s 202245 7 HET (55 2 W)

*20204F 9 AkET (58 1 hi)
B AR, 2~ 8 CTRE
FREAM - 36 /]

B2 LISVEE 1B &S

ATV ZANT 7—t (BEFEBRZ) REFHTARA

H AR i i 0 o
873959

Cebiaa 21900AMX01739
Wise b g 2007421013
ELIeL01

EYRRRGF. BIE. RLTZEEER IR -ERFOLFEICLUERTR L

I 5 Do IJ _1® SERSER 6me

ELAPRASE?® for L.V. Infusion

1.
1.1 KEF D52 L Vinfusion reaction® > bEELT7F 7 «
SxT—. YavIPRATIFREMEIHDDT. B
K+ BRIEDTE2%fHEE L-LTHREEZRKAL, &5
BTHRLTDLEELZITH> & F /. EE &Zinfusion
reaction PRI L 1-HEICIE. ABRIOHFREEFIEL, B %
MBEEITH> L, [7.. 8.1, 8.2, 11.1.1 BH]

2 BEREAFRALXIESMFRBEEDH 5 BHICHREL
=354, infusion reactioniZ & - TIERDEMEELIRL S
FREM P H D DT, BEOREEZTHICHEL. LEICID
CTENARBEITIC &, [7.. 9.1.20 11.1.1 BE]

mi

F-=3
[=]

—_

282 (RDBEEICEIH/ELEVWI L)
KHNOBEPHLTF745F =Y a9y 7 OBAEODH
¥ (8.1, 8.2, 11.1.1 ]

3. HERL - MR
%31 #K (1/5147JV (3mL) )
B 95 14 TV OEE
- AFaAVANT 7—+F
AT | gz ) 6.0mg
WAL v A 24.0mg
Y UBTAEF Y A 675me
i — KA
& oA —
Y UK EF Y YL 097
LAk ~ime
KUYV R—= 120 0.66mg

) b MEFEEMIIEIC & 0 A, ARANT IV N Y 2 EERC Y TR i
WY vz, Wl TAETY VG2 AL Twb, F72,
AHAOEETRO—HTHILT 74 =F 4 —HhIL2ux br5
T4 —=THRT, RBWIC XY EALEETHIRZ 2AHE % E
HAL L2282 W Tw 225 SoOEMAORE TR T, KEH
ORI L LTy v Tk ORDIMAL. B R, & A HRk.
ST OV AR ST ORI 2 LT %,

3.2 RHOHERK

Tk K| WEEIIOI DT P A G OHA

pH 57~6.3

RETEL |[H1

4, FHEE IE3hE
LIS YEE TR

5. REER BB RICEHET R
HOE A RIE R 3 2 AR R0 ST R,

6. RERUVAE
HWH AT 2NVANVT 7 =¥ W@ETHHERZ) ELT 10
K3 1 kgd 720 0.5mg % # 1 [l i eIk N5 %

7. RERUVARICEET 38
HREABEEETHML 2RI T2 L. TOXKRS%
W1~ 3KMPTTHTTHI L, b, AHORSHIBW

elapras

sanofi

Mommcid, #5EE . BEOREFEZE ToMRL &d°
BB R, #5952 LD EF L, Infusion reaction
DVHERTLBENDNH L7720, —EHOBFIITRIER 2T
MRS 2 LEND D05, TOLAIESHMZBL 2V X
INTT S, [1.1, 1.2, 8.2, 11.1.1 ]

3 %5 Dl

PG Eracu i i #
8 mL/I§ 155314
16mL/IF I550H x4 s 4 v EREL, RELT
24mL/H 15458 WILIXIR DB RE DML F T RIF 5,
32mL/IR 1555 H)
40mL/ K¢ 2 gl HHRTETIORETEGT 5,

8. EELEANEE

(o]

A RKFNEZARERFTHY, 7TF T4 5F =T a v 2N
B ARMEDSPTETE V2D, BEE2H5I7v. B
VRO SN R IE G 2k L, B R ME YT 2 L,
T/, TOE) BAEROFEINA A BEALE 2 B 2 i
ZLTBLZE, [1.1 2., 9.1.1, 11.1.1 =]

.2 RAIPBEG2 X Y, infusion reaction (. JE#4. 5695, &
I HESE, ALBE. BME., WSIES) BRBT LI LD D,
Infusion reaction2SHN /=856, 12 5- 3 O WHATII G- O —
REH Ik, @) 2 SERIEH (RIS R BRVE VHl Sl A8 3
VHL RAGER A DUIPRAER ). b L CIEBANEE1TH
& T KREHEG DI, AFERGRTICHie 25 3 UH
RHERERVE RO EEET A L, 1.1, 2., 7.,
9.1.1. 11.1.1 &)

8.3 IgGHUAREAN T I NG 20, BT A 72V 2L

77 —¥ (BIETHEAZ) T 21gGHRRAELITH 2 LA

I L,

LIENEREZEI2BEICHTIER

9.1 &fHE - BIFEEDH 2 8F

9. 1.1 XBEIDEP KT 2 BEBECEREEDH 5 BE
[8.1. 8.2 ZH]

9.1.2 EELMERALNIIEMFRBEEDDH 2 EBE
BEOREZ THICBIZ L, LEIE U ClY) 2 0l 2179
Tl BUMTHIERODLBEHED ) L. BELALND B
HTILHGHEESY ST E 2% T 5 2 LoInfusion reaction
W2 & o THEIRD BRI EEASE 2 2 W geMAH 5o [1.2 BIR]

9.5 i@
IR AR L T W AW R0 5 5 BEI12id, B LR
D famtEz b s LM SN FICOAEETH I L,
BWERE (59 8 ZBWTHEEANBITT2 2 EAMESH
TWwhe

9.6 XILiw
B EOFRER O BIRBEOA R EZE L, #ALOMKE
Fkz BE § 5 2 o BIER (7 ) ZBw Tt
MABATT 2 2 LG ST b,

(o]



9.7 MNEZE
5 A D/NRE R & L7z IRRABII I L T v,

9.8 EE
HIEH OFEBUFIER L, HEICRG T2 8, —#iICA
HREREDMR T LT b 2 &%\,

1. BEA
DT L) REERSS bbb 2 Lpbb0T, Blgs T
ATV ERE DD L N2 EI3 5 2 ik § 5 % S Y)
BALEERFT) 2L

1.1 EXEEEAR

11.1.1 EE Dinfusion reaction (AF|H% 5 X (L AF R E5BA
24BEELNICRIBE T 245FRE EBET 2 RIC) (BEAH)
TF T4 TF Y — (WUEE, RERRE, AR, I,
FEVESS) BRI T IEND Do 5T dH LV IEHG R TR,
Bl x0T, RESRO O EEICE LIS %
Ok L, EBER, i 24 3 UHL RBIBRE RV E CH
DY K O FERERE OBY 2 MEZTH 2 Lo FFICTHEN
CHEBYED T F 74 9% Y —2BB L BETIE, WhFEH

2AREMUREIC S TF 74 7 F v —DRBT WY H 5

OT, BIENMAZER L, #Y)23AA#E21TO 2. [1.1, 1.2,
2. 7., 8.1, 8.2 ]
1.2 ZOOEIEAR
5 %Lk 5 oAl BHEEA]
s & O F24 1N AVPAY- (TN
DEAVAR MR A SiE
oA R s
R SR | B, IO F | ER LAV,
AN /314 L A
il TN T LV F— P
% B
s Iw» [ e e
oL Jik AR, FT ) —
¥, BiF
i B EIE. WIAL. K
JIIVER
NP0, | AR, RN, Wi | DPRRERE, 5P,
Bk U e S SRR, IR
it 51 %, MgErE, 5
i
H W | B O, R B, %%
AR HRAE
FRBLO | B, ZHHEE,. | BEREE, 5.
BT A Mk | BB, 20 i | BTN
BB, KLBE
R BOfHE. fE. i
B X v JEAE, B, T
WA ML KR 57 N a7 1]
BB IO HIR. IR
R #
4 B BEE | AL RRMETIE | TRIE, BRI, W | TRSHTALIEIR
B & o & R BT O R,
% 5 & P A G A BY £
R i, Sk
[ IR AR M7V H Y kA
7 7 & — B
i H FLER B K S
FH, mrpey
WV CE
JREEBIN, ~NEZ
oy, O
(el NN (e
i

14. @R EDEE

14.1 EXAMUBFOITE

14.1.1 ARG H
UTo@)iR#EysZ L,

(1) BFEOAKEIZIEDVT05me/ kgD R TAA DK G R EH
MU, BGBELRNA TVEERET %,

(2) FAWACAROLEE TN, TIUVHIZEY A ET T
WRENA TV E BRRET S L, AANZEAEY, L
DEPICILABDOBHRTH L. ZEOROLNDL LD T35
WHARALTOEIOBMEH LAV & AHI 0L IRE
T AT L,

(B) (1) THMLALEHEDON, TUHIE, KA OG5 %
W5,

(4) AF DL G5 % HREMAERIOOMLTHART 2. HFE
AW O Ny ZICARF BRI L. BRI 5,
B RIRE TS 2 L,

(5) BERZHEW S 2H0 L TVHOERIZ, %o TIE
o THEHET A 2 &

14.1.2 RANIRAH ZHH L T Rvo T, SfidER 21
T2 L. B L OMMESHHUNICHEG 22T T2
CEEL, RUEATHRETAEHAICIEZ 2~ 8T T2 L
WEdT5Z L,

14.1.3 M) &L DR|RFEITD LN &0

14.1.4 HZNA T VIE—RRY) LT 52 L,

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

Zt
Z &,

15. ZOOEE

15. 1 ERERfER ICE D &3

2 A EHHE TINE XGRS BRI B T h 225, Ml gs
DHEDDH %o KRR ZEEZOSMEI R, KHEICE
B ARFN DAV, L TW v,

16. EMEHEE
16.1 MehigrE
16. 1.1 BERE

L AL HEE TRV BAR 1202 G & L7z BRR B 1/ 2403 BRIC B v
TARKOFEWBEZ R Lz MEPA FaVANVT 7 —+¥
M EEIZELISABIC & 0 & L 720 A#I015. 058 Uf15mg/kg
% 1 BER O M ENE IS THNEE G Lo & & T i -
i T TRE (AUC) I3 s Dl s L7z GHE A7 — %),
16.1.2 R1E#KRE

RHFN O - FE (RF05me/ kg% 4558 1 1] 3 I o £
WEHEICTIRG) OEWBIE T X — 5 &, RS2/
TAHI0S5mg/kgZ HH 10 3L 2 EMEIC I B2 0 E 7T+
RZEEIC T 52EE, 2 3% HHE TR EZ6H (HARANRE
AP % ETe) SRS L. #5 1EE X027 HICHE L
72 () 5 1HEBRO2TEED/NT A — F1ZHE 221370
D HNLHo72Y,

EWBIE ST A — 5 CEHM (SD))

05mg/kg, 538 3 RFRH AT 5-
MBI T A =5 Wl 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. BRERRR IR

17.1 BHMRUOREM(CET 355

17.1.1 B54882/ 318 Bk

MM BT A L HE TR EZIH (HARN4BI % &)
ENRICMAEAIL EER T 7 £ B IRARY 2170w, KH
DREEVET B OWTHREZ M L 72 RRBOX R EH L,
IR O TR 2 EF 503 (%FVC) 2580%Ai T\
420 VE2ANT 7 7 —EOBEREEIRO LN W5 ~
SUROBEMEE L, MM EZIT) SR TELRVWEHR, X
BB ERGRI M BFTE 2 VWEFERAL 2 KA
05mg/kg% 45 (n=32) XiZkEHA (n=32). HHVIE7 It
R (n=32) OWT N ESIMMEHEG Lize AR O FEIFAL
HHIZ. 670 MA&THE 6GMWT) R UO%FVCIZH T 5N —
ATA UHHE3EHEF TICAL N bE 2 AT L, IE
WEAFFLZZAaTE Lize AZ2 37123 BEH CRETIOA %
EMRR SN, T T REE L RHVGEE R L OENRKTH -
7o ORHVEEPES-8E5 7 5 2R BE - p=00049) s A2 37 %4
B3 54 OEHOELEFIELZE 25, 6MWTTIE,
AR 58 7T 2 RERC A CORAT I REAT35mE i L

TWizo BEVCTIE, MHEDZEALRICAHE AT B h - 72 (TH),

B, FARAEERIEIR O EIZ D W TIEREI L T v,
EYPERHEDONR—=AF 4 VIEORPCAGEEIZ R EME R L
TWiee 77 RBETIE. IRPGAGREIZMK TS, HEY

B BERMICEILE B o 7ee — T ARG8Tl

5318 H O P34 JR A GAGik B I3 IR #EPH o L BREA & £ CH B
AR Lo AR OWIEERIE 7 7 AR KL T, &

F P50 T3 MM & & B LT L7z (p<0.0001) 2%

7T L RRETREALD A SN h o T,
RIS, AAEERE (3261) <2361 (71.9%). A#IFEERE (32
Bl) T24B1 (75.0%) KO7 T AR (3260) <236 (71.9%)

RO SN Tz RFVFERED T2 RIEHIE, 86 9# (281%).
FEBT B (21.9%) £ D FEIE 7 1 (21.9%) . WL 6 41 (18.8%)

FERE 5 B (156%) KOS 561 (156%) THh ol

17.2 RERFTHRAEF

17.2.1 HEFERRAZE
BAVEMRAT O GAEFIL 7260 83FNRITE I A5R2D S ize 7
AR ZERE 350 (20.3%). 8242000 (11.6%). Z&951961

(11.0%) . WEME10B1 (58%). *LBE 8B (47%) TH -7z =
D B ANLEHIL026I56HNI BRIV A3 S, ANED &
THEEB LN, SE8XE 7F719%Fv—. i
L O AL BUG & 36510 (29%) . ML/IMIRAE. A HRAE .
KL, EXGBOKIER O THI% 261 (20%) TH -7z

17.3 ZDfth
17.3.1 InAEE
WA B 2 7T 1 Rk HGERER K OV 2 O JE B Mokt il < 1,
AHN D% 2T 72 BB 9™ thaTH (50.0%) \ZHiA 72
VAN T 7 —EIgGHARDIEHL L 720 TgGHURR TEB R <l
R PEBE R 1 IR GAGHE BE D IR AR AT EG 2 o 725, AR
HOANMENC G 2 D PRPEEDEBIAWTH D, 72, Bt
KRB B R ik, BB R 12 e Xinfusion reactions5 31
LR T WIS - 72205, PUREAICEDL ST KRN %%
BUHEE X, AF OB G-HBEAE - T RIS Lz 7
7 AR5 HGRER T, BRSO 9 B, 5 FI R
ROFELEDRD BTz,
H) 7o RERB TR L2680 (KAl % 1 HOAREY
L7zl HO 16, WIhoRmTdEREZEL L
Ldrolz 7S RKED1H) AL,

18. ZEhZEIE
18.1 fEARF
LAASHIENTE) VY — MR TH DAL A0V §E2-A N
77— ENRRET B ETHELXPEESBUEEHTH S,
CDOHFIICAGCH TN~ F VTR L N8 T U HiEE D © Kb
D2-0- TR Z MAKDIET Do L IASHHENTTIEA A0 FE-2-
ANT 75 —ERRE, LIIRZLTWE720. GAGHHEL
OMRENDOY VY —2IZER L, Mgz o, K
TR, MIRRREE, B ZORNE 25, A 2L HE
DEBHICAKEZRGT LI ET, MBENOY VY —AICE
FEWMV AL ENEEE 2D, V) TR EICH DB~ ) —
26-1) Y (M6P) #4r% /- L C, B 25HIR M OM6P%Z
R ERBICHEET A E THMRMNICRY AER, VY Y —
LICERE L72GAGR S 5%,

ik A S ol
ARFHVgE R n=32° 75 R n=32" AAVEBERE-T 5 & R
N—RAF4 v 5334 H ZALRD R—AF4 ¥ 5338 H 2L At D%
6 7 MAATARERAE S (6BMWT, m)
resh 302108 436+138 (ziz;igg) 302+106 400106 (_155;47 ) .
hLfi 397 429 31 403 412 -4 SSili ig$8;5?252>
SR (25, 75) 317, 486 360, 533 194 341, 469 362, 459 -30, 30 o
BTG RS R (%FVC. %)
FresD 5534159 587193 2g?$% 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)°
PRIPGAGEEM 4G 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 oo
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-treatfif#iio

b 53BHDEN L N—=A T4 Y Ofiz T\ 72fE (95%EHIXH) o
¢ PIYERERRZE (95% S HIX M) o

d BGRE W, N—2 T 4 YIFOER K MW THEE R THiIE L 723650k
e BGRE M, N— 2 T A YIRFOFE R OFVCEIERE CHIIE L 72365080007 € 7 W23k < B G- RER 22 O F A P B

SR TSI (S SRR AL O TR T3 RS (95% 5K IR K Upfific

e (5% EHIXE) KU,

f 3G MR, N— 2T A VEEOEEL ORI GAGHREL THIIE L 723605 & 7V 236D B G RER 22 O B Py 2L RE  (95%EIXTH) K Utpfiis



19. BRI ICBEd 2 IE{LERIA R

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

BER(KB) e MM AR VB2ANVT 7 —¥HI—FT 5
cDNAZEA L7z bl i R HT 10807 &
FEAE SN D525 DT 3 7 5% (CogsoHligsi NagOresSiss
5T 5927499) B R AMEY VN (G
T #976,000)

20. RIEV EDEE
SRS, IR ET, SUFIRE RIS TR T 5 2 Lo

22. ‘A%
3mLx 1231 7))

23. FEXHK
1) #PER : 552/3M 7 T & R MR H LG
2) Muenzer J, et al. : Genet Med. 2006;8(8):465-73
3) Ghosh P, et al. : Nat Rev Mol Cell Biol. 2003;4(3):202-12
4) Kornfeld S, et al. : Annu Rev Cell Biol. 1989:5:483-525
5) Griffiths G, et al. : Cell. 1988:52(3):329-41

24, XEEEKERUBEWEDHESL
7 4 bRt
a—kry— FOMRE
T163-1488 WHABH X EHH =T H20% 2 &
71 —% 4 %)L 0120-109-905

26. BUEERTTEESE
26. 1 BUBERTTESE
/718X

T163-1488 RE#MHBEEAHE=T B20%25

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



