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L — e A Sea- - FUBE BN HAE S & a7 B 55 B — A % m i
A BRI 25 5L g, R AEAE T« TR A B 20\ Do 2= FURHE T S5 5 - NHS - PEG,,, 22K,
H 597 AR A A Jea- Y FURHEE 0. 2222 02 5e /AT DA TP A
PAEIRIBE A T4 25

2. WIRR ER U AITAR B F g, HRFEAE T IR I6 T B R T A R 40 Za- 3L
B0 222 02 50/ AT FH A3 2 4 I B T45 25

3. WALR R LT i Fs , FORFIEAE T : iR [R]BE 4 /4 o

4 QRUR SR L 2 3 — T AT iR (1 s , FLRRIEAE T Frid ) B Do - P FUREH R
WS AT Sk N 45 250 45 25

5. WIRUFI B3R 1 2 M — T pr a1 FHa , FURFIEAE T BTk isdsr B 30e b2 . 02 5e /AT
FELAA T B T45 25

6. WIRUFI B3R 1 2 5AF— LTk (10 13, FURFIEAE T« Fr i 40\ o - FUREH TR
A4 — Ao F IR BEE T, A SEQ 1D NO: 1 &= 3 E— MR — 23R 741 .

7 WTRUR) R 6 AT AR 1 F s, FERFAEAE T2 P i 20 S a2 FUBH S 4NSEQ 1D
NO: 25k 3ff .

8. WIRUFI B3R 1 R TAE— T T i i s , HRFIEAE T2 Irik a7 A e i r i e E 4
A a2 FUB BRI RR N 2 HR ) Gb3 M/ sk AT 14Gh3 o

9. WIRUFI B SR L R TAE— T AT b i & , FURFIEAE T Irik 697 A e i r i e 4
Ao PFURH B4 57E AR 2 SEUL P 24 R 2 D —A

(1) ZEFF 2 ONESEILVMER LVMT P ASUE M , B EE Fr il 2 O NES ZLVMER LVMT 1%
1

(ii) 4R TR S 2 D — A S H0fa e i, ik 20— 280k 5T At £
FH 2 L2 G 3Tk B FAARG « 22 TR - Gh 3k B IRIRRA A 22/ IR I G 33k S P /D T 42,
A ;

(111) IR G S5 B ARSI B DR AL ;

(iv) ZERERT AN G TP B ThRERIAGE TE 5

() 4ERFITA N R 2 D —A B g 2 500fa et oS irik 20—~ B 1hiE 2
Bl 5k

(vi) AERFITIA T G 1 SE IR 2™ FE T SR AS R 1, sk gg ik S5 IR 2™ FE T4y
TR .

10 WAUR EDR IR T — T AR 19 i , FURFEAE T : I FE 4\ oo - FURFH
252505 BA — IR (T, ) T OB R R IE 1 T FR 5 2505 22 /D5 /NN L 52D 20/)
I DL 257D 50/ NI Ffr2H I e R

11 AR DR LR T — B AR 1 i , FURFEAE T : I FE 4\ oo - - FUR
[IFRAE KT 251 50/ A TT TGy 8 5050004 5 /27, B4 2522 50/ A TT I IIC 4
JED8O00LN T/ T

12 WA EDR LR T — TR 1 s , RIS T A5 251 02 5/ A T I AR A )
FH A o L FURE RS , AT B 20 2o - FURH G E A 22100, 00044 5w % /N /
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FIERCH A T — AN R 45 24

14, —FhEd], R T IR B4 52 05 5002 7 5 8 -NHS - PEG, A [ 4
N o - FURHRRI 2 D — B A R FRN— PR3 Bk B ) R s e o il o T T4
25, A A B oA A BN RN 4 290 I, o ATk 25 255 W B R R R — T 7 A7 380t
(R ARAE e 2\ 2o F UG 2 . 0% 5/ T U4 M AT Sedhd 145 24

15 QAR R ARk (A, FURFIEAE T« ik B 5791 v T 71 e i 1 D — TR

16 AR ZOR LA R E A, HAHIEAE T i E N 2o - F Ui R4 —
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EMEEA Lo F L EHEES F 8T A ERN AR RIE

[0001]  ZKHIE A H115 5201880016068 5 (PCTHI1 5 PCT/IL2018/050018)  H11 H 2018
TE01 H05H A BHZ MR “f FARUE o PR BG4 BB IR T 5 757 s 26 il
[0002]  FOR&H M T SR

[0003] 7R AA B — LS5, 5 Mo 1 FURHH BRI 2 A 28 i 1 B, DA
SRS BB AN T, 1 B AR T 7 o U1 2 FeoE e R 1 R R 2R 4k
B BRI T A R A 80 Y 73 1

[0004]  FiR PR TR - - IO - A (a-GALEKo-Gal A;EC 3.2.1.22) fEZANKAF1Y
Oy RO 1 R PR AR A Y FURE A SR AR 1 ROHETIR RS | TR R AR 22 ik b 3 B0 i
PR BE AT 22 FhAL S RRER , TR 22 IR BRI R (1) 2209 o £ A2 H k= DO
o- PR - AT SE A 2 Rt PRI (2R BRI =B sl , AL gk
N PRI = O L “CTH” Bk “Gb3”) I Z BRI R AT iR 24414, S EuLA H
I3 o AT HEUE 2 — FIXE DA PR PO , B R IA T 18984F , HEF I M 12 A AR S ke L i
SBAGT ~ BE RS « IV XA e/ Bl O R B o AT\ oo Y- FURHH R - AR A2 M B AR
2 BE R N RS YERE /1, I LA Mo - GALI BT 4 (ERT) £E20034F-A1 35
RN 2 4 e T80 754 B , o- GAL B Sl B - A 2 W e S s e o FH 0807 — IR Tl
PRI RRAE R 28 MR 2R 8 1, Finad B- A A B S T i i —#lia sy ik

[0005] AN JAME S T o - GALE U AE BZ TR VB IV OIE S 2 B I 2 a2 4
VAR R 2 AR - FUREE AR IR I /KA, B ik R R E PRSI e e R Ve pHAE (R 254 . 5,
PRI LE , PR TR (F 40 GAL) B8 THEFITR 2 MR H K N A4 H s K iE 1

[0006] 2/~ H AT HERTIRYY 77 k22 T FL s aniefiT A S dla-GAL , BRI 3L
ST AR E - GALB A A B IR AR R T, H H H B G N 2 kA0 R
PRt NIRRT ZE

[0007] X ERE5H /AT W A DSo- GALSE — PP — FRL A R /> S5 A3 4 il ) ] J — 2R 4k
S, — B/ (SR B AT A A, DA AN ORI B 8 TR —BI LA
P2 FIURCTEATBREE [Garman K Garbocez i , 25474t , 20044F,337:319-335] .
[0008]  Z544 (XS M AW (B 177 ub Pt 2B ATl [ 3 SR AR g5 A () ik
AR TC 2 TR M S R, SRR BB 22 /NG 7 Mo - GALZL S Wi B 1 &
R PR EE

[0009] AR AIW02009/024977 ,afadt 5| HH AAUERAAS F, QnlR] e A B A5 5 3
PR, 20T THES 2B T EY, i —IRsK RSk (Linker) FopmEEAERTIA
WS TR A 12 18], UGS T R TR SR 242 i .

[0010] KA1k AfHIW02011/061736, 1 51 I ANAUEBH AT, 2Rl fE A B A5 5 41
B BT T ZFH] Fo- OB BRI 7T 15, Bridsoc 21 FURFH BRE 5 T IR B pHAE Y 221 pH
IRV PRI — VA AR TE

[0011] K573k AfIW02011/107990, Haiadh 5| HH AA LA AS F, dnlal e A B 45 5 3
B, 20 T — R E R 2 BRI 1 45, IR AN i B0 2 R AGE A S5 A 10




CN 117959455 A ﬁ'ﬁ HH :I:; 2/33 71

Z /DA o IR AR, AR AR BRA R N BAT SR Ko - U e (5 1 e i
(2538 12, MR T g L.

[0012]  AR&7 ik AJHIW02012/098537 , Hoa i 5| HFHF AABEIH S, aniRl /A B A5 b 5¢ 421
W, HBT T 2RI T A A R — B A TS Vo R IR AL IR A 1R
DA KO BTk 2R AL AR IR T T 24

[0013]  Hth 1y S R fuFEBendel e A [P R 19984F , 42 1523 157] E[H L H 2
5,256,8045 555,580,757 5 M 555,766,897 5 . [EFr % 1] i 5 PCT/NL2007/050684 5 (4
FFREEW0 2008/0759575) Treco AfHZEE L A F5US201601844090L M Seely M
Richey [failikZ A, 20014F,908: 23552417

LIRS
[0014]  ARPEA A IH—LE ST — AT, S T — PG A f 2 — AN R B
TR Frid D5 TR 0 B R DA — 1697 A RO B A o R R T45 2,
HHp TR Is A R0RATAR A o IR 0. 25 2. 02 30/ A T, NI iGTT Bk
XSG AR B, Horh TR s 25 UK T B R RN aadb A 7, L i TR A 2o 21 2L
IR 22 A B A 3 B 20 2 600/ - — R 0 I b et iz
[0015]  ARPA A IH— S8 ST — AT, St T — PG A f 2 — A R B
TR BTk 7 S I Bl G A— 3697 A RO A - YU BRI T45 24,
HH TR Is r A R0 AR A o PRI 0. 25 2. 02 50/ A T, NI IGTT Bk
G I EA Fs , Frh T 25 UK ) S A b P B o Al Sgd b4 7, O H L R FriR SR 41N
oo~ FUMH TR 2 PG 1 KB 20 22600/ I — B0 I AL e
[0016]  ARFA A IH—L8 50t Jy S0 — 5 T, ik B4 o AU S — P EA A
Foo- YA
[0017] R A K I — 2L S — 5 T, B A 40\ 2o - - FUWH 7B 5 8- NHS -
PEG 22K -
[0018]  ARA L IHIY)—LE 5 )it f5
[0019]  ARHEAL B —LE 5 e
[0020]  ARHEAL B —LE 5 el
[0021]  ARHEAL B — L5 el
[0022]  ARHEAL B —LL 5 e
[0023]  ARRAL B — L8 ShAG0) — 5 T, BTk (R 3 1 %5
(00241 ARFAL B —LE STAHI) — 5 T, BTk (] 3 1 24 4
(00251 ARBA L B — L8 SR — 5 T, BTk (R 4 18 %6

J

J

J

J

J

J

—

()5, TR RN Dy = R i P o
(3T, TR RN R 9 1 7R 28
(5T, TR IR 9 1726 5 o
(5T, TR IR 9 17225 o
[R5, TR [RIER Dy 3 i 226 4

[0026]  ARHEAC A I — LS B — T I, ATk [RIRR g 4 5 2254

[0027]  ARHEACK I — 2L Sl B — T I, ATk 45 25 gk N 45 24 o

[0028]  ARHEAC K IIHY— LS e B — T I, Ak 45 250A 1. 025/ 3 T — A T
[0029]  ARHEAC K IIH— LSl B — T I, ATk 45 25042 . 0225/ 3 T — A T
[0030] AR A L BI—LE S dl i) — 5 I, Flridh e 25y R = J 0t T— K

[0031]  FRHuA L W —Le 5ol — 5 I, Flridh e 25 g R PU S E T— 2K
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[0032]  ARAEA LA — LSt — 5 1T, Pk 26 25 g A T— 2K

[0033]  ARAEA LA — LSt PN — 5 1T, Pl k2 25 g7 S T— 2K

[0034]  ARyEAA AN — LS — 5 1T, Firik iy 7 A U A A o= U H g

RFTIZHIRIGD3 e / Sk FARIFAGD3 o

[0035]  ARfEAA A — LS FI) — 5 1T, Firikity 7 A O A FL A o= FURE H RS

P S 2 N DS SRS M , BB AT 2 DS 24

[0036] ARy A KK — L2 ST — I3 T, Fir i 22 A DM S A MR T i 5 216

I7 AT EAREL FOLVMERL VM .

[0037]  AR{EAA AN — LS — 5 1, Firik i) 7 A U A F A o LR H R4

FEFTION B I R Gb3 B / oA (A - Gh 3R B PR AR MR E 1

[0038]  AR{EAA AN — LSRN — 5 1T, Tk i) 7 A U A F A o LR H R4

FETIRR G P RIRCD 33k FE PR R E o

[0039]  AR{EAA AN — LS — 5 1T, Firik i) 7 A U A F A o= LR H R

AT IRON B rh S A LB ATOC I  DhRE AL

[00d0]  HRAREA A A — LS — 5 1T, Pl ik ¥ A S8 B 2 o~ FU H Al

AEFPITION Z ) B DI RE MR E T -

[0041]  ARJEAA AN — LS — 5 1, Firik i)y A SO A F A o= LR H R

FETIRN R ZE D — M B IS BT, iR =D —A> B ImES RS

[0042]  ARAEA KA — LSt —J 1, Fiv ik B 2 B0 tE iR 64 AR5 2

ARSI RTHOBUEATLEE RS A/ BB .

[0043]  AR{EAA AN — LSRN — 5 1, Frik i) 7 A U A F A o LR H R4
FERIT AR S IR 2 B3 SR AR RS 1 | el Pk SRR ™ R P F R A1
.

(00441 HRFEA KA — LI BN — 5 1], Ak SE ™ HEPE o $E EUTBR IS A1 T T
6/ H IR A TINS5 67 It TAREL .

[0045]  ARJEAA AN — LSt — 7 1, Pl iR H A o~ FUR H AR AR 45 205 A
DS/ I—EEALZEYI (T )

[0046]  HRFEA KA — 2L S BI— 71, P R B2 A S PR H 2 20 R A =
/D20/N I —TEIAEZIUI (T )

[0047)  HRFEA KA — 2L el — 5 1, Fr iR B2 A oY PR H 2 20 R A =
/DSOS I— AT (T )

[00d8]  AR{EAA AN — LS — T I A2 25 12 5/ 3 T HOFT R B2 2o~ 7L
g Tk B o FUR AR AT 2050009750/ 2 THI)—Cyge

[0049]  ARAEA K — LS FEPIN— 5T, #1265 2522 50/ AT, FIrR A e 17L

BETT B 5 /0 80002N 5 /22 T HIFIC,, o

(00501 A A AN — LS BII— T I, 4126 251 . 0250/ 24 T HOFTIR EEA A o270

BT, TR B4 Sea- LR HTE RATZE /D 100, 0004 5es/ NI/ 22 TH— A=W ]
(AUC, )

(00511 HRFEA KA — LS I — T I 4126 252 . 0250/ 2 T HOFTIR EEA A o270

)
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WS, ik B 20\ 2o - FUBE G B A 220400, 00044 5+ /N /22 T+ —AE W F) FH
(AUC, ) «

[0052] AR P A K IR —2C S B — T 1, B fit 1 — Rl (v 5 i 551, P ok B v 551 o 1
F 52, 02500 Fe I HE 40 Jsa- P FURE B , Firads 557 551 Sy SRt e il o T ) — A 2R
MR,

[0053] AR PEA A B — LS RB IR — 5 1, Frds B A A U R 1 0= re O TR 4\ 2Ka-
FFUBRE o

[0054] AR PEA A B —EC S BB 51— T3 1, Frads B A A e FE 5 0= e AR HE 40N
Ko FFUHEH

[0055] AR PEA A B —EC S B AR — T3 1, Frads Bz A A F U FE 100 22 1802 ey H 4
Ao FFURE T -

[0056] AR P A K I —28 SR B —J5 1, Frad B ) i 5 1502 o FE 4\ 2
o IR .

[0057]  ARPEAL IR — 2L FE AR — T3 1, BTk 57 751 8 554 ) o — A

[0058] AR B AL B — S8 S 51 i — 75 1, T ads SRy ) o 75 e I o1 o FH T ok PN 26
24,

[0059]  ARFEA L WA —EC S B 51— 5 1, ik B\ 2o 2P FURH I 22 B A i
B OHER) —RREEER o I &

[0060] AR PEA A B —EC S FE IR — 5 1, ik 58 Qb de) Rt sy 22/ D20l
KB Al

[0061] AR PEA K B —EC S B3I — 5 1, Frik B\ Jsa- U H RS — AN
Ko VAU

[0062] AR H A W Y — 28 S E B — J5 10, ATl AR T 2 o 21 FURHE R S 5 0 -
NHS-PEG AR B AH N a1 FUBH T o

[0063] AR PEA K IR —2e SR B —J5 10, Brdk §E 40\ e - FUBR ARG — A 25a-
LIRS 1, BASEQ ID NO: 1 & 3H T — M RI— 2B T4 .

[0064] AR PEA L B —2C e 51— T3 10, Ak A Zsa- - FUBH R (T 40SEQ 1D NOs: 2
B 3H TR

[0065]  FaxfE b B B , 75 MACE A 5 B i FH A R A SRR E M/ sobk 22 R # A S5 A
R PIT R a3 1 RN DR FTER AR A AR R A R S o ERRAR B S0 5 3R] DA
ALk S R T AR B S0 5 2T iR FOAEART 5 5 A RS el i, AL B R 506 75 5
HIZSIR T3 0 M/ B RFOAE N TR R Ao B  , B DAA L R B A5 5 H ARG SXh
HE S EAN  MRE T 1k K ST 5 RAGEAS I 5T, H HAS IR AR il o

i ] 5% BA

[0066] AW — 28 St BIAE I (i A8 BIR T3 X225 2N ER A , 1 PEAmi
R B RIS 5 008, B4 SR B AT DO 2861, AR BHAC A B St i i » 3
T SR TR I MR A AR AR SARETH A R S A R W R St 1

[0067]  fERMIE
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[0068] L BFTR BTG GE1R) B4 4R 14 R 2 B 1 % vh & Y
YA o - GALAZA -NHS -PEG ; (pegunigalsidase alfa, FSCRIFRVIRMKJEF-FLHE
Hia) 10— 25RO B 12 RS I — i 2R, DU T () IR FR 92 e (ng) HOPR M e
FUB 0 o AE RS T AT R X e FUREH R o 25 2 117, XS AEO/INKS (45 2511 /1 5410)
NI G 25 AR 1N SFT a4 2525 SR (G (BOD) AEPTREOTfS1191.4.8.24.72.96
NI RAEZ 25 (“Cow,”) 2 J8] (1459 BT 254 I 3o ot 0 v R B2« Bk i 2R 2o
TE— WO AR ATIIR] R 22 AN R SRAE TR BT B T AL ST 241 A (AN v /=T
(ng/ml)) « 2= GRAKLR) L. 025/ AT I—FIE, 2T TE (GRER) 13£2.0
v/ TR e FURE o ;

[0069] 258 KA FIGRTF I — 2o 2 /127 (PK) #h R, 2 it 1 Rl b TR A B g
B (r-alphahGalA, HFL 2R Zh4n B 40\ 2ea-GAL A, 1A 55l (Fabrazyme' ") , AT,
SUF , DG FEMN) AETTUEE5 25 (FD) J5 R 291078 (6004351 57— EobR i - 25k
W Bh 1 BN AR EdiE ok B TSR st 8724, 68, T11 5722, 200 14F o 3 2 Sl JIos
PRI FIT AT U FE TR R 30T (29 10/ INIE) A=) B 5 55 AE AR B i iU X e FLBE T iR ol £
AN R AR A TE B AR ) (LD 5

[0070]  [E3AZE3CE R~ TR e A i 9 R 2 N 242002 H T
AR RIMIEARIE (Cyy () - AT/ 2T oo (BI30) 2280 (T, , LA/ NN 3T)
(F13B) J i+ LR A 2 (Fr ik fh 2 i, AuC, ., PAZE ooyl / 2T (B3C) , S5 ATHN
R DIMEEER (r-alphahGalA, AT NG (Fabrazyme'") ) KBl i fga M 7Y 35 %
(Replagal)) (AR IEATIE B (B /R AREERIGTT (HGT) , 23], I, SE=1 FEM) o T
SRR E A FUR Bl 22 FEE 1. 08 2. 022 5 /2N FT Bl IR B 75 1 . 0= v/
ON T NS IR P 75 0 L 222 5 /N T o 1R, S BT DB ek BAEEL , Jifl P e - FLHE o
TS (Cppyus Ty 1, MAUC, ) IR 2420 Rl 2 17 v 5

[0071]  4AZEAB Ayt — 4 S I TR BE PN IR BRR F T — B Ry i X e - FURE o
A SRR 1R 22/ B, A U S ) e - SR B o) — B K5 & Q22 3e/ 4y
JT AR —R) 5B IIRERER GEAr Bl (L=0/ 28T, FR2 i —R0) BT bRy 7y ZE 1 A
PEATER L o AN S FE /R AT PR B J A — PO ) PR IS TR ESE PR ) N OB A 38U P — 7
.

[0072]  E4BNAE— 4SRN GG T — R 22 50/ N T IR JE - FUREH Bal ) 25
S SECG A PR A T TR B4 T TR L2 5e /28 T IR BT iR (Fabrazyme) [ 2459
PSP S O 1 S E AR St DR iU

[0073] 4B RAEA SR 45 25— IR 22 5e /O FT IO e~ FURE Bt 4 J5 B A 30 (R
S — TR B ST AUC) S RE2 25 25— IR V22 v /03 T [l NIRRT B (A Bialils) (1 ATk 5353 AUC
LR o 1 T S AEFT iR A4 5 PN IR 25 2R ) e~ FURE o Fmak oLl ) b 5 T A 28k
MAEL AL, E45 2 Firadk— J) P Bl DTbE B B 8 43 AUC SR _EASAEAE (S L EE 2 8 M B4 T
BRT DIDHHTEER) o

AfFxiernR
[0074]  FEACKIA—2L 50 )7 S, AR D M —Fa e IR e 12 1 N\ a2 LR I

8
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(AR R — SR AT, B R R RO BR T 38 M — R e WO E R A P FE 2\ 2o - FURE
fifg , 5 FH Tl B I T IR T A 2 A S h 1A R I 2 0BT 171

[0075]  FETFARARRE AR I 2 /D — NS0 2 11, B 24 BRAR A& B — @ B T AL
TELL T F AR 4n75 sl BT 28451 2 A~ St 11 o A% BH BR S DA At ST RE BB DA 25 Bl 10k S e
s

[0076]  —IREHAE 2 AANE BN : £ VAR PR 2 1 R 1 2Bk — AR A 25 1
Bk 2) AW — X SR i BT 24 KIS 5 (I A BU5) « LA Bk 2 12 B 5
X — BE A TE MBI L (BRT) 8 T TRITY 2 MR AR BRI 22 . 2K
i, AT = 25 A TR 26 29— 8 S BUITAR S 25102 A AR RN B — B35 M/ sl fe A
.

[0077] 3o HU & — X B e Mk L) TARR AR B0 1 — A i, Bk 24 B o] 5 ik
ZRIER - 2 RAE S BT iR AR B = FURHEE - A — B> S BN ERIE =it
S (R Gh, BBl — CORE D) I — BRI FUR L 2 A H At 2 A4 K
LA E W, TR S EPrARREIE 0 1 5 DhaE s 40 IR AT 1k (ERTs) °] I T-2hag
PEAMZ o 2 FUR T BEER 2 5 o B hikige (I o5 2 (Replagal®) , /R) K Bl hrbfigp (5 i
Hrifity (Fabrazyme®) , (14 - 3835 4F) P4 B2 it A\ Jso - FURHTREARE I 2 A AL,
Bu] DA R0 S BrT DR B R 25 B A R A, i e O - I S BOE PR B R
H A NGRS

[0078]  {EfifHko- - FURFE IO ITIA Z UG R — TR AE T, T & T 2 FaE gt
o P FURHHE T (0-GAL) , ik 2 aE (WIE e - FURFE R (- GAL) 75 2 MR AR S AT
K MG PR B0 BB 75 P B/ ek — SRR A BT I, RITE 2 IR RAE DS N, Pl
AR A R PN A A R AR OTE VE « RS AL IR ATk SN B2 A Dsa- 3L
FHEBREAE 2 BB PO rh AR B SRR 105 P A/ ek — B R AT M

[0079] il AL BHIORT i R e (I B A o - U , AR I 20 R A E
T T 2R AT AP Am B0 IR T R A SO a7 R M 2T &
i FHAC G BRI AT S e e AN R P2 1\ 20 - FURHEF RO I R 28596 38 W , AR Tk 224397
IGTT ik, DA E IHI B fauE (e i B A\ S a- - FUBH BRI T A ER TS T AR
A IR TT e 24 LA U0 AR A AT Re e (e M 21 N\ o - FUREE Bl e 3
i A SRR 25 O 2D 115, 248 2 lE e FR 2 IR IS T 10Kk, 5 BT R 3k 2
ANERTAHEL , 71 . 045 /2 TF 504 (7,900%523, 00040 52 /=2 1) N A KI5, 000445 /=T
Couig (Cod) » MIE2 . OZETE/ AT IAIFI B (13,900%246, 5004053/ 2£TH) T4 K T8,000445%/ =
THIICy gy MG IRI AE AR FHE (AUC)

[0080]  DAAC K BHI ATk A e (AN B A oo - FUREH B IEA THOIRT T D 178N
JE B B 4TI 25 MR B ety = CURIFEF G A, ik 224w 2 B By — OO (0 A e 5
Hg9 7B SRR AT R RIS GE T B DA X 2 B R RS T R Z K
TRTREOE EEERRE T B I O AR LA S SGE 5 RS 2 MR A1 B T
AR I IR E I R B Do - FURE BRI BT i B (1 2 HO B 25 e A=)
FFHRE , B an7E BT i 25/ ARRI 28 o oW 2 2 I PR ISCE i FH 204 58 2 1t e A B i) —




CN 117959455 A ﬁ'ﬁ HH :I:; 7/33 71

A2 v/ 0N T 5 56 A DAR BEERTIA 55 2R 1R AR HREAR (I a{EAPR T R &
HHEE VAR R HIZ T K/ s E I 2 R | IR AR A BT IR R 1 2 ME R I [FII, 32
LS R IRIETT AR S B R MM, S BRI L W B a8 00 SR 2k I
KAERIAR o
[00811 At , AR P A A HH— L8 St — J7 1, 42 B 770 A T2 — AN G s i
1 R I — 757, I 5 T R A P A G A —T697 B ORI B 4\ K-
N FUBHE R TS 25, Hoh iR N R A P EE A Do AU R O R iR VAT T A R
MO0, 272 0250/ T, WIITRTT Frados G 724 B , FErr TR 45 25 DA i 25 4P ]
HIZAN BRI , H H I b T O E R i B A o - FUBHE R RO ATl 22 PR AR
2 (EREED) BB M 4z .
[0082]  ARAfE—LLS it , Bk HAN S A FE A - - FUBH R & — S 1 A
U SRR EE A o FURET .
[0083]  ARAE—LLS I, Bk FL o F i AR — R A o - FUBH R & 1 1
FHIEN B —FE VELE KSR o U —Feue VR B = M/ sl A — AT PR R R
o P FUBH BRI — R0 aATE E S, A0 R SCERARIA o A —2e S EEIr , B fauE (e e b
N - PR 2 — P EE 4 Jsa - GALASIHOM -NHS - PEG . o
[0084] N Yy B, AE— LS E I, Bk Oy ik m Al FTARE (L B 2o Y FURE T
FiEE 1 R S, Frid R A A B 10 A D80 - FURE B VB S AT 28 B 2R ()
a0 FLEh ) i) — A o FURE ISR 1, B0 T R LSRR B Db e CFY)
i % (Replagal®), 55 /) KBl iniep (L4 Hlg(Fabrazyme®), (#45%) | 75 24N
FLEhnanie G 40 « B H S B0RR 5 v AR 1 F 21 o = FURE B el A AT HAth SR IR 5 1
(Mot FURH T -
[0085]  gr LA S H AT, “AE B & FE A - - FURHEBRATR = o “aP-FURARL =" &
fe— BB TP o - FUEBEALE IR ARIEME R AT B =, S B AR LB
Bz 4 2B 4l A/ sl 2 DL FR I 28818 (B0 : BROE =B 28081 12157
TS AT B Bk 22 B U ] S 0™ B A 22 RO (A S8 5 i S
) T B MU U K/ s R BT IR R ZR AT BE B 1 2™ BER , Wi iy
FE A AT BRI 2RO S 21 o 5 #7522 B PE RS rh il W Bl oA B ™ i
(EAR, (A T DAAE Bk i B L PR R 2 2 S o VRS B oM 22 2] © 2 2 12
WrAS B FE B AE 2 LR B R o 32 RN I 2R BT — RO Ge A [ UYL o s 1
SEAE AT R 2 AT S VY K E8 A A TR ER B OV B/ s o 0785 1) 20 MO AR 5 TS )
SET
[0086]  ARUiHHATH, ST o LRI H BRI AT AR R “BA” SE ffa- PR HERMN — A2
IR “ORAR”, BTk Z2 K AT G TR 2R (B0 : — Nk 2 BB Y -
[0087]  ZRUiBHAIH, ST o FUREH BRI TR AR “ TR B o 5 — RIRFEAE W
FUBRHEF AR 1 ) — S R e A1 AR ARIA] (B 2220295 9% [A] 5 7T 3k b 25 21295 9% [F] 5 7]
eI ZE /D99 9% [l L AT i 2 /D99 % [F1I M AT 5 Hi 100 % [F13D) 1) — 28 R P A 21 11
J5T o — R SRa- V- FUMEE T AT DUE M — IR PRI 0 B — 8 1 BT ek — 4 = AR
5T (adn: fiT2E H 2 A\ R4 2 AL an it 2 M A 2 B R L 2141
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TR 24 B eSS

[0088] Y ] T4 Moo~V FUMH HITIN — DU RS AL) (1201 —o- - FUMH I 28 M40 I, BTk
ARG RIRI” 38 505 — RIR R R A U DU A B AR — MU RS54

[0089]  ACHEHAAS Y, Al At v “KIRATAERI ER 1 50 Se A5 R AR — 25 A ot (B« A2
Popr) () —MIE A, T Tk 8 B BT A SR P A1, DA S Tk £ 1 U AE —ARUE ) < [F)
U IRARIIE A, MO Pt & A B DU Eh s o

[0090]  RARATAE o~ FUNH B 201> 25 B 5T (A0« A2 B T RIRATAE o - P
i £ 1 B — Ak ) 1 2N T B U (B0 - BEELAL) FT DL A 558 M a2
FUBH BT R RIRE AR AT AE BB BB o 0 - FURH T — RIRIE S (140 »
— B Ao U ) T AR PT et (05 5 ik KR A o~ FURH AR 25
AN, ST R R IR T o- U RGO/ B 14 EIrdk i1y Ik R AR
iAo F U I — SR EARCI IR 21 M A5 -

(00911 AU, —E A B AR RARIE AT AR — PR AR EE G (B : —a- P LR i
PR Be /B2 SR ARG (B4R : —o-~FFURHE i 2R o AR —> 2Rk A o] AR
AR o 2 FUREF BB — R IRIE L, 11— B AR 1 BT i) — PR AR 2 T RT AR R Dy e
o EFURHH RS FAR) —RIRIE o

[0092]  n] ek, AU 5 ik (1 25 28 MR e 1 AR A Dy — A 28R EE A, dnFla- S PR
BRI R iR RARTE T

[0093] AL, AE WIRIFTRRSE P 9 A S0~ FURH T Al AR P AR LB -
FURA B LA o A - 22 28 Pk A I A T LS — PR AAR s — N B IR — A Fa- 2 F U
ERL LRSI VA 37

[0094] B 5 ik O ATk & W T A E AR e 0 A 2 F U R O Ah 2
AIOYEE, ik 2 I SR TS E R A 2o AU E R ik 2o -
SEFURE B LA, S TR RSUE OIS R AN SRa - P FUBEE A5 Firadho- 2 LB i
TR RIRIE

[00951 DML, 1900 Py sk el 0n S T et S5 — i —NORSi Bl — CoR S A ety — A
HRy, Bl —a- AU B AR 22 N TR B (B4R . —HE AR ) AR — a7, LA
o5 Nl — C AR~ 55 57— Fion- 2 FUBHET G A 1 22N 3 Jr A8 U (Bl -
— W) ARSCHIER Y o s BIVER Tk 25 N EERE R0 A B SO R4 -

[0096] Wi, Firidk e e it AN s o SR 1T , A 2 BUAZ IR ASE i — 12—
B R — R AT (DA Pk R B I R A 2 BT R 2 B TR
TR HE4%) Y NAR BTk S B AT e Bl N o AN 8 — A i s e i o 1 — 78
A RIS i IR SRS 2 1 2 MR S22

[0097]  FraR e il o AL AU A5 i B MOy — 22 B o, al i — 20 22 a2 F LB
TR B TR AR AL A5 TR ROy “A2HE

[0098]  E—RLSHEfiIr, 22 AR HOZE R 0 A 20 IS AR o AU i R 2 TR Y
SEAE T VAAS B M R Rl o A

[0099] DM, ARAE— 2L St 1], Firid e 4 03 A2 — Bt — ME I B A 1
e MR -

11



CN 117959455 A ﬁ'ﬁ HH :I:; 9/33 71

[0100] At , AR —LC ST, FriRae 53003 o 2 /D L0 IR B Al et %2 /D 20 )il
FHIRJE ] e 2 /D 304N AR L AT e A /D50 R IO KRS T e b & /D 1004
TR AT el 2 /D 200/ i - 19K L T b 25 /D 3004 1K L AT e & 24004
BAF AR L R e 2 /D500 It - K S AT ge il 25 /D 6 00 it -1 K3 L Al e i 522700
AN AT et 2 /D 8004 i - FA K B HL AT 2 b 25 /D 10004 It F- AR o A — 1B 51
BB AT iR R IO TR B (DA -0 57D SEAE 101000/ Ji 1~ 15 5 800N i
T2 202600/ 502500/ . 652400/ - 752 350N - K& 805 200 - HI3E
BN o A2 2 AR STt B, FraR e 5003 AT B (U 5808 5A7) S220 %6005
F AR T — FARI S B , BT By TR K CAR - BO 547 14040 1.
[0101]  AGEIHAS Y, —E BT B AT K (Y DU HBOR SRR J& 8 prd i B 1
FITaR E BE AT, B iR E B30 o0 B A AR R R A — NI 2Bk 2 TRTE K
— BB ERE

[0102]  ARIEAK AR —LE 7510, A BT iR Fa e (A B A o - P FURE BT £
A pRIE 5 QGRS R Bl I e A B, 90 a0 - 5 (e 20 R e o, B
LSBT EI , FriR EEeTh o B4 — 8 (e —R9) k.

[0103] A BHAS T ATk A “8 QI be it %) " Wi — RIS SR e, ik Sk
REMFERAL T EMAS A -0-[(CHy) -0-1 -, HrmfRFEfFaE TN Ik i m
JTCHINZ AR EE  indorm TR 2B oo EH | AL ARERFTR R &R
RN S B Mm=2I5 , Tk B SO R 0, Ym= 31, AT iR R S iR A
RN

[0104] 1 —2E5EFIH , mE KT1I— 5 (Bl :m=2,3,4%%) .

[0105] At mfE P 28 GEAE ) SRR 2T 2 TR AL il an: —2 (b Ak
TR HE AT REE A O T m=2) BT NN T m=3) HIT,

[0106] iR SE (Wbt —R%) Al de b B35 = /DA B ReH] (B0 : an AR BB BT | JA
BRI S TR 2 - - FURH B AR Y — MR R 8 BTl 2N B BRI AT e o iy
I QLR ) N2 AR, SRR 8 (et ) R B 67 T Flr ik by
MEREF Z 1A

[0107] PR “5 QbE 5 73k & FAUW , FLrh BTk S 14 ) — A2t -1
R BI0:S-NH- 55 TR R A TR S AR 2 AT A, Horp s TR R S i) — el 24
FITaR HH B IR o ATl 220 FRE B 1 2 s 0 I ISR R B (EASPRT  Be it PR3
B HIE S I R IR M R A

[0108]  QACULRA A5 T 1T, AT 68 “Ni bt 2 —J 5 0” Iai 40 prak i) —- (CH) -0~
ol F AU, AR e 2 i eI TR 8 (e ) IR =4k, P Tk (CH,)
R 255 2 & T 3 — b B 5o — 2 b ol—o P FURH T B AR 4y
(FE— AR TCIE ) - H TR AR (0) (IHZLR 7 204) 456 2] 5 —Fnl b5
TEERITI (CH) | EIHLZAU) B EEE B S —o- PR A B — B A 1 — R
[0109]  —/MEKE L FF 0 ] DU S, AR F R e 3 7 F ot B 34l B 2 M4
SRFOND Bt — R TR , H TR 3Nk B 2 AR b S i BT N D —
AT (RS ) BRI —05 « BT — N S AN b ik — 5 B el ik 42 i -5 —ARATD
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(RN e 3 — i FR Tl e, i J AR 2 AR SR e —FE s i 22614 H S P =2
R B R R BT — Bk -4 - A, — 2= (B0 : %0 FTRA S — Mk
T2 T — MR IR 25, WITTTE B S A b B i B e (B : [ (-CH,) ]
N-%.)

[0110]  fEZ A RBIVESIIEBIF, 22050 9% [N TR —BE 5 CeAAHRI , 1 : Bk 240
BB BE 5T R PIT R A R 19245 M BIraR % e 2 SAHIR] P mAE 2 Bk . T el , /D70 % 1)
el 5 /D90 % S P 100 % ORI 25 AN e i — 5 B TR ARIFI o A5 2 I S 151
W, 5RTR 2 MR 2 AT B e S IR 24261 o 2 AR A dh—
FHIZA RIS, T 2RI R I, mh 2.

01111 fE—ASEBiry, Irid B A — ik ARk, BN 28 & g (PEG) .

[0112] AL A5 A A, BT iR ARG “58 (2 %) "k an b S E SO —28 (ke dik —
i), Hrh E/D50%  E /D0 70% 57090 % MARTEHL100 % HIAT b 25 /N b Sk — [ PR K -
CH,CH,-0- o JSU, Itk v “2 A~ Rz Boe” e A 4o b e OB 24> -CH,CH,-0- AT
[0113] AR 2P SChEBl, Bl i BBy s — & (C R g 28U, 7t 2 —
I

[0114]  -X,- (CRR,-CR,R,-Y) -X,-

[0115]  JLrpX KX, % HE—EReH], Frd B ael 5 20— a- LIV R A E a3k
gk (D . A B FTR)

[0116]  Y;Z0.SHNR, (R LEHIH0) 5

[0117]  njf@—%K, Wik 15200 (M5 % 150 K m 40 70) , RS th i DL e
ASBEERINE ; M

[0118] R, R, Ry R, MR AR —AS &y Mok [T 2 B3 AR i e e
LA AR R S e S B P A B A R

[0119]  ZF—SesTjEfilrh , noh % /D5 Al g 2 /D8 W et 25 /15 Al b %2 /D25 Je W] e by
%140,

[0120]  ZF—Bsjtafil , nAs K F-200 AT e A K T-150 K i) de b A~ 170,

(01211 Frid 2 (& ) sk 0] DART et b — LS Al nl , 90 - Forh i /e B3t
HRRT IR ZANCR R,-CRR, -YERTTA AN SE AT o

[0122]  fF 2507, % /D50 % [CR R,-CR,R, - YER T2 AHIA W) o AT b, /D70 % 1]
e # /090 % , S Al 100 % [ICR R, -CR,R, - Y LT ARIFI o

[0123] W]l Tl e e300 e S, 49040 55 1-PA_ R prR s R 1 Bk 2 4SCR R, -
CR,R, -YERLITI— DL ZAN, R, Ry Ry R MR I ZE D—4NE - (CRR,-CR,R,-Y) X, -, FLHIR,
R, MY ARSI RE S, pid QAR A6 Tn i S — 258 (1140 : 152200 , I H X2 aiA
LB X S X P aE S

[0124]  Frik 2B ARV AT DA AT e M ke — B 45, A EANPR T — e le sl — Jhesgt . — i
B M/ Tk

[01251 {54 fir iR B R AT LA AT e p— B R 2R %, il e 55— 2 K (94 : AF — i
BRI BN I — R - HOE B — T 55— 2K (10 : — 22508 75 5 FR ol ik
SARRIRIE) R — e — R
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[0126] RSN, Firid B R AT LA AT et (0 — 2 5~ (4 : NS 0) , Firidi it
T H— 2K W A — A R R S BRI L P EAE — N CORa) TR — B il — B
B — R — AR

[o127] AR AN, Frik B REPA W LA 5 — 2 e i (BN SRt Ak —2¢
IR %) — e B2

[0128]  FrAMbEl AN, Firid B RE T P LA PT ety (0 Ah 5 —a- P FUR EF A AR P i — Bk
TE ISR — RUG T o~ FUR i B AT DA AT et SRR ik B RETh S5 — e 3k
TR — R —%UR 1 ik g ] DA il I e e E T B (B - 4 R AT

[01291  fE—2L5jmfirh, frik 2B REMIN 2= D— N5 — 2K (dn: 5 Horh ) — iz ik
BAD) TE— st -

[0130]  FrR 2~ E REH P LAHARIF B AN -

[01311  fE—2e5jwfirh, Frk 2B REMII 2= D— N5 — 2K (BN — i iR i ok
NI — ) (— DN ERERIERE 7 Arid 2 EReBI i ZE D — 45— 2k (Bl —
PSRRI FE I — TR D (0— AR B e R .

[0132]  fE—S85 it , Bl AeE P A 1B A o~ F IR A ] LA A 2N HS MY
PEGHRSY , Ik 22 1N MIPEGHR /3 1l 1 5 — i — IR R P ) — R PR B R 2 5 T (S Tk IR

TRESE

[0133]  fF —LE5RE 5] b, A A& B ATl B (R e 12 1N 2 - 2 FURH RS 1D -

NHS-PEG,, o 18 F T2 & B R AT AR ) 2 20N 20 - - FUBHE A I -NHS - PEG R Tk = AE

MRFEPEIRAR A A2 L A RPCT HIW02011 /107990 o A1t B 43 Fir ik oAb e e b
(AP 2\ 2o - UL S A2 IR -NHS - PEG, A ASHEIA 45 v th R o i %) JE - FURH T il
(pegunigalsidase alfa) .

[0134]  ZUL I ATk FOASUE AT R PR A o - FUM I A2 IO - NHS - PEG
AT — W AT o 2 FURFE RS 4 o AU A B TR A o 2 FURE RS a2 FL

BRI RAOE I — 2E S I (A0 s o P FUNH I I —f (TS PR, 00 . — B —oR
g P FURIIE S [R7K A

[0135]  fF LB BI , o - - FURHFE ) — (i A0 IS PR R R AR A T VAN ) — i (ks
(BI—Vy o fED -

[0136]  FR(XHb, firiko- Y- FUREH B IE E y— a7 35 1k (1. B —I697 ORI — s

YR B0 AR AT BRI TR 5 N IR s I . T, £ 2SS B (BN - A B
/INER) HOMTRT e 221 A\ 283 B A TRl R Ve r i

[0137]  HfE o P FUB BRI — 5 PRI 2D BRI — AR GUSEOR N LEL R o i i 4, Ry

ko P FUNHS BUASHEI A5 iR ) R SRIE ek — 2 B it (A T4 A) S5 ARQTs R 2 A
(o= FLBHEFIRE ) — B B0 — e S W i, SR 7 e e R s VAR B o Se VR Al 5 (S
o - FUBH G MR 2 S P AU E RN I B AT R - 3RA519.

[0138] - —SESE I, o P FUBH RS P S i o M 4 - DT 2 - - D- ML - LA

H KRR TE o A HABSEHEBI , o 21 FUREHE S P AR 200 1k 00 W A R PR - o - D- LR 2
FUBRH R /KR e

[01391  YLB AW TR ) —AE I B A o Y FUBHH i A 10— S
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RIR o=V FURHFH BRI —IE VR, A8 — 28 BRI STRE G , Birk RAR Mo - FUREH B0 s
HAUFE 2 o Y- FURE TR A (B0 AR T2 R 7 A1 SRR AR S Ar i fasE (3
R E Ao FUR B E IATR 2 o Y FURETE SRS ACSEARIA] 1 -

[0140]  ARHf—LC STt , A K B TR A AR B Do - PR U H BRI AR A T
— NI R — A A G ) — B 2 T AR A Ba - - FURH I L9020 - ] Db i o
(FI Ry % (Replagal®) , 5 /) M Bl inkifiiep (Al (Fabrazyme®), {#%5%) 1) —{E 2k
FRE (B 2020 % E D150 % E /D100 % /D 1400 % /D1 1900 % |
F/DET1500% 202000 % A2 /D T2500 % 22 /0 13000 % < 22 /D Fr3500 % &
DIETT4000%  F /D T5000 %  ZE /D 7500 % 5 /D F8000 % 15535 10,000 % ik
20,000% « 551550,000 % 2515100, 000 % « 515200, 000 % 5k 5 =) «

(01411 QAU B RTIR , MRl Ry 5 B Il A B I AT iR FsuE (e A e
N oY FURH BRI BT IE PR R I E e i ki e i o A o PR ARSEAC A B 1 — 2
T AR IR TR E (I E R I 2o - U RE AR i fe R 2/ D5/ L &2
/DLO/NIF D20/ 2 /D50, 2 /060, /D70, Z /0 80mk 2 /D90 /NI Y —JF PR 7
T, -

[0142]  fr—BEsTj il AL B AT AR FRE AN B o - AU R I T iR B A
VR AKR BRI R Do 2P FURE R A BRIk N 45 255 LA R T af.
W 2 ve /N R, S 2/ NN L= ve /N AR EE I b AT B Ja-
VUM (5] BT , 1A Flile) 1R e R Rk FE F A ARIRI I Zoa 2

[0143]  fE—SCshEflrh, M ER KN ZS 25T — X R, AL IR Frd faE (L R F2 i A
Fo-LFUHH BRI PrA IR (T, ) fER ik S 0 % 705.10.20.30.40 /D50 &
/D60, F /D70, 5 /D80 F DO/ o £E—LESEFIF , i ik S A A R iR FRE L
HAMERIIN Ko F U T R IR (T, ) AE3 2100/ NN IYEIEIN AE5 270
/NI VBRI, 7E5 2250, 10445, 154840, 20 435,40 6960 480 60 490 A 254550/ NI 1)
JEFE N o 7E 2R I SSHE I T, A R B Frid B A A B 10 A Do Y- FURE B RO F
AT (T, ,) F5 5 L0/ 104 207N L 20 2 50/)N L 5550 480 550 #1904~/ NI 2
[F] o

[0144] 2L EIr , AL B AT AR FRE AN B o - AU I iR A4
F R BE R DA S e 25 Jm 90 A 350, 2oy “iih ek IR (AUC,_) , B hicrew oy h/ =7t
(ug*min/ml) k4l vas/NE/Z T (ng#min/ml) o (A, FF— B85 im @il , A & BH IO R iR e 1k,
FERE I A o LA R AR ) — X5 DL 02250/ 2 TR e v e iE R ng A\ a2
FURFE R TER KN 45 25 r0 AP R I (2% R TAR) 4610, 00052500, 00044 v+ /N /2
FF.50,000%E 250, 00044 v/ NI /22T L A 2010, 0004 5/ NI /22 T 257025, 0004 7o/
I /2 TF L 5 /D50, 0004 5/ N /2 TF L 55 /D0 75, 00040 s/ N /2T 570100, 00049 5%/
N/ 2Tk % 20200, 00020 e/ NI /22 FHIITE BN « ££ 24 BRI ST G, /DAL . 0% 5/
N TIRTARE AN Ko LR H I TR ) AR R TR R E N B A Jsa-
FUBHFE BRI AT R A=) RS (2R R 1HIAR) 25100, 00044 i/ INEF /2 T

[0145] - FHA TG , A B AR FRE AN B o AU AR 7] — X R
FEIK N PA2 . 02 5/ 28 T I T il s e AN B2 2o FURH I 2E A T 45 24 Ja TR Bk AR
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YR TR (28 R IR 7EPL RIS : 50,0002 800, 00044 H+/ NI /2 F . 100,000 %600,
00044 53 %/ N /22 T 150,000 2500, 00044 55 % /N /2 T Z /D50, 00048 5ok / N/ Z T &
/D15, 00040 yo/ NI /2 T 220100, 00044 7+ /N /22 T 2270200, 00024 ik /NI /22 T &
/1300, 00041 5+ /NI /£ T 2571400, 00044 e+ /N /22 Tk 52 /D600, 00044 5k /N /22 T
TEZA BRI SSREBIH, 7EPA2 . 02 58 /A T IORT IR SR Ssa- V- FURHH B T45 2005, A
RO RT AR E AN B A oo 1 FUREF BRI Bk A= PR T (2% T AR 2400,
0002/ e/ NI /22 T

[0146]  — 3 HNAAB PR3 I AT DL AT e M 5 — A s O AR PR AR e 1 (B2 - P AR BT
BB/ B A 2 i B AL TS PEAR DS o

[0147]  ZAMEPRY- AT DA A2 A FEIG RN 2 M B R e (Bl : 24 N6 2
ASEEG 2 5h) FREEZ MRS (140« 22/ LRURESY) |, R FASTE 2 A 24N BRI E
FIT A fit o 2 FUB R — 7K P R E

[0148] AL AT Al A2 A FID RN Z M B R e (lan: 24 N2
ARG =) REELAFER (B0 : AN GRS |, 6 ARSI 2 R0 2 AR e B
A o 2P FUB R — 7K PR E

(01491 FI e, Firk 2 Wl v — 2R B (BN : an P Rrik 2w il ), Hork
VR R IR BBl 0 A 2 R B (40« — IR0k ) AR50 % BT AR RS TR o 18 B 1]
XTI (Tog) We FEFIZRIE RN, AT DA s TR 8086 B 1 — A £ PR 0 1T S ik ¢
KAETH G0N Toutain & Bousquet -Melou [E = 253~ 58 7 744 ks, 20044F, 27 -
427%39]) A, IR ORI Fi 2500 TP R 3 AT S 250 25 I Rk B i R B R AL )
— W, A T AL 2 AN T S U0, BA—E 2 PR 45 251 25 B0 T
B I T (I TR o

[0150]  Ffy i o - FURHEFRE (5140 : Ak B TR e (S E 8210 A o - FUR ik
FIT i AEAZ B o 21 FUBHFR) 19— 7K1 AT LA FEAS IO o - = FUMHH BRI BTk Py PR A7 A
(B2 - 3 1 e o - U BRI — DU K/ sk Mo - - UM BRI M (G140 - i A5 B
T [ —7K~F-

[0151] AU, “ A\ 2o LIRS 2 15— o - P30, Frd i e
oY FUHHB I — AR T, FriR LR 78 5 RIRFAAE T 2 A —a- 13
W 1 10— 28 55 e A1 FEEAARIR 1 (i an s an L Fradd) .

[0152] & AR B a-GALI Z A Bl B S AR T A A3 26 H T-SEQ 1D NO:1.SEQ
ID NO:2%SEQ ID NO:3[—5 3Ll 5 4 o - GAL . i] Wb , 75 2/ BRI Szt frika-
GALFLA £ ASEQ ID NO:2%SEQ ID NO:3[F—% R 741 o /E— 2L S, FriRa-GAL W]
PA/ESEQ ID NO:28kSEQ ID NO: 3HH[RAE—A o fE ML Z A S hit i, AL BRI AT FR e
FEN BRI 20 R FURHT S ARG B o - 2 FUMH TR I — T, AR A B0 22
YrdE oIS A — 45, InA 2 MY S 2o ORI S 1 B45SEQ 1D NO:
2fJo-GAL K SEQ TD NO: 3[fJo-GAL .

[0153] QAT AT T, “a- V- FLHH 2 5500 Gb, (140 : o - FURHHEA) HH) 2>
FUBE S 3 SR D0 H — 0 P (8040 < 7K ) PR 85 1 0T o PT e b, “a- - FLBHERE 245
E.C.3.2.1. 22, WIAULIABAT I, “Belba- Y- FUREHRE 2480 R, JRHEAE T2
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AMNERYEPHEAE (BN : Z9pHa . 2% 5) T N 24 AV FUR I SR K 2 A B e
VU 1 —BE 1, AN & AR — IR THA T o

[0154] Wkt , Firida- = UG 2 (1 BUIA U 4E 22 0 — A H B b - 6 - R (M6P) 54>
(M6P) {353, FITkMEP 7y (5k 2 4-i543) FIRR S AR 2o U H & PR 21 a2
FUBF B AR TR — ek 2 A 8 (BN i —E 84

[0155] -2/ EBMEPIER Y SINEI— LW (Bl : — 2110 2N ER R ZA
AR TW02009/024977 1.

[0156]  AuACULIH A5 1EIR R, PAA L BT IR R E (IR i N\ 2o - FURE R TS
Wk 25 25 5 B0 /FE 2 AR BRI MRS, B4E B O A R (.
PR 55 o

[0157]  Gb3WH S BBV A AR IO AT 3 2K S O RHE , 7 L 2R D & 2 A
P AEEAEERTI — IR RS 8 A — S, AR B FTR 77 35 T T DR IR AR 2 L AL
1E 25, DLATAR 16 7 A S0R A A IR E (S B Do - R U A T
Bk PR 25 21 AP T I Gh 3k i K / el YA - Gh 3UK B o AE — B Sl BIlrh , DARIR IR T A 3%
EIAK IR E I R B s PR BRI Rk N 45 2500 T 2RI 24
B BN A P IGh3 OER) o 7E 2 AR STREBI  ARBEBLISS & S 143, Ik Bl
/020, /030% 2/ D40% 5 /D50% D60 % B DT0% 5 /D80%  E /D90 % sk % .
TE—S SR, £ FriRBLISS PR il B D  AEVRTT 1A H 2 H 34 H 54 H .64
J3 VAR Bl BE AR ] fe 00 e A B PR e AN B I - - FURE TG 3 S / Bk
B MG/ o 5 —28 S5l rh , 59697 HIGh3AHEL , XA a7 T da a6 HiE Tl I,
Gb3[IFFA N E /D50 % o

[0158] A4 phA BB AR A B, Rl e th M5 , H AR IR 5 MG e e
PN R Ssa- - FURHEE AT TR BB T I S5 ARSI B - AR — 1t
STRER, AT IR I TT A 80 A & BHIRRE (I B A o SR BRRIE T46 25 R
T TR AW RIS , U 28 A1 AT b B, —JEBR B4 2 (046 :McGill
PIIA1G  1EA FEO [R36: I T81 2 BmA % o E — S S A b, AR ik 37 22 B B e
FIT i P ) o A — 28 STRE I AR AT ik [ & (R PR B D N 22030 % /D40 % V&
/D50 % B % o £ 2 BRI SSEGIFR , 228 _E ATk g b & D kb 50 % o fE7RT7 14>
H2A H 34 H 54 H 64 H LA sk B K [ (7] J 000 e e 3= DARR A & A A& B
Fa@ M E R A N - - FURE R T45 25108l D - A HAL S ia b, 7E iR T 4R
JE 6> HE M /555 2877 TS LU A 2 N S 50 T kb

[0159]  fE—eshE i b, W AR A — VR T SR P LR S 2 K3 J v B i i i o £
—LES B, R4S 25 fE ORI 55— P BT IR BRI D o A — SR S, AR 25 2SS RO RT
by S bl e S T el R TR R

[0160] AR HA I B], LAFTRIGTT B R0 FIAE IR E (S R 1IN 20 -2 UK
TR T25 208 7R FTIR 2 G2 — IR A T R R ARG o V1 2 “ A0 B (1]
LA TR T 45 R, —JEBR M A R4S M Gi 1 LA TE R R & AE TG T e &
(QOLS) ~WHOAE 7% Ji 2 (WHOQOL) A EQ-5D-5L[1|45 o £ —LE s hE 5l , AR HEFTREQ- 5D - 5LIA] 45
D ARTE R, BTk [R5t RS A FRAE T - T 201 - B3 EE AR T 2T 24 i IS Sh i g
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JI P KA DA SR Re MATR o BNl D A B B o A — L S 5 rh , AR s i
AR PR MGE N E D 30% /0 40% 5 /050 % 5k 25 AF AN BRI SE it , 4=
TG TR PR TR 2 D EE 50 % o AETATT 1A H 2 H 3 HO5 Ho64 HL UEk K
N fe 00 P T PAAS R B R e AN S B o - FUBH BRI T4 2510 A0 o
IBGE AR A ST BI , fEia 7 T a5 64 HE S/ 5k 5 2410 7 1T vF oy bh AR T o i
HIRT R SGE .

[0161] B 2 kA R I D — M DL R AHE , =2 24 B INE IR R SR 5
&, I AR TAE P B (1 R Fh & AR A T A S BRI B - Ak BH I ATk 75
T M RQE I R Do 2= FURHERE AT T2z Fmak B s e Pk 1 Je M B ThiRB
VLRGE A  BlAE — SRS 4R — R (10 B D AR K o PRI, AR — e St 1, il A R BH T
ATk 2475 AT v 7 A 80 1A Z IO RRUE N B A o - FUBH BRI 145
25,8059 TAERTR 2 A G A BB o

[0162] PRt , AR Hs Fo b SR 51, i FHAC A B ATk 22475 7 AR 7 A S0 i A & B F
TEIMN BTN - IR T4 25, AT 24 G iR —Raue 711 B
DA .

[0163] PPk ZANEAT LR E B DRI 2 D A B EAR T2 e Ehnd (EH
PR R AR VI8 B9 (CKD) PR EE)  IRR AT WAIILIR TE LA G 1
BEIEAS B DB M B PR T M 2 MR o A2 — S S (I rp , AR B /N BRI %2
/B RV I B DRE (RS2 360 Dhak ek B o B /NERIE I 28 (GFR) Dy Bz (1]
MFTIRE CB ) B /NER AN 1 8 2 ik B /NS b A B AR AR R T LR R R
T e A5 TR 1 /NER e 2% (GFRER eGFR) - ZEIG PRIz, R ETIS I R ek S Tk
11775 LB BT/ K- 1 LR 37 o 22 A U HE A T A o B /BRI 22 o il 1T GFR (eGFR) 1925
AN FEIG 1 g et B X odt (MDRD) 232X (s F POANAZH « 108 JULET AR08 Rl &
PER) M CKD-EPTA R (MR A TR ) | B 75 G — AL FriRMDRD 23 X HE HERAT 2
e

[0164]  fE—LesjE i, B B DDA —IS 7R T7 3 H 64~ H 12> .24 A
s BERIN TR, 3000 P 7 bk PR 26 25 AR Bl A & W R — 287 T AR A R\ -
- FUBH R B DR A 08 AL A STRE I, AEiR Y T R 64 H il /5 5 24
HETT TR EE I 5 A AR S R B R A R iR 88 « 78 AN RO St alrh , Frak B ThRE
YEFFE—FUE K, 5 24967 T AAARR AR, anfl A IR 764~ 124 H 244 Ak
SR AL Al P B/ INBR IR 26 K/ B 1 R PE4 Fir s 1

[0165]  fE—Lesij it , DARTRIGTY A R0 FIAE IR E (S R 1O N\ 20 - FURE
TR TR 2, 0865 T Irh 2 N Z i 2D — B a2 50 A — S50l , Brk B 1718
SEUFEERBR T IR0 M/ sl IR ISR A — e St il rh , B S5 GTAHSC I 2 MATE M
ZAER TR IR I — 859 o« £ H A S HERI T, 27677 TR IR 64 H il K/ sk 596771
RSB 2B I 2 EohimeD .

[0166]  fEZANEARINSEFIH, ird 55 ARSI 24 B IhiE SR FHE — IR
TENE AEIRTT TR 2 H A H 64 H 124> Hal BRI TR] il s 1) o

[0167]  fE—Lesj ik, DLFTRIGTT A R0 FIAZ IR E (S R 1 N 20 - FURE
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HRGE T2 25, BGE /TR E TR 2 DN RPN 2D — DIES L 2D OES B O EAIR
T ZAECCH 7 UIEEhRE (A : 51130 ORI H IR DI REA 4 M DN o A1 oAt
S BIrh, 2 OIESEoe 0 MR R AU B (LVM) R A0 %8 F PR A (LVMTD) o £
TR7 6 H 12 H 24 F s BE RN RT3 M - ok PN 26 20 R AR BT — 28 5 T
HORSRE I IR N o PR 21 DS B O BGE /AU 1 o £E HLAh S 1
M, MR AR T A 6 I K/ B SR 77 IR E B VMERLYMT R R Tk i«

[o168]  fEZ/NBARMSREGIT , AT IH e, T8 764 1, 12 1, 244 HEl I [R]
Ji, AT 2 DS R R E— e KK

(01691 At St , HT A it iradk S K™ B P03 FiR A (MSST) oA — R 101k
BRI FTRIRZS , Frk 454802 —RhH] T S T kA PO 5048 T o 11 224 5 11
PRIE MR T o PRI, Pt 5 PR ™ B VR PP 43 FE 2800 PG LA ik e FURR H 2R
AR 2 FOT kIR 7 2 B TR RO PR IRES « IR R — 285 e ti], LA iA
7 A BUE AL W IR E I e 32 1 A o AU B 145 25, A2 2 DA G ey —
FERE B R SR N ™ PR PP O3 PR AS0PP 00 AR A A B ) — 2875 1, Wi i+ DA AR B A
TEHITZERZ I A S0 FUREF RS 145 25110 2 PR ™ B PO R B0 T AAE TR T 64
Ha12As H 24 HECERIN TRl A i A F A S e, AR 7 T da e 6 H il M/ B
2RI T T3 U SRR B R 0P R D

(01701 fELM L ARSI, LASSIR K™ B o3 Fi 50 et ) — SR PO TE AT FR O Pk
IRASPREFHAE—RE /K, QiR T AN TRTT IE 6/ H 12 1 244 Bl BRI TRTI R A
01711 ARIEAL I 2 A Bl 5 — 0T, 52t ¥ — M2 &Y, indk 20 A &)
I A T TR A B R — RS E AT B A Do SR U i b — 25 b n] 4%
SRR AE— ST, AR B A FITIAASE T BRI A 2o AU R B4 - — 7
SE R E N oA iR

[0172] A5 R F, — “ZaM A ™ S Fa AU A3 Ak A A B — Tl 22 b ikt
RO I R A 2o - FU T R A B S H L2 400, AR - 24 207 b T2
N i B AR SR 5 — 29 AL SR P ik B D ek 17— e R DL — (e B dE A T4
2.

[0173] £ I3, R “ AT s B R 2on — AW R i B RO ELAS
SIHBRRITIR S 25 P S ORI LE DI R b 2 VR ) — R — R 7 2 3R %
ATRBIESFEEAPR T A EKFLIBO A LA 57K 2 MR A LU R (140
B e Sk

(01741 AEARBIHIA R, AT WA 2 55— RNz — 2 S rh LAt — D ikdt—7%
PER T g 2 s E B, 2 MBUEAI 2 A s B LS EARBR T« BRER DS R B & P
FGERY I A4 ZATE Y IR I DL SR &

(01751 Frik Z5¥ 2 5 W AT B35 - — AN By, TR M) e it — PR E (A&
WA E PN R IO S 21 FUR T P o 2 FURE I o T o0e b, TR BN ey
[o176] X, —F-FUREAT A4 (9 n - 25 - FUREROBE ) PR R AR 2R . ] ety
AR SRR AR o
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(01771 JHIJ- I il it 1 25 0 R BOR AT DAAE S 8 i 1) 25 W) 2587 (Remington’s
Pharmaceutical Sciences)”,Z vy =] Mack Publishing Co.) , A, =4 L
PNF R, Ham e 5] 5e I AR .

[0178] AL HHIN ZA WA & il LBk A0 1 22 S SRR 5 ik il 28, 9040« 1k
MR G AR TR FDREA AR VPG B B s T 7k

[0179]  [AIE , ARSEAC L I I 24 25 e S ] LA — ek 2 A A3 b TRz (1
ARV T R, Bk 24 Bk s 2B & 24N B, Birik 2N RJE 5 e 24>
B B TR AL B RSE A AN B2 N 2o 1 FURHF T DN T nT LAAE 252 A T
2N Y BT BT e B 125 21872

[01801 Sy Gt slfinit , A% BRI AT ASE (LR F ) A 2o - FURH T P ARG i)
IKESIRH, e E 2 A A AR ISR rpairh, A0 I BRI R (Hanks™ s solution) (AR
IR (Ringer” s solution) sRAEFREE ER/K, S A S A AR, Flan: A —RE R
fi5

[0181] AL HHM AT AR L BB Do - FURHF I AT AR s Tk Y (TV)
25 2 — B KR B TR A TR — B3 o

[0182] i HH A5 ATl (R A & BH R AT il F U A AN B 1\ - - FUNE B m T LABC A A
T W B ANE 25, B4 - 18 T B 28 o 22 A T Sl 700 ] DA DA B 7 77
WIFFEAE , P10 AF ZE R e 2 Z R A aw e, — I B 1 IR 221
Y] DL P B AR oK R AR FR I 2 BT 2 AR 2 AN F0IR, I BT LS A 24
PR, B BT FRE 791 e/ mkooy B

[0183] /NI IHHE ING 2 WA S KA A B R e e LB
Ao PR IR D58, AR I ASE (A T R o - FUH A 2T
VBT DA 65 S 214 P TR P S A v R A LR (8« T B 7K KB e L /K B LR -
ZA GG IR MR TR sl A A L i« IR I, 040 : Z R 2k 25 IR ER , 140 - ik
FR TR~ HIM =B s IR PR « 2N /K PR S B0 T 5 A B IR B P i P R T %
ANV, BN 72 FHER AT A 280 L AR sl A SN o AT, PiTR B 770 T 2 2 G
(IRSE Ak, Bk 246 1 R RRUE S sl iR G A & BH I T il R A AN R A 28
oV FURH S I PR IR T, LA SR VTl 28 220 i BE VR A VA T o

[0184] AL ATk 2 AN 155 T LA S AU B A ATl () 24 T T — e i ke S5 A T
IS A R 15— (T A A B BT AR e B 1 - FURH R 24
BRI AR — AN R TE 25 2 ATt P MR o AE — SRS, £E 1 — W R TR 2 2 T
VAZR KRR 2050, 0 LR FRE 2 A IV AN

[0185]  fF A S, AL BRI AT AR E (LR F ) A 2o P F LR I
ZAHF T ERC IR — T A T AR TRk N 25 251 29 A Sl i, 2 T
ERIKIN 25 250 L5 W00 2 A TCR S5 7K M 22 R R VAR A BRI, BTk 259034 R DL
i e — SR S — SRR RIS, B - R 22 AL, AR AR R i v B SN2 RO o 1 5 1, ik
2By FRO AL R sl DA B 5 R R TR 5 A — A, 940« DD AE Bl 2 s B 5 1R 57 0 2k
L/ NG — B A A R — TR R T ARk 46 W « 24 Bk 2591
i EA 25N, Bk 25 m] DAL AN DA 25 T 25 oK e Sk I — Rk o id o 2 pirak
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2ol T A 45 2o, T DABI AR B2 o B i B K ek bk, DA AT DAAE 45 25T TR,
G Z A

[0186] R Hb, A K BHIIFE (L IR A o - FURE B P DUE R R E A, T
FERE T — S S m R (an : JCR eI K) KAt

(01871 Ry HHAS Tk (W 25 40 S Wik vl B35« 2515 1 1) e JEO AR A8 Akl T 1 T e, Py
WA RS 2R IERANR T BRERES B FRE5 « 25 Fiofie ek £ 4 274
SUNENSE SEx v/ V5 (IS -y

[0188] & T ALK B N X2l Sl b & — A R80a ik 25 1%
WA 2 5, DLk BIRT R T H 1« 58 2R, — 87 A Some fe A R IR e e I
MEEIIN S V- FURHRR I — 80, A 20 IR sk SR B AE IR SO A0 DT e
KT BETT HI Z I o

(01891 T ACE ARk 22475 1 Fh il AT RS E (L IR R i A\ 2o - LR T,
B AT AMAEZ A S0 1 AT 22 /TG R e H A T IIr 16 97 A 380 sl o B2 AT DA
TEZ A PR A e ) — 90, DAIA B — TR PRI VS, BT B PRk Y el tu Ffam o 24
T P G R 1 TC, (AN : PITaR MaRR E AEE 2 Sea- P FURHH R T BTk ok
J&E, BTk B A IR S E A E R I 2o - FUB RS 1 — A PG P S0 — A2
BRI IN) Firih 225 BT TS et e 78 2/ AR i 24 5

[0190]  GnFE LA FIORTIR 2 A 7w B3 Fh AT e A ) AR A 2 Sl Firdk Asue (e 4k
MR - FUHEF R — 69T B 2R T AR . 125/ T ou ik E £ 295, 02 5/ T3¢
PR FIYE RN o AE— 28 S B, AL I AT RaE AL J SR A S o - FURHE R —
T A RO LE0.1.0.2.0.5.0.75.1.0.1.25.1.50.1.75.2.0.2.25.2.5.2.75.3.0-
3.25.3.50.3.75.4.0.4.25.4.50.4.755%5. 005 v /T vo ik 5 vp R —Fh o 6 24 BAKTY
SEREGIH , AR BT AR (I B A 2o 2 FURH ) — A T A R0 L. 0= e/
T re R A H A HARI S E B, AR BRI RT iR Ra e A AN F 1 250 21 FURH I
— IR AR 2. 02 v/ TR A A B RSB , Ak BRI P F s (e 2
N Fsa- - FURH BRI —IR T 43 808 5. 0258/ T oK o 3l , A B -B A i iR i ik
FaE (AR I 20 U RS IO 3514 MG TT ThR] DLl 7 24 5256 2h W rh gk 4T
[ Z AP 255777 R IE , A0 : il PUE — F AR EE 1 BUES M IIEC, )« 1C, LD, ) (3K
50 % ORI 22 M IRR S ST I BBE D « MR ZANE I E A AN st 5T Hhak
PRI AT AR B T TR e ARl PO A R — Yl

(01911 Frad 5 AT AR PR R R BTk 528 e B R ik 45 23 A2 1 A2 18 « Ik i DT
BC 5 ~ 25 it M s T AR T R R A AR P ik SE 5 s 1 R e B . (S 09140 : Fingl
SENL1975, YRIT A 2o B SR 1R SR 1 TD) .

(01921 RTLL Sy 2 70 v K RIBE , AR RS2 DALERE 2 AT A SR T Bk T 1235540 1
ZA MK A — LS B, AL IR AT Fa e e 82 10 A 2o - FUR T R o
BRIk I LA 20 5 20022 T/ /N (m/hr) 19— 3825 24 o 7 25/ AR S e b, 49 an < A
KRR E AT BT e FURH R AL S0 THI S AR DL M/ N T2 . 052 7/ 2
Tt (mg/ml) IR RIBE O TR T I5A T ZA B, 2/ MR PUE37. 58175
STF//N N T ER I T5 A T B R25 . 22T/ /NN o AF B S, A% BT
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TR R e AN R 250 - R RE A 35022 T HIO SR FRDL M2 . 0% 50/ T 3 ik 1 %
AT SR N TRE N T 902N B, 2R ] LUE68 . 252 T/ /NI o T4k
FUEA 902N TR, PRI AE 25/ MR A A ST D AL B AR S E e AN
PRI N o P FUBH RS LA 1502 THI AR R B 5% , 40« AR R =k 70T e i 24 i
W, — EAFR R 250 2T, a0 W TR EAE 705 100 5a > A 2/ 13 R — sk
FUMB00 Tt , 5140 : X TR EE R 100 T I 24N 8, PLO . 832 T/ 43 8 (BO-Z T/ /) 11
DA BRI TS0 T N T-250 = FHE T 1 . 38 =T/ 438l (82. 22T/ /INK]) W M
X T500 N2 . T8/ 73 (16TZFH/ /NI .

[0193]  YEWELFrR AN BE X ATk 2RI 7 1T S22 5, 7T AR 2 A Hn i 1] o 7
— BB ST, T4 2RI Al B R ] A D 21 5/ N

[0194] L5 rh , MITA6 B2 Se AL BHIORRE (AN B B2 S a- - RN T
(R TR T B A (P N TR P RR 8/ N o A — 8 SRS, iy T2 142314556,
Tk 8/ o AE—2E 5 HL N A Z S R 2 NS LM AT, Sy TR] AT
87N o

[0195]  FE—esijfilrh, (14N : Y AL IO RT i RR e (R B A o - FUR BT
BTl 2. 0= v/ T3l el A Aa T 12/ N0 M /s 2/ N, 22k PR A 7T DA
5 WU 2507 A2, AR AR T —HIBH 7] CRiEHI 8 M Y - RE  (
fth e A M AFRIEFI R —H2BH ) (R JER T A T s )

[0196] & NIgF e, M1 2N EA0 BB I T4 251, e EA FHERTFh il TR 2 /M%
e AT o 21 FURFE B FIAE L , AL BT AR E (S B B N\ Do AU
WA ER AR RS (B0 T S FITIL-V) o Rk, AL B BT AeE te b
PRI Do 2P FURE AN AR 45 25 Jo O P B 7 g 2 J) SR TR) R A e K g A ) B 1 L
B FR KN 2511 28 3 M R A

[01971 Kl 7 2 A BRI S tsl b, AL BRI FT k& B il RE e o ae e A
Foo- PFUBEBRELAR TP (14K £3K) 2 AR Tk N 45 25, 7E —fanE o 7
— LSRG, AR B RT R RS E A BB A S PR B DA T A (14K £33
R BATEPY ] (287K = 3K) FIZA e IR TR KN 45 24, 7F R — S o F— 2L 5 B 15
AR RIBE P DL 15 R V16 R 1 TRV I8 RV 19K 200K 021K (B)F]) <22 K. 23K . 24K . 25K
26 K27 REk28K (4JH) 29K 30K 31K (A4~ H) +32K.33 K34k 35K (B ) 36 K37
R38R A3IR ALK 42K (6]) v43 44K\ 45 K46 K 4T K48 K 49K (TH]) 50K .51
R52K 53R BAKE5 K EKE6 K (8JF) FIIAEAT—A> o fE—SE S5 , Ak BH I ik &
H TR FSE M IR B S a- - FUBHE R DA R T I (147X £ 370 Mk /i (56K
+ 3R N BRI PR TR KN 45 25, TR — i o A2 — 28 S (5 rh A A BRI Fri s
I RN o ARG DL TR A8 S 1T R A6 17 R 255 .38 %6 /5.3 4 425
J 3R A A L4 5 26 sk A 25 B 2 A R A TR B Ik N 45 25, P — i E 2
HARR SZRE I, A% B AR e (B B o - FUB B ARG Ji] £ 3 —K 1Y
ZAIBEE T K N 45 25 o AEH ARSI, Fradk [R]B JB6 i — IR o 75 2~ BRI S a4
W AR AT RS E AN B A Do - FURH R LASE5 5 &= 3k — IR I 2 ARl T
BTk N 25 2 o AE LA SHEBI , BT [A] B A 655 i — K AE 2 A BRI S b AL BHR Al
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BRFSE I RN Ko P U E B LAREA TS == 35K (BT - 43 H) — IR A TRIBEEA T
kN ES 25 o AE LSS, TR IRTRR g 4 i — IR o AE— D SXBErh , AC R B i i A E 12
SRR Ko 2E U E A 2R 2 2 TRV = ] £ 3R Z AN R T4 25
[o198] £ — St Bt , AR IR R E (A BRI A o S F IR RS A 2 IR 45
W2 M =22 RIBR I 745 25 o £ L S b, A F R RRUE (A R A
Ko FABEH BN AZ APAL. 02 50/ T re kB —5 5 A= 2N RIFR A 745
2o AEH MBI, A AT RSE (AR AN Ra - PR RS 2N 40 22 A
LA2. 025/ T o i) — i LA = 2 A TRIBRE T4 20 A H A S v AR IR e
RS I IR Ko P U E A 24 20 2 TRIDAL . 0% 58/ T he fRk d i — 5l DL 4
IR 2RI A 745 25 o A LA SR TR, A B AR RGUE (AT e 2 N e - 2R
HEEEZ N2 VA2 . 0= 5/ T o el i) —5i B LL4 O 2 M RIBEE 145 25

(01991 Dy FEF ARG A IR T3 (B 5 50) 25 T AR Ik A E (AL 4%
I 2o AU E A , AR I A A e (A 1B A o - FUNE i 1] LARC AR R HI T
DK PN 5 250 — B SR B E DR e TRk N 45 25 (i) 10— 20 A 1k
k.

[0200] Pt , AR AR B — 5 1D, S B4 17— A S 5, ok B 510 e 77 €09
2. 035002 ST YA K I ARG E LT e R R A0 2o AU B, ok B 7 e 1 s P ol
DT — NS R EG2 RS R, BTk Ve Bl 5 A A— e/ N AR T2 ) Mt 2 4 1 1
SRR T4 25 A — R SRR VAT 2 O 2 AN TR 145 25 A SAE 10 250 T-5e iy
PRI LR 243 T4 25

[0201] AR — SO, Frak S R 1) 22 . 02 5002 s YA B FRSE LIt i
Pl N\ o E VR EN , Pl B B IR e D 10— AN R 4a 2

[0202] ARy — SO, Frak B AR 1) 25 . 0 4T0RE ST AC R B O RGE LI LA i
PN o EFUR Ei , Pl B B IR e D T 10— AN R 4q 2

[0203] AR AE— A, Frak B ) B 6210 . 0= 45022 ro AR I FORGE (LA
BRI a2 FURH TG , Wk SR A7) st R SRR D T 1A — AN R 45 24

[0204] AR — A5, Frak B ) B2 17 . 0 R 425 ro AR I FORGUE LA
BRI a2 FURH TG , B A9 s R SRR D T 1) — AN R 45 24

[0205] ARG — A5, Frak B B 21 . 0= 40022 ro A A I FORGE (LA
BRI 2o FFURH TG, ik SR A2 s R SRR D T e — AN R 45 24

[0206] AR As— A5, Frak B ) B 6 £ 35 . 0 = 3T0R o A A I FORGE LA
BRI 2o FFURH TG , BS9SRI D T e — AN R 45 24

[0207]  ARAE— A, Frak B0 B 6 2 55 . 0 2 34022 ro AR I FORGUE LA
BRI 2o FFURH TG, o B A9 s R SRR D T e — AN R 45 24

[0208] AR — A5, Frak B B2 75 . 0= 30022 re A A I FORGE (LA
BRI 2o FFURH TG , Wk B A9 s R SR RO D T 1) — AN R 45 24

[0209] AR — A, Frak B ) R 67590 . 0 = 27022 ro A A I FORGE LA
BRI Zea-FFURH T, i B A7) s R SR RO D T 1) — AN R 45 24

[0210] ARy —Sha i, Ffrak B R 1) £ £ 100 . 022 2252 e A IR E AL AT
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BRI 2o FFURH TG , B A2 79 s R SR RO D T e — AN R 45 24

(02111 ARy — S, Frak B R 1) £ £ 100 . 022 20022 T A R AR E AL AT
BRI Zea-FFURH TG, o B A7) s R SRR D T e — AN 3R 45 24

[0212] AR — S, Frak S AR ) A 2 110 . 022 19022 T A R IR E AL AT
BRI 2o 2FFURH TG , BRSSO D T e — AN 3R 45 24

[0213] ARy — S, Frak S A ) £ 120 . 02 17522 e A R IR E AL AT
BRI 2o FFURH TG , BS9SRI D T 1A — AN R 45 24

[0214] AR — S, Frak B A 1) 2 130 . 022 15022 T A R IR E (L AT
BRI 2o FFURH TG , BRSSO D T e — AN R 45 24

[0215]  ARAm—ANSfita b, ik Bz A (0510 . 02 se A R B AGE LA Ry
N o~ UM , Pk 507 IR D I 18— A2 e 24

[0216]  ARYs—NSha i, Ffrak S 57 29 30 . 0 FE AR W RORSE PRI 18
N oM , Pk 57 TR AR D I 18— A2 e 24

[0217] ARy — S0, Ffrak B 57 29 50 . 02 Fe AR W RORSE PRI 18
N oM , Pk 57 TR AR O I 18— A2 e 24

[0218]  ARYs—NShta i, Ffrak B AR 1) B 2 75 0= SO AR W RIRSE (A 1
N oM , Pk 507 IR AR D I 18— A2 e 24

(02191 ARIE— A5, Frak B 6 £ 100 . 022 FO AR B RS RE A 12
N 2o FURE RN , iR B AR IR RO o 10— AR R4 2

[0220] AR — A5, Frak B B 6 £ 125 . 022 FO AR B RS E PR 12
N 2o FURE RN , iR B A B IR RO o 10— AR 54 2

[0221] ARy — S O, Ffrak S R 1) 2 150 . 0= oA E U AZ A LA 2Raf
FUB R 1, i B AR R AL D A — AR R4 24

[0222] AR — A, Frak B 2 175 . 022 FO A R B RS E A e 12
N 2o LR RN , iR B A BRI R o 10— AR R4 2

[0223] AR — A, Frak B B 6 1200 . 022 FO AR B RS RE A e 12
N 2o LR RN , iR B AR B IR A o 10— AR R4 2

[0224] AR — AT, Frak B B 6 £ 250 . 022 FO AR B RS RE PR e 12
N 2o FURE RN , iR B AR B IR RO o 10— AN R4 2

[0225] AR — A, Frak B ) B 6 £ 300 . 022 FO AR B OAGRE A e 12
N 2o FURE RN , iR B AR BRI A o 10— AR 54 2

[0226] AR — AT, Frak B () B 6 £ 350 . 022 FO AR B RS RE A e 12
N 2o LR RN , iR B AR B IR RO o 10— AR R4 2

[0227]  ARAE— A5, Frak B 6 £ 400 . 022 FO AR B RS RE PR 12
N 2o LR RN , iR B A IR LA o 10— AR R4 2

[0228] AR — A5, Frak B B 6 £ 430 . 022 FO AR I RS RE tE A 12
N 2o FUR AN , iR B AR B IR RO o 10— AR R4 2

[0229] AR — A5, Frak B () B 7 6 £ 480 . 022 FU AR B RS RE A 12
N 2o FUR RN , iR B AR B IR A o 10— AR R4 2
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(02301 HRFE— S, ok B A AT €0 75500 . 02 B (1A A A AUE A e
I Ko UM , i SRR e D F 1 — A 5n 2.

(02311 HRIEAEIA , fE— A Gy 72 B M Frad 5 7 PT AR At L (1 —
ST, ST DL HAbIES T BB e Guin T T kAR geit T AL i T AR ANy
il I B I S0~ FUR AR IR 7 10 2 N2 HLR A th AT AL AAC R BRIV Py
BT R AU T 2 i IRl 2 JE s sz A : A2 N RERTIGS T IES T, U HANR T
FREK NIt (Migalastat) (FEALGS 2 7] HHEASMl (Tbiglustat) (INN) (HZHH
PHEEMEIL 5 piclg (GCS) i) (HEEBE A D) PSR ES (Lucerastat) (INN) -WRIRATAEY)
(P 2R 43 1) WNP-003- (affiiak (1 -1 (MDR-1EABCB 1) 34171 (AR #2524 7))
SBLSD-4- GLIAIRTY (RNEENGatH) - IS AEMRE A 7)) (Genz- 78132 G A Z2 I
) (GCS) T (EFE2F]) RARETES (Miglustat) - (RPHFEL fh2 Wl £ (GCS)
Ul PRSNGSR /NS

[0232] i 5 A I TR 5 L R (AN 12 (A Do FUBHTT BRI T 1 21N
A LB AT AR AR 0 e h 5 2 A e A e 12 (A o - FUR TG T 2 1l
K JE VA2 AN ERTIGS T 7 M A5 S IRT T BUAMEANIR T ATk e G5 serh 174
Fiifitg (Fabrazyme®) & il o 3% (Replagal ®) sl il 4 Je - FUB o

[0233] i 5 AR AT T T ek B UG T 0 2 BB TR A RS BT A R I 1) S5 1 K
L2 ANEAT RS  BA AR A2 EIERIN 2 A S 2 R 1R
B AR IRZ W A A e 10 A BU 8 2 MR 2 e 1074 B
B

[0234]  GATUIAASRT I, 24> "R 107 A1 HUEH AR e — U I R B 4EFprid 24
ARSI P ZE D — NI TR K/ BAE iR AP AR —AHBL A 3R (4
oI B L9401 : eGFR IR ] VS 9 sl e 224 b 5 LB - 2 PR G 3 M
FgPR-Gb3]5F) (N2 Mg LB o e — 2050, 2 e i R T ok B T
WA 2N R ™ RS W0 2 kA LR 2 AR Se AT a7k
A FUR IR T I0 S M2 errisz A R ia T & 2 AR I 2 A 8 o A —
LOSCH B, Ak 2 e (M7 A LS E IR R AAC L AR 245 ik M/ 2 A
P ARIRTY L BDEAEMZ A

[0235] 4 RMh, k2 20 (1) — AWM BT ORI T i i 7 (X B Firad e RO Bk
PR FITIR AR 2575 2 B A 5 BRI ) P R T 5

[0236]  UARTEEE, AL ZAHE AT M7 A T — sk Bl B B, B4 : FDA/
EMA GRIE et FH 25 B BRI 25 B JRD) BRI 2L, i 2 ] DA G 25— bl 2 Ao
A BT Ry 1) B R R o PR A SR T LA - C 5 R e R , A HANBR
TR AR IR A o AR B B A R B T A 245 250 « i B el o id s
i T LA A S T A AR I — R 0, i i v U A R 22 A 20 R il
T EE & 1 —BURFH U T AUE I —TE 3, AR i S U sk R AR 2N ST
e B R R R ATUAS P A H RO E R o (8100« o T S TR0 AT LS 481 b SR et A 25 e
Jrft il P12 AAE T 25 bR sk = b B S o A A Al 1R, 38 PTUA R e AR
KA Z AT eI — & E B2t , Firid 8 B s i S il e — A A 2o ik e
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— A AEER, I Habmd TR E e a2 WG s7 -

[0237] A, AR P AR B — St , B T A & IR Firk e B ASE (e B
oo PFURF R AU A5 iR fU Pk 25 240 S W B 56— ek O BLAE Tk
BLRATR BT R L R R A TR, a0 bR AR T iR R e A A I A
WIEPEAEIRTT — e F & .

[0238]  fr—LESTjE I, Bk B Rep Rk B ok g it as « U Gk o a ] B AE sk AT 1Al iy
WA FFEIPS RV AT E AR B o - R ok 0 S A S T80 25
1E B85, 2225 250 B R B4 [ E A Pk 2w M/ s 2 IR —BR%5 T
FIrk 22585 /8 A NI S A R I AT R e AN R I Do - IO H i k2
MUEHAEY.

[02391 i P A 26 25 i W ] G4 224 ELARTE RUE (B0« 324 BE09) T 28 ik A
ENIANERETN Lo IR s A I 45 251 2 A S eS|, DARTAREUE
A E RN S o IR A L W 2N ST 46 25 M 25 255 1 J7 R I 24
475, PAMOET DAFTIR RS E (I ME R o PR ok 5 A I 2 4 5
Wi 5 BT SN2 A0 AT 2 AR IS BIrh , Firak 20 W AT s DLAS &
HR R AT A B T iR RS E A B Do RO B AR T (14K £3°K) V=
JE 2R R4 T £ 3K — Ik (a0 B H—20) 2R R R A Tshk N 265 25 7F b — it
MRS A BTG, ATk 20 A& DARE4 ] — R W — 57 i (R Bt A 746 251 F
WENES A2 SEGI, Bk 2 U IS 7F 2 Ik 25 25 2 TRIAA R W R ik
FarE I ERZ I N Do - FURHE R DA = 8 = 3SR 2N RIFEIE 745 25Tk 20
[0240] QAU BH AT I ARLE “4)7 248 10% .

[0241] KRB “GHE (comprises)” s “fUFE (comprising)” . “fU4E (includes)” . “f475;
(including)”\ “FA (having)” MIHAE A 45 “CASHEAR T

[0242] AR KRGS “Hy--- 41K (consisting of) 7 2 HUE “GHEHIRE T .

[0243] i “FRPIE” AR AT b FH 48 “ RSB R BIE BiE” o LR BT ik 1
A S8 T AN AR O bt At e 5 st sl A ) K/ sl RIS ok F A ST 5 2Ry
TERITFN

[0244] APt BH b AT R 1L “ Pl e B (optional ly) ” FerR “AE—SE S BB b2 (it | 1
1FHE T AR AT A I BRI S5 AT LA G A5 24 “ AT e B i” AL, PRk
S RFEAR 2R o

[0245] ARG BHAS AT A AR o7 L MR D" R R EGS L BRAE F R
PABRE AW A e EW BB DAY AR S M A, B R
“¥.

[0246]  FEFEAAHRIGEH, AL B R 25 Fh I e 51 AT LA —ANE R B A7 AR S Y 2, DA
— e AR B R 8 S 777, AN B R s A A B I R B PR R il o PRI, 97
NN TR TE A O 2 BAR A TE T A R AR V8 FE LA iR Y PR 1) B — 2501 451
@1 BN T Z 61T R R L 22 BAR AT VB, B 203, A1 E]4, N1 EI5, 2]
4, N2216, M3 2655, DL I BRI I B — 207, 51 a01 .2, 345 %6, ILANET JE A iy
1 ]
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[0247] MAEA B A R BB TE |, 2 FR AT RR I N AR 5] S (0 %k
SR « AR BRI MR T AR B TSR MR R R
PR “TOYE R AE AU A Fh R B, R A R — MR R T, M 2 IR
RS

[0248] AUt HAS ATl IO ARTE “J537 248 I T 52 e — R A 551975 28 (manner) B
(means) F K (technique) MFEfF (procedures) , Tk 25 i€ FAE S5 A HANFR T E Ak
SEMNE R N TFB L BORECP IR A G M b2 2538 AR A M R 4 i oLk 25
TEERTRZ AT L F B BARASFE

[02491  QuASHA-BAT FH, ARGE Y6977 B4R 2 b B EA I S el i L e () g e , 3
A BGESRE I R 0 DR R sl A U5 e P I R sl OB AR 1 HH L

[0250]  RJDABRAA , Ak B F AR RRAE , i fEe WL, 76 53 T SERE I PN SCrh ks,
AP B — S B A1 5 R i o AR SO, AR W PR SR R DL, A B — S (51 PN S
FITRAR 28 FRESAE , th P] DAy 1 sl DA AT A3 1 - 21~ sl s F AR B RATAT
FLARE AR 0 S R A o 7 58 A S 10 PN SCH TR AR (R R 8 R E , FEAS B A J2 T
STHEBIII AL , BRI STRE G IRLE AR O T ASELE .

[0251] 41 | SCH 28 M T SORURI LR 43 BT B SR IR A A BH 1 2% A Sl it 491 M #5475 T R A
B OEZOe Y e & B e N

[0252]  Z ARl

[0253]  H/EZ UL el EF L2l i PL—AERR 5 2 B A A B
— BB HE .

[0254] IR

[0255] I pRIEE 5 5 : — L/ 2, JEOhRAS , A JE 7T , DAREA R X JE - FUR o
RN R4 N2 WSt VAW NIVA S YN E =L e S

[0256] A i 1) 224 AR A A HUE A A TR kR 4R 24 -

(02571 FFreR 5T ivAs T fERd FbRIEfA b 50 -NHS -PEG,, (prh-o-GAL-T-CL45) (fil[X]JE
VU o) IR A S o V- FURH BRI ATk 2 4 i 3212 25 ARast 3 1%
NMARZMEDB RN G E T R AR BRI 2RI a-GAL - AJE PE (551E) Bt A
DR OHENE) BiE A B — 2, I HAE 256 H N AR PAERTIA ST « e B E N 22K
TR 2 NS HOE SRR A TR 24580, I H e v 2/ L2 2 2l
TIF I A DT T— WA ARSI Pl o = AN AP AR i 82 Bt 17345
IS 2 A i SV R R 45 SR A L

[0258] {7 e FIAR IR

[0259] XA ANehrik

[0260] 1 fHEIRIURAEIEA S RS O18%, Ttk M &cth)

[0261] 2. 55¥E : 12 M/ ok Ao - FUREFBRRE 1 R s PRI ) AT IE IR (ZE1
FHILLN=3. 29N EE/RIR B/ /NI /22 T4, 78 24 L 4RO FR [ LLN = 32 BE SR IR B/ /NI /22
v/ ER A B

[0262] 3.4k : 24P S Bt EE R 5 2 A R —3K

[0263] 4 YEIRI A HIERIE =B mile (Gh3) Mk > 1EH FIRAVL. 565
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[0264] 5. %/ o MRFEZRGEART T2 (BRT) (1) B2 L5 24 1k 2564 R332 ERT H.
ORI e FUR B TS I S BATE R

[0265]  6.eGFR=60%T}/4>8h/1.73 )5k

[0266] 7.2 B AIEIRIE P

[0267] 8. &Nk K2/ BYERENZALF R, A G EFR e /7, Rl
F—Bar F TR e 1, NS 2o 4 e 2 1

[0268]  ZANHEERPRIE:

[0269]  KAFAELA MAFAT TR — NS HRES 52 0.

[0270] 1. {EWFFEIde 2 HTI30 RINS: 55— 5 25Tl iR 0

[02711 2. DAL A5l (Fabrazyme®) (5 hipifigp (agalsidase-beta)) M FI T o5 2
(Replagal®) (5 hikifigo (agalsidase-a) ) HYT—FPul AT Ab F T34 77 A0 B T
FEIATIBTT

[0272] 3 48V EE3 %510 (CKD 3%5)

[0273] 4. 354 ek B A

[0274] 5. i1 S5k ZFE0F (ACE) JP5HI 77 ki i 55K 222 AARRH 771 (ARB) J59 7 7E T e T4
SRR GBS GG

[0275] 6. FAMRIIMITS™ B CIULEF4E( O2AJER 3458 [LE] B /=0 % 1B (Weidemann®:
A, 2009)

[0276]  7.1fPRH XL

[0277] 8. P 2Pk L

[0278] 9. f#4EHIV ) /kHBsAg M /55 24N PRI 48 Jlkige

[0279]  10. T AN ERT A

[0280]  11.CLH0Af 2L A S ik

[0281] 12 f7AEATA B 2 15 26 AT Nl OB B0, AR FEFIT iR iF 57 8 M/ el s 2 AT H
W, 2T HTid BE X TR 7RI TA 2 A BRI .

[0282] 2545 25

[0283] R i AEAE BRI T, H A i e e, PIAR S 35 b 71 12 .
[0284] = ANGTT AU TR G

[0285]  JAYTALT 45250, 2250/ T30, R T AT AR2 8 1270/ T8 iRy T 1T  fp2 fi 2=
v/ T

[0286] A5 (Fpd14-844 0%) B2 (14K #5e32 FR Tk T -

[0287]  Z A5 Rt 2h /12 (PK) B84

[0288] DL N ZANPKSECK H T i i 5k xS 2/ M T 2%, DU E i bt 78 25 Fir
RS : Cpyy i 0 Ty (T ) VAUC, MAUC o FEIRTT 51K CRE—RATE) <34~ H (W) Ptk
64 H (M) i X 124 H (12M) D i BORE « 26 DA 24N ] 0 FHFPRRY
IR Fand i GEER) s FEATAR ST 4RI LN ;s FE T e 45 DRI s ZE AR S J5 9 1. 4.8
24.48+3.72+3.,96+3/NIN 2 2 ] £ 3K (FEFTIR B AT I — i 2w S B S 1 TR

|}
HHo
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[0289] AN) TR B

[0290] ﬁ{ﬁﬂﬂ?%ﬁ\%@;/ PHTINZ A DS E b

[02911 o LR Piral it 5 HITR] -2 28 M AR A I TR IR S PR ITE FR I 21 Gh 3 FiE

[0292] o FERTIR I 5T IR 2R 28 M B A I 1 T AR R BROE — I (8% (Lyso-Gb3)
i

[0293]  « PPAlfE RS Ko m d N 2 B BB fE R

[0294] o FERLER Mo e 192 DR (eGFR A 25 11 5K)

[0295] o fpEER Ko S I 1A Uk B A 55 (BPT) o

[0296] At LR T N2 N ENIIRET -

[0297] I T-Gb3IR L B IE

[0298] o ]G3y 11 S k2 )T

[0299]  « i ol A R IIFIMRT

[0300]  « SERRI ™ HERE PR R £ (MSST)

[0301] »L‘)Hﬁ DBl GO R B S s 770

[0302] NG

[0303] U_EEM:F SR Z AR 4 (AEs) FIRT RIS | B SRS R R oAk
e A PR B A T 3006 5 i LR IECCAR b 2 T A 73 45 SR L T S AR AT
AMIFIT WA T45 25 ORI I BB N A

[0304] 3Lk A H . iclm— i DA Mo a — i e 13 it T4 Z9mi v 24
Pt WK e FURERiga) Tk

[0305] G IR SZES 2= 1A »

[0306]  {ELIB-NHS-PEG,, (prh-a-GAL-I-CL45, i<l JE~-FUR T ia) S BRI HE L A S
o PRUBHBEIE TS 25 R IE VY T DA R 2RSS 2L

[0307] o My I AN THEG B il v B 2= 5 (e dkn 4 i oS 4 B Az 4m
J SRE Rk 4n e M RE BRIk 4ni) 20 (208 1 S I 4R bb s VIS 2E g fARR -
S pAR ] ol EARE A = PN S EA R ) Ol EARE Y =P DS AN

[0308] o JEIfAEAL ok IR ] (PT) Ao (e Bt I g it Jfﬁ@’iﬁj‘ [A] (PTT)

[0309]  « A=Wpfbs R A A W L ILPR 22 R0 ULBRT 85 BER £k CED) VJRIR B
SENSINEEA N OSNG0Sl s aoml SN WZLE&%’;? Y - R BTSN LR
b S A SR Tt s i

[0310] )T%MSz ST AR A I 7 A 200 T A o 1 B R AE

[0311] A (TIPS S RER L SIEARLN

[0312] ﬁﬁ PURMR e FURE Ba, 3G Z AT AIHUAR , Bird 2> g o e B — BRI
LgGHUARN F N Z NG

[0313] AR FE (AE) K2 EAR F4- (SAE) :

[0314] AR H: (AE) #7E XONZ 5 — IR IRIE I — X G AT A R B, B s
S0 FRP e U o BT IN AR ATAT A A S AR U EIR B , Tt e i 5
FITR i 25 « 210 R B S WIR T T IR B B i fe— IR &R 2o Jm 90 Kbl e . AR 5
PREBIEZ AN R AMAG e TR e VAN B 25 (25 M/ S5 ) IARART AR A i 2 B AL
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HN—BEBN 2R B 2 MM R 2N R (BB T — T e A R E 25 T /N
WEETAR) o

[0315]  JRAITT:

[0316]  fi\X] JE P FUBEF Ao fr I /D O AN Ay B bR T 24 HAA 3K

[0317]  ZEDLO. 2% 5e/ T-7e 1.0/ T 5 K 2. 0= ve /T e i X Je 1 FUBE i a4 Tif
Pl SHRIT Ia, WA B2 NRIRS B L (AR RN M2 EBGE 4
SRR R IR Je - LR Bt iy sz Mk R 4F, Frid 2184 A B — BRI A R
IR AR AR K] JE K- FUREE R th A R0 D IR M/ INE RSB 4N A BRI = B 2 e e
(Gb3) -

[0318]  FEDMRIXIJE A M H EFain Y 61 HIm , £ 2 B R A W 22 2 1 22 Gb3 &
1y soGb3[)— 2 5 IR - FELAR JE - FURB E oy 7 1240 AR E BE i, B IDhE (eGFR
K PRAE A/ UBRET) AR5 Ra R o R, 5 45 25— R O IX] e AU a1 2 AN
i B RS L AN

[0319]  JREITIT:

[0320] il ) Je - FUNE ol 25 A 20 ) 2R AE -

[0321] <zt 7 m =] Je 2 FUR T Aol AL b -

[0322] LTl X Je V- FURH ol 28 /K WA 2520 22 58/ T-7e 1. 0= v /T v M
2. 022 v/ Tra R e FURE By 2 S AR Y VS8 LR GE—Jdi) 31> H (W)
PIAERIR N (TV) By, 61 H (6M) V5 fEe bk A (TV) Farv K 124 H (L2M) D sgik Py (TV) e
223 B 1S 8 AL 45 20T S 2 IR TT Z TRl LA RN ar BB PRI I -
[0323]  WFFRrA I (G WETRISA SR |, DL—F BRI 28, A2 45 255 R ik
BN LAY, GH s (5 PR R 2 2 FUR ET B oo AR T G728 D00 8 T 00 ) (0 Bk g ) it 5 1f
H R P T T A S B o A FTAG 7R R R I R AR 45 20 R AR Bk B, 7 HLAERE
KA 1AR N IR — 218 A (1 NI o 12 5 HH 4 22 i Ve PR M £ B b ST e p (o -
alphahGalA, HFLZhM4ninF 4l A\ 2a-GAL A, JEATEEG (Fabrazyme™) | [N H], $IHF, T
B FE M) 1k B — 25 R 20 12 B o SRR e 2 FUB T G ol T iR 2580 2
PRI T L, AR RS , Bl BB A 45 255 10/ NI I AE 24 L TR I 5
FRLSPAR AN 2 o BRI, il K] JE 21 FUBRE oo B — KRS = AW R I, 2 fi
AP RII14R, FH BB BT Ak PRI e A A il (Fabrazyme™)

[0324] MR ZANREE N 20 A 20 1548 i IR e - FUBE R ol pr ik 24 35
AFAF S NI o 25 25 AT AR S5 I SR B (Cyp g FRI3A) BT I A FHUE (i 0T
I TR 2% NI R ETC55 K, AUC, , Fo BT (B4 : fv (ug) BRATSE (ng) ) [TMix
TR T I IR ) (B - 43k /N E130) SR , 7 BLS LR AR AR S 2
PR 2l )7 I — B0 S BT IRRAEBARLL , X e ~FF IR E AGalfCyyy o MAUC, B EAC T 7
b FTERAS PO o SR 2 R O] FE A FUR B o~ FE M (e ) ERIRRARHEHE (R L AT EY
TP IS (LA EREE (Fabrazyme™) (AN 5], SUFF, D=1 80 K Bl hikiiigo ORI A
# % (Replagal®), 5 /r A\ BELRAI T A ] (HGT) , S, =g 22, 35 (KI3B) .

[0325] DL FROZR1H TR e FUBE RS al I ik 22 250 2 1 2 80 firik %2
AR R -
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[0326] K1 e FUR Erifigal) 24> 29l sl 177 248
FEIME + brdEIR(SE)

C t

0-00 C BRE 2H 1/2
(A s/ NIFIZTE) | (A Z T | (e /ZTH) (/INEF)
70,070 + 10,632 1,858 + 217 21.0+ 10.5 60.3+8.0

7 AUC
(n)

03271 0.2 =%/ TF 70

1 2Z50/F5 | 390,896+ 55,716 ”;;gzji 130 + 28 789 +4.2
b =B/ | 619,393 + 79,281 13,(;2550:1: 193 +142 | 70.7+9.0

[0328] & p& il ] JE - FUMHHF Bt -] (B WRISB) , FEL i AR TR B 25 14K
1) Pl i I e T /N e MH B 25 21 K M 2B 28 K sk B G, Tl 22/ WA T AE IR T =1
pegunigalsidase alfafEFF(ERTIAZ N BEIIIMK A,

[0329]  RPHITV:

[0330]  AZHEfprh-a-GA L-1-CLASIGuZe i M AW TS «

[0331]  ZANMISAES S A HE—K , F5824 H L SR FE A2/ A E— R 0T 1 1448
f, FEH 123N AN 25k (ADA) SR - 2 AN SRR S gk — 2 e ORI G 1
UM M APEGH A B T AL

[0332]  ELZ84RiE T Hisciffprh-o-GAL- 1 -CLASHUMATE i — & AR . =% B (19%) 7F
F DRI 8 RS B SRS S BEE  Brid = 2 B Th g 2 B 24
HAIPLA TR L 2 AR A FE S 1, HE HAEIRI 76 £ 15/ H IR fEfrk 24 g h &
BRI 2R AB S B 285 12 HIIGTT 8522 . 052 78/ T a2 e i prh -
- GAL - I-CLAB IR I ik 22~ B YR B IE i 2 MG 7 3 S I BUAc B prh-a-
GAL-I-CL45%/k.

[0333] Ay IR T— R, IR 245 R A8 prh-o-GAL - T-CL4S [ 2N
SRR, S BCE R E R E SR 5 s, 7] S EOE S = .

[0334]  R{IAL:

[0335]  ZRIGCHAI I X JE - FLBH EF o) 224 3 1 259 PO 2 ) M — T R A 56
2 OB S T 5T

[0336]  ZA-ikA HU SR T b B R 7 IE BRI 2/ MI6TT Z WA 2N K AR e
JE (14K) 45 25k 254 , TN \B G IR D BT i6 3 7 T i I RSO T s 8 N 24 5965 7RG
AR FHRIB O T K ZANETT Z [RIR0ARE , 7T DAEE TR R R B, Ji D 24T 10
FIFTIR R E, I FLSGE R AR MME « S TAEB S 2 B S X e 1 FURE H el A
5 B T2 B (1 ik 2 A58 0 250 R B 12, AT DAAl — e R B 5 2 RO
[0337]  AIARPEANN MAEER 2 A B TR A 500 T R 0, B 22/t o A (EABR
T A TR 2 AN A BRI RN g R 1 B 2N RIS W 2
TRFFZAFE BIBIRIEIR I 2 B BT — 28 28 FI TR B N R — U R 1 24
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[0338] LA RBIVERFITENASRAE AT DU AR T B mA R e BRI 24 3,
A dno - FURHE RS MR M 2ot MR e S, AR IR B anFridk F 5 1 e CFR A eGFR
RERIE SRR R EEIR, 2 B AR 1656550 JE TERT 2 /D34,

[0339] GBI TR R A T R 5256 5 A i 2 4 1 S 2 Dhais e 2 AN R
A SAL R 2R Bl J122 2580 AR 2N IR Z A TR 4 1 1R BE ) 7 2 T
A (I« 7 58— R Mpe i — SR I AN 240 1) S F R EE AN E < Fr i (RR2R) 5 P
E T UA S L/ INGE 5 BT 45 5RO s B9 5 1 <4824, 48+3 . 72+3,96+3/ NI 2 JH £ 3K I
3JE+3 K e IR AR AL B FR 5 B AT 28— 2R b 2 mr 0 « Al et , ib Ak Jm
G2 S 3N 2 A TR TRl R Fh R 2 A, O HLadb—20 nl kb, AT e K T3 £
AN TR) A, VAN AR+ 3 A 194 (PU) J1 K/ mli e I 26 3 28 85 4 75 2 TRl () Bl i ] B R £
2N

[0340] 5257 Frak = J wl P8 FE1 57 1 20 BB by e R P R RO AR AT ) B ) 24 B
FR IR JE - FUREE Rl 2 A RrER T MR K3 E 2 WA RME R, T 4R 24
W AR 19 2 MIRRS L, 910 : AE ik 2 FB 3 Z BTNERTIRS T H , AE RT3
Iy R 2 RS B0 DA Rl T AR e FUBE B ot T B I B A T T4 1)
TERF T ZE M8 M i 77 2 B A 7 224 i 2 Rl 224t (AT BE AT DA 3 iy
WIS X 2 29 Rl sl 112 280 A ke Gl «

(03411 R_PFISS:

[0342] 2%/ Toa iR JE L IR o 5 122 5o/ T St A B (Fabrazyme ™) (14
ST

[0343] 25 THAE M 24020 2 [ FITa [R] M 2 Ji 4 2 3k JEII R BTk T B 2124
Wish 1R, O FERA R X e U ot 25 S5 A0 TR A Bl B ek b THE A,
T80T

[0344]  ZZIE[KJprh-o-GAL-1-CL45 ({ilIX] Je - FLbHia) (1) 117

[0345] RGN Tk A THEz 22 v/ T e X e AU H e (h=4) (N2 EE
AT E I , TR e FURAH ol TR 2 Mg I TR 2 5 Y « 2 PBESE 1 IR
TRV LBV A PTR 2N 05, 2 E T FTiR 34 H I - Tk 4 54
3N HHRIIFTR 24 R BN 70 125 105/ N o

[0346]  Fh T ATl i) e LR B S BT B AR 3 H 2 AR 24 Al Ik
BE A — X R AT R 2R IR 2 () (R FTIR 245 29N M 2 A —Prik 21K
FERSTR] o« TR 204NN P03 B PR R 25 FIT il 2 NN S, DAAS 2 R 234 HIN ik 25 25
FR P S B 2 AN B o (T RUEE VAR (Phoenix WinNonlin) #EEE g —A SR M irk
W3 HE IR G 2 — > =B frik 2R & (AR 24 M T HE ok
U325 50/ T SO S R, 2 A B2  3akA ] o BT AR B S 1 A6 /N o Gy
AUC_(AUC,, ) (BN AR FT kN TR R Rk T AR Ko Cy,,, (C ) (T R 2581 b 2 T FR e
WIRED) AT 2 BB R e 2.

[0347]  3R2. WU 29 2 1588
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BB Y 22w/ T
C axe AUC, C wn®* C pu**
Wk (/2T (PN /=T (/=T (@R /Z T
o348l q2 A 22,213 1,108,471 3,299 207
q3 22,213 1,123,108 2,228 25
q4 22,213 1,124,907 1,457 3

[03491 25 25[RIPE R 2 3k 4 FEIIN R~V R T

[0350] stk N IR AR 25T i — KAMAEIN RIS AE P R T 0 2 3k ]

[0351] VLAl 2o R Bl )5

[0352]  VEAHRIE 2 29 2l 280 Tk B3 ) 0 M FHEng &5 A, 2001 (52
Nt Ze i, 68: 7112 722) K21 —FI#h .

[0353] 53 AUC K Coyk (C, #)

[0354]  R3/RH THR2 I L= v/ T o BRI e UM B o Mk A BRI & A 2575 e
2B st ah 112 28—

[0355] MR IEAESEATIOSE T/ THR 7T 2R AT T X e U Bl B0 O T 7540
Yl FTIR 224N 20T 20 ) 4 AE O A7 B T i i 0 2REB6 TT M Eng %5 A, 2001 (SE[E A 28
WL, 68: T11 5 722) [ — TR o i AR A MREE (RAR6 . 3) SR SE i st
U,

[0356] a5 J 153 AUCTH 5 M Copy T SEREE XS MK T FUBH E Bl 2 1 2. 3 K4 SR P
WA N EA T PR EE B oAl /At v, 97 AR 5 A bt TER

[0357] Pk EScdmdse o5, 9 HARIT 8o « 2 M R FTiR 5149 45 2510 Pk IR (]
e, TR 2 PR TN , B39 T  SB6AT M B TATIER R E5 25, 0 T 28 3 M [l , SR 44T 587
ITREBLO TR R AR 2555) TR 2 Kt M A B 7 A 8 SR AN R R A1 o 76
168/N (1) K 336/INI (2 J5) PR Rz - 304 JT R 22 Bl B b A TN ARl O, A2 ST A
TR R AR P PR O TR e AU H R, 22 50 /T 5, BE2. 34 i, Frid 24~
FERIC JBUE O3 B T0987 K150/ 2 TH) WAt o T 7] 22 AN T PRI Bl 1) S5 2 J 7
A Co S

[0358]  E Fr iyt im 107NN (R A Bl 251 Copy /KOF R T LA 22 50/ T S (il R JEF
FUREE ol E 1 T45 20 R I SR A R 22 M T Cy IO T4 (L1EN 58/ 2 TT)

[0359]  [E4AI R T A — B 22 ve /T e IR e 1 FURHH B o 78 —4 5 i s TR] B
IR SN AT 380 (2R o M DA e FURH o 7 — 4 SR TR B e O Rk 1
SCAUC SR 1 26 20 I TEA BB b A TRU RS, A8 [l b i X e - U B a1 BT 25
VERI LRI A0 T A Bl (WE4B, R B2 FaE) o

[0360] Pk 2445 SRR kA B , 723 5 A A TR o RIBE R L2 22 v/ T v U
X e SR H ol A T48 295, TV AR BN R T TR R, 240 18 25 7KV IO B R BA AR PR
FHHRATLARIERTIAZ A Ebrae H o
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[0361]

[0362]

[0363]

[0364]

%Eg : %/l\%lgéj\lziﬁjﬁlzﬁ E"J/ﬁﬁﬁ/‘](@g

LA, 1 &5
L) E AN o FUHE I A AW -NHS-PEGys, 2 ZE5i/kg,
T,
q2 J q2 Jd q3 J q4JE
il FlCxu] #a W Cau| W7 [~ Cas| WA [JHCss
AUC
i [H) ) AUC (&) AUC (J&) AUC (J#)
(JiH
()
(i /N (BT 2 | (B i/ | (B3 /2E | (R T/ | (50 2 | (s | (/%
| T | sEF | /)| FH) m/ZH) | )
1 11,667 69 989,406 | 5,889 | 989,406 | 5,889 | 989,406 | 5,889
2 Z %z 119,065 709 119,065 | 709 119,065 709
3 11,667 69 1,004,012 5,976 14,637 87 14,637 87
4 %z %z 120,864 | 719 991,201 | 5,900 1,799 11
5 11,667 69 ]1.004.233| 5,978 | 119,286 | 710 989,627 | 5,891
6 % £ 120,892 | 720 14,664 87 119,092 709
7 11,667 69 1,004,233 5,978 | 991,205 | 5,900 14,640 87
8 % e 120,892 | 720 119,287 | 710 1,800 11
9 11,667 69 1,004,233 5,978 14,664 87 989,627 | 5.891
10 e % 120,892 | 720 991,205 | 5,900 | 119,092 709
11 11,667 69 1,004,233 5978 | 119,287 | 710 14,640 87
12 x % 120,892 720 14,664 87 1,800 11

B A SR ATk 22 45 SRR I R S o - FUR B B X Je - LA

gl FT iR 2 A 25 ARG Eh 7122 VE BT S H Tt A O AL S A R I ) 214 BEERT
(IR BIRTGR (AT BRI (Fabrazyme™) | (8820 1, SUAT , SHESIE RN K S tifio (R HT o
% (Replagal®), /R \ELRATT 20 7] (HGT) |, S, B JE M, SEE) AHLL & HAT
AR o 30 7t AR ] e~ F U B ool 58 2 AU T i B -2 (¢ ) M B s Y
FEVERH HIRE (AUC, ) SO T 2T (2445 25) Z IRIO BT 342 A N A PTG
VR - Pk ot i) 25 A B 0 A R AR R BTk A et FURE Bilroui 17540 ORI A
BB ATk, IF BT AL Z D2 i = g4 FA I 2 IR 145 24
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[0365]  SCJHEIVIL:

[0366] Il RIS JT 58 . —ZB 3F B, JTIRUEARES , At 5, ATEAS IR X JE - SR el
L DO A RO 2 0 A T TR) EL T LE PAERTIR T Y I 24 e A\ kA LB EA TVA
Bk kAR (Fabrazyme®) (7 hifip) ok o 2 (Replagal®) (ko) -

[0367]  AKHHFE VA A EL 20 o~ - FURE Tl S A -NHS - PEG,,  (prh-a-GAL-T-CL45)

(pegunigalsidase alfa) {£ HFiELARY_ I FTEAFIIERT (B DIob ok i DIoHERER) 1677 1Y
S EAT I B I e Ve A U M A AR B 1 2N R EDR B B TPk
PRI 2RI M o- GAL - ATEYE (551) s BRI Coote) i Bt T—HA B2 W
T H 2 PAERTIATY /D35 DI A Jsa- U A I -NHS - PEG,,  (prh-a-GAL-
1-CL45) (pegunigalsidase alfa) DAEEVYU (4) 22255/ T va—F e d- 74525524 »

[0368]  # U EVENZ N INFTIRZ AN S EUE SRS i AR PR 24250, 1 H.
SV AT et 25 Bl 15 M A D38 2l A T— B H ARSI

[0369] 255t S 4 24

[0370]  FfIAiE A RIS , 2 R N A4 TR e i e Dk U 222 ve /T e R e FLBE
Fidowo (R JE - FUBHEF B o1 7R I TRIAR B Pl e R TR BT R B AR A < SR E T S22 A
FEEPEAL SR BRI Y W 53/ AT A E LA S 2= s i ik D 2 FH T T 2 25 ) o

[0371] 242yl sh /15 (PK) 254

[0372] DL N 2425l ah /122 280k B Tl Rk S TR, DA E Brik it
FEAIRIPITIRPRIIZR : Cyppun ty o~ T AUC, SAUC, - FHT 20 2 705500 A i LIRS
TEEBE LR SIBTT 850K (52 J8) ATFHBUM AN H 1, /LA N2 N R] SR EE 2 A IRAEA
B AT GEER) 5 PR T 46 5 LN 5 A8 Pira v S5 SR 5 Hid J= 140, 25,240, 25, 4+
0.25.8+0.25.24+0.5.48+3 5 96+3/ N DL M i J 14+3 . 21+3 e 28+3 K (i e IR IMIRAE AR
FEFTIR AT N — 5 2 i H) (A28 KNS AL 13ANITR] D

[0373] () DIRAz &

[0374] PP 22002 IS5 1

[0375] 1 .{ipHE/NekjE L % (eGFRe,, 10

[0376] 2. P .OBEREIN A U= BT R R A G/~ J52K)

[0377] 3. if 3 UERIE =B Ml (Lyso-Gb3) ik &
[0378] 4. 13K 2/ NGhIURE

[0379] 5. JKifiLyso-Gb3

[0380] 6. 25 1 Jou/ LA LG 2 1 B RIAS:

[0381] 7. fii ] i Z51iis

[0382]  8.izAhfT i (Hs /3l

[0383] 9. 40 = 7 (BPT)

[0384]  10. PRI EREE PR F5 4 (MSST)

[0385]  11.4:7%)5iEEQ-5D-5L

[0386]  ZALAATE

[0387]  ZeVRilad DA N LRI 2 A T IEAL « 2 R 288 2= It s SRS 2 V25 24
JE B P O ELIE (BCG) B ™ EEAE MR 7 TR 2 5 2 R 55 (AEs) |
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R DR PO I L 25 6E T R L R R A 25 R s il S N e FRR Y 5
2 PR e FUR T BT -

[0388] a2/ ah S g o, AE AT — IR AR (45 20) J5 &, A5 AR (1 LX) Je 2
FLBE o) — K W (v ) B i 26 BE B S AR T (AUC, ) o 2N BT 77)
T SR8 R FF 127 FRS IROERT IR 7 5 « A A MR B 2 AN AR B IR R AT S 5 1 5
Wi o A T PP Al AP 2N 2 - 2 FURHF R A2 IO - NHS - PEG,  (prh-a-GAL-1-CL45)
(pegunigalsidase alfa) XA U A ROV BE AT L IO i i FVE , JR JE 3L
B G A BRA ] — K I 2N RIS 745 25

[0389]  {EFTIA I HUAARZSFEAGM I oAl R4 — Ik 222 ve /T 5 ORI JE - FURH il
IEBITE SN BB AL e AR M 2R B 1%, SRS i id 24 BB e i PAERT
(Bl g ok BT DR R) 1597 2 /D 34F HLLA—Fae Filie 2 /DI a6/ H (080 % bric e/
T30 , HHMMATE BOERT ok A4 i b 2 22 7 /T 5a X Je - AU o) 2 A
JkP (TV) $iE52 5 (R 143

[0390]  fE M S5 O P a4 F 10 TR B PR AR R T 8 S BB o 2 FURHEF B0 4] JE - LA
o) 25 BRI 25989 50 17 R SR B SRk A8 BT # e Tk s2 ko 2 LB
FEOL ] JE 24 FURR it o 5 o Ath 2 b HE AR L S AR B R, wll b rT I 2 AN kA
FHERTIR S DIBRGR (LA 5l (Fabrazyme™) {8452\ ], SIKF , Sh14 ZEM) K Bl hiitito. (I
752 (Replagal™) , B/R A BB A (HGT) , 81, BB gE M, 261 .

[0391]  EARALIASE S H FARIGEGI A, T2 WHE , VF 23R B et
TSR AT AR GBS 53 W o DRI, L R o o Y N T BRAUR R A5 3
PP AR B KA

[0392]  YEAHENA A3 i K Ol AT HR ) « % 1 K% R R DAL SRR o) 22 SOk AR
YOI P, HRE AR S ST 1 MR « & R Bl % ) FR S S I Ak LA Bl o DA S
5 I A o AN, A FR i AT AT 25 2 SRR 5 |l b A S A b A
FITiRk 22 SCHR ATV E A BRI BAT B o A FR A HORR 75 A AU IH 5 H F (A H
BGPTSR N A IR o
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