T 7 b — A R E T 6mg

**20004E12 H 3T (45 3 1) T81-1003
*20084F 4 HekET
HABEHERG fh o i 5
873959
AR B - BISE BT 21900AMX01739000
WL A ESE S (i L 20074£10 H
W FE B A 20074E10 H
TEAR TR 2 2 3 S A T RG]
— O
I:D b_l n \\H%/E’ﬁ Gmg
ELAPRASE®
AT 2)VANT 7 —¥ GG T-HIZ) rsT
[Hri:] ofifs 2 a2 ~ 8 CTHRAE. ML
[fERHIIR] EEEICFRENT WA IARNICHHT A &
) R RS @%ﬁ&@ IR+ AZ L
1) Zlif‘ll@&’j Z X 1 infusion associated reaction IERIN pH BETLL
ORI A 5 0C. BB LA o - 57~63 | #91
XD T & 5 efig % LtJ:T‘?x’é—’i’Fa'ﬁil‘ L. #&
B THR TSI 2k, 72, EE [%9EE - 2]
7t infusion associated reaction 23783 L 7235 & "f’; %;*F*ﬁé -
1ZiE, RAOFG- 2 dk L, Y 72 W % 47 9 i~ = .
cr. ﬁz%&z;ﬁ@[iﬁj féﬁ%ﬁ%ﬂ WZEE - ZhR (PR T SRR LOER
PR RIE IR IS T 2 ARIMEITRRO ST e\,

DIHZMW)

(2) FESE R M AS A AT A VE 259 B D & 5 B
125 L7234 . infusion associated reaction
12X o TERDO ZMHEDHE Z L0 eMED D 5
DT, BHEOKRELY HIBiggLl, LEIZSL

THE R MEZITH) 2 &y ([HEELZERNE
= TERZEIVEN] oESR)

(A& - BE]
BEL. AT aANVANT 7 —¥ (BEETHEZ) L LT,
1 [O0fA%E 1 kgd 721 0.5mg %38 1 0] S iE RN 59 50

[Z2E] (KOBEEICEBELEN &)
AKHNDEFNHR LT F 714 5Fv—2 3y 7D
FHEODH L EE (EELIERMYTE] OHEBH)

WA - AEICRET 2 FERALOERS

(1) P BEORESH-) THEL L EEZ I
. HEERAEHE®RIOONML THIRT 5, ([#EH Lo
FE] OEsR)

(2) $&55E 1~ 3BT THRG T2, B, KH
OELSFGIORETIE, H5EER. BEoX
BVEE TR L 2L EEICET, 5752
EDEF L\, Infusion associated reaction 533
LBENDDH LD, —HOBEFIITRERER T T
MIEHEET ALEXRD LD, ZOHE1E 8 R %
ABRWVWEIICT S, ([EEREARNFEE] [HEHL
OVFEE] RO [BER FodE ] OmEBR)

[#8BK - MEIR]

1. #Kk (1 /X1 7J)0 (3mL) =)
159 5 INA TVHOEE

appesn | 17 2VANT 7 —E

AT | Grtn sz )™ 6.0mg
b K [l RPN 24.0mg
D UBRTREF R T L 675

‘ — K H -fome

Iy
) VER—AKFEF N T L4 997
LAFI s
ARV VIV X— |20 0.66mg

1) b MESEMINEIC X A, RANTEE TRETY Vg, 7y
P ESeD b)) 7Y v ERMHLTWhA, 72, RHFO BT
BO—ETHALET T4 =T 4 —=h 70X rI77 41
BT, KIBWICX 0 pEA L@ n ARz 7 A BE 2 B L
L7BHEE IV CWwa 2%, CoBEMEO#EE TR T, KiFE
OFFEEME S & LT, 7 UK (RIGHE, aih, WA
M DB OVERERD) BRI L T b,

[ERLEDIEE]
1. EEHRE (ROBEICIEEICRETSHE)
ARFN O xTT 5 BEIEDOEFEEOH L EE ([HE

RIEARNER] OHZBR)

2. BEELEXRNEE

(1) RENFAZARERFTHY, TF 714 I7F -V 3
v 7D Z B REVENR %f%&u\f O, Blgx
ATV, BERD SN2 E I3 S- 29k L,
WY R AE A T 2L, F 72, d/)i I AER D5
Bz, B2WELTNNLHEfELTBLT L

(2) BEROCEEEHEOT F 74T F 2 =MD L
SR, NS H2ABRDEICS, T 714 9%
VMBS A AR H b O T, BIEEHIR
TIER L, MY RSERNGEEE T 2 &




(3)

AFNF 512 £ 0 | infusion associated reaction (TE.
FEL B, FOFEE. A, ZRE. SIES)
DT AH Z LB 5, Infusion associated reaction
DN A G o s A3 50—k,
W) 2 SEHNEE (RIS REARVE VAL Ple A 3
CH BB R UIPIERIS) . b L IEEA
BEIT) 2 Lo T, REFZGLIFEE, RAEE S50
WP A% I VHIRRIB R E R VE VR ORE %%
BybZ L,

FEAE 2 M A & AL 2SR R O B 2 BH 108
5. L7354 infusion associated reaction!Z & » THE
RO BMEBEDSE Z AR H 5 DT, BEOR
A2+ ICBgE L, LB DTl 2 LE %2179
ko Fo. BUEHENRRELROD HEHEICE
Wk, 5 HZ2EOHLIEREET L L,
IgGHUARBEAEDS TSNS 720, EWIMICA 72 )L A
V77— (GEETHIEZ) 1233 5 IgGHiiifmTr
BT S ENEFE L\,
RENDOHETHRO—EHTHET T4 =T 4 =T A
rux T T4 =TT, KIBWIZE W EELS
ER T 2 72 A HE & AL L 728 2 v Tw
A 03, ZOFEMEOBE TR CREHE OB R
e LTy KEREY VIR, B8, & &Mk,
R N E RS 2 L Twb, MY v
JEATEHZ RN OSBRSS CTh A MR T RE &
(EDQM) OFEMfiIc# A L TWwb 2 EAFEH S hTw
bo Fio, KEOFEGA X 0 (mE MR IR A E (TSE)
PEFE LI EDOHER BV, 5D s, K
FNZ X BTSEEFED ) A 713D TIRW b D &% 2
LNBA, BERY A7 REEIIEGE LIS RV
O, TOETERBIHHT L L2 EET LI L,

3. BMERA

HAANA ZZECHEICBITAEL/IHE 7T &R ig
T HEEMILERERRE (53EE) 128V TARH E
5L 7232602360 (72%) \ZEIVER (FRPR Al B 4
Bz at) 3o S, EREIERIE. B 961 (28%) .
B, F I FEER T (22%) . I 6 51 (19%) . F895.
HMRBE 56 (16%) Tholzo K]

(1)

BEXLEIEA

HJ¥ Oinfusion associated reaction (AFH%5-H i
ARFN P G- BRI 24 B B LA P IS S8 B3 B ARHI 3% 5 & B g
TLHLRIL) 1 TF T4 TR (WU ES A,
e FAE . I, MmETE, %) 2232
EDH D, PrEH D VISR TIRIE., Bigtr T+
SIAT V. BEFBEO SN AIE LIRS %
== %= 5 I 71 <7 N AN 1| I 2357
VE YOG B RGBS OB Y) 2 LE % 1T
b, ([ ], TEERZERNTE] OHESR)

(2) ZDOEIEAR

0/ MAMHERRE (EEESH) CBLTHESIh

= EIEH

5%Lh 5 % A1

s £ o) A ISZAY: (T i}
MIAT SRR HE
iR NS
e UHJR ., FEIEO | BREL VO, M

AR T, IR T

NN VR s X N

HE VIL {))’jii%la b[] ?;%*E

5% LT 5 %Ki
E5 X OH IR
- RN, F7 .
LR s
o B ILIE . W
M LI
R N | ok, BT, | e A AT
Ei@ﬁ}ﬁﬁﬁ ﬂﬁuﬁﬂ%% i&g":\ DE]EEK\ Hﬁif&%
" - WRE, Sl
- W, Bl F | EIEE. AR
& W, SEE |
7\{.4/\ > EE N
BB ko | S0 CO PR g s T
il VERZ 9% ATHE
AR & BRI A
% £ L8 S G,
BB L O SR MR
. o | B PETLE. .
Pas &£ 7"&;3}[‘ TS ~ - N F e
SAERD L | Tl AT | 0 g, AL
* BASIERE., O, Tk
MPpTIVH)KRZAT 7
y— R, ik S
Bk ZE RN, Mo
HiR s G LY o B, e
RES. ~E /1Y
VA A
LA
i BRE~DRE

A CIAEMERERPET L TwAD T, BEH D%
BUIHFICER L, HEIRG§ 5, &iE IS0 2424

P
**5.
(1)

6.

It LT ey (AR 22 ) 6

1%, ER. BILBAOKRS

Tl AR L TV BT REYE D & 5 BB 1T1E, 1HE
LFoREENERTEE LD LI N L5EIC
OHHEGTHZ L (IRFP OS5I 5 24tk
FESL LT, BIER (7 M) IZBWTRE
~NEATT A EPIRE SN TV D),
BIAFROEEICIHES LW ENRET Ln, ®
GEBTHESTAESICIEAERIESES L
(FRAHOBEG T 2 WM. L T v, 8
WEE (79 F) CBWTHAITFTR~NBITT LI LR
%&%éﬂfb\é)o

INRADEE

5 AR O/NBIIK T 2 AT L Ty (ff

AR 7)o

7.
(1)
@)
(3)

HEHEDREE
M & DIRFEETDENT &,
BNATNME—HRY)DOFHET LT L,
FLE R

O HBEOFEEICHEIVTO.5me/kgD &
TARAOHEGEZHEN L, &5 I0E %
INA TV R RES B o
TR ARF O R ONA T IV ER
MW EEFN TRV RENL T IV E
AT 5 2 & RANTEAER, Lidb
FTRIABHBOBERTH S5, BHORS
NEZLDFEZIRYPREALTRDHD
R L w2 &y RHOZWRIRE L
WFHZ L,

@



OTHW L 72 BBEBHEDNA TV 5,
ENIOECEcE S
AFN O ma H e A A 3E I 100mL
THMNT %, HFEFRAIER O N
TIWCARRZHRML ., B IRMT 5, &
W IRE SRS 2 &
PEREZRER - 125031 T IVHOBE
W, FER DTN > THEFETLHZ &,
(4) He53%fE T THRESBZIZ, B 1 ~ 3EEM»TF TS
T5H5ZE, ([HEE- HE] oEsH)

3 BFER G5 D5l

P53 BE | G- s

8mL/If | 15534

16mL/IE | 1550 | x4 % v 4 v IR L, e LT
24mL/I | 1550 | VIUEROBREOEE F T R 2,
32mL/HE | 1555

40mL/W; | 2 WM ST ETIOHETEET %,

8. ZTOfLDEE

L A S HEE T RN XGESH A VBRI E TH B 4%, il
LWEHEOWED D 5o KRB LIEEE OSSN %
<V TS BUT BARANDOZEMEIIHET L TW e\,

[(FEHEIRE]
L OGHE TR 2 x5 b LR R I BV TR
FI DS BYRE & Mimt L7z, MBS T2V AV T 7 —F
JEEEIZELISABEC X W lE L7z AF0.15~1.5mg/kg %
1R O B EHE IS CHRANE G- Lz & & g PRE —
WERTBR AR FImAE (AUC) (3R FicEin L 72, A
HIOHEIE P . (K#0.5mg/kg % 4558 1 [6] 3 KR o
FUREHE IS TG 2B 2EWEIRENT 2 —5 & %
B 1EB N O27H B\ ZEET.7~ 2758 OB 106 2 0 5
WCHIE L7 (AL, 5 1A RU2THED/NT X —
FICHEE IR SN o2,

S EMEREINT A — 5 (FH5fE (SD))

0.5mg/kg. M 3 B SRS
WWERENT A —% | PSR | 270 PR GR
Coar (g/mL) 1.5 (0.6) 1.1 (0.3)
AUC (min-xg/mL) 206 (87) 169 (55)
ti2 (min) 44 (19) 48 (21)
Cl (mL/min/kg) 3.0 (1.2) 34 (1.0)
V.. (%BW) 21 (8) 25 (9)

(ERERRCHE]
(1) #EFMZ BT A 3L HEHE T REZ6HF (HARAN 4 6%
Gt) BRI EELLZEE M T T 1 R Bt
ATV, KR DOREME & AR E L 72,
RREROK G EH X, BTG EO FIMEICT T 5
B33 (% FVC) 2580 % Aiii T, A ATV f-2- AN 7 7
7 — B OBEFIGMEDTFRO 5N\ 5 ~31EOHE M -

L. Bfitkaetads

4= 2 >

77 <

LT EwEE, XIiE

BRI M E 2 AT CE R WEE IR L 72 AH
0.5mg/kg % 8 (n=232) X1Zk@HE (n=32). » 5\
79t R (n=32) DOWFhh» %53 BEET L7,
HRMEO FZFHmEE &
OB FVCIZBITANRN—=ZAF 4 9 553H F TIZ
AN m A NEAAHT L, JHL 2 &R L2223
T Lo RAITIZ3HEMTHATMAREEDTLS
., 77 bR RBEEE G L OEFRKTH
o 72 (RAVEEPR S 75 2 R L p=0.0049) . &
AT wkE T A4 DHEOZ b= T IR L&
A, 6MWTTIE, REEABRGEIE T 7 2 REEC
HARTHRATIEEEAT Y 35mE N L Tz, %FVCT
&, WO RICHEAE T o772 (TR BB,

6

o3 B ARAT R (BMWT)

/ HHRARSRIE IR DL 12 DWW TUEEHE L T 2w
FRPREBR SR
AEBEEEFE n=32" TR E n=32 RRBEBRH— T 7R
N-254~| 53EH | ZfLE ~N-254~| 53HE | ZfLE EleEnE
6 S ESHITHEBRER (6BMWT. m)
TH5+SD 392+108 | 436+138 21149%(; 392+106 | 4004106 ( _7;:2 5;17> 374 16(6~68)°
o 397 429 31 403 412 —4 35j:ﬂ4§fg§53§252>
Sy (25,75) | 317,486 369, 533 1,94 341, 469 362, 459 —30, 30 P
BhHEEHRER (%FVC. %)
S+ SD 52.3*115.9 | 58.7£19.3 34+10.0 55.6+12.3 | 56.3£15.7 0.8+£9.6 2.74+25(—22~76)¢
(—0.2,7.1) (—2.7,4.2) 43+23
L 54.9 59.2 2.1 574 54.6 —25 (—0.27~8283)
S (25,75) | 43.6,60.3 | 44.4,70.7 —0.8, 95 46.9,644 | 438,675 | —54,50 (p=0.07)¢
RPGAGEERITERR (ug/mg creatinine)
qiyrgp  |356E1459] 1364707 | 189241457 |419.4+1944 | 437.64142.0| 1821694 C2074E395
(—241.8, —136.7) (—429,79.2)| (—286.3~—1284)
L 3014 111.1 —158.9 405.8 4124 30.2 (_Eiizgf3%f§§és>
ST (25,75) | 2084,420.9 | 84.4,178.1 | —256.6, —92.7 | 308.6,529.5 | 360.1,530.7 | —88.0,94.8 (p<0.0001)"

a 77 RBEETLIE, ARAPLGHCLEIATD3MEE £ TS, KAMEIXE R O % ) B L CTHi5E. intent-to-treat 4T,

b 53EHDMEDSX— AT A O ZF 72l (95%EHEIX 1) o
c P (5% EHEX M) o

d G, Mol =274 VRO G N UMW T HAE B2 CHREIEL 72 L0 BT T 7OV 25D (i GIE I 72 O F 513 HARHERASE (95 %15 HHIX ) M UMp i,
e HOHE M3, N—ATA Y BEOF i N O FVC HAE L TRl IE L 72 380837 T 7OV B0 (e - 72 0§ P34 - ASHERRSE (95 % 15 X ) B O pAiLs

£ BGEE, i, N—ATA VRO L ORI GAGIRIE THIE L7z 3L #r £ 7MW O (e G-I M2 O F T3y +

_3_

TRHERATE (95 % (5 WX 1) & U pfif,




EWERHE DR — AT 4 VREORTGAGIEE IZRE S
lERLTWz, 79 R BETIE, RPGAGIERE X
R EERWIE A, EARICEIIE o7,
— 7. AFEERS- T, 538 H OTFYIRFGAG
IR IE R RO FRAER I TEIIIRT L7,
JEH e OBl FE 1L 7 T R B & ik LT AT
WIS HETIEG3MM %2 & B L THA L7z (p<0.0001)
2, T TR RBETIIEAS AN o7,

(2) WM BT B 7T Rt BEE K U5 F OIS Mkt
KBTI, KFNOFKG % 52T 7 8B 9461 A 4741
(50.0%) 1ZHiA T2V AN T 7 —¥IgGHifhr 53l
L 720 IgGHURG R BRE CIX BT ERE 1 e ~UR
GAGIERE DI AR BALG9 0 o 7205, KENOHF RIS
G2 PR EEDOZEBIAETH D, 72, Pk
PEREERE ClE, BB 12 lE-X infusion associated
reaction 285 L 2§ WHITIZ & o 7225, PUREA
DS, SRR EBUEE R, KA OS5k
IZPE- T, BRI Lz 779 B R IR ER©
. PURBEMERERE D 9 B 5 BN HRRIPUR D A
RO BNz,

T TR CTHT L7z 26 (KK % 1 oIS L7z
RGO 1H, WINORE T ERLHZG Lo/
77RO 1H) BT,

[FEhzEE]
LAGHHENRIZ) VY — ABHETHHA A0 V-2
ANT 77 =P ARRET B & THEL DL XYmRSG T E
ERCTH b, TOBFIZGAGD T IV < ¥ U HiEE K N~
T VHRIED O K D 2-0- T & MRS RS 5o L TLHE
FEOMTIEA A0 VEE-2- ANV 7 7 ¥ —E¥HRIE, XIER
ZLTWwh 72D, GAGHHEBOMIEN DY) v v — LIZE
FELGT. B Z I Lo, ek, MikkEE,
PR EDFER L 2B, L DL HEE TN B IIAR %2
BE5$H5Z LT, MBNDY) vy — A ICBEEIY AL
CENUREL B, ) THEHICH DY — A-6-1)
Y (M6P) #har x4 LC. BER2SHILR I OMOP %
R RINCH ST A 2 ETHIAICER Y AT, UV
V= WIZER L7-GAG R R 507,

(B2 B8 2 EBE2RIFR)

(1) AR . A T2 VAN T 77—+ GEETRIRZ)
Idursulfase (Genetical Recombination) (rINN)

(2) HEX (RE) e b A0 U fE-2-AVT 75 —E
23— N4 5cDNAZE AL N #GHEP M
FLHT1080 4 HREA SN 525D 7 3/ Wik Ik
(CasssHios1NossOre3S1s 3 43F = 59,274.99) 75 7 A #
78 (G L £976,000)

[BR EDiEE]

U RE TR 2 2 Lo ARSI 2 L T
HWVOT, HREITELPICHRTAZ &, B E LA
RS LINICIE 5.2 T3 a2 L, 0% 2T
BT AHAITIE2 ~ 8 CTAURMINET 2 2 &,

[&E3%M]

HAANTORGEBRPBO TROLNTVDE I E0b,
BLUEWGER . —EROREGNIRLE T — BRSNS £
TOMIE, ZEG 2 RICHHEGERE T E/ S5 2 &
LY, AFEHEZOERERZILES L L b1,
RHNDREMER HHIEICHET 57— 2 RN L,
AN OBIEERN L ERTEEZ#H LA Z Lo

(@]
I7 7L — AR 6mg ¢ 151 TV

MEX:3°¢

1) #EANER (DEEEER S 0/MH 77 e R EE
fa et ER, 2005)

2) Muenzer J. et al., Genet Med. 8(8) : 465-473, 2006

3) Ghosh P. et al., Nat Rev Mol Cell Biol. 4(3) : 202-212,
2003

4) Kornfeld S. et al., Annu Rev Cell Biol. 5 : 483-525, 1989

5) Griffiths G. et al., Cell. 52(3) : 329-341, 1988

*[XEkEE KR %]
VWAL DRSS N FERGEHERT
T107-6337 HIEHVERRIKATH3IF 15
TEL : 03-3560-4400, FAX : 03-3560-4401

*[BGERR5ET]

geﬂzyrﬂe VI YAL- TN RS

WX AR T H3 % 1

[&&T)
Shire Human Genetic Therapies, Inc., K%

_4_



