0 (389.70)
1,253.0 (285,2186)

1,224.4 (384.28)
1,215.5 (483,2330)

1,232.7 (386.36)
1,221.0 (285,2330)

8 i IkF

(n)
SE¥IfE (SD)
Wi (EPR)

(124)
1,227.7 (374.60)
1,206.0 (242,2192)

(123)
1,168.4 (428.04)
1,173.0 (0,2230)

(247)
1,198.2 (402.39)
1200.0 (0,2230)

N—=ZFA U PbDE[E®

THME (SD)
gfiE (EDR)

—27.3 (210.60)
—36.0 (—639,504)

—48.4 (262.84)
—32.0 (—1338,779)

—37.8 (237.80)
—36.0 (—1338,779)

12 i #

(n)
)l (SD)
Wi (fiPR)

(120)
997.0 (513.84)
1,032.0 (0,1951)

(120)
859.1 (534.14)
966.0 (0, 2025)

(240)
928.0 (527.53)
979.0 (0,2025)

R—2F A U PEDE(E

THIE (SD)
g (EEH)

—264.2 (432.30)
—179.5 (—1758, 606)

—359.9 (495.53)
—244.5 (—2000, 958)

—312.1 (466.49)
—208.5 (—2000, 958)

16

(n)
S (SD)
s ()

(105)
952.7 (493.56)
942.0 (0,1997)

(105)
798.7 (563.91)
867.0 (0, 1948)

(210)
875.7 (534.24)
914.0 (0,1997)

R—2F A U NEDE(E

F¥fE (SD)
hgfiE (DR

—293.8 (418.60)
—228.0 (—1763,735)

—417.9 (519.71)
—319.0 (—2000, 771)

—355.8 (474.84)
—268.5 (—2000, 771)

20 JEKF

(n)
SEYIfE (SD)
Wi (sEPR)

(93)
933.4 (487.11)
992.0 (0,1795)

(90)
677.5 (552.00)
683.0 (0,1915)

(183)
807.5 (534.22)
850.0 (0, 1915)

N—=ZFA U PbDE[E?

THME (SD)
gfiE (EDR)

—310.5 (429.07)
—225.0 (—1763,729)

—500.1 (560.77)
—418.0 (—1999, 374)

—403.7 (505.84)
—292.0 (—1999, 729)

24 JE K

(n)
EH)fE (SD)
Wi (fiPR)

(76)
929.2 (449.02)
954.5 (0, 1881)

(75)
668.0 (547.94)
698.0 (0, 1842)

(151)
799.5 (515.84)
822.0 (0, 1881)

R—=2F A N6 DE(E

THIE (SD)
g (EEH)

—334.7 (438.30)
—242.5 (—1764, 666)

—509.3 (619.20)
—416.0 (—2002, 818)

—421.4 (541.18)
—356.0 (—2002, 818)

28

(n)
A (SD)
Wi (FiPR)

(70)
852.9 (500.47)
866.0 (0, 1818)

(63)
597.8 (535.56)
563.0 (0, 1649)

(133)
732.1 (531.03)
713.0 (0, 1818)

R—=2F A U PEDE(E

F¥fE (SD)
gl (EEH)

—403.9 (505.19)
—305.5 (—1923,594)

—563.3 (621.05)
—394.0 (—2002, 625)

—479.4 (566.53)
—363.0 (—2002, 625)

32 P

(n)
S (SD)
Wi (PR

(61)
800.9 (499.55)
840.0 (0, 1732)

(48)
585.8 (481.77)
622.0 (0, 1690)

(109)
706.2 (501.15)
702.0 (0,1732)

N—RT A P DLEE?

THME (SD)
hgfiE (DR

—417.5 (537.90)
—271.0 (—1762, 666)

—542.7 (602.72)
—475.5 (—2002, 666)

—472.7 (568.09)
—316.0 (—2002, 666)

36 JHK:

(n)
EH)fE (SD)
Wi (fiPR)

(44)
868.4 (501.78)
897.0 (0, 1738)

(36)
624.4 (530.58)
639.0 (0, 1606)

(80)
758.6 (526.01)
788.0 (0, 1738)

N—RT A P DLEE?

THIE (SD)
g (EEH)

—356.4 (539.93)
—159.5 (—1762,387)

—524.6 (678.74)
—363.5 (—1998, 468)

—432.1 (608.17)
—191.5 (—1998, 468)

a: N—R T A U0 b ORI R OWEEAG DN BFOT —FITHESEFEE L,

Z DI A Phe JEEEORERZMRIRT 2 BITIE, 20 X% 40mg/ A B MAEAEIM 1 S B ITHERNIC BT 5 £ CRIEH RO 5 2521 72
Mol Z LICHETHVNERS D, F72, RAEBRE B IE T 165-302 RERICEAT LIZBEDN W20, BN _—2F 1 D 261 Dy
5 36 WL 80 FIZIED L TWA Z LICHLRETILERD D,
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e Phe REDFEHEDHR (165-301 35 : ITT &£H)

(umol/L) 20mg/B8#
14004 —e— 40mg/B%¥
1317
12004 L
o
P 1000-
h
- |
)
- 44
800
36
6001
Tt (sE)
0 3 4 8 12 16 20 24 28 32 36
ERE2HARY (&)

B AR R OB E R T,

HEE 20 X% 40mg/ H & 5 IAE A LB 1T SN 72 B I THERRINIC BIE T2 &£ C 20 U3 40mg/ H OG- %251 TV 70
ZEmb, K7 T 7 OMH Phe IR 20 XX 40mg/ B O 5 TANKZRD b5 L b &% IEfRIZKB L7 & O Tk
W, EOMEMI, FRSRBUINICEEE IC A b N, Fio, BB A RIS H IR E 7203 165-302 SRBRICEAT LI BE BV
Toieh, RN—=RAF A D261 BIH5 36 FIRFIZIL 80 FI~FIE ™A LT D,

165-301 (B8 M Phe BENR— S A Uh 5 20% U EIET LI-EEFEDE|E.600 ¢ mol/L X 360 ¢ mol/L
ICETFLEEBDEERUVENLDEBRICEITHETICEET 2 F TOFHHM (ZOMOFHAEER)

M Phe JRENR—A T A 2 E 20%LL FE T L7 BE OFEIE, 600umol/L XX 360umol/L (21K T L7 B
DEERPRENLDOBFICBIT LK TICEET 5 TOFIHFIILLTO LB Tholz,

fi Phe REMETLA-BEDEERWETICEET 2F TOHM (165-301 &HER : ITT £H)

20mg/ F B 40mg/ F A RIS
ML Phe (n=131) (n=130) (n=261)
20%0L EIETF 2 BEEE 71 (542%) 81 (62.3%) 152 (58.2%)
n (%)

“FH)fiE (SD)

Bl E COHM, H

92.8 (57.81)

68.8 (41.43)

80.0 (51.02)

600pumol/L BA FIZK T

BEEE
n (%)

45 (34.4%)

61 (46.9%)

106 (40.6%)

FH)fE (SD)

Bl E COHM, H

89.3 (50.79)

77.0 (45.83)

822 (48.15)

360umol/L LA FIZAR T

BEEEG
n (%)

28 (21.4%)

45 (34.6%)

73 (28.0%)

“FH)fE (SD)

Bl E COHM, H

113.3 (60.67)

94.1 (36.57)

101.5 (47.80)

a 1 JHGE 2 Bl oD ML Phe iR BE I E Al oD V-5 46

165-302 5888 : N—F 2 DR—X S A4 UH 5 8 BABFETOMF Phe BEEDEL (FEFHEIER)
NR=hK2DR=2F A4 05 8 BIFE TORAHFED ML Phe REDEREIZOWT, K7 T RS
B, WL HHFEICHEERENRD biviz (KK 20mg 07 7 B R L OREMZE [95%FHEIXE] X
—923.3 [—1135.0, —711.5] umol/L, A&HAl 40mg 7 7 & AREE & OREMZE [95%FFXM] 12 —638.3 [—859.0,
—417.6] umol/L., W41 p<0.0001, MMRM, Hochberg FIEIC & » ZEIEAZ . MR ARITRE ) .
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FEITRBR—RASAVRUIN—F2DR—RSA UM/ —+ 2D 8BABETH
M Phe BEEDFHEDHTE (165-302 55k : mITT £M)

FASME(SE) o 20mg/BFSERE
-—-@-- 40mg/BFSE
1 —o— 2AFIBE
@molL) | A e 13
15004 S e T
F.“.
m] ‘."“‘ ------------------------------ 10
q: 0
P
h 1000-
e
R
=
E
J Jw
500 1 )i
FTREBAR—Z51Y S—F2DA—25A Y S— R 24385 SN2 B

BRI

165-302 $RE& - Mh Phe JEEEAY 600 4 mol/L X% 360 umol/L IR T LI-EEDEIE (ZDihDEEHIES .
165-301 SHERN S #1T LI BEICH 1+ 59 T J)L— T
IfiLH Phe £ A 600pmol/L X 1% 360umol/L LL FIZIE R L= BFOEIGIZLL T D LB Th o,

fie Phe iR EAY 600 4 mol/L. 360 4 mol/lL LFIZIEET L-BEDEIE (165-301 HEA LBITLI-EHE)
(%)

1004 W185A(=125)
2418 (n=89)
3618 (n=84)
80 1
£ 60
&
@D
£l
=1 404
20+

600umol/LIATICIET 360umol/LIATFICET

165-302 E& . EITHBA—RXSA UM B/NA— 4 FTRUN—F4(2HIT 50T Phe BEDEL (FDfh
DFHEIER)

P I RE 2R T — 2 D3 M B ALz 181 Bl 8— b 4 BAARIRF O ML Phe #i O FEHIfEIL 807.6umol/L Th o7z, 4
ITRBRAN—Z T A DDA RITB1.1% Th o772, 73— b 4 TIIARFIOHER OHEZ BE Z LIl
BLUIZZ LoD, I Phe #BE O EAEIL 49 IS (182 #) (2 391.5umol/L, 97 #EHEF (165 f51]) 1T 328.2pumol/L
L0 HATRBRAN—Z T A4 U b O EALRIZIENEIN-66.0% K% T-703% Th -7,
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FAHBRRN—RS A4 o 5/8—+ 4 FTOMA Phe REDFHELEDHRE (165-302 R : £FHEBE)

(%)
04

M Sidigo - o5

318 (SE)

15 9 1317 21 25 33 41 49 57 65 73 81 89 97 1051131211291371451531611691771851932012092172552é32i12i9
N—MADEREAE (B)

MR OBFIEBEE RS, = M4 TIIEET L OHBETRALRE L,

N— b+ 4[2HF50F Phe REDOTHEDOHRE (165-302 5k . £FHEH)
(umol/L)
800

600

400+

i o > OB

200+

318 (SE)

1 5 9 1317 21 25 33 41 49 57 65 73 81 89 97 105113121 129137 145153 161 169 177185 193201 200 217 225233 241 249
1S— N ADEIEREAR ()
K OIS E TR, 28— b 4 TIREE T L OB TAAERSE Lz,
BIEIE, AEER TRl AT RE e T — X 2 AT D BE O L » TEB T 25 (RERFEMEF M I SHE U 7= KB A #ub NI RT
iz e hrotc, BHINCRBRAK T LI T— 4 AXKH L CW B BHEIEEH RV, EFOT =2 137008, /S— |k
AOT—ERHLBFIIEEND, N—AT A4 0%, EITEBR (165-301 SUTEE THHRER) CORANF GBATIOM E L,

BTREEERRUSMERDEL
165-301 FE& : R—R 54 VR URERIER T S QM RRM  HBEBMERKI 7O (FROFHAEIER)
- ADHD-RS-IV REE T REA 27 (JRERE(EERREDL)
- POMSTMD A =27 (B3 H Ol : 25 1EH)
- PKU-POMS TMD % =17 (& H Ol : & EH)
- PKU-POMS $EEL PR ER a7 (BEH O - 25 E®R)

FREREN FRAEAIER X 2 7 OB DO R—ZF A4 NSO EIZTHRDO LBV Th-o7-, ADHD-RS-IV
REBFREAIT OR—=RF A4 6O LER L LT Phe IBEDR—R T A 6O LE L OB
EOMBENFED iz (r=0.246, p=0.0009, v 7 Y > OFEFRMBERED,
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IR BREMERA I 7 (165-301 :RER : ITT &£H)

20mg/ A 40mg/ A BN
(n=131) (n=130) (n=261)
ADHD-RS-IV RN{EE FALREA 27
n 129 124 253
A S S (SD) 10.0 (6.59) 9.5 (5.60) 9.8 (6.12)
HrYLE (EPR) 9.0 (0.0,26.0) 8.0 (0.0,23.0) 9.0 (0.0,26.0)
n 96 93 189
B T IR EEJE (SD) 6.2 (5.16) 6.9 (5.00) 6.6 (5.08)
HrYLE (EPR) 5.0 (0.0,24.0) 6.0 (0.0,20.0) 6.0 (0.0,24.0)
n 94 87 181
N—R T A b DOZE LR | FHE (SD) —3.7 (5.20) —3.2 (5.29) —3.5 (5.24)
HL il (EPR) —3.0 (—23.0,10.0) —2.0 (—18.0,10.0) —3.0 (—23.0,10.0)
POMS TMD % =17
n 86 84 170
A S SEHE (SD) 36.8 (30.91) 34.6 (30.54) 35.7 (30.66)
PRl (HEBH) | 32.5 (—24.0,128.0) 29.5 (—12.0,121.0) 31.5 (—24.0,128.0)
n 99 90 189
PR T IRE EHE (SD) 20.2 (28.08) 22.8 (30.80) 21.4 (29.35)
e fE (EPR) 15.0 (—20.0,131.0) 15.5 (—23.0,110.0) 15.0 (—23.0,131.0)
n 77 70 147
N—R T A b DFE LR | FHE (SD) —16.6 (29.20) —11.6 (31.18) —14.3 (30.16)
Rl (#iPH) | —11.0 (—105.0,56.0) | —7.0 (—94.0,54.0) —9.0 (—105.0,56.0)
PKU-POMS TMD % =17
n 86 84 170
R—ZF A S (SD) 16.4 (13.45) 15.4 (13.13) 15.9 (13.26)
HrYLE (EPR) 14.5 (—9.0,53.0) 12.0 (—7.0,47.0) 14.0 (—9.0,53.0)
n 99 90 189
PREREE T I EHE (SD) 8.2 (11.67) 8.8 (12.88) 8.5 (12.23)
HPYLfE (EPR) 5.0 (—9.0,39.0) 7.5 (—11.0,52.0) 6.0 (—11.0,52.0)
n 77 70 147
N—R T A b DFE LR | FHE (SD) —8.2 (12.25) —6.0 (13.91) —17.1 (13.07)
HPYLE (EPR) —5.0 (—42.0,12.0) —2.0 (—46.0,22.0) —4.0 (—46.0,22.0)
PKU-POMS $&EL FALREA 27
n 86 84 170
N—RAF A EHE (SD) 3.8 (2.65) 4.1 (2.70) 4.0 (2.67)
HPYLfE (EPR) 4.0 (0.0,11.0) 4.0 (0.0,10.0) 4.0 (0.0, 11.0)
n 99 90 189
PR T IRE EE (SD) 2.6 (2.04) 2.7 (2.09) 2.6 (2.06)
HPYL il (EPR) 2.0 (0.0,8.0) 2.0 (0.0,8.0) 2.0 (0.0,8.0)
n 77 70 147
N2 T A b DFE LR | FHE (SD) —13 (2.21) —1.4 (2.64) —1.3 (2.42)
R (EPR) —1.0 (—8.0,3.0) —1.0 (—8.0,4.0) —1.0 (—8.0,4.0)

a: R—=RAZA b OBLRITH M R OREMN SN EEOT — X ITHESEEI L,

165-302 FRER . ITHBA—X S A4 UM 5/8— |+ 4 FTOHZERMN  HRBHERIITOEL (Z0HD
FHMEIER)

- ADHD-RS-IV REZE TFMREZX a7 (GRELTIEMIE) (283
2X— |k 4 BHRARE (18, 134 1) ORa7 OFEIE (SD) 1X6.5 (5.32) Thote, »S— k4 D49 FHEF (174
B) OFHE (SD) 13 4.5 (4.85), HATREBAN—RTF 4 U1 EOFHELE (SD) 13-5.6 (6.26) TH-72,
FARIZ, 97 BEE (147 B) TIXZENTN 3.4 (4.18) K 1-6.8 (6.30), 145 EEF (135 #) TIiXZNZH 3.9 (4.89)
KO-6.1 (6.51), 169 HKg (78 ffil) TILENEIL 3.4 (4.23) K1-6.8 (6.48) Th o7z, ML Phe J2E DEA(L
L AT — R T A U6 O b & OMBEREIL 025 Tho T,

- ADHD-RS-IV REZE TAREA 27 (EREBMLEMTE) GCITRBRN—2 T A U2 9 BOBEIZE T D

W7 T I— THRHT)

N— k4 BRI (18K, S84 DA a7 OHME (SD) 1£9.3 (487) Tholo, S— k4D 49 HKE (73
Bl OFHHE (SD) 1362 (538), HATRBN—AT A U NEOFEHELE (SD) 1F-9.5 (6.12) TH-T=,
FIRRIC. 97 W (61 ) TiXZhEh 4.3 (4.64) RO —11.3 (5.66) . 145 B (54 #) TIZZENFH 5.9 (5.54)
KLO—9.9 (6.84), 169 #lF (30 ) TixZNFI 4.6 (4.26) LU-11.2 (5.72) THoiz, IfiiH Phe JEDE
b & TATRERAR— R T A D OFFHE LR & OFEBIRERIT 0.26 ThH o7z,

- PKU-POMS $EEL FALRE A 27 (B3 H Ol : 25 1H#H)
2X— |k 4 BRRARE (1 WF, 154 B) ¢ PKU-POMS $&EL FALREE A 27 O (SD) 1329 (2.28) Thoiz,
49 B (180 ) DA a7 OFHE (SD) (X2.0 (2.11), HATRBRN—AT A N5 DOFEHELE (SD) 1%
2.1 (2.80) Tho7=, Rk, 97 AEF (161 #) TIEHZFHNLN 1.9 (2.04) K23 (2.86), 145 HEF (144
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) Tix2.1 (2.22) KU-2.1 (2.84), 169 #EE (87 ) TiE 1.8 (2.27) KU-1.7 (2.85) TH -7, ML Phe
B DAL & AT — 2 T A i b OB & OFBIREIE 0.19 TH - 7=,

FITHABR—ZXS A4 UM S/8— bk 4 £TO ADHD-RS-IV FEETHREXAIT7DEHLTILEDHER
(165-302 5B% : & &3 EH)

HITRS I LI

_12_

B (SE)

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
19 17 25 33 41 49 57 65 73 81 89 97 105 113 121 129 137 145 153 161 169 177 185 193 201 209 217 225 233 241 249
IN—ADERZREAR (GB)

X OB A R T,

N=R T A T FEATEER (165-301 SUIEE TARRER) TOARFM GIRRTON—2 T A AE L Lic, 5 THERERD b AR
BRICRAT LTC BT, AT — A T o SRR HREER A K ORISR OFFHM 2 AT D722 v o 1o 7D, N—=R T A i
b OELBEOHEMIZE D>l /= l~ 4 O Z L BRI, %\H#ETH:{ﬂﬁTﬁE&T ST BEORITES D

LPBIESSENDH D (RBREMF B HUE U 7R B AR IR 2 52 1 22 0o 7o, BNCRBRZ K T L7337
—Z B3RP LTV D BT ia&)tﬁi)!ot) 1 kDT — itﬁb‘fﬁ NR= R 4 DFREROT —Z PFONTZBENEEN
%

165-301 7R T OMRTRA S ORISR O FE-MI 1, 1RBRISFEF I EOUGETIFE TIThIL TV R o el X"—RA T A
VR AT D BREBIT D Ao T,

B2 UN) EERE

165-301 B . RXEHADEEFHRDERICEDIKERBRUBENLDZ VANV BERE (IFRNFHE

EHA)

ERRINDDH N EIBIRED 16 BRIZBIT 5 =254 b OELEOEHHE (SD) KO R

20mg/HAE (101 ) T, —1.7 (17.8) g X 0.0g, 40mg/HEE (94 ) T 1.1 (20.03) g KU 0.0g Thotz,

28 HEFTIX, 20mg/HAE (69 f5) TENFH—0.7 (22.81) g X1 0.0g, 40mg/HEE (57 ) TEFNRETN—27
(22.96) g L1r0.0g TH -7z,

RENLOZ LR GEBED 16 WIEIZBIT 2 X—2T7 4 b OBLBEOFEME (SD) KO SRfEix

20mg/ HAEE (101 #) T1.2 (15.70) g BN 0.4g, 40mg/HEE (94 451) T3.6 (18.70) g KN 1.9g TH-7=, 28

FRE T, 20mg/ HEE (69 #il) TZEHZ410.9 (18.82) g KT 3.2g, 40mg/HFE (57 #i) TEAZ4 103 (26.32)

g M N59g Tholz,

BENLOX R EEREOENZE, LTO 2 SICER Lz,

TRBRFEMHBECEORFLMFFT L EBBESNTVDICL b LT, BFENLOHX LRI EE

i B A B - A VAV

« L Phe & E O JITEREHEAS 2 [B1H#EE C 30umol/L LA F & 720 | JRBRFEMFHHEIZEST 1 BHZ OREMN
LOH X EERES 10g ICHEML, 1 BHZY OERENLDOH X EBREL SglICHETHZ &
BFFAI SN BEB N &,

[(ReH]

165-301 StER
BIVEF 1T 2K T 256/261 1 (98.1%) . 20mg/ H HET 129/131 1] (98.5%) K O 40mg/ H HET 127/130 4511 (97.7%)
RO Tz, EREWER (WTFRORET 40%LL E) X, BIEE 76 B (58.0%) KT 89 fil (68.5%) .
TSNS 80 1 (61.1%) KT 68 Bl (52.3%) . TEHFALALEE 57 5] (43.5%) KON61 B (46.9%) T
Hot-,
EERAEFGL, 20mg/BEE 7 H1 (5.3%). 40mg/HEE 19 6l (14.6%) IZRD BN, WTHNORET 2
BILL EICH SN EBEREEERIT, 7740 7% =G 26 (1.5%) KO6 61 (4.6%). WEUE 0 4]
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BO3H 23%), TF7 4 T7F—kEG 0B LD 26] (1.5%), 220 HIRO2 F (1.5%) THhotz,
BHFRILCE -2 GEFGIL, 20mg/HEE 13 6] (9.9%). 40mg/HEE 16 Bl (12.3%) IZ@RBD LN, WT
NDOFET 2B EICHA LGN ERIEICESTEHERRIT, 774 7F 0 — K520 (1.5%) KOV 4
Bl (3.1%). BIHIE 4 61 3.1%) KO 241 (1.5%). REMAR O FIED 2 Fl (1.5%). HEFFALRIS 0 i
KR4 (3.1%), 2FMEZ 2 6] (1.5%) RO 14 (0.8%) ThHholz,

WU EST-HEFLLE LT 20mg/AREO 1 FICEBRDRHRE SN0, AFlE ORFEBERITEE S
7o

BER (2ADFERENES 10%L L) (165-301 HER - REMBRIHRER)

Zn B BIR 48 20mg/ H #¥ 40mg/ F 7 EXON
FEARGE (n=131) (n=130) (n=261)
B 129 (98.5%) 127 (97.7%) 256 (98.1%)
—i% - EHFEER X OG0 OREE 114 (87.0%) 115 (88.5%) 229 (87.7%)

VES AL RS 80 (61.1%) 68 (52.3%) 148 (56.7%)
VESERALALEE 57 (43.5%) 61 (46.9%) 118 (45.2%)
TSR Z 9 PR 29 (22.1%) 35 (26.9%) 64 (24.5%)
e S ALST ] 26 (19.8%) 28 (21.5%) 54 (20.7%)
SR Z 22 (16.8%) 27 (20.8%) 49 (18.8%)
FESB AL PN H 1 24 (18.3%) 20 (15.4%) 44 (16.9%)
AL AR 23 (17.6%) 20 (15.4%) 43 (16.5%)
BB E K OV ARk E 86 (65.6%) 100 (76.9%) 186 (71.3%)
RAfi 76 (58.0%) 89 (68.5%) 165 (63.2%)
VU e 18 (13.7%) 23 (17.7%) 41 (15.7%)
B 14 (10.7%) 14 (10.8%) 28 (10.7%)
iNERiS 10 (7.6%) 16 (12.3%) 26 (10.0%)
FRGF KOV TRk b 67 (51.1%) 80 (61.5%) 147 (56.3%)
T 25 (19.1%) 35 (26.9%) 60 (23.0%)
% ) FENE 22 (16.8%) 24 (18.5%) 46 (17.6%)
AR 17 (13.0%) 29 (22.3%) 46 (17.6%)
TSR 39 (29.8%) 39 (30.0%) 78 (29.9%)
SR 29 (22.1%) 23 (17.7%) 52 (19.9%)
FEEED F 15 (11.5%) 13 (10.0%) 28 (10.7%)
Bl 38 (29.0%) 33 (25.4%) 71 (27.2%)
L 21 (16.0%) 8 (6.2%) 29 (11.1%)
n(%)

MedDRA Version 18.0 (H AGEFHFRIE MedDRA/J Version 18.0)

41




FFT745F0—ITEY— FRERZICAFZEHRE LE-EEOELN (165-301 FHER)
FEGREO | FEEEZO
TF7 47 o Y% O | A&/ FER | ML Phe BE D
(ﬁ‘f%m - | S0, %ﬁ;g@ MBI | ETRED | R A | BRI TS
ﬂﬁmi) EHA | 0 (mg) x5 | AR (B | hoDBER | KK HEE
- (Day) ROIOHEE | 55E) (e KA T g/
(mg) ARERAE THE)
1 95 1 40 THEAL 40 3.1%/25.8% |HEHEHD-H
(40mg/H) 105 1 40 EEARL 40 BRI (K
117 1 40 AL 40 mlDZL— K1
124 1 40 EEARL 20 DTFTT74T7%
133 1 20 ol 10 Y —
153 1 20 e rh 10 R)
165 1 10 & 5. 10/NA
2 57 1 10 THEAL 10 —24.9%/—2.4% P hseT
(40mg/H) 70 2 20 Pk 10/40
3 129 2 40 AL 40 —14.5%/-7.7% BhEET
(40mg/H)
4 204 2 40 & 5. 10/40 -15.3%/-15.3% BT
(40mg/H)
5 59 3 10 Py 5 b 2.5/40 —39.6%/—31.6% BT
(40mg/H)
6 71 1 20 P 5w 10/20 —29.5%/—13.3% BEET
(20mg/H)
7 78 3 40 5N 10/NA —23.7%/-23.7% | B EEL DT~
(40mg/H) RERPIE (7
74 T F U —kk
Si)
8 91 3 20 Py 5 eh 20/40 —72.9%/-35.8% P HSET
(40mg/H)
9 57 12 10 AL 10 —58.6%/—37.7% BhEET
(40mg/ H)
10 85 2/3 20 THEAL 20 —21.9%/—21.9% P hseT
(20mg/ H)

165-302 SXER (/3— bk 1~4 O E4F)

RIER 24 (KT 202215 1 (94.0%) . 7<— I 1 T 88/164 ] (53.7%) . 73— k 2 TRAKIRE 44/66 15 (66.7%)
23—k 47T 188/202 f (93.1%)

KONE 7 72 REE 16/29 B (55.2%) .

IZRBO LT,

EBIEH (EBER 10%LL ) 1%, PIEE 91 B (42.3%) .

Tk 60 51 (27.9%) .
SR Z 2 FER 45 61 (20.9%) . F&9Z 43 5] (20.0%) . FESEBALAERE 41 61 (19.1%) . 58 39 Bl (18.1%) .

EHERALET 36 B (16.7%) .

HEFHEAZ N L 55 51 (25.6%) .

VRSO IEAR 34 61 (15.8%) .

(14.9%) M OWURESR 24 1] (11.2%) TH-o7z,

HEEZBEMI 19FIRO LN, 77 4 7% —NIit 4 B,
BRI

Fe Gk

AN

H.OMEIRFFRECEAE ., WO 1 Bl TH > 72,

FETCIZE o T2 E]

TR

R bR oT,

23—k 3 T 31/60 B (51.7%) .

IBBEE 3 1,
R, WA Ly Y —% S e e
WREe . BRRZMEEIN, VU oo SERRETER., SENIEE, M
IZE SR
TF 747X — 52 B, HERNIER, U o HRRRETE .

TR I OFE Y

TESERNLEC IS 74 5] (34.4%) .
2ERRIS 47 B (21.9%) .

VRS ERAIALEE 33 61 (15.3%) .

HEER AR B P

9 o9 2 il

VERA .3 i

T D FEIE 46 5] (21.4%) .

IBIE 32 151

TFT74T%
REJ, W

AHRFES 1 15]“(3?)071
WERAIT 12 BB B, 5> LEERBIERHICED DX 6l TH -T2, DRI,
B A N Loy —& D TR R MR
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BIfER (2ADRBFES 10%LE) (165-302 55 - REMBITHRER)

IN— K 2
- AN | . e N—13 N—h 4 AR
RN m=168) | PR | o kme | (n=60) (n=202) (n=215)
(n=66) (n=129)

2R 88 (53.7) 44 (66.7) 16 (55.2) 31 (51.7) 188 (93.1) | 202 (94.0)
RAfi 18 (11.0) 7 (10.6) 3 (10.3) 7 (11.7) 76 (37.6) 91 (42.3)
VES AL 19 (11.6) 5 (7.6) 2 (6.9) 4 (6.7) 61 (30.2) 74 (34.4)
72 BREERD 4 (24) 0 0 1 (1.7) 58 (28.7) 60 (27.9)
TESHEAL PN i 10 (6.1) 2 (3.0) 2 (6.9) 1 (1.7) 46 (22.8) 55 (25.6)
E i 4 (2.4) 3 (4.5) 0 2 (3.3) 41 (20.3) 47 (21.9)
% ) FENE 7 (43) 4 (6.1) 1 (3.4) 3 (5.0) 40 (19.8) 46 (21.4)
TSN Z 9 PR 9 (5.5) 2 (3.0) 0 1 (1.7) 41 (20.3) 45 (20.9)
B 5 (3.0) 2 (3.0 1 (3.4) 5 (8.3) 34 (16.8) 43 (20.0)
VES SRR A @ - - - - 39 (19.3) 41 (19.1)
FIEbE 11 (6.7) 5 (7.6) 5 (17.2) 1 (1.7) 29 (14.4) 39 (18.1)
e S ALST ] 3 (1.8) 0 1 (3.4) 0 33 (16.3) 36 (16.7)
S AL IERR 6 (3.7) 2 (3.0 1 (3.4) 1 (1.7) 29 (14.4) 34 (15.8)
VESERALALEE 9 (5.5) 4 (6.1) 0 1 (1.7) 26 (12.9) 33 (15.3)
i B 6 (3.7) 1 (1.5) 2 (6.9) 1 (1.7) 26 (12.9) 32 (14.9)
VU R @ - - - - 20 (9.9) 24 (11.2)

n (%)

=k 3 OLEVEMRIT R GENNTIE, TRBRESE I EGRT S 2 AR S— R 3 ICBEENTZ 60 Bl &), 2 >DReD
BHID PK 23 L7z, K VBN S— R 3B LY O 29 BlDRENET —Z %, ZD/8— k3 DAHOFEROERICIX
GO, 165302 EBRDOZEMET — 20— L LTHEM L,

a: /83— h1~=F3OFERITNTHE 10%LL FTh o7z,

MedDRA Version 18.0 ( H AFEFIFRIL MedDRA/J Version 18.0)
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EFHRALEOS, BIfiR . IBBUERIS 2 E DR EHROFEI=IT, MEFRFH L0 S BN TRr-o T,

RERMAOBEEER (REEE 5%LL) (165-301

SRR
BIERR

BEERIG
1E

RE
ESFER
S

T

B0t

I=EES

EATA
{EPhellE
AR

fInt

DAY i]:E:1: 3
e 7
e
ESTEGTE S
ME;FHE
PFI«4SFI—
B BASEE
;&R

2

HER. 165-302 HBRR VBN TREROBREET)

93%
66%
79%
= 67%
65%
60%
42%
47%
33%
24%
25%
23%
25%
24%
25%
28%
19%
27%
19
% 30%
19%
24%
15
% 65%
11%
12%
1%
6.7%
9.8%
16%
6.7%
21%
6.3%
2.2%
6%
3.9%
5.6%
2.8%
4.6%
1.7%
1.4%
4.2% WS /B
5.6% HER R
b %-91% WEERER FHAZ—EDHIRL)
r T T T T T T T T T 1
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

AR OB & 13, 2 L7 5Bl Phe B2EEAY 600umol/L RiifICET 5 £ COMIE 274, LE LzRE&Th
H' Phe JRJE A% 600pmol/L |23 L7 e T, BEZHERI~BAT T2 2 & & LT,

BERANOAETER (165-301 HER. 165-302 BB R VBN TREOHEREZ L)

(%)

100
80-
60-
F
%
40+
20
O_

93%

B /EEH

WSROI
WR3HnTE
BEYERIT
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[feERE]
165-301 FE&
RBIE A EF RO L HUREOBIEIZ OV, EAW Wi OB PEGIgM, i PEGIgG., $it PALIgM
O TAb D IEEIG & SEIFURMIEA K & 72 2 R S CIMBUE A F F R ORBBUFE D e b @ < e o 72,

BEEAEERORRGHHRNAMOREE (165-301 FHER : TEMBITHRE)

—o— PAL IgM —e— PAL IgG PEG IgM —e— PEG IgG —— NADb TAb | BEERFEREN
108 83
i 197 168 145 J31 _—e——e
1,000,000 225 B ° ° o
150
100,000+
10,000+ b1
5
z
ot 100
% 1,000+ §
m Y
&
i )]
100 i
17
%
4
10+ [=0
’|_
255
O2575257 2lm_|,
01234567 891011121314151617 181920 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 39

ERRHAR (B)

X OB E T,

WBUER FHFRINLT 7 4 7% —bOG, MEFERE S, BEREEFES, MIERERR. AN RS (14
AL, EMEARERE (14 BLLE) . ISR BEFLICHY T AEFTLN G T D,

NAb : FFIHLA, TAb : LRI NY 7 —EBHik
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165-302 iRE&
P PALIgG. $iPALIgM, TAb } (X NAb DG HEIA K OSEYHLIRMI A —E T, $T1 PEGIgG X Ui PEG IgM it
IR AT — 2 T A UEE TR T 5 % Tl @BEEREFROBHEENE -T2,

N—r 1 OBBEREEROEREIERVHAMOBEE (165-302 38k : /\— 1 DREMETHRER)

—e— PAL IgM —e— PAL IgG PEG IgM —e— PEG IgG —— NAD TAb 1 BEBRREMN
99 65
1,000,000 182 g 17 15 = 7 2 450
100,000 .
Jfao B
162 100 65 26 : 15 13 . 2 il
10,000+ z g
I 100 =
5 1oz & s : o §
S T 2—3% 27 17 - 13—~ 72 &
% 162 100 65 265 ————— 15 T3 7 5 [7))
100{ 10 o —eo— 65 26 17 15 13 7 L0 £+
162 99 i)
%
10+ 27 £
o'/ 15 10
14 N
7 2.2
O T T T T T T T T T T T T 1] T T T T T T T T T T T T T T T T' T T T T T 1§ T I— O
12345678 91011121314151617 1819 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37
ERZRHARY (GB)
B o OB A T,

NAD : LR, TAb :
Eﬁx%?ﬁf’%@ S PERBUES =

V— REFRB LT 16 il

HlZExg L LT IgM KON IgG D ERER

(CARFN~DFFHAY IgE ZRE LIAER, Wb A e Y — RIEBBFOAAI~ORRE IgE 132tk Th 72,

IO LipbAFNIIR T B BV EREOE RS OFEBRELFF 1T, IgE HEMEEOMR T L ¥ —LE 2 bh
I
(%]

MmA 7 LA X—l, oz 78
MR ZEME LSS CRIENEL B,

127 LIL+— (BPESEY)
IgE

—s Y -

ENT LIV 2T

&7 LIL+— (REBESE)
IgM

e

SRS K

1

IgG <° IgM D3t L T4 L 7= s AR

AV
AL

7=

N

1gG

r
|
_t

) AR OAR S NI HER O N,

FTF#E53 5, 72720, 1\ 25mg #BsHEE LT, LUF oML
B E U CH RN R4 72285A 1%, 40mg 3% 60mg |ZEEBEAIZHE R T X 528,
DT v, 3. FAEEROHE] OESMH,

B CCHEHY 5,1 Th D, Wik

NIRRT AR 7 —8 B fEifx) &L T1 H 1 20mg ZHiFFA=EE L,
1 B 18] 20mg % —EH
ARKAEIL 60mg TH D, 72E, BEFORE

eV, BRPERICH RS D,
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QERNEMAERER (165-305 X&) 1©

AANOFEEFED 720 18~70 R D BHAN PKU B ZXF5RIT, BA Wi ik 51 ¥ A VTR

HEO e @ et U7 & & AT B O 2 2 B
RERT A v | IEEM. Zhiak
e AENOE GFED 72\ 18~70 5% HARN PKU BHE * 1 12 4
a : [ Phe #2% 600umol/L 48
N—1h1
AHF 20mg D 1 B 1 [E#5-% 24 BRLLEIT> THIH Phe #EEEA 360pmol/L Z# %2 TV 54
1%, 40mg [CHARA[EE L SNTe, £, ARG OK 2~3 BiRATICE A # 2 HI LV H2 /K
FEPUHE NG USRI O R G- 23 M Th iz,
IN— K2
I Phe I EK T ORNENF SN D F ThK60mg/ B F THEA & L, il Phe # £ A% 360umol/L
UTERo=RIIBFENLDOH X EEREORIEZ L L,
ZELRIVINIEIERE
AFRUMS sy S xE0me) B
Phemm . DA B > e (@FPhe360 ROV LT
HNEBBOBEHT)
RIU—=vF JS— K1 o
4BE 528H %%\1 523@&-3
RERTIE
B HEREL DAY (165-305 FER)
b2t e 5111 1 EIOAE - E50% b7 ORAR) |ROWEE TO
I 5 W
EONH |4 0T 2.5mg % 1 [BElf 5 (2.5mg) 4 A @
Wi |5 ERINL R 2.5mg % 2 [ 5 (5Smg) 1 3B
10mg %38 1 [A3% 5 (10mg) 1 AR @
10mg % i 2 [ 5 (20mg) 1 M e
10mg %38 4 [A1#% 5 (40mg) 1 A @
10mg % 1 A 1[5 (70mg) 1 AR @
MERFHR | %— b 10 52 R 20mg & 1 A 1 [\l# 5 (140mg) 24 JAH
N—h 2 IR 156 MR |40mg & 1 B 1[5 (280mg) 16 J[H
60mg % 1 A 1 [E§ 5 (420mg) ° —
a: BEOREVEG U T, &AM S LB SR 25 A R H 5,
b:/S— b 2IZRR2,
DI & HRAIO 3 EOIREIRE S (1, 2 KO3 HEEE) (2G5 AR 1T o 7,
<BERME>
FEIHMHIEE : RX—R T A 2D 52 I E TOIMF Phe R DL &E KL O LFE
ZOMOFMIEE -
N—=RF A B OMLH Phe iDL EK VELROHER
I Phe #EE2S 20%LL FAE R, 37 ONZ 600umol/L, 360pmol/L % T 120umol/L VL FIZIE T L
T-EBEDEIE
52 RS E T2 Phe JEE 23 30pumol/L R T L7z, XIXEEET 5 2 [M D fif Phe R EE
HIEME A OF D 30pumol/L K T - 7= BE OEIL
Ifi.H Phe #2EE 23418 T 600pmol/L LA FIZIE T35 £ ToHIM
SR PRERBFHER -

ERANOBEND DX A7 BEEREOE

PRREREN PR EIR X 27 (ADHD-RS-IV O AREE FALRE R a7 IBRERERIC &
LRHE) OR—=2F A b OELE

FEIROIRABIZBE T B EML BE OIS (CGI-S/PGI-S) K UMER D ZAIZB 3 5 Eff
J BE OIS (CGI-C/PGI-C) DN—R T A b O (BE OSBRSS

1EH)
o7y VOB EEIR AN~ 7 U — (CANTAB) fHliTHE OX—RF A NGO
A&

<EEMS>HEHEFER, WARE, 2Ly Ar &
<SSEJENE > ADA BBYERIG K OBURA, ARER O etk & OBfR %
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FAAT ]

Tl

<MBHTRIGAER > AKI 54 52 BRISET L, 52 WO MA Phe 125 OMIEENE HNT-ERN %
52 WA MM ST REEM . AFIOF G207 &b 1 BIEZT 72T _RCOBRE & LT 4
HEHE LT,

< IERRAT >

F MM I BRI E A WO CER L, 52 TIEO [, Phe 25 D A2 D 95% CL TR D &
LHtMmEEAONTE L,

ZOMOFENTIL, 73— b 1 @ 52 WEFE TOAFEMRE R O M H Phe J 2T EAFEFH &2 AV CEH
L. F72fH Phe IREDR—RZ T 4 D OELEE OB LHEEZ /R LT, M Phe JREEA 20% L4
R, WTNZ 600pmol/L LT, 360pumol/L AT, 120umol/L LAF K& TF 30pmol/L AT iR T L 7=
BEOFEZEH Lz, M Phe JEEEMAGIHD T 600umol/L UL FIZIE T2 ETCOMEEH T T
~ A Y —AFWRTEE AN OR L,

BRRAOMRAT I, EAORFHEZ AW TER LT,

R—ZATA LV DEENSDX R EEREIIA 7 ) —= 7T (Dayl 2&T) ORBFEND
DF Ny EEREO TS EE KL L, AR AL ORREERTORENDL DX LNy EiE
BRENRRX—RT A LRI LKETHSTZRBEORGERDZ, X—RA T4 ERILKHEL L, BRF
ROEIRRNDDZ X EEREOBLENDNTNHER—=Z T 4 b 10%REOERE L T
L7

ADHD-RS-IV REBE T REIL 4 BEREOBEEERE (0: 720, 1 8RE 2 h2E 3. 5HE) &
FAnTzxab Lz, FHEHEOAT N2 XL 3 OHEAITERRHHZ L ERL, 9THED AT
BHEREETMREAaT L L,

CGI-C XU PGI-C DISIZDOWTIE, Bl L OFIE % 52 R E TORMRBERE RN BRI L=,
CANTAB YV — /A0 LEER L7 3 DOX R 7 [@FGERIEHRLE (RVP), ZM T —F 7 AEY
(SWM) KRR~y 77z 27 (SST)] Z W TEITHEEZ 31N L7z, RVP X RS RF
1. R U N—ICIERRIC ST A £ CORRIOFHE (BEAL : msec) & EFH L7, SWM R
77—, RUMENT =27 UPBEEICR S > TWnIRy 7 AR BENFERINLTLE -
TeBFOEOEFEE (R : [\) LEXR LT GHMENS L DRy 7 2 TORBEIZ SN T DA
BH), SST R b v 7o 7 F AV RIGSHEREIZ, STOP 34T THIHI D EIIRMN 50% & 72 - 72 & & D GO
RO BRAEH & STOP i E TORFM O R S (BAL : msec) L EHR LI, S— M1 DOX—XF 1
(V%=1 1 ® Day 1 OEEHT) 2v5 52 W E TO CANTAB /85 A — & OZEALRIZ OV TERIHE
HEEZHONTENLE,

WITNOFHHE B ICOWTCHHEI T IV OV 7 T A—T T 24T 9 2 & NFERIRE S TW
7o

F—=H vk
b

2021 43 A 3 H
s8— b 1 OFEROZFEH LTz,
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BEZDAR

12 FIAVRERS R, BEIDVEANEIER G LA a2E T Ly 1B 52 R ORHii 256 T L. (10mg/H

150, 20mg/H : 4, 40mg/H : 6 ),

BEEER

BEER (165-305 A5k : REMBITHREE KU 52 B A 25Tl =l seS )

L2 MR R G ARNMEREATEER (52 JHIRF)
(n=12) (n=11)
NR—RF A VEEOER, %
¥ (SD) 29.42 (8.14) 2936 (8.54)

e (D)

30.50 (20.00, 46.00)

31.00 (20.00, 46.00)

PERI, n (%)

B 8 (66.7) 7 (63.6)
iges 4 (33.3) 4 (36.4)
KE, kg

SE¥IfE (SD)

64.43 (15.23)

64.97 (15.86)

e (D)

58.95 (49.00, 103.70)

59.40 (49.00, 103.70)

BMI, kg/m?

SEEIE (SD)

23.48 (5.29)

23.98 (5.24)

e (EEPH)

22.40 (17.90, 38.00)

23.20 (19.60, 38.00)

IfiLHF Phe JE . pmol/L

SEEIfE (SD)

1032.33 (166.21)

1025.85 (172.72)

e (EEPH)

1107.83 (774.33,1278.33)

1112.00 (774.33,1278.33)

1 BH7Z0 OBENSDF N7 EIERE,

g

“FHfE (SD)

34.51 (20.52)

33.26 (21.03)

e (EEPH)

33.38 (2.45,79.92)

30.55 (2.45,79.92)

1 B2 DERERENSDZ 237 BB

=,

L==AN

g

“FH)fE (SD)

22.16 (19.55)

21.65 (20.42)

e (EEPH)

19.58 (0.00, 50.90)

19.00 (0.00, 50.90)

ADHD-RS-IV REE FALRER 27

“FH)fE (SD)

5.0 (4.67)

e (D)

4.0 (0,12)

MR

126011 B (91.7%) DAARFEG-% ) 94.0 B T,

[(AahiE]

BR—X 54 Ui 52 BEETOMS Phe REDOELERVELE (FEFMER)

it Phe ¥ DEME (SD) 1E, N—RZ T A 2D 1025.8 (172.72) pmol/L 75, 52 WAEIZIX 448.3 (458.75)
pmol/L &7go7c, 52 REDR—R T A L inbOYEE{E (SD) 1X—577.6 (431.80) pmol/L, FHjZ{b

(SD) 1%-57.5 (41.00) % TdH o7,
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52 AR MS Phe BERUAR—RSA UNLDEILERUVEILE
(165-305 5E% : 52 ABA M sEE )

HE T3 2k
10mg/ H A& |10~20mg/ B A1 [20~40mg/ H A1 [40~60mg/ H A (n=11)
(n=11) (n=11) (n=11) (n=7)
~_—27 4 (umol/L)
n 11 11 11 7 11
1025.8 1025.8 1025.8 1095.0 1025.8
0145
M8 (SD) (172.72) (172.72) (172.72) (152.85) (172.72)
e 1112.0 1112.0 1112.0 1142.3 1112.0
RAE (D) (774.1278) (774.1278) (774, 1278) (823, 1278) (774.1278)
52 JHE (wmol/L)
n 0 2 3 6 11
2.0 653.7 4943 448 3
NZ A J—
FHIE (SD) (0.00) (700.82) (341.93) (458.75)
pos B 2.0 564.0 500.5 331.0
RAE (i) (2.2) (2, 1395) (61, 809) (2, 1395)
NR=RF7A Db 52 lHFFE TOZLE (umol/L) ?
n 0 2 3 6 11
—799.3 —444.8 —570.1 —577.6
NZ A J—
FHIE (SD) (38.18) (620.50) (433.92) (431.80)
. B —799.3 —340.0 —519.8 —1772.3
HRAE () (—826, —772) | (—1111,117) | (—1135, —153) | (—1135,117)
NR—=RF A U5 52 B\EETOEIER (%) °
n 0 2 3 6 11
—99.8 —42.8 —50.7 —575
\ /i} —
A8 (SD) (0.01) (54.66) (35.61) (41.00)
. B —99.8 —37.6 —46.4 —170.2
HRAE (REPH) (—100, —100) | (—100,9) (—95, —16) (—100, 9)

a: N—ATA MEIFA T Y —=

HL,

V7R OV— K 1 @ Day | DFHIfE L LTz,
b N—Z T A b OB LRIT, WS OREENES SN BFICESEHH Lz, ST tEE AT 95%Cl 25

BR—Z54 UhbDlH Phe RENEILERUVELLED#RE (ZOMOFHERE)
(i Phe #RIEDN—2 T A 2 b DOZALE R OZALRTAFMFF U TU T O L S ITHER LTs, 7B,

12 BBFE T2 5/11 f, 16 WEFE TIZ 8/11 BIAS 20~40mg/ H R OMEFF A EICBE LZ, F/-, 4 AFE T

(2 5/11 B8 40mg/ B LA b O#ERE A RICHBIE Lz, 52 #EF T 9/11 1 (20~40mg/ H AR : 3 #, 40~60mg/ H
Al 2 6 B) DHERFAEOERL 2517 Tz,

(umol/L)

figgo > oBE

15004

ERGEF D MmF Phe jREHT (165-305 55 . £58KEH)

AEBI6
AEBI12

—o— FEAI
FEBI7

1250, L Tre ¥

1000

7504

500+

250+

--@- fERI2
—-O- fEAI8

—o— FERI3
FEBIO

AEBI4
AEBI10

AEBIS

AEBI11

24

FRHR GE)

48

52
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W Phe JEEA 20% LI EIET, A< 600 £ mol/L. 360 ¢ mol/L BTF 120 umol/L LATFIZIE T LIzEED
BE (FOthOFHEIER)

52 ERFRONS2 I E TOHIMIZ, M Phe D 20% L, FIKF L7 BFE OFIGIL 9/11 ] (81.8%) Th iz,
F72, 52 W E TITIf A Phe RN 8 61 (72.7%) T 600umol/L LA T, 6 Bl (54.5%) 7% 360umol/L LA T, 4
Bl (36.4%) 7% 120pmol/L LA FIZ5iE L7z,

M Phe REETOBFMBICEZEL-BEDEE (165-305 FHER : 52 BRr AR TH 7 AL )

HATNTHE LT HAEAT Y (7 70 —TFiFhT) Lotk
L Phe JRED | 10mg/ B ARG# | 10~20mg/ B A5 | 20~40mg/ B A | 40~60mg/ B A (n=11)
BZfE. n (%) (n=11) (n=11) (n=11) (n=7)

52 JHF 20%LL HEF 0 2/2 2/3 5/6 9/11 (81.8)
600umol/L LL 0 2/2 2/3 3/6 7/11 (63.6)
360pmol/L LA 0 212 1/3 3/6 6/11 (54.5)
120pmol/L LA F 0 2/2 1/3 1/6 4/11 (36.4)

52 B E TD | 20%LL BT 0 3/11 8/11 5/6 9/11 (81.8)

I 600pumol/L LA 0 3/11 5/11 3/6 8/11 (72.7)
360pumol/L LA T 0 2/11 3/11 3/6 6/11 (54.5)
120pumol/L LA F 0 2/11 3/11 1/6 4/11 (36.4)

W52 B ETICMF Phe JREA 30y mol/lL RiFIZIET LE-BEDEIE (ZOMOIEHEER)

3/11 1 (27.3%) T Phe 5 2%856% 2 [7] 28 % C 30umol/L A (272 - 7=, 30umol/L A 12 722 > 7= [ 4k i
1 BTl 36~52 BRFE TIZ 5[E, 2 B TIX20~52 BRFE TIZ 8 BIIT 9B TH 7=, EREBNLDOHX LY
B (Phe ZFR<) BERENMET L, BFENLOX /37 EERGEIIHEMN L7228, LA Phe A 1E 30pumol/L
W CThHoT,

W+ Phe BEMNHIH T 600 mol/L LTFICIETT 2 ETOEIM (FOMOFMEER)
[ H' Phe #2398 T 600pumol/L L FIZIKR T3 2 £ TOHMIZLLTO LB THoTo,

M Phe JEEMAF)H T 600 umol/lL LA FIZIETFT I B2 ETHOHM (Kaplan-Meier %)
(165-305 5B% : &3 EH)

(%)

'
100+ +T5400

80

60

02 Skt

40

20+

T T T T T T T T T T T T T T

20 24 28 32 36 40 44 48 52
EREHAR (GB)

Bl 12 12 10 10 9 9 9 9 8 7 7 4 4 *

51




BEEBRUBENODZ VNV EERENEL (FRMEHMEIER)

BENLDX R IEEREONR—RAT A DO ELRN 25%LL E L iro7-di%, 48 HEF (35.4%.
11 %), 52 W (41.9%. 11 6)) D 28ETH o7, ZHITTITAE Phe MfE (fH Phe #2EEAS 30umol/L i)
NHLNTZIFTRENSOZ N EENENMEIE L2 EICL2b0EE bRk,

WAFRERH, HIREAEIR R 37 (ADHD-RS-IV OFFETHRER D7  AREEEMIC K 55HE) O
— XS4 UMb DELE (FRNFHEIER)

NR—RF A O ADHD-RS-IV REETMRER 27 OFEHEIL 5.0 TH Y, 13 A EOBFITMIER GLUE
FPH : 2 a7 9R) ThoTm, S2WEFONR—R T A b O ERE (SD) 13-1.0 (1.61) THh-o7=,

ECANTAB iHEIEEDR—R S A4 U bDELE (FERMWIMEER)

52 RFCBIT D RX—RAT A b O ki (SD) 1, RVP FEEGHEERFTIE—83.9 (111.40) msec [N—RF
A 25442 (122.56) msec]. SST BB TIE—26.8 (46.33) msec [“X— AT A 1 : 2412 (56.68) msec].
SWM AT 7 —#13-6.3 (10.86) [H] [R—AF A > : 140 (11.87) ] Tho7z,

52 BN CANTAB SHAIEE D R—RX 54 UMb DELE (165-305 RER : 52 BERF AR EHE R e L)

HeEhra Lol
10mg/ B Kl 10~20mg/ H AR | 20~40mg/ H A | 40~60mg/ H A (n=11)
(n=11) (n=11) (n=11) (n=7)
RVP EHI R (msec)
N—2F A"
n 11 11 11 7 11
SEYJfE (SD) 544.2 (122.56) 544.2 (122.56) 544.2 (122.56) 565.6 (147.42) 544.2 (122.56)

HrfiE (FPH) 514.6 (429,840) | 514.6 (429,840) | 514.6 (429,840) | 514.6 (429,840) | 514.6 (429, 840)
NR—2 T A )5 52 W E TOLE

n 0 2 3 6 11
FEfE (SD) — —2.1 (13.44) —-40.1 (36.33) —-133.1 (132.36) -83.9 (111.40)
HrRfiE (PR — 2.1 (-12,7) —44.5 (=74,-2) | —113.0 (=340, 14) | —44.5 (=340, 14)

SST Z b v 73 7 F VSR (msec)

N—RT7 A
n 11 11 11 7 11
SE¥JfE (SD) 241.2 (56.68) 241.2 (56.68) 241.2 (56.68) 2245 (41.73) 241.2 (56.68)

HrgfiE (FPH) 219.8 (173,375) | 219.8 (173,375) | 219.8 (173,375) | 216.8 (173,310) | 219.8 (173,375)
NR—2 T A )5 52 WFE TOLELE

n 0 2 3 6 11
FEfE (SD) — —91.7 (60.07) 8.5 (31.32) —22.7 (26.90) —26.8 (46.33)
HrRfiE (PR — —91.7 (—134,-49) | —4.3 (-14,44) —24.9 (-63,7) -18.8 (~134,44)

SWM 17— 7 —#% (Ja])

N—RT7 A
n 11 11 11 7 11
SEYJfE (SD) 14.0 (11.87) 14.0 (11.87) 14.0 (11.87) 11.3 (9.11) 14.0 (11.87)
HrfiE (FPH) 12.0 (0,39) 12.0 (0,39) 12.0 (0,39) 10.0 (0,24) 12.0 (0,39)

NR—ZF A N5 52 A E TOELE
n 0 2 3 6 11
FEfE (SD) — -8.5 (9.19) —-5.3 (9.24) -6.0 (13.51) —-6.3 (10.86)
HRfiE (sEPR) — -8.5 (~15,-2) 0.0 (~16,0) 0.0 (—24,8) 0.0 (—24,8)

a: N—ATA I8~ h 1 D Dayl (FHAD LEFK LI,

RVP (SR PRI 0T o N BRI SR T 5 £ CTORFM ORI (AL : msee) & EHE L7z,

SWM (ZEfV—F > 7 A€ )) fTH=7 =% : AUMENT b—27 UBEEICR O > TWA Ry 7 A2 BENHFERIRL CLE-TBF
DX OEFHEE AL E) EEFRLE GHEXS L DRy 7 2 TORBIC OV TORFH),

ANy Ty T E A (SST) BGIER] : STOP 3T CHIHl DI EN 50% & 72 o7z & & D GO KL D BREA> B STOP I E TOREH D&

X (BT : msee) EEFHLT-.

WERDOIKREEIZBE T ZEM BEDEMBIIENR (CGI-S/PGI-S) RUERDZELIZRET 2 EL. EED AR
% (CGI-C/PGI-C) MDR—RX 54 UhbDEL (FERMWFEMEIERS. EFEOEMMENRIISERFER)
CGI-S,/PGI-S OFKIEBIZHOWT, 52 WHFIZR—R T 4 > Ll U CELITH SN2 ho 7=,

CGI-C DFHBIZOWT, S2BFFI_N—RAT A g LT B b7 L) &S LZERIX 100% TH - 7=,
PGI-C DFHEBIZDOWT 2 BIFIZAN—R T A LR LTI b L) L3 L7- B 0I5 13 81.8~90.9%
ThHoT=,

[R2tE]
BIVEFNIEAET 12 61 (100.0%) . 10mg/ H K5 T 11/12 51 (91.7%) . 10~20mg/ F K35 T 12/12 511 (100.0%) .
20~40 mg/ B K T 9/12 i (75.0%) . 40~60mg/ H i T 2/7 il (28.6%) (Zi&DH Bz,
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F22RIER (BB 40% LA E) 13, S EADALEE R OVESHIALIER S 10 41 (83.3%) . BAHH 9 41 (75.0%) .
HESTEBALZ © PR OB A 6 151] (50.0%) , JEHFEIETE, 7 LV ¥ —MERE g, 2B, MRk C3
JD K O IRSy C4 B4 5 61 (41.7%) Th o7z,

HERBIEN, B&GHILICE S 2RWERH R OSECHNITRESD bivieroT,

B, AFEG-OK 2~3 AN E A ¥ 2 2 H1 L O H2 SREFBFHERIE NS MEEREAl (T 72/
TrxreaxX/ a7 er) DEFNCHIERS ST,

BIVER (2AADRBFFE 10%LE) (165-305 FHER : REMBETHREH)

g NG | 10mg/ A A& | 10~20mg/ B A& | 20~40mg/ B A3w | 40~60mg/ B A EXIN
JLEAGE (n=12) (n=12) (n=12) (n=7) (n=12)
FHBEIE, n (%)

NSy SHE s

ﬁ”gigﬁj@@%é 11 (91.7) 12 (100.0) 9 (75.0) 2 (28.6) 12 (100.0)

&’E#Eiig?iu 11 (91.7) 8 (66.7) 8 (66.7) 2 (28.6) 11 (91.7)
G NALBE 10 (83.3) 8 (66.7) 7 (58.3) 2 (28.6) 10 (83.3)
SRR 7 (58.3) 6 (50.0) 3 (25.0) 1 (14.3) 10 (83.3)
VERRINLZ O FEI 5 (41.7) 2 (16.7) 5 (41.7) 0 6 (50.0)
iR 5 (41.7) 1 (83) 1 (83) 0 6 (50.0)
R SR AZS 4 (33.3) 1 (8.3) 0 0 5 (41.7)
FEEL 4 (33.3) 0 0 0 4 (33.3)
TSR EAL 2 1 (8.3) 0 0 1 (14.3) 2 (16.7)
HEL R 7 33 N

gggggg? 8 (66.7) 7 (583) 5 (41.7) 0 9 (75.0)
RAEE 7 (58.3) 6 (50.0) 5 (41.7) 0 9 (75.0)
VU fise g 0 1 (83) 1 (83) 0 2 (16.7)

BB £ O FAlRREEE @ 6 (50.0) 3 (25.0) 4 (33.3) 0 9 (75.0)
T LIV — PR E R 4 (33.3) 0 1 (8.3) 0 5 (41.7)
AR 2 (16.7) 1 (83) 3 (25.0) 0 5 (41.7)
HLBE 1 (83) 1 (8.3) 1 (8.3) 0 3 (25.0)
T LIVX—EE D EEE 0 1 (8.3) 2 (16.7) 0 3 (25.0)
IR 0 1 (83) 1 (83) 0 2 (16.7)

AR A @ 0 4 (33.3) 4 (33.3) 0 8 (66.7)
fififR sy C3 i 0 4 (33.3) 1 (83) 0 5 (41.7)
HliRRSy C4 P> 0 4 (33.3) 1 (8.3) 0 5 (41.7)
7 X R b 0 0 2 (16.7) 0 2 (16.7)

TR B @ 4 (33.3) 1 (8.3) 3 (25.0) 0 5 (41.7)
SER 3 (25.0) 1 (83) 3 (25.0) 0 4 (33.3)

e RkEE e 3 (25.0) 0 1 (83) 0 3 (25.0)
MIEIRAR R G 3 (25.0) 0 1 (83) 0 3 (25.0)
S EUE 1 (83) 0 1 (83) 0 2 (16.7)

n (%)

HEFRRITIL, RBREE GG DR 5% 30 B £ TICRAXITEA LT R TORERREE D,

a: BB AT REM OB (FHELT IV TlE, ZREThOBER) 20 LTHBLE, ACHES T IVNT, FW—H&
FICF CARE BRI EAGEOF ERFLNERE R LI2GE, TOHEI 7TV TEAENT L BOART T h LK,

b 7 X EER B IR Phe MUE 27T,

MedDRA Version 24.0 (A AZEFNFR MedDRA/J Version 24.0)
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(&R ]
FHUR DI OHER S OV T Phe J B OAFURDFHFRMEIZLL F DO L B0 ThH -T2,

ENAEDOFEHIAMDHERE (165-305 BHER : REMMITHRER)

—eo— PAL IgM —e— PAL IgG PEG IgM PEG IgG —— NADb TAb
100000
10000
1000
n
&
i
100+
10+
’I -
0 3 8 12 16 20 24 28 32 40 48
#RZ2HAR (G8)
S
NAb.PAL IgM.PEG IgM 12 12 12 12 12 12 12 1 11 11 11
PAL IgG.PEG IgG 12 12 12 12 12 12 12 0 11 11 11
TAb 12 11 12 12 12 10 12 0 8 6 7
NAb : FFIHLIA, TAb : LRI NY 7 —EBHik
e Phe JBER OB ADFEHFUAM (165-305 35k : KEMEETRER)
600pmol/L AT | 600umol/L i | 360umol/L LAF | 360umol/L #8 | 120pmol/L LAF | 120pmol/L &
n 8 4 6 6 4 8
P PAL IgG | “F¥IfE 193,724 248,195 93,463 330,299 95,238 270,203
(SD) (191,167) (124,659) (53,956) (159,697) (69,113) (175,003)
R 121,510 211,259 89,915 330,105 93,633 211,259
NISSHTER
AL I(S%L 799 (898) 430 (207) 892 (1,041) 460 (179) 1,046 (1,307) 491 (165)
R 554 435 554 453 536 508
NISSHTER
L PEG IgG I(ng)L 386 (611) 154 (155) 76 (153) 541 (643) 103 (190) 411 (594)
i 23 143 16 288 11 147
NISSHTER
PAPEGIgM I(;/g)L 2,189 (3,431) | 1,221 (1,210) 383 (593) 3,350 (3,497) 513 (717) 2,543 (3,312)
i 293 1,009 137 2,103 222 1,009
NADb NISSHTER
I(;/g)L 193 (210) 163 (79) 86 (77) 280 (194) 104 (92) 222 (196)
i 96 141 74 215 96 141
TAb SEAE
I(St?)gL 29,051 (43,925) | 24,290 (9,295) | 7,447 (5,679) |47,481 (42,086)| 8,056 (7,227) |37,168 (40,371)
FRfE 8,480 28,402 6,229 29,347 6,914 28,402

n #E.
7

RBHIH OWFNAORE L TH Phe BAIZEE L2 BEORERT, PREOIRIHE &L, B8 Z L OFHEICESERIL
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2) REeMHER
(V.5 (4) firfoRE omEs M|

(5) B - MEMNHBR
DR L

(6) AmAIfER
1) ERARERE (—REAREAE. BECARERE. ERARBLEERR) . HERTERT —F~—X
HAE. HERTREBRABROAE

— s A RERR &
ARV T T T 4 T X —HE e UE S
AT =T T = ME
- BAHRW
- FEHHALSOS

- S O RSB O S A R ERE D R B s
- B R A

- PEG Z & A3 D IEHA & OF i L 72 BRI BUE BSOS O HN

- REIR GO L2t

HEY 7 == b U RIERRE T D ERE TSR D AKI R 5RO 2 et RO
MEZRHET %5 & L bis, WIEMHICBT 2 W a g - FHlid 5,

ES gl CRIGEH  ARINRE SN T = =T b U RIERE 2

- AT 2FIEA T

- PAEHIM - FEED 9 M

- BRERIIR - FBIE D 9 4R

- AR - RAIE GBI O IRAIRK T E T

St A1 D AR AL - TRAT - B

AR CO B ARABREKIZROEN TV D20, ARINEESNZT7 ==L b
JRIEBE 2R AN GIIHELERMTH I &L Lic, 70, RANZEMICE > TG S
NOEAITHY . R GHIM COREMEL AN EZ T 2720, BIEHM % &
EOMMEHE LT,

HiH & 72 5 T EDREH] - LA E S R R OV 35 AT R R IR

e, BEMEICOWTEARENRT — 2~ 32— A v N ROKEINT 21T 5,
ZRMEGIEE OFERIC| L TORAFEEEOEIRM Y A7 FHEEED LE L OMRFEIT 5.

FSWTENE SIS A[RE |- T SNTAER RO DBl L e ) A7 2 RE LISE, #ifc/e U 27 5/ME
DB 5 BIMOHER T | HEORE LT D,

£ DBRGR DR E FEHE

2) RBEHLELTERFEODARXIIEREL-AE - ABROME

KBS -

1 EHRGY A7 EHEHmAZRED L, #UNCE/mT 5 Z &,

2. ENTORBIEFIPRD TIROILTWD Z Eanh, BUERTE% ., BRAEIR T o2& GAER 2 x4
ERREREZ LT 22 L1280, RAFOFHEBEEOERIEREZITET L L L bic, AFloLett
LOBMECET 27 — % 2 B HNCIEE L, AF O EFERICLE R EEZHE LD 2 b,

.5 (1) &R oHEEZZR

Fhts T € O : PRI TP O 2% 5IE R & 6 502 it B 6 Al A

() =it
DR L
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VI, EMNEIEICEH T 5IEH

1.

2

REPHICEHEH SLEMITLEME
AEM L7R

. EBER

(1) 1ERERM - ERBS
KA, 72=nAT 7= T w27 )7 — (PAL) % S EMEONE & IR OIE R 2 A i) &
LCRYV=F L7 ) a— (PEG) {LLEERAITH D, AFNLT = =T 7 = KEbEE#E (PAH) 28
KA L7- PKU BE CTEME L 725 Phe 24BN+ 7 T k477U v (BHy) FEREFENIC, 7T %E
=7 LA RIS, ZoEREFICE Y, KB L PAH 2895 Z & Tl Phe IREZIK T
HB,

PEG 1t (4 A=)

PEGIL
. RERMOET
. M COEEMDE L
PAL PEG-PAL
JIZIVTPSZUFVEZFUT—F RINUT7—E (ECFHEIRZ)
Phe O {t 52 1%
Phe O A I O
JIZIV7PS =Y
FPIEZT
OH  ISU¥Yy7 N OH + NH,
BFE - PR okt
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(2) TR HHAERME
1) AVPAL R PEG 1t AVPAL DR TR EIC & 5 MmiEs Phe BEDZEIL (ENU2 T X) 1@

7 MERE (</-) ENU2 ~ o & (3~6 UL/EE) (2. KIGH (E.coli) \ZFR X 72 Anabaena variabilis F 3D B4R PAL
7 (WtAvPAL) 0.2 XIE 1.0 EEREAL (IU) /~ 7 A, PEG 1t wtAvPAL (wtAvPAL-PEG) 0.2 /& 1.0IU/~ ¥
A, XITEEEAREG 1, 4 KO8 HBIC3 R FHRE Lz, ®E5BM%3 BHAT (-3 HA), &*E54 KO8 HE®
BeERNE NS G- 2, 5. 9 XUV 12 B BIZ Phe JRERIEH O MAE LRI L 7=, —3. 8 X122 H HIZH AVPAL
IgG HUAAMGRIE FH O il 288 Uz, (REIEE 1 BHEE Lz,
(=/=) ENU2 : PKU O¥EHFEMEMYET L, =T /b= ha VIRBFERERFRET ==L T T =0 Rax 7 —BEHE
% /R¥8 L7- BTBRPah™2 ¥ 7>

REE, WESEIRBE R UBE ISR T DB E OB 512 X 2 BITFE O b o 72, wt AVPAL BTl
—3 HH~12 HHOR, Mm4EF Phe #E1% 1,500~2,500uM TH-7-, —J7. wtAVPAL-PEG £ ClE, 1 &
O'4 H B CIEH Phe 1L 0~1,000uM & 720 8 H HOKEEG%, 12 A BIZIXMEF Phe 21X
1,500uM LL k& 72572,

BT AVPAL IgG PUiRfiix e 5- 8~22 H B ICHINN L 7=, wtAVPAL-PEG B Tl, wtAVPAL BEL U £ AvPAL
IgG LM - 7=,

LI k. wtAVPAL @ PEG 1bi3#% 5-B#47% 8 H RO M 4Er Phe #E 2l 272 0IcnEEE 2 bR,

£51,. 4 RU8 HE®D wt AvPAL B U wt AVPAL-PEG DR TR 5T & A IM#Eth Phe JZEDHTRE

@ BIE(n=3)
AVPAL(0.2 IU/mouse) (n=5)
(1Y) —e— AVPAL(1.0 IlU/mouse) (n=5)
35004 AVPAL-PEG(0.2 IU/mouse) (n=5)
—e— AVPAL-PEG(1.0 IU/mouse) (n=6)

3000

2500
[
#% 20004
th
P
h
=
#1500+
E

1000

500
o T T : - T T T T 1
-4 —2 0 2 4 6 8 10 12 14
ERZ=HAR(B)

T 7 ——LSD &Y,
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2) RGN\ F7—F (rAVPAL-PEG) DE TR EIZ&L MM Phe BEDZ{L (ENU T XR) 19

J715 + AVPAL B2 OB FEIHINC 2 DD RZRRZE R (C503S TN C565S D) ZiE AL, BeEME 2R T &8, B

FEMEERE L DEGHIR 2 AVPAL (tAVPAL) ], 2D X /87 8% PEGAL L TR N 7—B &AL
7= (rAVPAL-PEG),
HMERE ENU2 ~ 7 2 (2~4 % A, 2 X34 PL/FE) 12, I, 270U 7—+F (0.33mL) % 0.25. 1.0 X% 4.0IU/
~ A, XX wtAVPAL-PEG4.0IU/~ 7 A %3 1 [BI5+ 8 [ &5 Uiz, &5B4A3 B (=3 HH)., 5 3,
8. 10, 15, 17, 22, 24, 29, 31, 36, 38, 43, 45, 50, 52 }O*57 HEIZ 1\ (&5 B 1XEERIC) MmiEH
Phe 25 I E O Mg alel 280 B, —3, 8. 15, 22, 29, 36, 43, 50 K U}57 H BIZH AVPAL IgG L& Al
DOIIEZ I LT, REIXEGBART R O O%#E 1 ERIE LT,

ENU2 ~ 7 A Tl K 4.0IU/~ 7 AD~L7 XY 7 — N wt AVPAL-PEG @ 57 H R F#e5- 0 BN
RO HAL, 2HCHEHI R ARE I L, FERE L i U TG EIE Ul RO 2 (ITRD &
N7ginoiz, BRBRBABTFIC 2 BIOFEERHER SN, WTNOREHH 7R 7 —8 05\ BE
L723E T &Il S e o 7,

A7) T =B OM 1 [HFE 8 BIOR TG LV T Phe I35 BITIE U TEL LT, _7 Y
7 —EHE L wt AVPAL-PEG Bf & 1285 3~7 i B2 AEF Phe 8 5 O TIEME OGS 3580 H LTz,
IHLRAl O HL AVPAL IgG 728 wt AVPAL-PEG # (15 HEH) X9 £ ™ 29 H BIZ_7 Y 77—V THEA
L., 564 HETROD BN,

BARDOART N 7—ERTREICK HMEF Phe REDHR

o= B (N=2)
rAvPAL-PEG(0.25 IU/mouse) (n=4)
(UM —e— rAVPAL-PEG(1.0 IU/mouse) (n=4)
3500- rAvPAL-PEG(4.0 IU/mouse) (n=4)
—e— AVPAL-PEG (4.0 IU/mouse) (n=4)
4 B5HR
30004
25004 -
m
3 I
th 2000 ol U Y g,
E A e l N - g
e |\ T TN . 5
@ 1500 \
= A |
1000 ‘ }[
5004 T
\/ \/
O T T T T T T f T T T T T T f T T T T T T f T T T T T T f T T T T T T f T T T T T T f L T T T f T T T T T f T T T T T T f T 1
-6 1 8 15 22 29 36 43 50 57

HREE (B)

T 7 —"—LSD Y,
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3) 2 BFDEEHMESCRINY 7—EOHFBEIC L S 16 BRIk 5 EHELRRFAER (ENU2 T H R) 20

J7ik  MERE ENU2 ~ o & (16 VU/BE) (CIAEE (55 18 UIXIANY 7 —B 2T 5 LY A Gl 1 [E] 16 HE X
@&T&ﬁbx&ﬁﬂU?~€@%%Llwmﬁﬁnwmﬁf 80mg/kg—40mgkg (3 2 ). 80mgkg—
20mg/kg (55 3 #E) . 40mg/kg—20mg/kg (55 4 #F) 1T L7z, #5884 1 Hall (—1 HE)., &5 5, 8, 12
15, 19, 22, 26, 29, 33, 36, 40, 43, 47, 50, 54, 57, 61, 64, 68, 71. 75. 78, 82. 85. 89, 92. 96. 99,
103, 106, 110, 113, 117 X' 120 H B (&5 BIZH5-R0) (CMSEF Phe 38 EEHIE H O Mk & B §R AR L2 X
DERECL7Z, —1, 12, 19, 26, 33, 40, 61, 75, 89, 103, 113 & (X124 H HIZHL rAvPAL IgG HriAfmilE A
D IMIERE A BB U7z, (REIE 1 EHIE L7,

RIS 2 BEC 2 B, 26 4 BRI 1 B OVE 1 BRI 1 BlORE 4 BRI, T RY T —EB o512
WL & T S TR0 7z, 7R D OB IR CIRENHIIN L7, B BOEEIIH D
nigmolo, FB2HEOE I HOWEITESLS 11 BEETIZRETAtAD, &5 32 HHETIZT R TOE
HEW CHEORTHNERD b, 40mgkg 5 LI-BIOHEDO R T HITEN, 5 12~49 HHIZ

B b,

mﬁ$mwﬁfm\m&ﬁ&mgg%&5LKMT% A% 4 HEE TIIK F LS, 20%, M~
ATENENHG 3~16 B L OG- 3~7 B2, 6] Tl Phe J2E O FIEHEOREFNED Hiv
k@&myg%&ﬁbtmﬁvvxﬁm\&5%7%2mmmm$ﬁ®m%$Pmﬁfﬂéﬁénto
40mg/kg & B h LT fitE~ o A Tid, BHETHK 500umol/L LL T D IEH Phe 2N E D% 1 B [FHE
e Uiz, WEME~ o A Tid, 40 &0 80mg/kg DI 1 [ FHEZ X 0 MAEH Phe IBEITEK T L= DD,
1Bk S 9, AT Phe IBEEOLEN A BTz,

TRTOHKERET, %~wBE@%~EL&HDMMLQGHW%$ﬁ%w%ﬂ\mwouT®ﬁ¢ﬁ
DR TR E TRO LT,

EEDORTN) T7—ERETREICL HMEH Phe REDHR

I
(UM) - TR
—e— rAVPAL-PEG (80->20mg/kg)
rAVPAL-PEG (40->20mg/kg)
M 2000
th
h
1500
< ]
b S .
B bbb
1000
WoT
500 Y r |
5 . v‘1“ T T T T T T T
1 8 15 22 29 36 43 50 57 64 71 78 85 92 99 106 113 120
R (B)
It
(UM) - T
25004 T rAVPAL-PEG (80->40mg/kg)
—e— rAVPAL-PEG (80->20mg/kg)
rAVPAL-PEG (40->20mg/kg)
2000- I %I
Ea . .“%' : B kY
1500
P
A
= 1000
E
500+

‘Tﬁﬁ—l—l—l_.ﬁ_‘ﬁ_lﬁi‘l T T T T T T T
1 8 1522 29 36 43 50 57 64 71 78 85 92 99 106 113 120
=R (B)

=7 —/—ISD &7,
KB n=8
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4) RGNY7—EDHEE 12 BEREICL 32 HBREFMNEL (% ENU2 THR) 2V

ik M= R [29 IEoREREAYE (-) ENU2 KOV15 TEDQEFAR (+/4) BTBR =7 2] (§9 5~8 i, 4~5 L/
B ZHWT, B (ENU2 K OEARD) 3~/ ) 7—+¥ (ENU2) %3 3 [\ (HIE: 10, KFE: 10, &
W2 :20mg/kg/H) 4, 8 XU 12 AL FH&E Lz, FEMRZAFTEMIE 1L, B N0 K O Ak iz b
JoF v kb (TH) RO= v 2@ 0o 2 THH 257 L7z, BESEIRRE, AR Ok 21k
ZAE ARG U7z, REERE 1 RHE Lz, #8118 R ORRERFR TR IME T Phe 9% B I E F o i i sk 2 £
L7z, Phe IBEIIDVRBRN~A 704 A4 X —TF L — MW L= aOCHIEETHM Lz, TH, 7Y 7H
HEVERRPE 2 /2 (GFAP. BIRIBHI~—H —) W N CD68 K X Iba-1 (VNBHIM~— 0 —) O ygiik
Yufa |2 Lo T, BRI K OVNBHIRE OTEMEALE ONS R —28 2 U ARE R ESHAA 0 21712 OV T & 274
L7z, APREHIE o MRS 2 (AL L AR HINE S o0 SEARIIMEAT 2 I EEIC 95 T2 O IR G r &2 = » A L3
L, MERPEEE A L g e v b Uiz, SENTIZINO R THE8. M & OGS pE s C 320t L
7
WA (+/4) BTBR ¥ 7 A : ABEEF L~ A, HHEICEA 2SR EAT A OMRERE L IRE LI KT8 8

DB %Y,

BHEINTELERBESETHE TCAF L, BF2—BRREOCZIITRDOLNT, TXTOHER~ T X
K ORI N T =V a5 L2 ENU2 = U A TRENEM L7-, BERS O ENU2 <7 2Tk, (KEHE
MOIMHNARRD STz, TN T —PHRERETIE, HKEBBEO 7 BEICAERPICER RBAR <
7 A L RFREOMAEF Phe JBE~DIKTRRO N0, ZO%, MIEHF Phe BE O FISE IXHOE
<7 A L RIRREDORE~OIRTARD 72K 28 HE £ THES LT-, WEES0O ENU2 ~ 7 AD
Phe DI — 27 A PRFEIX 2,000pumol/L # Td - 7=,

TR 50 ENU2 ~ 7 A DG OfFT TiE, B4R~ R LIl L C TH O R8RS ENH] 23 #2455
JHAEIE TR BTz, = v ANV K D AR ER O FRAT Tl. ARSI DO REN L SN2 7z,
ENU2 ¥ 7 ZDOFUR FEENEEZ (DMH) K OHREZE (ARC) @ TH BtEmpRsfiao L, BAeM~ o 2
EHE L CT—E LB RN TRTORRTRD B, IR T —8o 12 B oK 5230 TH BtEed
REAAL O KARIL I TEHHIICAR T L7 (p=0.005, ANOVA),

ENU2 TORBRUBHERTH IO TH B ORENHETE

S (ARC) KR FERER 4% (DMH)
WEFAEIHAIE ENU2+518 ENU2+AZE] WEFAEHAIE ENU2+518 ENU2+AZE]
400+ % 1 p=0.005(vs BF4RY) 400 - % 1 p=0.005(vs BF4ERY)
T : p=0.005(vs ENU2+315) T 1 p=0.005(vs ENU2+715)
B *1 *T i | *T *1
300 T T T 300 it T T
* * ? il *
i T T i . * T
B 200 B 200 T
31 31
100+ 100+
o T T T o T T T
58 88 12:8 58 88 128

T T —/—[XSD &R,
KAEn=5 (ENU2+I&EE0 8 3 IFD 7 n=4)
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5) FEEERTHIRINYT7—EDRESEXHERHAR M ENU2 THR) 2

D7k MEHE RS () ENU2 w0 R (K 6~8 lih, 19.3~36.7g, 3~6 IL/HE) ZxtRE L, I/ NYT7—E%
80mg/kg i 2 A (55 1 #E). 120mg/ke 3 1[0 (552 &), 80mg/kg # 1 [l (55 3 #H) . XI% 40mg/ke i 2 [A] (5
A7) 10 THE- L, gD Phe #EEEZEAL } O rAVPAL IgG HUIREEAE ~D B 2 s L, MM ENU2 <
D ANCKT DR G- LU A O TRE LT, RV T, &57159(&5&1ﬁﬁ)m6\%3ﬁ&0
%4 BED 8 T 40 mg/kg 3 2 [B] 16 WL N5 L, AR ABMI OV CTlkisea Pl L7z, 25 1 BEL OVE 2 %
m&%vsaamﬁﬂﬁﬁﬁmﬁﬁ%ﬁmbko%@%@fﬁﬁéh\U+)&U(/)@%ﬁEmuvvx
LW UTm, TSRS A — 2 IR, AR EFET DR O | o A R AP HE L7, K&
37 < &bl 1 BIFEGRNCHEE Lz, #5680, #5454, 8, 11, 12, 15, 18. 19, 22, 25, 29, 32, 36,
39, 40, 44, 47, 51, 54, 58, 61, 65, 69, 72, 75 KO 79 H BIZ# 2 | (B&5 B IEHGA0) MIEH Phe i
FEREAOMmEREBRR L, BB LRIV EER O~ A 7 a4 —F 1 — M E Lao e lE ik
TR L7z, B 5BRMART, 5 18/19, 47, 72 RN 75 H HIZH rAVPALIeG HiikJIlE A o miE 2B L, fiik
filitd ELISA 35 THIE L7z,

529 HHICE 481 m®%tﬂmw%ntﬂ~mﬁﬁj? T OFGIZEE L 72401 TlidZe v &
ENTz, B OTRTOBMTRBRK T ETEF L, F 1 BEOREIRGBIERT DR 20%8m L,
852 BEOMREI ML, H GG OES 11 B E TTS~15% Tho7c, H 3 BER O 4 BEIX 40%
if@%i%%%fbto

B Phe JREEIE, 1 MO LU A U CIIRFAEN Z4E U, 2 BlOE G LY A T, 80mg/kg #f
V*1ﬁ>&04m@mﬁi< 4 oTNENT, #4520 KO 38 HAUMKOMES Phe JEEIX
150pumol/L LA R Toh o7, AFHIEAEBPEICHATER, MAEH Phe JREEIE 100~1,000umol/L TE®E) L7=, 2
1 BEROVE 4 BED 2 Bl 2BV T, %571 B B £ TISEHURE O BT rtAVPAL 1gG FEA 2R LT,
AR L7258 3 BER OV 4 BEOD 8 BiIAMEENR L. REENY 2 Bl tHAE RS BEFLIRE AEAF L TNz, 20 2 f
OHAERBITZENZEN 3 KOS HIThH -7, B 3 #IT 3 FUEIRO RS NRO Hiv, HAaRiTsee
L7co AAFHAERPNWIRWIUIH AN O T MR SN 72T X TOREM) TIREERBA T FE D  iE,
WULIR, 7' L7 FUTHEZOBRIC L DHERDIETE N H - 72 L HERl Sz,
AFRER CREM U 72 AR RERIF IR E RO 7203 IR A MERF U HHE & il 2h S WHERL £ CoIER 2 tHAER O
LT D72 0120, A Phe IR A PRWEIFAN THERF T 2 MBI B 5 2 & RIE S L7z,
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6) RN T7—HEREIZEDEBEHRE~DEE (MHEENU2 T HIR) P

J7¥E  WEME R A ME (/-) ENU2 =7 R (5~25 i, 13.1~27.3g. 8 UL 11 JL/EE) 12, X7\ 7 —E % 40mg/kg

W 2 [\ (A ROR) 21 @ &5, 8 2 [\l 40mg/kg (A R OVK) 17 -3 3 [ (H : 10mg/kg. 7K : 10mg/kg
KON : 20mg/kg) 33 MK TS L7,
BESEIREE, AESE R O RIRRE D2 L % 5 B §FAf L 7=, Phe JEEENIE A O MAEREHI L7 Y 77— B O &£ 551
WCEIL, PRBER N~ A 7 n g A4 Z—7 b — b ICHZE LT sORERE TR L7z, S B8 7 — i iEatet
TFrY VKON N7 7 CREAZRE L, @ 2 [Bl— 3 [EESREOMEIT M Phe JRE2Y 200pmol/L
R Z W (5 147 B BAiltR) CTRECZBME LT, MEIRNT A — 2 THPER . AR O AEEE K OWHRRY
B REH 230 L7z,

B 232 284 HHIZ, XN T —BOHEGIZEE L7 2 FIOET RO b, BRI+
REIT, IERICBE L 72 (KB ORI L » TE#NRD b,

MAE Phe J8 B I3 RG-BIAAIF IS T L, #5 8~43 H HIZHE A A LT, # 2 BEEoR 5LV 2 (A
3 [EFE) MBAAIN D &L 17 B £ TIMET Phe IREOEHMIMOIXS S BB bz, TDE, F
¥J LTI iET Phe SR LI BAEIREE D 200umol/L & 7272, MU K7 7 VREIIRINY T —E K5 K
USRALEE ENU2 ~ U ADMFT, AT 2 LOEWNIFRD LN T, FTr Iy REIT7 N
7 =BG M ORI ENU2 v 7 ZAOM 5T, BpAM~ 7 2 L g LT 40~50%1K0 > 72,

6 ECAFEHARNED b, HARIZ 34 5], FARETIZ 13 HTHo7-, 1 HITA4REIR. 25T
NEN1RERZ b7, AFEHARNRO N6 5D 55 4 FEIZERE 36 BB LAHIZAEL, £
FA4~10 BloOHAERE S o7-, —FH, %541 FO44 BB, 2 RAERERNENEFN 2 O3 HloHA
WaE b o7, AFHARZTTHE 3 B GHRPIZRO bz, AR CITRE (REREIZERD
O BEHORT LY N EOEBFRIC L DHAEBS O 2 PR SN, R T o o RS
SRV IHES Phe R EEOIK TSRV E R ONEME B CICRBE L2 aTRetE B 2 bhvd, BLENGHE
3OS VYA CHARNERT HERITHEE I N> T2,

RGN 7—E D 50 BREKR TS & % RER O

wE S [FIE% HAE R AR TR PE O A HEME
12 0 — 0 1
13 12 4 1 1
14 40 10,10, 2,3 1 1
15 0 — 4 2
16 1¢ 5 5 1
17 0 — 1 0
18* 0 - 0 0
19* 0 - 1 0
23 6 34 13 6
a:232 H
b: 169, 218, 284, 307 H
c:169 H

ko EEE 18 MV 19 (ZFNFh 232 KN 284 HICAK OG5 IZBE LRV BT A fER S vz,
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7) M Phe REZRELLERREERT HZRI N 7—EOREEHEERRFER (M ENU2 T 5 )2

7k MEME (<) ENU2 =0 R (4~12 #h, 13.1~21.3g, 12 0L) &, TN 7 —¥ Smg/kg % 3 [5] 3~8
H#%. #4552 HEIZ 10mgkg Ol 3 BIHEGI2EI0 2, 19 @RS Lz, £ok, B HESIZHID X,
Tmg/kg 1 H 1[E 3 BFEEESE, I 52 6mgkg [Z#HE L, 1 H 1B 12 BEELE Uz, REESESENSHE
L7z, MAEH Phe JRETIE MO MaEHT, BEREATEROEOZITEEHFIL, PEERO~A 7 aH A
=T — M HIZEELZ= b R &2 OI8O GREE TRHME L7z, AR R OVERRR AR, #%5- 93
HEIWCBHA L. EHEGEHIRICAT o 7o, IERIIMEUR A R OB EHINC D S a8 L7, HAERMBESFT D
T RCOEIREI O RIS OB EZJE Uiz, HIRARZRTRER T A —% L LT, RERE. #
VRO TR K OG0 B % 34 L7,

R PIAECIEGER Die oo, 2FCREFIICRES I L7z, 2R 10mg/ke 48 3 BG4
K ONE B #5318 ¢ if 8% 71 Phe 2 22 23 44 2,000pumol/L # D= — & 7 A D & K 300~600umol/L
KT L7 TIT o 7o, ARERICHE 5 (RE K OMBEEE OB X > T, fERP OO MAE+ Phe JREEIX
24 FIZ DT> CTEBY LT, REMOFERX, H 3 BloG- 3 19~24 His, #0551 29~
41 Wl CTh o 7o, WAERPAEFT DIEIRREIERIT, # 3 [R5 HIH T 53%., HAKGHHT43%TH

277,

NITNYT7—EDE3IERVERRS LI A VK HER/NT A — 5 5

faen 8 FERRR IR FEBRRE SRR BRI RE R A
10mg/kg %14 3 [A] 38 20 53% 5.7
7/6mg/kg/ H 14 6 3% 43

(3) fERISIBHRT - FAERSRS
SRR L
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VII. ZEY)ShhE

1. M REOKERS
(1) AR A O PR
LR L

(2) BRRABR CHR S n-mPRE

(ZRE9 HIEH

1) BEE%ES (PAL-001 Bk, PKU 2&. #AEAT—4) ¥
PKU £ 15 6 (HERIE 5 6)) 12, AA0.01, 0.03 X% 0.Imgkg & Ha 7 F&RE Lz & &, migEhE
FEDHERE B OFEMENRE R T A — XTI TDO LBV THh o7,

AF|EEETREFOMBHERETHEDHRE (PAL-001 B, a7K—F 3~5)

SEGRIZET IV
(ng/mL) (ng/mL)
2000+ —— 0.01mg/kg n=5 10000+ —— 0.01mg/kg n=5
0.03mg/kg n=5 0.03mg/kg n=5
ﬁ 0.1mg/kg n=5 0.1mg/kg n=5
1500 =353
" [ 1000 ¥ T
| 7
T TTT
M 1000+ | i 7 TIiseed 1
15 15 T |
th 100 1
-] | N
= " = “V
E 5001 B
Sl T [
& T - 10
0 /ﬁ—'— )
T (SD) 4518 (SD)
T T T T T T 1 1 T T T T 1
0 200 400 600 800 1000 1200 0 100 200 300 400
ERZ2HAR (hr) ERZ=HAR (hr)
AF|HEREE THREFEOEYSIEE/NS A —4 (PAL-001 RER, a7/R— k 3~5)
FH % n Cmax AUCO-t tmax t12
(mg/kg) (ng/mL) (ug-h/mL) (h) (h)
0.01 5 0.073 (0.044) 6.04 (4.45) 84 [60, 144] 59.5 (23.6) °®
0.03 5 0.298 (0.101) 35.50 (12.53) 96 [60, 168] 458 (23.6) ®
0.1 5 1.828 (0.152) 229.95 (62.78) @ 96 [60, 144] 113, 126°

FHfE (SD),

2) R#E®RSE (165-302

toae (T RAE [HEPH], a:n=3, b:n=2

HE&. PKU &, SAEAT—%) ¥

BAFE| 20mg X[E40mg = 1 B 1 EARERTHRELI-EETDENERE/ NS A—4
PKU M8# 32 BIZAAI 20mg XX 40mg % 1 H 1 BIREKZ THE Lo & Z 0EFIREBIZI T 2 E Y HEE <

TA=FZIFLUTDOERBY ThHoT,

REEZTHREROEVFE/NS A —4

}EH % Cmax AUCO-t tmax CL/F V/F
(mg/kg) (ug/mL) (ug*h/mL) (h) (L/h) (L)
(ni?ﬂ 14.04 (16.25) 262.18 (280.38) 8.0 [0,24] 0.39 (0.87) 264 (64.8) °
(ni?S) 16.69 (19.46) 246.78 (338.59) *| 8.2 [0,12] 1.25 (2.46) 222 (19.7) ©

TEEE AR AE e VR IR (B ]
a:n=12, b:n=13, ¢ :n=5

CLF : AT OEE 7 VT Z A, VIF : BT OSHEMRE

64



WAH| 20mg/BM 5 40mg/B. 40mg/BM D 60mg/BE~NIREEF#EE L - MEFREDHTE

&l = DBF DM Phe AR T OREICESE, AFIOMEZ KK 60mg/H £ TORPH THEE LI-EH
IZBWT, AA| 20mg/H 75 40mg/H ., 40mg/H 2>5 60mg/ H ~DOFEH-E DN AL 5 e i o HER
I TFOEEY THoTo,

AHK| 20 i 5 40mg/HICEEROMBRRE (165-302 FHER/S— 1D 9B E
N— 40 9BEFDLILE : MFFHHFADT—2%H9 53E RDT fEHEH)

(ng/mL) '
1000 ]
. |
100 : .
i}
i)
g:p 104
P
B
‘I_
0.1 eoccccoe
20mg/B (/¥—K1D9;885) 40mg/8 (/S—M4D9;E8)
s 19 19
AF 40 M5 60mg/BICEERD S5 7EE (165-302 8 : /N\— F 4 REMHETFRER)
(ng/mL)
10000
17
21
i 25
i)
th
E 1000
>
2 48
=
B
1004 40mg/H 60mg/H 915 (SE)
0 8 16 24
ERE2HAR (&)
X o OE T BIER A R T,
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BAFIOMmIERRE LM Phe BEDBEIZR
8% > BEZE MY Phe JBEIK FOREICHESX, AFOHEE KK 60mg/H F TOHPH CHRE L -EH
2B D AKIO M EE &l $ Phe IEOHEBIZLL TO BV TH o7,

MmiEdh b5 ZRERVIYF Phe REDETHBRA—RS M4 UMb DELRDH#EH

(ng/mL)
12500+

10000+

7500+

5000+

PEE AN R s Ped =)

2500+

(165-302 EER/\— ~ 1 R U 4 : 3F RDT &)

mooPhelBE 20mg/BHE# —o— MPheBE 40mg/BH8#
MEEPNSTEE 20mg/BE e~ MEPNSTEE 40mg/BE#

—

—
—
—

4
Ho-
R
He-
B
e
M
—a—
e
—é—i

F431E (SD)

(%)
20

M-Sk o - o-B B

Bl

mchPhel@E  20mg/HE#
40mg/BI8#

MIFPSTRE  20mg/BE
40mg/B8#

B 98 138 18 58 9B 138 178 218 258 338
BRI

25 22 3 26 24 26 24 23 23 22 22
11 "1 1 13 14 13 12 12 10 1N

25 23 5 25 23 25 21 19 19 18 18
9 10 2 13 14 13 10 8 7 8

66

418

498

578

0 =M =M =N SS=M SN =M =R =M =M =M =M =M =M =M =M
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3) REHE (165-305 HER. PKU B2FH) ©
HAN PKU B 12 FlCAA] 2.5mg 8 1 BB HEL LCHiE L, MER THRE L&, 52l IFD

WENRE T A — 2 MIEPIRE & Phe IREEDBRIZLL T D LBV Th o7z,

52 B DEMENRE/NT A —4 (165-305 FHER : PK BT REH)

FH % Il AUCO-24hr,ss Cmax,ss AUClast Cavg tmax,ss CLss/ F VZSS/ F
(mg/H) (ng- hr/mL) (ng/mL) (ng: hr/mL) (ng/mL) (FREFH) (L/hr) (L)
10~20 3% | 2 631,685.86 29,950.00 631,685.86 26,320.24 12.0 0.02 1‘;:714
(157,600.56) (9,404.52) (157,600.56) | (6,566.69) (0.0, 24.0) (0.004) (N'A)
20~40 5 | 2 313,899.96 14,685.85 313,899.96 13,079.17 24.0 9.85 n=0
(442,482.99) | (20,667.53) | (442,482.99) | (18,436.79) | (24.0,24.0) | (13.88) —
n=2
. 77,596.48 3,607.00 77,596.48 3,233.19 11.7 1.31
40~60 ¥ | 6 (96,464.45) (4,315.04) | ( 96,464.45) | (4,019.35) (0.0, 24.0) (1.16) (E'ég)
235,675.05 11,091.37 235,675.05 9,819.79 17.9 2.76 n=3
£ 10 54.34
(287,320.28) | (13,670.41) | (287,320.28) | (11,971.68) (0.0, 24.0) (6.03) (47.00)

 EHORIE,

VJ/F @ BT O FE
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Mg ~ 5 ZRERVIA Phe REDAN—X 54 UMb DELRDHER (165-305 FHER - PK BT REM)

MmhPheBE —o— MEFENNSTEE (ng/mL)
%) 20000
40
20
il - 15000
oo 0 $ T Py LII]
a 4 %
P T = T T *
2 -20- 1 i 1 T T ~
= T T F10000 S
= J_ 7
E —40- l l Ea
0) =
z B
T oo 1 I 7 5000
B
_80 -
~100+ L12
1918 (SE)
" 8 12 16 20 24 28 32 36 40 44 48 52
ERZ2HAR (@)
e
MPheBE 12 12 12 12 12 12 11 11 11 11 11 11 11 11
MEIBPRSTRE 12 12 12 12 12 12 12 0 11 0 11 0 11 11
(3) s
MR L

(4) BS - HREDEE

OAEFORE GMEAT—%) ¥

AFNOMIER b7 7PREEN 10,000ng/mL KT DG, BFHD 5 D Phe BEE DY BN HE/SET) 7 RIRICE
A T T AREMED R ST, BN DO Phe BIENZWEE TIX, AFOMIES b7 7IRENFE L
B D O Phe BREDMEVES & IR LT, LF Phe IR EVMEM A A DAL, ARANZ X 5 Phe 43
REDFIFINN R ST, ARFNOMAEF N Z 72 10,000ng/mL LA EDGE . )5 O Phe ERUEN
RO ZVEBERETYH 92.8%A3 L Phe 2 HIEME 30umol/L LL FTH - 7=,

Ot D2

FAEAEACBEF 251350 S Tz,

% 1 FHERBR D PAL-001 FABR CHEE A R 7 u /A7 o U ETR (PEG 3350 2 &A1 284 ofFH
P57 5% 1 CRBEUERS 2 3B LI BREN 2 GIERO Sz ¥, 1 Flid, AA] (0.67mg) HilE[# 5-7% ¢ Day
15 ICHEiR A Re o7 a bl 27 a R HBREROR G 2% 0L 2 A, Bh% 15 4 LN EUE
JERFEEBL U=, £7-.Day 89 [CHERHE A Fuxy Y u X 27 o U ERHABEBROBRGE 22 =L 2 A,
BeH% 30 pLINIZT 7 4 7% —2RRB L7, b5 11, A& (0.08Smg) HiA# 5% D Day 40 |2
HEig A R v n A7 a VIS HBEKOR G 2% 10728 2 A, 5% 10 53 AN BUE S5 23 5%
L7z, WINoRE b IBBUE OGS B SUXE ORI THL PEG IgG HUikfMins @i - 7=,

PEG k% o 237 BHIFN IS A A B8 D A ReMEN & 5, HUKIZAA D PEG ILEL & FEAT D720,
ftth> PEG (AN FEAT 2 AHREMEH 0 | IBBUESER S D WREMER H D, £ Ofhd PEG &HE
SN O B PR 2h B % % BT PEG HUE DR BIIRIHTH 5,

VI 7. #HEAEH ] OHESM

2. EMEERU/NTA—4
(1) fEFAE
J A= kA v MR

(2) RUILEREE
[VI.3. (2) /"T A—FAEEFHHERK | OHESM
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(3) HREEEH
TVIL 1. (2) ERARHUERR CHEB S L7 PR ) DIHSM

4) 2U75 VA
MVIL 1. (2) RERARRBR THEGE Sz PR OHEBM

(5) HMER
TVIL 1. (2) ERARHURR CHEB S L7 P ) DIHZM

(6) Tt
RO

3. B&EH (REaL—2av) @i
(1) FEHAE
1R OB R 2D 1-2 23— b A FET L

(2) NS A—REFHER

AN EEMAERER O 2 38R (165-301 K& TN 165-302 35R) @ 223 il H45 B 47z 3,500 RORPEE T, F4E
M ENRERENT &2 Fht LTz, 3T A —X OHEERE LR T, fAl ONA TARAK/ 7L 7 4 KoY >~
BRI ONALFT AT EVT kT 5B A RE | EEREITBBTLR30% AR TH o7z, WL
HEES (ko) 1£0.0132hr', CL/FX55Lh, XO'VZF491 L ThHolz, TXTHO/RT A —& THERM
EENIRE Do, EHEREOHIL 83~23.9% CTh W HEEWKEIXRIF CTH -7, HYEEDLEL
K&, IR RHEREEYBIEET T /L TORELTNL 95% CThH - 7=,

FHEMEEEIEET T 21, TN TOHUE (BT PAL IgG. #1PAL IgM. #i PEG IgG. T PEG IgM. TAb,
C3, C4) =L EL L THRF Lz, BERMKEEDEIEET L TlX, Hi PAL IgG, C4 MK OV G-HiRHIN
CLF IZxI3 28 E/RHERE L U TRESNZ, PLPAL IgG BEWIEE, F72 C4 BMEWIZ E CLFF K
EDolo, RHEMSEMENREMAT OFEARETT MR L L THL PAL IgG AT Z L I2 L 0 FK )
D 29%ID LTz, Fiz, WERIIASAATT AT T 41T A ON4 TAREK)/ TV T 00 Ry
VU DRIADN) OB VT T AT DH CA DB LEERE L U THAAATER, EAEEEIT+
NENK 5% KD A% WD Uiz, BEINT-ARBRILEEL TR THAGAATRER, BARET TR T
P EM 34% D Lz, OO ERILERZMAAALTH R, BREFH BRI DT R B8N
FHOivTz, FEENREDRKAFMEZ L 0 BEEUNICFHI T 2720, R 72T 5 OX 52 H\W e, FE
SNTAOIIEE LT, ZORGHIFOXS TITHEN R L /NS o Tz, ZOFT T X DN
BCIE, CLF OHEEMEIT BHIREISE DR B — 7 Bl & —8 L TR 16 B &AW/ iz
HWINL., ZO®%EEISENRAT HICONTEEL LT,

4. IR (NEANT—4)
R TG (0.01, 0.03 3% 0.1mg/kg) %, AHNTIR 2 (SR S0, ot e M 45 b i ) 52 s ) D o sl
133.5~4 A (FHRFOFIIL2.5~7 HIE) Tho7=8, HHBMNRRLBATH, N AT A5
BU T A IIERE LR, B MIBITDAIARBNDOHXANA T XA TV T L IIRATH D,
<BE> (T k)
T M7 T —E 0, 1. 5, 25mg/kg Z HEFRNE G- LT GE 0L 7 XL F 807 4137.79
~169% CH -7,

5. 9
(1) I i7%-Ai B8 S @ @ 14
MR L

(2) MiK-FRBEMEANE (Y FRUDYF) 2

WMERET >~ & (5% 25 VL/BE) 127N 7 —E8 0, 2, 8 XX 20mgkg # 1 H 1 FIRELZ FHE Lz, KK
SOARFDOUEFEEIT 20mg/kg/ HHED 2 JEOFRFEIED 5 5 1 PED A D 404ng/mL T -7z,

M B QUL TN T —F 0, 2 L Smgkg T1 H 1 EIKERF&ES Lz, BREICBITLIAR
FIRFE O SEELE 2mg/kg BE T 279~576ng/mL T&H ¥ . Smg/kg #ET 567~1,240ng/mL T - 7=,
RIS bR L aX T 4 7 ARBRICBW T, AFIORIEA~ORENRD b, ARNIRERICBETT S
ZEBRENT,
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(3) AA~DBTH (v k) 2

MEZ > b Q5 PE/EE) 12T ARY T —F 0, 2, 8 T 20mgkg # 1 A 1 [AIKERE T#HE L, 7 v bO
L PAAIRE SEEIfE (SD) 1%, 2mg/kg/ AFED S IEOFRET v D 5 5 1 PLCHI HASAISE B (X & FTEE
THY . FEMEIE 153ng/mL TH - 72, £7-. 8mg/kg/ HEET 612 (399) ng/mL, 20mg/kg/ H #E T 1,490 (405)
ng/mL Tholz, h¥Faxxsr ¢ 7 ZARE QUL Tk, A OMEFRE CFEE (SD)) 134%3
14 H OB S CHIERRETH 0 | 2mg/kg/ H BT 31,533 (3669) ng/mL, Smg/kg/ H & T 98,633 (8,792) ng/mL .
20mg/kg/ H # T 553,000 (278,124) ng/mL ThH o7z, 7 v M COREHEGIZ L D EFFRAEBIERL O FF &
ax T ¢ 7 ZRBR (WAL OHARORAEICET 23 E) ([2B8W T, RANTHIPICBIT T2 &
PR EHT,

(4) BERANDFHATHE

YRR L

(5) ZDfthDHE~DIITIE

U L

(6) MBEELHEE

U L

- A

KANL, SENEMEORTIC L 2FEMRELZT D EEZ LN, X T EHNIRTTF RROT 2/
FRICHfREND LHEESND,

(1) RBIERAL B SRR

10.

11.

BRI L
(KENT@ DT DZ R ERFTHY  RXRTF FROT IV BRICRH#SNDLEEZOND I END,
RN B 2 BRI SN L 72 o 7))

(2) KB5S 58K (CYPH) OnFiE. F5X

DR L

(3) VEEBNROEREVEDEE

FARPSA

(4) REDOFUEOHEERWEMLL, FHELEE

FARPSA

- 3

DR L
RIS T 05 25 TRAITH Y | T F FROT 3 BICAMENS Z LI VSRS &
EXOND T LD, Bl ORE R ORI BT 5 BB I L Ao 72, )

FSURKR—4—ZET 2158
B R L

. BRFICEDBRER

B R L

BENDERZETHEE
MER e L

Z0fh HEAT—42) ¥

PKU BH 202 il & %t 5 & U= iash 55 MARERBR O 165-302 #kBR (/3— k 4) T, A#l% 20mg/H 55 40mg/
H K& O 40mg/ H 725 60mg/ H ~D WS HIFE b, AF O fsfErh s ER L, %5 BE0INCS U gEE
BnZzRo7z, (VL 1. 2) BERBR CHER SN FRE|] OEBMR)
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VIIL

1

2.

1]n|g
m

Zet (ERALDIESF) ICEHYSIEHR

NE L ZEDEH

]]H\IQ

==4
11 T7FI7453F—DBRBIDHENHHDT, RAKICTALBRHICEEN S KRG ZEZ - LT,
AED®REZHIRT S &, [7.3. 7.4, 8.1, 11.1.1 B]

1.2 REIRESERBHICT T 74 SF— 0K - R, TR0 DERDRER L-I5EORNTEFZE
BEICIEEEL, BENERBLEILEZHALLLTRIDREZHBET S L, £, FFITLD
ARPIECIEHARLGTY FLT) VIR ZEREFISOLS. BEICEEIT S &, [8.1,

nn

(ﬁm)
TFT7 47X —NRBLIEGAICH A, ABILGENCH CIES TREZR T K LG U SR AL

L. BEFICK LAANC ié%%ﬁi%ﬁﬁﬁ#éio%%b HOERMTZ D L3l 24To =

Lo T RUT U UERBIOLITIITREEN LI 272D RFN T FEDERITT KT U o EE Al
DILTF B G A FRNZIT O Z &, AFNOWFEMB G837 RUF U U ERNAEZLFT52 &,

5% . IERVYA b (TJ47 M) RBEKARHT #HE)
TFT7 4 7R —mNREAl - 7 L) A CERE USRI 0.15mg/0.3mg
https://www.epipen.jp/ (202343 A7 7 & &)
EREMREHR—VORBICH T > TIIRBEENILETH D,

BEUCTTROERN =2 T A LNTL, BEIZT FLFU U ENAIZ A CES L. KEHEZ I
O, k7 OEREE 2329 0 L 28T 5,

THIEER OER CARDE UM EFHT D - BT TRV (BEATE RV BRMDRA

- DERBFEOMH T HEND - FRANTND - ﬁﬁ)ﬁxéiﬁfcﬁ‘%
s BT ARWIZIAR « BB —F B0 - BN LIZK W

BRI F AW « RE AR <V - AR
CEENBOAIELTND <ot LTnD -« ROEEIFOT

AA/NET VAKX =227 F7 4 TX =GV —F v 7T N—7" « — &S = e~ POms X 0 51 H
https://www.jspaci.jp/gcontents/epipen/ (2023/3 A7 7 & X)

WP i DJER

5 DIER

TFT7 4 T F =0k ER, 2O DIERNFEI LTG5 6 ORI IESE &2 40 PR L 72 8812
LT, WFENEE I — Fefmt 5,
BEH— 2T, BEORAFOHR L & bICTIREOEERKES K ONEMA 2 el L, BRI

RTED LD ICAANS L LR P I HRHET T2 L O B2 ET 5, TIRE DR =T D

Yty AR T IS O 2 B D IR & FRICEFE LROTBE . 7T 7 4 7F —N0
RILIHBEIIZZ TE DR 2R A5, TBEOERERESIE L7 & 838 7 — NIZERERS &
VERMA ZE#T 2 & 0 BE2EET 5, BFD— Fidid, ARORGEY A FAEITshTn o,

AR EZTDER

2. 2R (ROBAHRICEF®RELLGEWI L)
ARFN DRI U B OBESIS OBAED & 2 B [8.1 2]

(BiF)
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14.2 EFIBRERHOIE
14.2.1 BCTFVESHZ, KRERES, MEE, BB SUTEEIZAT 5

STEERE U CWD DI S~ DTS ITRET 5 2 &y
14221 [BIOFHGEN 20mg B2 55A. 1 HOHF
BEEEST 5 2 &, FERERTE Sem DL EBET 2
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X. JEERFRREAERICRE 9 HIEE

1. ZEIPAER

(1

) ENEMEAER

VI, BB DIHE ) OHSM

(2) REMERBEHER >

(2

- Be 551k TR o
AR D FEAR iy B UL B FEA2FT
SER
— Bl &, MUK %L | Sprague HiE e |1 - 50 OV 125mg/kg T, $H1% 6~72 Wi, AL
e Oy a5 & (-~ | Dawley 0. 10, 50 %6 & el U C IR B SR FE L2 kb (12%LAF) L
v k7w rFLrF x| D) 7> b 125mykg — [ R DAL B D 7 S IR B 0D K
ETT T4 —F v B (1M%LT) ZolEfZ L,
=) - 125mg/kg T, #&E5% 72 Biflic @0 GE R
FER SR DL (28%) ZR LTz,
- K 125mg/kg T, MEESRE X T X — & D2
TR NIRRT,
HRAR A% R
Irwin 2895 SD 7 v h A TG | MERES 5 |- 125mg/kg T, #5- 6 A B £ CHREBNOAE
0, 10, 50, TR RS BT,
125mg/kg - FK 125mg/kg T, TR/ NT X —F DA
LT LN o T,
- MERER R 125mg/kg &OHIBT ST,
DL R
DX, MATENRE (| =2 4 YL | Balk TS |HE - kR 10mg/kg T, DB, QT @A OV a3k
FEH . YRR KON 0, 1, 3, 10|4 THIIE L72 QT Mk (QTe) IZxid 2 EEEH 2
BIRITE) . 2 RhE mg/kg BT bR o Tz,

(dP/dtmax) « O EEC - MATEYREZE (L, A SpIRAE, OOk OIS ERIR B
OIEERE (71 A WAEBPICEE R AT bz o7z,
— %)

(3) D EFEEEHER
BRI L
2. HMER 2
(1) BEESHEERER
el ; Be5 8 TR MRS D BE B
g VEE/RE A (mg/kg) (mg/kg) (mg/kg)
_ BT 0. 10, 25, 250 250 >250
7> b WEHE S FrRA 0. 1. 5. 25 25 >25
=07 4P MERES 3 &F 0, 4, 12, 60 12 12~60
) RIEEFSHEHRER
/ e 511 - P
T o (2 SHUE) fffjf) e ERFR
EgCR g Z/Kg mg/kg
Crl:CD (SD) MRS 10 SUE |4 BB GE21E) |0, 1. 8, 25 25 - 8 ' 25mg/kg T, JEig D MG
7> b 15 -+2 e PN BZ A R L2 3B 7 22T b

(f146~52 B ) KT - [BIENE : [AlE
Crl:CD (SD) MERESS 12 30T (26 A A2 [E) |0, 1. 8, 25 1 - 25mg/kg T, B IRME R0z
7> b 15 +12 B EE fafk/ fEX

(49~55 H i) (EEME - 0. | F - 8 KU 25mgkg T, TN, Mo,

25mg/kg O F FEEL, RIS RE, BRI Y o
e S5) KOVFERY o/ BilZ 31T DRk
R oozefadl
- [BlAEME - [ElE
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B=T AP WERESS 3 4 JAMF (A 21[E) [0, 0.01. 0.1, 0.01 - 0.1 O Img/kg C, fifi, IAEE,

(2~3 %) (FIAEHE 0. | +4 BWEEEME |1 MR, RERG . TR, B R OYRiT
1.0mgkg O F|FET SRRTT, FITH RO FEBIAR
HERES 2) (R~ D I A A

- [lfEME ¢ B

= A HFL MERER 3~5 39 #@MF GE2 R |0, 0.01, 0.1, 1 -3 KX 7.0/5.0/3.0mgkg T, JE&

(%9 3~6 m&h) (EEME -0, | +13WMAEESE |1 . 3 . Hp oFE (BE, B, B,
3.0 . ET 7.0/5.0/3.0% FEEE. 3B, B, 5. %
7.0/5.0/3.0mg/kg M. EING. BG. RN, B,
* O I MEHER 3) iy oCofge, AEre, RAR, T

DI TN SN N

NEL, FE. FESE. BEROE

S e A3 ER

FLEE T O/ NER - AREDIR D 2
9

- [T - EB A IElE

* 1 7.0mg/kg & 1 BFEEG%, AEFTROZD 5.0mg/kg I[ZHEL, & 5IZ 3.0mgkg ([ZHE Lz,

(3) EBi=EMHHER
B R L

(4) DR ER
B R L

(5) AEFEAFMHAR

1) ZRERVERE COMNHAEREICET HHE (Svh)

Crl:CD (SD) 7 b (MEHES 25 VL/BE) 12, BT~ 7 N 7 —8 2, 8 XiE 20mgkg %, KRELHIN D
R, ERKL OB A EASE T B 1B TRE L, 6L OWE « I RF AT KT T 584 3 h L 7=,
20mg/kg FED 2 FlILAENR 21 B2t Ui, 2L DT X TOEITIENR 21 H O TETIR A £ THESAF
L7z, 20mg/kg FEDMERETIE, B 5-WIf 28 L CEEFEORD D3 b v, £ U7 R EHINENH 2358
BT, WECITINEE B e REE & O Lz, 20mg/kg/ H T, MERED ZSES L OS2 RBEIZBE 45 W
THOHBEIZHRINY 7T — B RGBT 2 B IBE I N0 o 7o, KRB TR b Ak
& LT 8mg/kg/ H LA B TREFREE & Lb R THE RO D34 54072, 20mg/kg/ H TIXFEIIE R L ORI A EH
S LT, 8mgkg/ HUL ET—EY 72 ORFEZFT HBIEOHEIEHM L 72, M Phe & EIIH &
IRAFAIZIAD L, 20mg/kg B Tldb 30 7ot 3 HANEE DE& TR (LLOQ) Afifi. 1.0pmol/L A ]
ThHoT,

e D AT K OS2 MR REIC B9~ 2 MEg Mk 1T 20mg/kg/ B MERED — % F R IC B3 2 Mk Bl 8Smg/kg/H |
IR« B VE O A TEMEIC BT 5 MR il d 2mg/kg/ B &BIT S iz,

2) B - RRIRFEEICET HER

OHEHRERE (VY

ITHEME New Zealand White 7 5% (10 PL/Bf) (2, BT T80 7 —8 2, 5 X% 20mg/kg/ A & 4E4% 7
~20 H, 7~14 H, 11~16 A, 13~20 HXiX 15~20 HIZ 1 A 1 R FHEE L. KFIOEREKOWE « i
IRFANT KT D B A TARAICEHE L 72, 20mg/ke/ B BE CIXARERDICOE - BACRIRE, Bk, B RESHK
T E ORI ~DORENET ., +o7e B EFMNRHMEN TE 2D oo, 2 XL Smg/kg/ HEET, g,
W I T HNT T2 2o 7o, Smg/kg/ B BETITRIAR - IRV OMEMMNR A B4, £ OFER., BIRAREOWR
D RO 2T HBIEOBMARD bz, X7 7 —FOBREEITEE% 24 ML, 1 B
1[G Tha< &b 5 BB RERI B -, 2mgke/ A UL E&2#E U2 B CILET Phe J2E 2
E&E PRI Uiz, ARBRITEE IR - JRIERAICET 2R ABOAERELZ BN E L TEmL
7=, EEEEIIETE Lo 7,

@9 x

ITEHRIE New Zealand White 7 43 (20 PU/HE) 1T, WHESUTA~ 27 )Y 77— 2 XX Smg/kg/ B % 27 E A
OIFIE 7~12 B, 11~16 B Xi% 15~20 BICHEILT1 B 1 BRZFHRE L, BEWEOE - jBIEREAIC
FAFTHBE TN U=, JefT Lo H B ERER CRGHIMN 7 B A B2 25 LIREEORD B3RO btz
D, BHGHEESEIT S I LI D EREYM TN T —BORBRMHR I N, TN
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7 —EBOMmERIREEIINZ T, FRINDIEIEN TH 5 IMIEH Phe DB OV CRBRMIM 48 L
THIE LT,

2 0 Smgkg/ ARET, RN 7 —EOiF 72 FKIRMERIC X 5 I Phe J2EE OWE 728, Phe R
PMER L7CIREECREMW OFT R, (IREIEII & & OB ORD) 235880 biv7c, 2mg/kg B TIXRED O
AR 11~16 HIC_TNY 7 —E % E NI LR ORES A Lz, Smg/kg BETH &5 H1H
THE - BRIRAE L, M VAR EE ORUD K ORG R OB « B 572 E O - JR B3I RITTRENRD b i,
ARBOFERN S, FEWO BT KO « lIRORAEICE T 5 BHEEEITHRER R O W o514
MicB W TH 2mg/kg/ B R CTH - 72,

3) HERRUVHEEZORELNICBADOKEEICET 2HEB (S k)
JE Crl:CD (SD) 7 > ~ (25 PL/BE) (B II~_7N) 7—F 2, 8 Xk 20mg/kg/ H % ZZBLAIA & 2 FL %
OHEILE TR G L. BEMICRHT 28 EERTCICHEROREICRIETEZEEBRE L, WTh
DOFETH IR HICERIER 1T SN2 o 7=, 20me/kg/ H BE THREBNNE K OB B O 3 S,
THUCEE LT iEfg 1~4 BICEHAERNEE L 3B OVE% 7 B £ TICEE L2 HA RN
L7z, 20mg/kg/ B CHIAENROALFEER HE R, FBIE A OLF B O EEREN A IS L, 1
AR OEREIMEINFED Bz, O CIIBERLZ DA% 43 B £ THRERMNINH 258D b, £ 0k
VIRE K O EH N &S5 RRE 2 S T O T X CTORE L FIRE Th - 72, REMWICH S 20mg/ke/H £ T
OHET, HAEROFEE R OGE, Rl &k OS2 REI 0N EYIBH TRl L 72\ o feiEic 28X
RO BN Tz, ARBROFERNS, MR OVEM R T 2 EHAER TN Smg/kg/H &
26l
E5i, BEMOHAERTHKRE O TEIREICOWTHREFTT 5720, AR R AR OFAEN AT
B FEREREMIC BT~ 2B INEREBR A FEhE L7, MEZ » N Q2 DL/ 1, BTN T7T—E 2, 8 K&
O 20mg/kg/ H % AZBLHTN DIRFALL DAL & TR T#HE Lo, Fy IR OIEMOMRRATEN 20 & O 212 B
THIEEE LT, BRE R, B, v—% oy FXU3ES, B ER. RigBIZ&L O i
23l L7z, 20mg/kg/ H R TAIBLHTO I I EEHAR BN & Lz, 2 KO 8mg/kg/ HEETIX, ~
TR T —PHEEICEE LTI R0 o 72, 20meg/kg/ HRED 3 1%, =7 Y 7 —B L L DR
NEZ HNDEERGARIEIRDFEH L2720, %3 2~7 BICERE ST, LSO T X TOREMY
WRIL 21 BOTESIR B £ CEF Uiz, BERLZICIT, F ol c W ~D 7 ) 7 —B i E
(RS 2 A F R ERIER I TR S o To, BEMWIC 7Y 7 —ED 2, 8 XL 20mg/kg/ H D h-
T, Fi RO RE K OYREEN &, I ONCARER THA I I U 72800 ORI T 8 200 ST
FHmFEER Cdo DREREBIZE N v 7 U — ZE) RS, BREE R, KONGRS RIS IS
FEZ 2 otz, RRBOKENS, BE#WO—BEELEOEMEEICET 2 BHEEEIVTND
8mg/kg/H &5 2 LT,

ARERAESEHHR -8

ATEEMEC
= y 5 e 51 b - 45
PBROMS S (8 ) (mg/ke) ELPR A R
(mg/kg)
ZHELAOERE |7 v b BT | e AQECRT 41 B ~80RAT| 2. 8. 20 | IKEESIME] (HEME) . PSR |20 (2L V%
TOYMIMIREAEIT | (MR 25/ H DD NG R HO OVIR e | iadE)
B9 % R ) W - ZSBCRT 28 H ~4TiR B, NV OREEET|2 (IR RIERA
17H (1 8 1[E) LR IR OEIE OB =)
R - BRVEFAECE | v Y% KT |38 7~20 B, 3R 7~ |2, 5. 20 |{KEED, BRECKERE, B | - (&R ek
ERALN (1 10/%) 14 B, #F4R 13~20 H, K OTEEMAR T, WUIR -l 2 | 72 8)
TR 11~16 H, #E 15 DM, MRAEOWA KO
~20 H (1 H 1[") R a3 HIREOHM
A BF |[EIE7~12 B, &R 11~{2, 5 REHS BN, VREE DKM, FR| <2
(1 20/%) 16 H, #F#z 15~20 H RAEOKME, I - IBRET O
(1 B 1Mm) M, BEOAE - AR
HAMEOHER |7 > b FF | 2HCAT 28 A~FFL 21 B |2, 8, 20 | {(REBAIMINEH, =R, 4|8
DOFAENW ORI | (O 25/8%) (1B 1MmE) HIZE B ASTE LS L 7= BEEh 5
DOREICR T 5 . FETE A R B, AR
5 DALY | WE WD A&
R ERERD, HAEROK
I
7w b KT | ZCERRT 28 H~2%L 21 H |2, 8, 20 | 22 Bd fij (2 - ¥ 1A% B2 34 36k | 8
(M 22/8) (18 1MmE) o EERAEIR (AL, Bk,
NLE) DFEHL
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(6) RATHIHMEALR

YR L

<BESKEEGHR (T b, W=7 14%0)

Z v b 4 BEEGRBRTIL, 1. 8 XU 25mg/kg BFEOENM D 2 2> AT DB HHNL T, BIE~ED Y >
B/~ n 7y —VRENED LN, EBRWE &G LB TR~ T E ORRHEL AR i,
8mg/kg L EDOEEREOENM) T LV EHEEICBIE SN, 2 B ORI L0 [EIEMEI R STz, 26 #
B HRBR TR, BGHIMKE TRICHIRMICEGHMOBEENBE SN, U N8R (Imgkg LLE)
K ORRMEL (8mg/kg LA 1) 1212 T, Imgkg L EORE TR~ 70 22 fa bR ER OIRTE A BlEL S,
Z OEITEER D PEG b & v /R 7 O G B A e —F L7 30,

H=7AYPND 4 JEEGRBR T, REHETRICHEBERGFH TR0, 2GR TR THRIC
B~ EED Y VNI O~ 7 v 7 7 — O ME E RN BIE S, 2 OZiXEEIR 4 8
H £ CICEME/EM 2 ERD BT, 39 B 5B T, £ 5IRK T #1205 5 PRV IR o &K
IR BN ERD B, U "Bk, w27 a7 7 — 2 M OVD D IFBRER o OMF B 2 18 5 TR E MR & 73
DIRATAHIREC L DL FEIRO A 7RSS Ch o7z, ~ 7 v 77— 3Rk 0 Z2fafk L 7= M
EEALTEY, PEG OHIIENER E —H LT,

BURE LT, BEEN OB TEIHNAIMEZ o 7 B a5 LT3 E OFERIE S, WO B 1E
A XV PEG %M LMk ey an s 2=k s —& L=,

RTNRYT—FlIe MTBWTHARMEZ RIETHD Z Enn, BE TEBIEINTM S O ERES
PLE S X FREEDAE RS F O FTEEMED @V, BERIYR ) A7 I3 GFEHET 2 OO, b M TiE PEG (ZERKT 5
EWoZEbITd#E ST,

(7) FDthoEHEM
MM ER e L

83



X.

1.

10.

1.

EEMFEICEAYT HEEB

BRI 5
B F N Ty I R 25mg

NY Yy 7% BN 10 mg

NY Yy 7% BN 20 mg

ISR AT S S
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. AREME

AR - 2 4

. BERETORE
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. RV EDEE
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V. 6. "AIOLFESEM TICTBITHEEMN] DRBMR
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(IS &R SN EH)
. #%) oESR

. B—R5 - A

[Al—psr : 72 L
RN« ©F 7T VR 2.5%., B AT T OER 10%

. BEFfEAFAR

2018 45 H 24 B CkE)

. RERFTARFABRVARES. REEENHFEAR. REMAKEAR

RLEIRGERGRAEA H £ 2023 453 H 27 A

KBE S XY Yy 7B 2.5mg 30500AMX00121000
RY Yy 7 BRI 10mg 30500AMX00122000
XYYy 7 B2 FiE20mg 30500AMX00123000

SRAGIEHENEAE H B 1 2023 4E 5 H 24 H

IGERAAAEH H 1 2023455 H 24 H

. PREXEREM, RERUVRAEEEENFOFABRUVEORE

A Lg

BERGR. AEKRAREABRRVZORNE
AL L7220

BETHME
10 4F 1 2023 4E 3 H 27 H~2033 43 H 26 H (T 5% A EEK )
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AR ANA

£EI—F
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R EDEE
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XI. &Z&$

1. EHSNETORFTRRT
ARHENL, 2018 4E 5 H 24 HIZKE T, 20194E 5 A 3 HIZHINES (EU) CTHRB S, 202245 H 1 AR

AT, 3 pEEO ] HCTAR I TN D,

WAL COAGRIRDL (2023 43 A FER)

] U ik K

ey BioMarin Pharmaceutical Inc.

R4 PALYNZIQ

AEBH 201845 H 24 A

FIE - Bk Injection:2.5 mg/0.5 mL, 10 mg/0.5 mL, and 20 mg/mL in a single-dose prefilled syringe.

BIRE X3 R

1 INDICATIONS AND USAGE

Palynziq is indicated to reduce blood phenylalanine concentrations in adult patients with phenylketonuria
(PKU) who have uncontrolled blood phenylalanine concentrations greater than 600 micromol/L on

existing management.

MIEKR O &

2 DOSAGE AND ADMINISTRATION
2.1 Dosage
+ Treatment with Palynziq should be managed by a healthcare provider experienced in the
management of PKU.
+ Obtain baseline blood phenylalanine concentration before initiating treatment.

Induction

The recommended initial induction dosage for Palynziq is 2.5 mg subcutaneously once weekly for 4
weeks. Administer the initial dose under the supervision of a healthcare provider [see Dosage and
Administration  (2.4) .

Titration
Titrate the Palynziq dosage in a step-wise manner, based on tolerability, over at least 5 weeks, to achieve
a dosage of 20 mg subcutaneously once daily according to Table 1.

Maintenance
Therapeutic response may not be achieved until the patient is titrated to an effective maintenance dosage
of Palynziq. Use the lowest effective and tolerated dosage of Palynziq.

Assess patient tolerability, blood phenylalanine concentrations, and dietary protein and phenylalanine
intake throughout treatment.

Individualize the maintenance dosage to achieve blood phenylalanine control (blood phenylalanine
concentrations less than or equal to 600 micromol/L) , taking into account patient tolerability to Palynziq
and dietary protein intake (see Table 1) .

Maintain the Palynziq dosage at 20 mg once daily for at least 24 weeks. Consider increasing the Palynziq
dosage to 40 mg once daily in patients who have been on 20 mg once daily continuously for at least 24
weeks without achieving blood phenylalanine control. Consider increasing the Palynziq dosage to a
maximum of 60 mg once daily in patients who have been on 40 mg once daily continuously for at least
16 weeks without achieving blood phenylalanine control.

Discontinuation
Discontinue Palynziq in patients who have not achieved an adequate response after 16 weeks of

continuous treatment with the maximum dosage of 60 mg once daily /see Clinical Studies  (14) ].

Table 1: Recommended Dosing Regimen

Treatment Palynziq Dosage Duration*
Induction 2.5 mg once weekly 4 weeks
Titration 2.5 mg twice weekly 1 week
10 mg once weekly 1 week
10 mg twice weekly 1 week
10 mg four times per week 1 week
10 mg once daily 1 week
Maintenance’ 20 mg once daily 24 weeks
40 mg once daily 16 weeks
Maximum? 60 mg once daily 16 weeks

* Additional time may be required prior to each dosage escalation based on patient tolerability.
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T Individualize treatment to the lowest effective and tolerated dosage. Consider increasing to 40 mg once daily in
patients who have not achieved a response with 20 mg once daily continuous treatment for at least 24 weeks. Consider
increasing to a maximum of 60 mg once daily in patients who have not achieved a response with 40 mg once daily
continuous treatment for at least 16 weeks [see Clinical Studies  (14) ].

I Discontinue Palynziq in patients who have not achieved an adequate response after 16 weeks of continuous
treatment at the maximum dosage of 60 mg once daily.

Dose Reduction for Low Phenylalanine Concentrations
During titration and maintenance of Palynziq treatment, patients may experience blood phenylalanine

concentrations below 30 micromol/L. For blood phenylalanine concentrations below 30 micromol/L, the
dosage of Palynziq may be reduced and/or dietary protein and phenylalanine intake may be modified to
maintain blood phenylalanine concentrations within a clinically acceptable range and above 30
micromol/L [see Dosage and Administration (2.2) ].

Readministration Following Anaphylaxis
If the decision is made to readminister Palynziq after an anaphylaxis episode, administer the first dose

following the anaphylaxis episode under the supervision of a healthcare provider equipped to manage
anaphylaxis and closely observe the patient for at least 60 minutes following the dose. Subsequent dose
titration should be based on patient tolerability and therapeutic response [see Warnings and Precautions

(5.1) ].

Missed Dose
If a dose is missed, instruct patients to take their next dose as scheduled and to not take two doses of
Palynziq to make up for the missed dose.

2.2 Blood Phenylalanine Monitoring and Diet

After initiating treatment with Palynziq, obtain blood phenylalanine concentrations every 4 weeks until
a maintenance dosage is established. After a maintenance dosage is established, periodic blood
phenylalanine monitoring is recommended to assess blood phenylalanine control.

Monitor patients’ dietary protein and phenylalanine intake throughout treatment with Palynziq and
counsel them on how to adjust their dietary intake, as needed, based on blood phenylalanine
concentrations.

2.3 Premedication

For hypersensitivity reactions, consider premedication with an Hj-receptor antagonist, Ha-receptor
antagonist, and/or antipyretic prior to Palynziq administration based upon individual patient tolerability
[see Warnings and Precautions (5.1, 5.3) ].

2.4 Administration Instructions

+ Each prefilled syringe of Palynziq is intended for use as a single subcutaneous injection.

+ Inspect Palynziq visually for particulate matter and discoloration prior to administration. Palynziq
is a clear to slightly opalescent, colorless to pale yellow solution. Discard if discolored, cloudy, or
if particulate matter is present.

* Prior to first dose of Palynziq, prescribe auto-injectable epinephrine, and instruct the patient and
observer (if applicable) on how to recognize the signs and symptoms of anaphylaxis, how to
properly administer auto-injectable epinephrine, and to seek immediate medical care upon its use.

+ Perform initial administration (s) and/or readministration after an anaphylaxis episode under the
supervision of a healthcare provider equipped to manage anaphylaxis, and closely observe patients
for at least 60 minutes following injection [see Warnings and Precautions (5.1) ].Prior to self-
injection, confirm patient competency with self-administration.

+ Consider having an adult observer for patients who may need assistance in recognizing and
managing anaphylaxis during Palynziq treatment. If an adult observer is needed, the observer
should be present during and for at least 60 minutes after each Palynziq administration, should be
able to administer auto-injectable epinephrine, and to call for emergency medical support upon its
use [see Warnings and Precautions  (5.1) ].

* The recommended injection sites for Palynziq are: the front middle of thighs and the abdomen at
least 2 inches  (five centimeters) away from the navel. If a caregiver is giving the injection, the
top of buttocks and the back of the upper arms are also appropriate injection sites.

+ Do not inject Palynziq into moles, scars, birthmarks, bruises, rashes, or areas where the skin is
hard, tender, red, damaged, burned, inflamed, or tattooed. Check the injection site for redness,
swelling, or tenderness.

+ Rotate sites for subcutaneous injections of Palynziq. If more than one injection is needed for a
single dose of Palynziq, the injection sites should be at least 2 inches away from each other. The
second injection site can be on the same part of the body or a different part of the body.
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Palynziq is indicated for the treatment of patients with phenylketonuria (PKU) aged 16 years and
older who have inadequate blood phenylalanine control ~ (blood phenylalanine levels greater than 600
micromol/l)  despite prior management with available treatment options.

MEX O &

4.2 Posology and method of administration (—&BHHY)

Posology

Before initiating treatment, blood phenylalanine level must be obtained. Monitoring of blood
phenylalanine level is recommended once a month.

Dietary phenylalanine intake should remain consistent until a maintenance dose is established.

Dosing regimens
Induction
The recommended starting dose of Palynziq is 2.5 mg administered once per week for 4 weeks.

Titration
The dose should be escalated gradually based on tolerability to the daily maintenance dose required to
achieve blood phenylalanine level of 120 to 600 micromol/l according to Table 1.

Maintenance

The maintenance dose is individualised to achieve patient’s blood phenylalanine control (i.e., a
phenylalanine level between 120 to 600 micromol/l)  taking into account patient tolerability to Palynziq
and dietary protein intake (see Table 1) .

Table 1: Recommended dosing regimen

Dose' administered subcutaneously Duration prior to next dose increase
Induction 2.5 mg once weekly 4 weeks?
Titration 2.5 mg twice weekly 1 week?
10 mg once weekly 1 week?
10 mg twice weekly 1 week?
10 mg four times per week 1 week?
10 mg daily 1 week?
Maintenance? 20 mg daily 12 weeks to 24 weeks?
40 mg daily 16 weeks?
(2 consecutive injections of 20 mg
pre-filled syringe) *
60 mg daily Maximum recommended dose
(3 consecutive injections of 20 mg
pre-filled syringe) *

! If blood phenylalanine levels are below 30 micromol/l, dietary protein intake should be increased to appropriate

levels, and then, if needed, the dose of Palynziq should be reduced ~ (see section 4.4, Hypophenylalaninaemia) .

2 Additional time may be required prior to each dose escalation based on patient tolerability with Palynziq.

* The maintenance dose is individualised to achieve blood phenylalanine levels between 120 to 600 micromol/l.

4 If multiple injections are needed for a single dose, injections should be administered at the same time of day and

injection sites should be at least 5 cm away from each other. Doses should not be divided over the course of the day
(see Method of administration) .

Dose adjustments
During titration and maintenance of Palynziq treatment, patients may develop blood phenylalanine levels

below 30 micromol/l. To manage hypophenylalaninaemia, dietary protein intake should be increased to

appropriate levels, and then, if needed, the dose of Palynziq should be reduced. In patients experiencing

hypophenylalaninaemia despite appropriate levels of protein intake, dose reductions are expected to be

most effective in managing hypophenylalaninaemia  (see section 5.2, Exposure-effect) . Patients should

be monitored every 2 weeks until blood phenylalanine levels are within a clinically acceptable range
(see section 4.4, Hypophenylalaninaemia) .

If hypophenylalaninaemia develops prior to reaching daily dosing, the dose may be reduced to the
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previous titration dose. If hypophenylalaninaemia develops once daily dosing is reached, the dose may
be reduced by at least 10 mg decrements to achieve and maintain blood phenylalanine levels in the
clinically acceptable range. In patients experiencing hypophenylalaninaemia on 10 mg/day, the dose may
be reduced to 5 mg/day.

Method of administration
Subcutaneous use. Each pre-filled syringe is for single use only.

Due to the potential for an acute systemic hypersensitivity reaction, premedication prior to each dose is
required during induction and titration ~ (time prior to reaching blood phenylalanine levels less than 600
micromol/l while on a stable dose; see section 4.8) . Patients should be instructed to pre-medicate with
an Hl-receptor antagonist, H2-receptor antagonist, and antipyretic. During maintenance, premedication
may be reconsidered for subsequent injections based on patient tolerability to Palynziq.

Initial administration (s) should be performed under supervision of a healthcare professional and patients
should be closely observed for at least 60 minutes following each of these initial injection (s) (see
sections 4.4 and 4.8) .

Prior to first dose of Palynziq, the patient should be trained on the signs and symptoms of an acute
systemic hypersensitivity reaction and to seek immediate medical care if a reaction occurs, and how to
properly administer adrenaline injection device (auto-injector or pre-filled syringe/pen) .

Patients should be instructed to carry an adrenaline injection device with them at all times during Palynziq
treatment.

For at least the first 6 months of treatment when the patient is self-injecting  (i.e. when administration
is not under healthcare professional supervision) , an observer must be present during and for at least 60
minutes after each administration. An observer is someone who:

- would be present with the patient during and after Palynziq administration,

- is able to recognise the signs and symptoms of an acute systemic hypersensitivity reaction,

- can call for emergency medical support and administer adrenaline, if warranted.

After 6 months of Palynziq treatment, the need for an observer may be reconsidered.

Prior to independent self-injection, a healthcare professional should:

- train the patient and assess patient competency on proper self-administration of this medicinal product.

- train the observer to recognise signs and symptoms of an acute systemic hypersensitivity reaction and
to seek immediate medical care if a reaction occurs, and how to properly administer adrenaline
injection device (auto-injector or pre-filled syringe/pen) .

Re-administration following mild to moderate acute systemic hypersensitivity reactions: The prescribing
physician should consider the risks and benefits of re-administering the medicinal product following
resolution of the first mild to moderate acute systemic hypersensitivity reaction ~ (see sections 4.3 and
4.4) . Re-administration for the first dose must be done under supervision of a healthcare professional
with the ability to manage acute systemic hypersensitivity reactions.

The recommended injection sites on the body are: the front middle of the thighs and the lower part of the
abdomen except for 5 cm directly around the navel. If a caregiver is giving the injection, the top of the
buttocks and the back of the upper arms are also appropriate injection sites.

Palynziq should not be injected into moles, scars, birthmarks, bruises, rashes, or areas where the skin is
hard, tender, red, damaged, burned, inflamed, or tattooed. The injection site should be checked for
redness, swelling, or tenderness.

Patients or caregiver should be advised to rotate sites for subcutaneous injections. If more than one
injection is needed for a single dose, each injection site should be at least 5 cm away from another
injection site.

Palynziq is a clear to slightly opalescent, colourless to pale yellow solution. The solution should not be
used if discoloured or cloudy or if visible particles are present.
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8.1 Pregnancy

Risk Summary

Based on findings in studies of pregnant animals without PKU treated with pegvaliase-pqpz, Palynziq may cause
fetal harm when administered to a pregnant woman. Limited available data with pegvaliase-pqpz use in pregnant
women are insufficient to inform a drug-associated risk of adverse developmental outcomes. There are risks to the
fetus associated with poorly controlled phenylalanine concentrations in women with PKU during pregnancy
including increased risk for miscarriage, major birth defects ( including microcephaly, major cardiac
malformations) , intrauterine fetal growth retardation, and future intellectual disability with low IQ; therefore,
phenylalanine concentrations should be closely monitored in women with PKU during pregnancy (see Clinical
Considerations and Data) . Advise pregnant women of the potential risks to the fetus.

A reproduction study in pregnant rabbits treated with pegvaliase-pqpz demonstrated a high incidence of fetal
malformations throughout the skeletal system, and in kidneys, lungs, and eyes. Embryo-fetal toxicity (increased
resorptions and reduced fetal weight) was also observed. These effects occurred at 5 times the maximum
recommended daily dose and were associated with strong signs of maternal toxicity, including marked reductions in
weight gain and food consumption, and death. A reproduction study in pregnant rats treated with pegvaliase-pqpz
demonstrated an increase in skeletal variations, with no malformations observed. The effects in rats occurred at 2.8
times the maximum recommended daily dose. In a pre-/post-natal development study in rats, pegvaliase-pqpz
produced reduced survival of offspring during lactation, decreases in pup weight and litter size, and delayed sexual
maturation of offspring when administered daily at 13 times the maximum recommended daily dose. The effects on
rat embryo-fetal and post-natal development were also associated with maternal toxicity.

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.

There is a pregnancy surveillance program for Palynziq. If Palynziq is administered during pregnancy, or if a patient
becomes pregnant while receiving Palynziq or within one month following the last dose of Palynziq, healthcare
providers should report Palynziq exposure by calling 1-866-906-6100.

Clinical Consideration

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 before conception /see Dosage and Administration  (2.2) ].

Dose Adjustments During Pregnancy and the Postpartum Period
Phenylalanine concentrations below 30 micromol/L in pregnant women with PKU treated with Palynziq may be
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associated with adverse fetal outcomes. Monitor blood phenylalanine concentrations during pregnancy and adjust
the dosage of Palynziq or modify dietary protein and phenylalanine intake to avoid blood phenylalanine
concentrations below 30 micromol/L [see Dosage and Administration (2.2) ].

Data

Human Data

Uncontrolled Maternal PKU: Available data from the Maternal Phenylketonuria Collaborative Study on 468

pregnancies and 331 live births in pregnant women with PKU demonstrated that uncontrolled phenylalanine

concentrations above 600 micromol/L are associated with an increased risk for miscarriage, major birth defects
(including microcephaly, major cardiac malformations) , intrauterine fetal growth retardation, and future

intellectual disability with low 1Q.

Limited data from case reports of Palynziq use in pregnant women are insufficient to determine a drug-associated
risk of adverse developmental outcomes.

Animal Data

All developmental toxicity studies were conducted in animals ~ (rats and rabbits) ~ without PKU, in which treatment
with pegvaliase-pqpz produced a dose-dependent reduction in maternal blood phenylalanine concentrations. At doses
that produced maternal toxicity and/or effects on embryo-fetal development, the maternal plasma phenylalanine
concentrations were markedly reduced compared to the control group. The contribution of maternal phenylalanine
depletion to the incidence of embryo-fetal developmental effects was not evaluated.

Subcutaneous administration of 5 mg/kg/day pegvaliase-pqpz (5 times the maximum recommended daily dose
based on bodyweight [mg/kg]) in pregnant rabbits during the period of organogenesis produced embryo-lethality

(increased resorptions) , marked reduction in fetal weight, and fetal malformations. The malformations included
multiple external abnormalities of the head, body and limbs, multiple soft tissue malformations (reduced size or
absence of kidneys, diaphragmatic hernia, corneal opacity, discoloration or reduced size of eyes, and reduced size of
lungs) and multiple skeletal malformations of the craniofacial bones, vertebrae, sternebrae, ribs, pelvis, limbs, and
digits. An increase in variations and delayed ossification was also observed in all skeletal regions. The adverse
developmental effects were associated with maternal toxicity, as indicated by marked impairment of weight gain and
food consumption. Deaths associated with weight loss and abortion occurred in 8% of the pregnant rabbits treated
with 5 mg/kg/day pegvaliase-pqpz.

Subcutaneous administration of 2 mg/kg/day pegvaliase-pqpz (2 times the maximum recommended daily dose
based on bodyweight [mg/kg])  in pregnant rabbits had no adverse effects on embryo-fetal development. Systemic
exposure to pegvaliase-pqpz was detected in fetuses from rabbits treated with 2 or 5 mg/kg/day.

Pegvaliase-pqpz increased fetal alterations when administered daily in pregnant rats at doses of 8 mg/kg
subcutaneously and higher (2.8 times the human steady-state area under the curve [AUC] at the maximum
recommended daily dose)  during a 28-day premating period, mating, and through the period of organogenesis. The
fetal alterations were limited to skeletal variations such as cervical ribs, bifid centra of lumbar and thoracic vertebrae,
and incomplete ossification of squamosal bones, frontal bones, lumbar vertebra arch, and ribs. Daily administration
of 20 mg/kg subcutaneously (13 times the human steady-state AUC at the recommended maximum daily dose)
to pregnant rats produced reductions in litter sizes and fetal weights, which was associated with maternal toxicity

(decreased body weight, ovarian weight, and food consumption) . The decrease in litter sizes at 20 mg/kg
subcutaneously was secondary to reductions in corpora lutea and implantations. Systemic exposure to pegvaliase-
pqpz was detected in fetuses from rats treated with 20 mg/kg of pegvaliase-pqpz (13 times the human steady-state
AUC at the recommended maximum daily dose) . Subcutaneous administration of 2 mg/kg/day pegvaliase-pqpz

(less than the human steady state AUC at the maximum recommended daily dose)  in pregnant rats had no adverse
effects on embryo-fetal development.

Pegvaliase-pqpz decreased pup weight, litter size, and survival of offspring during lactation, and delayed sexual
maturation of offspring when administered daily in rats at 20 mg/kg subcutaneously (13 times the human steady-
state AUC at the recommended maximum daily dose) , with dosing starting before mating and continuing through
lactation. The effects in offspring were associated with maternal toxicity. No effects in offspring were observed at 8
mg/kg/day subcutaneously (2.8 times the human steady-state AUC at the recommended maximum daily dose) .
A follow-up study of the same design evaluated additional parameters of physical and neurobehavioral development
in offsprings; No effects of pegvaliase-pqpz were noted at the maternal NOAEL dose of 8 mg/kg/day.
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8.2 Lactation

Risk Summary

There are no data on the presence of pegvaliase-pqpz in human milk, the effects on the breastfed infant, or the effects
on milk production. A pre-/post-natal study in rats showed that pegvaliase-pqpz is present in rat milk and that
administration of pegvaliase-pqpz during lactation decreased pup weight and survival [see Use in Specific
Populations  (8.1) ]. However, systemic absorption of pegvaliase-pqpz was not detected in the rat pups. Palynziq
may cause low phenylalanine concentrations in human milk. The developmental and health benefits of breastfeeding
should be considered along with the clinical need for Palynziq treatment and any potential adverse effect on the
breastfed infant from Palynziq or from the underlying condition  (see Clinical Considerations) .

Clinical Considerations
Monitor blood phenylalanine concentrations in breastfeeding women treated with Palynziq.

3) BRI AT SCE R
4.6 Fertility, pregnancy and lactation

Pregnancy
There are no or limited amount of data from the use of Palynziq in pregnant women. Animal studies have shown

maternal reproductive toxicity that was associated with decreased blood phenylalanine concentrations below normal
levels (see section 5.3) .

Uncontrolled blood phenylalanine levels  (hyperphenylalaninaemia) before and during pregnancy are associated
with increased risk for miscarriage, major birth defects (including microcephaly and major cardiac malformations) ,
intrauterine foetal growth retardation and future intellectual disability with low IQ. In case of
hypophenylalaninaemia during pregnancy, there is a risk of intrauterine foetal growth retardation. Additional risk to
the unborn child due to hypophenylalaninaemia is not established.

Maternal blood phenylalanine levels must be strictly controlled between 120 and 360 micromol/l both before and
during pregnancy. Palynziq is not recommended during pregnancy, unless the clinical condition of the woman
requires treatment with pegvaliase and alternative strategies to control phenylalanine levels have been exhausted.

Breast-feeding
It is unknown whether pegvaliase is excreted in human milk. Available toxicological data in animals have shown

excretion of pegvaliase in milk. In the pups of these animals, systemic exposure of pegvaliase was not detected. A
risk to infants cannot be excluded. Due to lack of human data, Palynziq should only be administered to breast-feeding
women if the potential benefit is considered to outweigh the potential risk to the infant.

Fertility
No human data are available. Reduced implantations were observed in normal female rats after administration of
Palynziq (see section 5.3) .

(2) IMNREADREIZET H1FH
1) RIMHAXERR
9.7 IMNR
INRE G & LT BRI SN L T 7y,

2) RERAFXER?R
8.4 Pediatric Use
The safety and effectiveness of Palynziq in pediatric patients have not been established.

3) BRMRIXERP
4.2 Posology and method of administration (—¥5HFE)
Special populations
Paediatric population
The safety and efficacy of Palynziq in paediatric patients from birth to less than 16 years have not been established.
No data are available.

Currently available data on patients aged 16 up to 18 years are described in section 4.8 and 5.1. Posology is the same
in these patients as in adults.
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