s 202245 7 HRET (55 2 W)
% 20204F 9 ARLET (45 1 /)

B UWEER. 2~ 8C TR

LI : 36 A

BIG TR Z L O SVEE I BAEHA
1727 7—+H GEEFHRRA) REFHEARA

H AR i i 0 o
873959

Cebiaa 21900AMX01739
Wi5e b g 200741013
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EYHRRRGF. B, RHZEEER IR -ERFOLFEICLUERTE L

I 5 Do IJ _1® SEESER 6me

ELAPRASE?® for L.V. Infusion

1.

1.1 FEF D52 L Vinfusion reaction® > bEELT7F 7 «
ST —. YavIPRATIFREMIHBDT. BAEF
W+ BERICDTE 2%EfHEE L LTHREEZRKAL, &S5
BTHITDPEHEZITO &, T /-, EE Kinfusion
reaction N HIR U 7-HECIE. AED/SEFIEL. BEY A
MBEEITHE, [7.. 8.1, 8.2, 11.1.1 BH]

2 EEAFRALRIESMFREBEEDDH 5 BEHICHREL
12354 . infusion reactioniZ & - TIEKRDEMEESIRE 3
FIREMA H D DT, BEOREBZTHICHEL, LEICD
CTEYARBEITIC &, [7.0 9.1.20 11.1.1 BHE]

I3

4
=

—_

2. 82 (ROBEICIBELAEWVN &)
KEOEFH LT F745F v —Vay 7 OBEROD
% (8.1, 8.2, 11.1.1 &)

3. HRK - IR
*%3.1 # (1854 7J0 (3mL) )
5 95 184 7V oG
b2 |l RPN 24.0mg
) »‘/M:ﬂ(?:‘}' [NURZPA 675me
N i
')}V%ﬁ*lk?éﬂ‘ [NUAFA 297mg
LAY
FY Y LN— 120 0.66mg

W) b MRFEMIC X0 A, RFNZ VN v 7 PEIRE I Y VR i
WROY VL2, WETRTY YIS 2L Twb, $ 72,
AHAOEETRO - THILT 74 =T 4 —hIL20ux b T5
T4 —=THT, RBWICL ) EALEETHIRZ ZAHE 2 H
ML L 282 T b5 ZOEMEORE TRT, KB
ORAERE WG & LT 7 VLA RITHIIE, B8, &AMk,
DI OV BRI & LTV %,

3.2 BEIDMHER

£ R @B DS 2 FL A GOk
pH 57~6.3

RELL |[#1

4. FHEEN 3R
LASYEFE TR

5. XEERISHRICEET 53R
ORI RIE R 9 2 AR IR0 ST R,

6. BiERUVHAZ
WE, AT 2VAVT =¥ @EFHEZ) L LC 10
K3 1 kgdh 720 05meg% H 1 [l IR S350

7. RERUVRAEICEET 2R
HRABEIHE THML 22RICEGTE 28 TOXREEE
W1~ 3WH AT TG $2 2 Lo b, RAOES Y

SANOFI 9

WoORE ST, B HEIR. BEROBENEY MR L 2D
5EEREINC BVF, 595 2 L5 F L\, Infusion reaction
DVHERTHBENDNDH L7720, —HOBZIITRERER2) T
FIEHHET 2 LB D BN, TOHAFIISHEEZBA 2w X
INTT A, [1.1, 1.2, 8.2, 11.1.1 ]

3 W R G-

P 5 5 W %
8 mL/IFf 155518
16mL /1 1551 | oxq g4 v EmEL, BELT
24mL/I 15551 VALK DB RO E F T LT 5,
32mL/I 15551
40mL/1 2WH | BEERTECIOEETEST 5,

8. BEELEXER

8.1 AANI7-AHERKTHY, 7F74F7F =Y ayrns

R DMEESBETE R WVzD, B EH5cfin, 2%
VRO S NG IZ G 2k L. B R ME T 2 L,
F720 O L) RIEROFEBUE 2. BELE & B B HE i
ZLTBLZE, [1.1L 2., 9.1.1, 11.1.1 &®]

.2 RAEIFEGIZ X Y, infusion reaction (. JE#4. 5695, &
I FEdE. FLBE. BRRE. WIMES) 2SR TL LD L,
Infusion reaction¥M 735G, 5@ QWA I D —
REH Ik, ) 2 6 R0 (RIS R BRVE VAl itk A4 3
CHL REGEIR A DUIPURAERSE) . b L IEBALE 179
ko T REKRGLIEE, AREGETICHe 28 3 A
RAERERVE HORGEEZEET AT L, 11, 2., 7.,
9.1.1, 11.1.1 &)

8.3 IgGHUkE A Tl SN2 720, wHIMITA 72 v A

77 —¥ (BEFHERZ) IS8T 21gGHRRAEEITH) 2 LA
I L,

LHENEREZEFIHBEICHTIEE

9.1 &6HE - MERZEDH 5 EE

9.1.1 AEDEA ST 2BEEDEEFEREDH 5 BE
[8.1. 8.2 =]

9.1.2 EEAFRAELRIIAMTRBEEDDH 2 BE
BEOWREZTCBIZ L, LEIS U ClY 20 %179
ol AUWMTHEEBODZBEHED ) B BESHALND H
AT GHEESES L E2EET 52 Lo Infusion reaction
W2 & o TRERO AR E R Z 2R H 5. [1.2 BHE]

9.5 1w
TR SRR L T A e D & 2 BF 121, H#E Lot
HEAfEtEE EEb 2 LM SNDBEICDORETTH I Lo
g (7 v b)) KB TREARBITT 2 2 & s h
TWwb,

9.6 BIlw
B E ORIV R OB R EO G IEVEE LR L. AL oMk
FEzRE§ 5 2 &o BER (7 v ) ZBw Tt
MABATS 5 2 L ShTwv b,

co



9.7 MNEZE
5 AR O/NRE R & L7z RRABIE I L T v,

9.8 EE
RIE O BUIHFISER L, HEISRG 52 & —ikICAE
HRERESIT LTWD 2 &%\,

1. BEA
DT oL REERSS bbb 2 Lnb 0T, Bgs T
SATVERE DD N2 a3 S 2 ik d 5 % S Y)
BALEERFT) 2L

1.1 EXLEEER

11.1.1 EE Dinfusion reaction (AF|H%E5 X (L AF R E5BIA
24EEELINICRIE Y 2 45FIRE EBET 2 RIT) (BEAH)
TF T4 T7F Y — (WUEE, KRR, AR, I
FEVESS) BRI T IEND Do &5 TdH LV IEHEGHE TR,
Blg x0T, RESRO SN EEICE LIS %
ok L, EBER], ik 24 3 UHL RBIBR RV E CH
DG W O FERER S OBY) 2 M ZATH 2 Lo FRICTEN
CHEBYED T F 74 7% Y —2BB L BE TR, WhZEH

2AREMUIBEIC S, TF 74 7 F v —DRBT WY H 5

DT, BIEHMAERL, @Y RERNENEZIT) 2 &, [11. L2,
2. 7., 8.1, 8.2 ]
1.2 ZOOEIER
5 %Ll L 5 %A BHEEA]
s & o8 F24 1N ANPAY- (7N
DEDAVAR M NS A HiE
oA R NS
R SR | B, IO F | ERR LAV,
AN /314 L A
il FEEHEIN T LV F— P
% B
s v [ e e
L Ji NENR, 77/ —
¥, BiF
i B EIE. WIAL. K
JIIVER
NP0as. | REBER, RN, W | DR, 5P
Bk U ey S R IR
it (51 %, MgErIE, 5
I
H W | B O, R B, %%
AR AR
ERBLO | . ZHHEE. | BEREE. 5.
BT AL Mk | B9S2 0 aEE | BTN
BB, KLBE
il A R BOffHE fE. i
B & o JEE, FERE. T
A WA EE
BB IO HIR. IR
R #
4 B BEE | A RRMETIE | TRIE, BRI, W | TRGHIALIEAR
B & o &R BT O RAE,
ErdCa TN A G A B 5 I
R, i, Sk
[ IR AR M7V H Y kA
7 7 & — B
i H FLER B A S
FH, mrpey
WV CE
JREEBIN, ~NEZ
oy, O
(el NI (e
i

14. @R EDEE

14.1 EXFAMUBFOITE

14.1.1 ARFBE
UTo@#E)iiEsysZ L,

(1) BFEOAKEIZIEDVT05me/ kgD HHE TAHRA DK G %4
MU, BTGB ELRNA TVEETRET %,

(2) FAWACAFOLEE TN, TIVHIZE A EET T
WKL TV E BRRET S L, AANZEAEY, L
DEPICILABDOBHR TH L. ZEOROLNDL LD F /1358
WARALTOEIOBMEHA LAV & AHI D22 IRE
T AT L,

(B) (1) THMLALEHEDON, TUHE, KA OG5 &%
W5,

(4) AH DL G5 % HREMAERIOOMLTARST 2. HFE
AP O N v ZICARK R R L. BRI %,
B RIRE TS 2 L,

(5) BERZHEW S 2B, TVHOERIZ, HE%o TIE
o THEET 5 2 &

14.1.2 RANIRAH ZHH L T Rvo T, SfidEe 21
S22 L. B L OMMESHHUNICHEG 2% T T2
CEEL, RUEATHRETAEAICIE 2~ 8T T4 L
WET5Z L,

14.1.3 ff) &L OR|RFEITD BN &0

14.1.4 HZNAL T VIE—RRY e 352 L,

*14.1.5 KANZ02umD A > 54 v 74 Vy =%l L THE5T 5

Zt
Z &,

15. ZDDEE

15.1 ERERfER ICE D &3

L IEHHE T INE XGRS PR B T H 225, Ml gs
DHEDDH %o BRRBFICZEEZOSMEI R L, KHEICSE
B RFNOREVEIHET. L TW v,

16. EMEHEE
16.1 MuehigrE
16. 1.1 BEKRE

L AL HEE TRV 1202 G & L7z BR B 1/ 2403 BRIC B v
TARKOFEWBEZ W Lz MEPA F2VANVT 7 —+F
M EEIFELISABC & 0 & L 720 A#I015. 058 Uf15mg/kg
1 BER O SIS THIEE G L & & T i -
i T TRE (AUC) I3 s Dl s L7z GHE A7 — %),
16.1.2 R1E#RE

RHFN OG- W (RF05me/ kg% 4558 1 1] 3 I H o &
WEHEICTIRG) OEWBIIE T X — 5 &, IR/
TAHI0Smg/kgZ M 10 3Z 2 EEIC 1 HBH 50 E 7T+
RZ&EIC T F52EE, 2 3L HHE TR EZ6H (HARANEE
4B % ETe) SRS L. #5951 EE R O27E HICHE L
72 () G 1HEHRO2TEED/NT X — F1HHE 2241370
D HNLho2s

FEWBIE ST A — 5 CEHM (SD))

05mg/kg, 538 3 RFR AT 5-
BB T A =5 W) [l 5 Ik 270l H #4505
Chas (ug/mL) 15 (06) 11 (0.3)
AUC (min - ug/mL) 206 (87) 169 (55)
tyz (min) 44 (19) 48 (21)
Cl (mL/min/kg) 30 (1.2) 34 (1.0)
V., (%BW) 21 (8) 25 (9)




17. BRERRC IR
17.1 BHMRUOREM(CET 255
17.1.1 B51852/ 31 Bk

MM BT A L HE TR EHIeH] (HAN 4% &)
ENZICMAE AL EER T 7 £ B IRARY 2170, KH
DEEVET & ONTHREZ M L 720 RRBOX R EH L,
IR O TR 2 T3 (%FVC) 2580%Ai T\
420 VE2ANT 7 7 —EOBREEIRO LN W5 ~
SUROBEMEE L, Mt EZIT) 2L TERVWEHR, X
R EGRT M E BT E 2 VWEFERAL 2 AH
05mg/kg% 5 (n=32) XIiZkEHA (n=32). HHVIE7 It
R (n=32) OWT N2 EIMMEHETG Lize AR O FEFAL
HH I, 670 MA&4TR_E GMWT) K UO%FVCIZHIF 5 ~N—
ATA UHBE3EHEF TICALNEbE 2 AT L, JIE
fEAEILzAa7 e Lize RAT7IC 3B CHENAE E
MRS, T T RRE L RHVGE R L OFENRKTH -
7o ORHVEEPES-8E5 7 5 2 R EE - p=00049) s A2 37 %4
B3 54 OEHOELEFIELZ2E 25, 6MWTTIE,
AR AR 58 7T 2 REEC ACORAT I MEAT35m i L

TWize %BEVCTIE, WBFOZILRICEEXE I - 72 (THR),

B FARAEERIEIR O E IS D W TIEREI L T v,
EYPERHEDONR—=A T4 VIEORPCAGEE TR S L R~ L
TWwiee 77 RBETIE. IRPGAGREIZMK T, HEY

B BERMICEILE o 7eo — T AR 55Tl

5318 H DP9 JR A GAGik B I IR #EPH o L BRAEA & £ CH B
AR L7ce IR OWIEERIE 7 7 AR KL T, A

PG HE T3 WM & & B LT L7z (p<0.0001) 2%

77 L RRETRIEALD A SN h o T2,
RPN, A EERE (3261) <2361 (71.9%). A#IFEEEE (32
Bl) T24B1 (75.0%) KO7 T wAREE (3260) <236 (71.9%)

RO BN Tz RFVEERED T2 RIEHIE, 86 99 (281%).
FEBT B (21.9%) £ 9 FEIE 7 61 (21.9%) . WL 6 61 (18.8%)

SRS 5 B (15.6%) KU 561 (156%) TH o7

17.2 RERFTHRAETEF

17.2.1 HEFERRAZ
BAVEMRHT O GAE P 7260 83FN R A5R8D S ize T2
AR TS ZER9E 350 (20.3%) . ZE#420060 (11.6%). Z&951961

(11.0%) . WiEME1061 (58%). KLBE 8Bl (47%) TH -7z =
D B ANERL026]56HNI RIVEH A3 S, AR &
THEEB L ZEENIE. f8XE 7F7149Fv—. i
I O AR BUG & 310 (2.9%) . MU/IMIRAE. A HRE .
SO L. EXGBOKIER O T HI% 261 (20%) TH -7z

17.3 ZDfth
17.3.1 InAEE
WA B 2 7T 1 Ak HGRER K OV 2 O JE B Mokt il < 1,
AHN D% 2T 72 BB 9™ AT (50.0%) \HiA 72
WA T 7 —EIgGHEDIEHL L 720 TgGHUARR TR R Tl
R PEBE R 1 eI GAGHE BE D IR AR HATEG 2 o 725, AR
HI OGNS 2 BPARIEADBEIARHTH S, T2
KRB B R Lk, BB R 12 e ~infusion reactionS5 31
LR T WIS - 72205, PUREAICEDL ST, KRN %%
BUHEE X, AH OB G-HEBEAE - T RIS Lz 7
7 AR5 HGRER Tl PRGBS O 9 B, 5 FIC R
ROFEEDTRD BTz,
) 7o RERB TR L2680 (KAl % 1 HOREY
L7zl 5 HO 16, WIhoRmTdEREZEL L
Hdrolz 7S RED1H) 2RI L7,

18. ZEhZEIE
18.1 fEA#RF
LAASHIENTE) VY — MR TH DA A0 v FE2-A N
77— ENRRET B ETHEL B XPEERBUEEHTH 5,
CDOHFIICAGCD TN~ ¥ VHREE L N8 T U HiEE A & Kb
D2-0- TR E MAKDIET Do L ASHHENTITIEA A0 V-2
ANT 75 =LK, LIFRZLTWE720, GAGHHEE
OMBENOY VY — 2IZER L, Mgz o, K
T, HIREREE, MR 2O RN E 25, A 2L HHE
DIIEFH A ZHETH LT, MENDY) VY — L2
FEWM AL Z EDEEE 2D, ) TR EICH DB~ ) —
26-1) Y (M6P) #45% /- L C, B 25HIR 2 i OM6P%
TR R AT 5 2 L TIPS AEh, VYV —
LICER L72GAGR S 5%,

ik A S ol
AFAVgEERE n=32° 75 R n=32" AAVEBEE-T T & R
R=2AFTAL ¥ 533 H AL R=RAFT4 ¥ 533 H ZEAL R ZAbLR D%
6 5 FAATAR RS 5 (6BMWT. m)
s 302108 436+138 é;ig& 302+106 400+106 (_155;47 ) .
hLfi 397 429 31 403 42 -4 35i1i i2$8;;?252>
SRR (25, 75) 317, 486 360, 533 194 341, 469 362, 459 -30, 30 o
LI RS R (%FVC. %)
Fresh 5534159 587193 26??% 556+12.3 563+15.7 (g?i% 27525 (22~176)°
2.7. 7.4, 43+23
g 549 592 21 57.4 546 25 (-027~8:83)
MR (25,75) 436, 69.3 444,707 -08,95 469, 64.4 438,675 ~54, 5.0 (p=007)°
PRIPGAGHEEME#E R (ug/mg creatinine)
s 325.6+1459 1364707 | -1802+1457 | 4194+1944 | 4376=1420 182+169.4 -2074+395
(-2418, -136.7) (-429,79.2) (-286.3~-1284)¢
e 3014 1111 -1589 4058 4124 302 g
SHREA (25, 75) 2084, 420.9 844, 178.1 -2566,-927 | 3086, 5295 360.1, 530.7 -880, 948 (p<0.0001)"

a 77 ARBET L ARFFRGHET 1 BIAS3EE F TIXIET, RUMEIZE T O % #: ) B L CTHlisE. intent-to-treatfiffiio
b 53BEH DA SRN=2AF 4 > D% TIV 724 (9% X ) o
¢ FHefEiEGE (95%EHHIX ) o

d 58, Hd,
e PeGRE. I,
f 50 ik,

N—=2A T A VIO K 6MW T HIEE THIIE L 723t
N—=2 74 YO R OFVCHEAER THIIE L 22 3605000 € 7 WD < B G- 28 o0 J i P2 = e
N—=2 74 YREOER R OIRPGAGHEE THIIE L 723850 B & 7V I 36D B G RER 22 O R PRy s FRIERUE  (95% I ) K Upfitie

AN o)

AN S

SR TSI e GIEIRI AL O T RT3 RS (95% 5K R K Upfific

e (5% EHIXE) KU,



19. BRI ICBE 2 IE{LERIA R

—EI A T2V ANV T 7 =¥ GEETHIER)
Idursulfase (Genetical Recombination) (rINN)

BER(KB) e P AR VB2ANVT 7 —¥HI—FT 5
cDNAZEA L7z Ml A G R HT 10807 &
FEAE SN D525 DT 3 7 5% (CogsoHligsi NogOresSiss
5T 5927499) B R AHEY VN (G
T #976,000)

20. RIEV EDEE
SRS IR T, SMRRE RIS TR T A 2 Lo

22. ‘A%
3mLx 1231 7))

23. EEUK
DAEPERL © 552/3M 75 & Rk T Wi iR
2)Muenzer J. et al: Genet Med. 2006; 8(8): 465-473
3)Ghosh P. et al: Nat Rev Mol Cell Biol. 2003; 4(3): 202-212
4)Kornfeld S. et al: Annu Rev Cell Biol. 1989; 5: 483-525
5) Griffiths G. et al:: Cell. 1988; 52(3): 329-341

24, XEEE KGR UBEWEDHESL
7 4 bRt
a—Vkry— TR
T163-1488 HRABHI X =T H20% 2 &
7 1) =% 4 X)L 0120-109-905 FAX (03) 6301-3010

26. BUEERTTEESE
26. 1 BUBERTTESE
/718X &1

T163-1488 RE##HBEEAEHE=T B20%E25

26.2 BLETT
Shire Human Genetic Therapies, Inc., K%



e

%20204E 9 AT (45 1HR)

B MR, 2~ 8C TR

AR : 36 A

BIG TR Z L O SVEE I BAEHA
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ELAPRASE?® for L.V. Infusion

SANOFI 9

DI L OVENEZEEO B KR EHRG T L.

AANE, VN2 7 R OREFEO Y YERME 2, £/, RS TR OMIRE =B CREREY Y IE 2 TGSz 0 Th
o AHNIREA & DR REE (TSE) 240 ) 2 7 ZHEGmMICED TIRW b 0 L E 2 55755, KHIOMHIZSH 72 o TR

1. B&
-5 A

.1 AFIDESIC & Vinfusion reaction® > 6EELE 7T 7 «
SxT— YavIPRBRIIFEMIHDDT. B
ICHREMICDOTE2%EfFE L LTHREERIAL., &E
BTHD T LEEZITH> &, % /. EE Kinfusion
reaction S RIEL 7-BEICIE. ABFO/REEFIEL., BY %
WMEBZEITIZE, [7.. 8.1, 8.2, 11.1.1 BH]

2 BEREAMBRALRIESMPREBEEDHDBEICHRSL
72354 . infusion reactioniZ & - TIERDEMEESIHE 3
FREM P H DD T, BEOREEZTHICHEL, BHEICID
CTBYAREBEITICE, [7.0 9.1.2 11.1.1 BHE]

—_

—_

.82 (ROBHICIFHBELAEWVI L)
AFADEFINCH LT F T4 TF V= ay 7 OBEROD
LHEFE (8.1, 8.2, 11.1.1 ]

3. HARK - IR
3.1 MK (18514 7J1 (3mL) =)
1 5 1A 7 M i
v A 7“\;LJI/X)I/7“7—«E
AR | e rgpz)® 60mg
b1l NV RPN 240mg
U UEETKEF P A 675me
. —IKFI
& ol
VY UEE—KFEF P T A 997
LokAI vime
K VI R— 120 0.66mg

) b MREIEHIIEIC X0 EA. ARANT RV N Y 7 P Y G Wil
HE, BETRTY YIS LY T 5 Rk b 7Y v &2
LTwa, £/ AFORBETHO—HTHET 74 =747
SAaru~ b7 4 =TT, RBHICE Y EAELZEETH
Wz 72 AR E BAHE L 728HR 2 v T 25, Z 0 R o
TR T, KW oRES s L LT 7 ik ORI,
L REHEE OO HERR 2 L Tws,

3.2 SHAOMERK

% K| BRI D T2 A A RO
pH 57~63

REEL |1

4. RHEERIIZHR
L\ SYEAE TR

5. ®EER IR RICEHET 2EE
FRCHIEERAE TR I 0 2 AR PRI RED H T e,

6. FlERUHAE
BHE AT 2NVANVT 77— EEFHEL) LT, 1H
K3 1 kgd 720 05mgZ# 1 M T E IR 59 %0

7.

oo oo

©o

©o

©o

3 IgGHURBEE B Pl S B 720, MWL 7=

RERVCHEEICEETEE

HREABAEERCHAR L RIS T2, TOXRESZ
W21~ 3K CTHREGT B e, BB, KAOHES G
WormTid, 5HEZ. BHEOXREMZ oA L 28
SEBEIC B, #5952 EHEF L, Infusion reaction
WHERTHBENDEH L7720, —HOBHIITRIER 2T T
MHEET 2 LENH LM, ZOLAEII8HHE AW E
INTT S, [1.1, 1.2, 8.2, 11.1.1 =]

3 R G-DBl

Epacidiy P51 i #
8 mL/IFf 155514
16mL/li 1590 W st s g R L, DT
24mL/ ¢ 15514 WILIER OB O #HE T T R 5,
32mL/I 1553 1H
40mL /I A BT EFTIORETHEGT 5,

ERLEARIEE

A RENI7ARERATHY), 7F745F =T a v 78

BRI DMEEENTETE R0, BEE 5w, B
MRBO LN ARG 2k L, B AREZIT) 2 L.
F720 2O XD BIEROFEHIM 2, BELE 2 BN B Sl
ZLTHBLZE, (11, 2., 91,1 11.1.1 ]

.2 AFNP512 X Y, infusion reaction (WJ. F#. 5. &

9 FEdE. FLBE. BB, WIMES) 2R TL LD b,
Infusion reactionZ¥HMN 735G, 58 ORA I D —
REH Ik, ) 2 6 R (R R BR VE VAL ik A8 3
CHI REGEIEA DUIPURAER SR . b L IEBRLE 2179
& T KEEEG DI, AFEGETICHIe 25 3 A
REHBRERVE  AORGEEET L L, (1.1, 2.0 7.,
9.1.1, 11.1.1 &)

a2 )V A
77 —¥ (BIEFHERZ) IS8T 21gGHUAMAEITH 2 LA
2IELwv,

LA RFNE BN 7 IREIR O R IIORE E O v VR RN

HEMHL TS, /2 BELHREIIBWTY VI H
LTEY., TolEEE L CORESGEENS, b, BT
BO—HTHET 74 =T 4 —HhFr7uxbr574—1
T, RBWIC XY A Ldfs Tl 2 72 A B8 2 FHML
L7BEZ WV CTWw 225, oM OBE TR CKEREO
FARR A & LGy KRERE Y DRI, A8, A AR,
MBS OV R B R 2 B L T % M%y VR R
BRI DA IIBERI T 5 BN R R E 2 (EDQM) D EFii L2
BALTWA I ENIP ST WS, T2 KFlOHKGIZ X
Oz EEHERIREE (TSE) 2z L7z & ofiiid e v,
N N5, RANZ X BZTSELREDO Y A 7 1346 T W
LDOEEZ LN, FHNY X7 284 3EHE LRV
e, TORTEHICHMT LI LE2EZETHI L,



9.

9.

9.

9.

LBHENEREZHETH2BEICEHYTIEE

9.1 AfHE - MEEEDH 5 EBH

1.1 ABEIORAHK T 2 EBEDBEERED&H 5 BHE

[8.1. 8.2 BIK]

1.2 EEEFRAL IS TRIB[EEDH 5 BE
BHEOREZ HHICBIR L. LEI6 LGl 2L 2179
Tl BEMTHEBREBOHLBEHED D L, BEKALND
HTIEEGHEELE S 2 L2 EET % 2 & Infusion reaction
12 & o THERO SRS Z 2R H 5. [1.2 B

5 11w
TR SUIEIR L T B WigtE 0 & 2 BFI21E, mH Lofit
HAfERIEZ EZH2 LM SN EI0OAET T Lo
HWER (7 b)) CBWTRENEITT 2 2 L s h
TWwa,

6 ®Ilw

B EOHRER ORI REOFFIELZE L, IOk
b2 RE T 5 2 Lo BMER (72 ) ZBw Tt
HABATT 5 2 EWE SN TV D,

9.7 NRFE
5mA /MR & L7z RRAEBIE I L T v,
9.8 EiE

RTEH OFEBUFER L, HEICRG 52528, —fiICA
HREREDMER T LT 5 2 &%\,

1. 8ER

UTDL)REERRS S5bNEZ ENDLHOT, BT+
AT VIR ATERD LN A3k 5 2 k3 5 7 L)
BALERATH 2 &,

1.1 EXAEIER
11.1.1 EE Dinfusion reaction (AF|H%E5 X (L AF R E5BIE

24BN ISR T 2FEIRS ERET B RIT) (LAY

TF 74 7% — (WPUEE, RERSFE, ARIME, A I,
FAESE) 2RI IEND D, BT H D5 VIdERGHE TR
B2 AT, SRR SN IR %
ik U, @B AL $ie 25 3 UHL R RUR L E A
DOEGJ O GETE R OB 2 ML 2479 T Lo FRICHEER
CHERYED T+ 7 4 7% 2 —=HBILZBA TR, Wz
AR PIEIC D, TFH 74 7F v —DRBLT 2 WREY D 5

DT, BIEHMAERL, @Y REFNEREITO 28, [1.1. 1.2,
2. 7., 8.1, 8.2 ]
1.2 ZOMOBEHER
5%k 5 %A BEEASEH
s & o8 i, ) v 8%k,
DR MBI HiE
oM R ENS
R SR | . TR F | EERL ANV,
AN 17314 JaIET R
i TGN 7 LV — PR
g5 Bl
HB IO (i s A e
L Jiik PNEENR. 7/ —
v, W
1L B WIMUE, #AL, K
JilINES
WP | IO, BRI, W | PRI, S
BB XU mE SR SR, I
e b 2% MgERIE, 5
b=
H B | B O, L RRERE. BB
R AR

5 %L1 5 %A HHEEARE
FEREB LD |55, )8, | BERES. 5.
BT ALK | BB, 20 RN | BT

BB, KIBE
i B % R BIfie. e,
B koW JERE FEARE, T
A LR . EE
BB LU IR K EEUR
IR h
4 B BESE | GEE RRMEIEIE | TEAE, RREUR. W | RSHERAEAR
B L & B AT O S E,
% 5 )5 3 G A B
Mg, e, Sk

i IR e AL MH 7 VA ) 5k &

7 7 & — X
I FUR I K S %
Fhn, e
=g b | N
JRERBIN, ~NET
TE VR, O
BawA>, AT
il

14. BAEDEE

14.1 EZIFARBFOEE

14.1.1 FARFE
UToimh) 4z e,

(1) BEOEREIZHE DN T05mg/ kgD N TARAOP 5 E 5
MU, $GACBER N TV ERET %,

(2) RN AF DL T N TIVHIZE A G T T
WHENAL TR BTS2 &0 ARNIMEEN, ik
DIFPICHABOBHR TH S, 2O LD F 72135
MHARAL TV HOFMIH LW & RAO 2R IRE
(Ee 4 - Rlpa

(3) (1) THIBLALEREDONL TILUIE, KHlOKS &%
M2

(4) AHIO4$ 558 % H IR A AERIOMLTHART 5. HF
A AR O BN v ZICARA Z RN L. ISR %,
BRI S 2k,

(5) VHERFZILER S 725054 TIVHNOKRTEIZ, Mgk TNE
WXt THEHET 5 2 &,

14.1.2 RFNREA ZEH LT ARWO T, AREIEER 2
A28, B E LML MMM 2T T 5
ZrlEL, RUEZTHRET LA 2 ~ 8T T2 L
NeTnI L,

14.1.3 Hl L ORFEZ TRV &,

14.1.4 XA T VIE—RIRY) O ET 52 L,

*14.1.5 AANX02umD A ¥ 54 v 74 )V F —%@LTHE5T 5

Z&,

15. ZOfEDEE

15. 1 BRERMER ICE D 158
2 2 R T RN XA TR B T H 545, Mo KRR H
DWEN D 5o BRHRBRICKEEFOSIMEAR < KEICE
F AR DRI L TR,

16. EHEIHE

16. 1 IMAEE

16.1.1 BEERS
L IS HEE TRV 120 % W4 & L7z RSB 1/ 2403 IC B v
TAKI DS B RE 2 Wi L7zo M5 A Fa VA7 7 —+
TP IIELISATEC X 0 lSE L7zo A#I015. 05/ UF1.5mg/kg
1R O M EHEIC TR G Uz & & I i i - TR ]
i R TRE (AUC) IR DL s L7z BHEA 7 — %)

16.1.2 R{E#HRS
ARAN OIS - M (R#HI05mg/ kg% 4508 1 1] 3 BF i o
WEHEICTRE) OFWBIRE S 2 — ¥ &, RS2/ SHHR
TAHO0S5mg/ kg% M5 1 10 313 2 HMIC 1 H B vid 75+



Ra B2 1 52 M. 2 3 ZHE TR H6H (HARNERE
4B %Gt ICRERG L. %5 1EE RO27EFICHE L
72 (3o H5 1EARU2TAADI/NT A — Z ICHE 2241378
Y (R S A

EWBE ST A — 5 CEHME (SD))

0.5mg/kg. i 3 R AP -
SEMBIE T A =5 W5 - I 27101 H $5-IF
Cuax (ug/mL) 15 (06) 11 (0.3)
AUC (min - ug/mL) 206 (87) 169 (55)
ty, (min) 44 (19) 48 (21)
Cl (mL/min/kg) 30 (12) 34 (1.0)
V., (%BW) 21 (8) 25 (9)

17. BRERRC IR

17.1 EHHERCREMICET 558
17.1.1 @54 882/3tHHER

A BT A a S HEE TR ZI6H] (HARN461% &)
EN QIS EER T 7 £ R AR 2170, AH
DAV & ONTE R 2 5P L 720 ARGRBRO X G 14,
BHMAG RO TR 2 T3 (%FVC) 2580%Ai T\
A X0 VB2ANT 7 ¥ —EOBFHERRD LB V5 ~
IO BMEL L, Witk %479 SN TERVEE, X
BB EERT A A M TE R VBB ERAL 2 AH
05mg/kg% il (n=32) X1IkEHE (n=32). bHViEI7I ¢
A (n=32) OWFN»ELMHPEY L7zo A RMED E M
WHHIE, 67 EARTHRE MWT) RU%FVCIZHIT 5 N—
254 U HBE3EHE F TIZASNZELEZIAMATT L. I
MEAGRILZZAa 7L Lize AR 712 3B CHEMYA S
MRS N, 7T v RRE L RFVGIET R L ORI TH -
7o (RHVE RS- 7 5 2 KB p=00049) . AR a7 %4
K A A OHEOELREZ K L2E 2 A, 6MWT T,
RAVEHE B G5B 7T & R A THAT R EEAT35mES i L

Tz BFVCTIE, M#FDLEALRICHEAEI 2o 72 (TH)o

B, FHARERIEIRO U DO W TIZEHE L T v,
EWRHEDONR =T 4 VREORPGAGRIEIX R EMEE R L
TWize 77 REETIE, RPGAGEEIZMC T3, iHERM

R, BEARICECE B o T — T RAVEEPESHE T,

5318 H O P )R GAGHE B IR #E P o0 L BRMAS & % T
WART L7ce MR WAL 7 7 R WL T A

Fl g 51 CIEE3 MM A2 L B L TWA L7z (p<0.0001) %%
7T B RBETIIEAD A SN o720

RN, AS A (3261) <2361 (71.9%). AAFEEEE (32

Bl) 240 (75.0%) K O7 7 & ARRE (3261) T2361 (71.9%)

RO b RAVEEREO AR, B 961 (28.1%).
FEBT B (21.9%) . Z 9 FEHE 7 B (21.9%) . ESILIT 6 B (18.8%)
FIRIZ 5 61 (156%) BUOFEE 561 (156%) Th o 7.

17.2 WERTEBFESE
17.2.1 $5EFERAE

TRV R GAE G726 h 83FNBIEIN AT b 7z. 7
I R SRR 3561 (20.3%) . FE #2061 (11.6%). 3951961
(11.0%) . WEME1061 (58%). KLBE 8Bl (47%) TH -7z =
D B ANERL026]56HNI RIVE A3 S, AR &
THEEB L ZEENIE. fEXE 7F7149%Fv—. i
L O AR BOG & 3610 (2.9%) IM/IMERAE. AN HRE .
SO L. EXGBOKIER O THI% 261 (20%) TH -7z

17.3 ZDfth
17.3.1 InAEE
WA B 2 7T 1 Rk HGRER ) OV 2 O I B Mokt il < 1,
AHN D% 2T 72 BB 9™ thaTH (50.0%) \HiA 72
AN T 7 —EIgGHERDIEHL L 720 TgGHUARR PR R Tl
R PEBE R 1 LRI GAGHE BE D IR AR HANLEG 2 o 725, AR
HI OGNS 2 BPARIEA DB IR TH S, T2
KRB B R L. BB 12 e ~infusion reactionS5 31
LR T WIS - 7225, PUREAICEDL S 3, KRN %%
BUHEE X, AH OB G-HEBEAE - T RIS Lz 7
7 AR5 HGRER Tl PRGBS O 9 B, 5 FIC R
ROFEEDTRD BTz,
) 7o RERB TR L2680 (KAl % 1 H O RS
L7zl 5 HO 16, WIhoRmTdEREZEL L
Hdrolz 7S RED1H) 2L,

18. ZEhZEIE

18.1 fEARF

LAASHIENTE) VY — MR TH DA A0 v FE2-A N
77— ENRRET B ETELXPEERSUEEHTH S,
CDOHFIICAGCD TN~ ¥ VHREE L NN T UHREE A & Kb
D2-0- TR E MARDIET Do L IASHHEN T TIEA A0V FE-2-
ANT 75 —=EHRRE, LIFRZLTWE720, GAGHHEE

KAV EEE n=32° 77 R n=32" RAVFHERE-T 7 & KRB
R 5334 H ZALRD N=ZF54 ¥ 5338 H bR At D%
6 7 AT S (6BMWT. m)
S 392+108 436138 (i‘éi& 392106 400106 <i§5247 ) s (6
H e f 397 429 31 403 412 -4 BSiIi iz$8I;?252>
SM (25, 75) 317, 486 369, 533 1,94 341, 469 362, 459 -30, 30 o
B IIME RREER (%FVC. %)
N 55.3+159 5874193 23?33 556123 563157 <$?i% 27425 (22~76)°
% 7. 7.4 43+23
g 549 592 21 574 546 -25 (-0.27~883)
S (25, 75) 136,693 444,707 08,95 169, 644 138, 675 -54, 5.0 (p=007)°
PRAGAGEE I ERE S (ug/mg creatinine)
2D 3256+1459 13642707 -1892+1457 | 4194+1944 4376+1420 18241694 -2074x395
(-241.8, -136.7) (-42.9, 79.2) (-286.3~-1284)¢
Tl i 3014 1111 -1589 14058 4124 302 (_3§;fof§}é3>
S (25, 75) 2084, 4209 844, 178.1 -256.6, -92.7 3086, 5295 360.1, 5307 -88.0, 94.8 (p<0.0001)"

a 77 b REET1IH. AHFEGHT 1 HHSHEE £ TISIBE KIMMEIZE RO % 40 8 L THiSE. intent-to-treatff#HT.
b 5JEH DN SRN=2F 4 > DR TIV72ME (9% X )

¢ FIERRERRE
d 58, Huid,

(95% 15 HHIX ) o
N—= 2T 4 YREOF K O6OMW T HRE L CTHiIE L 723

ik

T TS EED B G RE ML DR AR I e BERE  (95%EHIX ) K UpfH,

e BGRE M. N— 2 T A YIRROFER OFVCEIERE CHIIE L 723850 U € 7 V2D B G- BER 22 O FRE P37

R (95%EMRXH) K Ui

f G Mk, N—2 T A4 VIO K GAGHRIE THIE L 72360800 Hr € 7 W 230 B G- RE 22 O SRR AR HERE (95%/ X)) B Opfi.

o



OHIEN DY VY — 2IZER Ligtd, MilBEXEZIE Lo, K
PR, HIRRBEE, MRAEREASOINE 2 5, A 3L HHE
DARERICAA 2535562 LT MDY v Y —LICEE
FEWMY AL P FEE b XY TR EICH L~V ) —
Z-6-V Y (M6P) #4524~ L <. BERAHINE &I OM6P%
FREFFRNICK AT A2 E THRAICID AZ N, VY Y —
LIZEM L7-CGAGR RS 2547,

19. BRI CB Y 2L RVA R

—MRIRTR D A Fa VAN T 7 —¥ GHETHIRZ)
Idursulfase (Genetical Recombination) (rINN)

BEX(FE) e M X0 v B2ANT 7 ¥ —¥Ea—FT 5
cDNAZEA L7zt bk A IENIBHT10802° &
FEAE SN BE25HD 7 I 7 BEHRHE (CogsoHluos NogeOrosSiss
0 5927499) B R A MY VN (G
T f76,000)

20. RV EDEE
S IR E M, SMIBIE BRISDEIS TR T A 2 &

22. A
3mLx 134 7L

23. EEHK
DAENERL © 552/3MH 7 F b R B E IR [EL-01]
2)Muenzer J. et al: Genet Med. 2006; 8(8): 465-473 [EL_0002]
3)Ghosh P. et al: Nat Rev Mol Cell Biol. 2003; 4(3): 202-212

[EL_0003]
4)Kornfeld S. et al: Annu Rev Cell Biol. 1989; 5: 483-525
[EL_0004]
5) Griffiths G. et al:: Cell. 1988; 52(3): 329-341 [EL_0005]

24, XEEEKERUBEUVEDHESE
F 7 1 &
a—ntry— T MRS
T163-1488  HUHUHRHI1E X VGHi 16 =1 H 207 2 7
71 =% 4 XV 0120-109-905 FAX (03) 6301-3010

26. BUEERGEEESE
26. 1 BLERTTESE
H/71%XE4

T163-1488 REHMHBERAEHE=T B20%E25

26.2 BLETT
Shire Human Genetic Therapies, Inc., K%



	780069_3959413A1029_2_04
	780069_3959413A1029_3_02


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Japan Color 2001 Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /JPN <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 0
      /MarksWeight 0.283460
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /JapaneseWithCircle
      /PreserveEditing true
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


