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Ala-Arg-Pro-Cys-lle-Pro-Lys-Ser-Phe-Gly-Tyr-Ser-Ser-Val-Val-Cys-Val-Cys-

Asn-Ala-Thr- s-Asp-Ser-Phe-Asp-Pro-Pro-Thr-Phe-Pro-Ala-Leu-Gly-Thr-

Phe-Ser-Arg-Tyr-Glu-Ser-Thr- Arg-Ser-Gly-Arg-Arg-Met-Glu-Leu-Ser-Met-Gly-
Pro-lle-GlIn-Ala-Asn-His-Thr-Gly-Thr-Gly-Leu-Leu-Leu-Thr-Leu-Gln-Pro-Glu-
Gln-Lys-Phe-Gln-Lys-Val-Lys-Gly-Phe-Gly-C

Leu-Asn-lle-Leu-Ala-Leu-Ser-Pro-Pro-Ala-Gln

Phe-Ser-Glu-Glu-Gly-lle-Gly-Tyr-Asn-Ile-Ile-Arg
Asp-Phe-Ser-lle-Arg-Thr-Tyr-Thr-Tyr-Ala-Asp-Thr-Pro-Asp-Asp-Phe-Gln-Leu-
His-Asn-Phe-Ser-Leu-Pro-Glu-Glu-Asp-Thr-Lys-Leu-Lys-lle-Pro-Leu-lle-His-
Arg-Ala-Leu-Gln-Leu-/

rg-Val-Pro-Met-Ala-Ser-Cys-

a-Gln-Arg-Pro-Val-Ser-Leu-Leu-Ala-Ser-Pro-Trp-Thr-

Ser-Pro-Thr-Trp-Leu-Lys-Thr-Asn-Gly-Ala-Val-Asn-Gly-Lys-Gly-Ser-Leu-Lys-

Gly-GlIn-Pro-Gly-Asp-lle-Tyr-His-GlIn-Thr-Trp-Ala-Arg-Tyr-Phe-Val-Lys-Phe-

Leu-Asp-Ala-Tyr-Ala-Glu-His-Lys-Leu-Gln-Phe-Trp-Ala-Val-Thr-Ala-Gli
Glu-Pro-Ser-Ala-Gly-Leu-Leu-Ser-Gly-Tyr-Pro-Phe-GIn-Cys-Leu-Gly-Phe-Thr-
Pro-Glu-H /
Ser-Thr-His-His-Asn-Val-Arg-Leu-Leu-Met-Leu-Asp-Asp-Gln-Arg-Leu-Leu-
Leu-Pro-His-Trp-Ala-Lys-Val-Val-Leu-Thr-Asp-Pro-Glu-Ala-Ala-Lys-Tyr-Val-
His-Gly-lle-Ala-Val-His-Trp-Tyr-Leu-Asp-Phe-Leu-Ala-Pro-Ala-Lys-Ala-Thr-

In-Arg-Asp-Phe-lle-Ala-Arg-Asp-Leu-Gly-Pro-Thr-Leu-/

Leu-Gly-Glu-Thr-His-Arg-Leu-Phe-Pro-Asn-Thr-Met-Leu-Phe-Ala-Ser-Glu-
Ala-Cys-Val-Gly-Ser-Lys-Phe-Trp-Glu-Gln-Ser-Val-Arg-Leu-Gly-S

Arg-Gly-Met-Gln-Tyr-Ser-His-Ser-Ile-1le-Thr-Asn-Leu-Leu-Tyr-His-
Gly-Trp-Thr-Asp-Trp-Asn-Leu-Ala-Leu-Asn-Pro-Glu-Gly-Gly-Pro-Asn-Trp-
Val-Arg-Asn-Phe-Val-Asp-Ser-Pro-lle-lle-Val-Asp-lle-Thr-Lys-Asp-Thr-Phe-
Tyr-Lys-Gln-Pro-Met-Phe-Tyr-His-Leu-Gly-His-Phe-Ser-Lys-Phe-lle-Pro-Glu-
Gly-Ser-Gln-Arg-Val-Gly-Leu-Val-Ala-Ser-Gln-Lys-Asn-Asp-Leu-Asp-Ala-Val-
Ala-Leu-Met-His-Pro-Asp-Gly-Ser-Ala-Val-Val-Val-Val-Leu-Asn-Arg-Ser-Ser-
Lys-Asp-Val-Pro-Leu-Thr-lIle-Lys-Asp-Pro-Ala-Val-Gly-Phe-Leu-Glu-Thr-1le-
Ser-Pro-Gly-Tyr-Ser-Ile-His-Thr-Tyr-Leu-Trp-His-Arg-Gin

R (AL 2T,

AITNET VX, 73 BB 49T MO RS L 7 ETHhDH D,



AT HIEE

HFRRUSFE
& 560,000 (L—H — A A4 AVE &)

L4 (ai% iR XITHFE

(AA%) b MERAHEFMIICHRT 28 N cDNA ORBUZ LD F ¥ A =— AL A X —J
Bl CHEASNIZB-IVakL T —8E VT VX —E B-HTF7 FvH—
BRONF VY I =F— B ORERAPIC L R Z ~ >/ — AT LT 497 DT
S EEFEE (Cas32Hss43N6710711816 5 79 F = : 55,509) MO ERE (KU+FE: 8
60,000)

(3% 4) glycoprotein (molecular weight : ca. 60,000) consisting of 497 amino acid residues
(C2532H3843N6710711816 ; 55,509) prepared from S —glucocerebrosidase, which was
produced in Chinese hamster ovary cells by expression of a human ¢cDNA derived
from the fetal human lung fibroblast cell line, by modification of sugar chains to
expose mannose using enzyme treatment with sialidase, J —galactosidase and

hexosaminidase
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Im. A7 I1CE9 5EE

1. YEEFHEE

(M

SV - PEIK
BB L

R
BB L

R
AR L

B (SRR . A, BER
BB L

Bt AR
BB L

SERFH
BB L

ZTDMDELRMEE
1)pH : 5.9~6.3
2) %M (pI) @ 7~8
3) R e A~ koL

WERSNIGEN 196nm f1E (Bt —2)
210nm 1T, 220~222nm (&Pt —2)
254~260nm (PGt —7)
260~270nm, 270~280nm (faf:t—7)
292nm i (F)
4) B 38 ROE BE E 4K

(ARHEE p=brT7xz=-B-D-Z V2t T /¥ NIxT 5 K0)
Kn=#71.06 (mM)
Vimax=#J 51.2 (1 mol/43/mg)

VTSRS

%



Im. A7 I1CE9 5EE

2. AMHDOERFHTICETSREN

DVEAERE (160L) TEEIN-tELYASLRRZAVN-ZESE
RO | RIS | RN AR TE B it R
A I TN T — | EHREITICE Y, RIFR%S
BIEME, MR, | ARIESHELE
pH, EHIE
RTFHE : 180mL % 250mL A7 v L ARIKRIRICER 2T TA L TR CEEERORIFIFEE)

1. 2, 3. 4

EMZ et 2~8C S

3. BN S DOHERHRE B!
1)SDS-RU T 27 ULT I RFIVERKE
2) W AN B K 4 ATk (FACE)

E ik

A4 TNt T —BiEMk
BREE p =R T x2=-B-D-ZNat T )y ROFERINCB T DA I 7t T —BiE
PEZSEEEE W CERT 5,
Afh % IEMEIZ 1000 £5, 1500 5@ L, €2 100 L & &0 | FEEERK 4000 L 2z T
37+0.1°CTIEMEIZ 15 pFIIMER ., MG EEIESE S, 25O 400nm (281 DR As %
HE L, U &0 SRR EHATE ) S OARML ImL oA 2 7t 7 —Bigtka ko, The
NOFEREZFEH LT ImLh oA 2 70t 7 —BiEM (BAD) &35, 2L A 37185 —
Y 1AL ERRBESRE T T, 37TCT1I M lumol D p-= b7z =)L-3-7LatT /
> RONIAK G it % i3~ 5 B SRIEME & KT D,

1mL @ AsxDFxVa AsxDF

£ N T— P (D) =0 = xC
ExbXxVsxT 6.1

DF : REOAREEF

Va : WOt RERFORE=4.5mL

E 2% Immol/L %Y OW RS =18.3 (mmol/L) Tem™®
b :kOFZEE=1cm

Vs iR IR O£ VA 82 =0.1mL

T : SFFE=15 %

C :FHEHoy MHOMEM



V. &AIIZEY 5I1EH
1. Hlf#
(1) FREOXH
TESTA] (FHRREME U C L 2 s sz il )
(2) HWEHIDHER KR UMK
HE~REAEBEOMRAR T, 134 TV ZEFHK 10.2mL IZENT & X EAE K,
3) #Aa—F
A% L7
4) HEDYE
pH :5.9~6.3 (1 31 TV &S K 10.2mL CHafigE L 72 FF)
(B) Znih

AN OFE 2P ORI KR O K O ERIC K DEBRPMTOIL TN D,

2. HEDOHERK

(1)

(2)

3)

By (EHERS) OEERVGHME

mrs | £ LA AEHE 400 B
0% b2l 134 7V (10mL) H
R % ANt T—F GhlaTHHz) =Y 400 HA7E2
i T2 Al D~V =F— 320mg
% E Al AUV L_— |k 80 1.40mg
# 1 7T MY T LK 145.2mg
pH FEEA 7 T U ERIKFI) 1

HED Frx A =—RANARAZ—PRRMINEIC L 0 EA,
H2) A 370k T—FY (BT 1HEA : A Ep = tu 7 z=1-8-D-ZLats /)L %
37 C T4 M1 u mol &3 fif 9 % BT

EREFDEE
U L

RE

BN A

3. RTBMBEOHEAKRUVEE

M LA



V. RHEICET SHEE

4.

i
FEO ST, 2 /)7 B Img 4729 35 B ETh 5 (DO FRIFEERIEEIC L) .

BAY DRHEMED H S5 MY
B-HTI R H—B, B-~FIHI=F =V, VTV F =8, NARF—TrakL Ty
=¥, Fa A == AL L IRk DNA RO 37 B

HEDBFERELETICE TSR EM

HHEOBFREEUTICETIREN

AR ORI | PRAFIRIFIRE | PRI AR IH H S

&M, EAW, MR, |[FRBRIM 28 L CHIRRICES L
R e 2~8C 36 » H |pH. NEMMRL T, = “C-‘J’o 0, RIS LT DM
N }\:361‘/:/\ ﬁi\ EEY) Eﬂiﬁf)") 7'2_0

IRAETEHE « FeimdETE (20mL B4 T ABIANAL 7%, 20mm ) I VAF S L —TF L a—2 % — T
L, 77AF 78T v 7% v fE 20mm TV =0 AV—)LTHE)

EH%/%& U‘/"ﬁ"ﬁ*{ﬁ@ }TFE Ii
A i
(DBEEOEEIZESNTAREIOE G EEZ RN L, BHICHNER N TVEEZRET D, BRED
DG EE T2 A TOVEERD L, 30 43 ~1 K ikE L, SEIZR T,
(2) 1 A 7 B2 0 10.2mL O H RGEHF K E A T VONEEZI > TEHNIEANT 5,
®A4TW%@O<D@%éﬁ&ﬂ%— R 5, 2 OREFRNCERENRFIL, ANA T L0 bk
W RDFE S TV WMERT 5, IRE LD MEDL B L 2 &y
@mmbtm47wﬁgﬁgg@@@(mm@ﬂ)%ﬁ%ﬁb\H%&@ﬁﬁﬁ@ﬁﬁﬁﬁbw
(Xiﬂ/&)@wﬁ B0 T IR & fNTIEA L iR O RS #7235 100~200mL (272 %
_%ﬁféoEﬂﬁ\éﬂﬁﬁﬂwﬁbw(ﬂﬁﬂyﬁ)%%ﬂmﬁﬁéﬁ\ﬁﬂﬁf%
&vnk5\0¢o<k9&ﬁﬁwiéo
( TVIL - 11. A EoEE ] OHESBMHR)

TRtk D2 EVE
EER e L

& & DESEL (WEBEFEMNEIL)
MR L
ftnAl & DIRAITAT DI,
( TVIL - 11. @A EOFEE] OEESR)



V. RAICEEIT SEE
9. A

10.
(M

(2)

3

(4)

11.

12.

FH L

B - 9K

AENDELGRER - O, NENRRLES - ARICET H1FER

VLY A DDA TILDOITLERNHZTHLS o TNDE, a7 Vo y (e S LRI A8
BHIBI, TLEOEA DAL T ARIZIEAT L L) BEIDVTLRLOT, @K 30 7
~1 REREIATIC XA S E L, S|RICE LTS, RMEZBET 52 L,

LA 9 DR EHE, 20~22 =V DL OEERT S, 18 F—V OO A TIX, a7V
T OREFRNENT E PRI TND,

o

T LY A LAFTEH 400 B2 0 1 A4 T

FlEE=E
BEARRNA

BHEDODHME

INA T EAFHER DI T AL TV

o) a BT FARIT Ay v TR ONT T AF v 78T ) o7 F 7K v I ET AR
= LHxy v T —L

AERE SN S5 EMEE
BRIZ72 L

T Dt

ARG ESHR D 7 ¢ L Z — it

AFNOFEIX 0.2 270 OBKERY) 2T L 2T 5 VBT LT 4V H =D T
Wy NEERT 22 &, E7o. BUNERMBRER O AEMEPFIA EN T @K E v MX. BEEED
EERITEDER LN &,



V. ARICEY 5EE

1. EXITIHER
D— e FOFIER (B, M IEE ., SRS & OV ER) ot

2. DEXIFHRICEET HEE

5 EEXIIMRICEES HFE

5.1 AANT T = =IRICB T DRIEIRDOIBFEAITH Y . TOBHICHTZ->TiE, F— =
DBWDBHESL LT BEE/RETDH L,

5.2 KHOT— = DK OCMABHEIZBT 5 T — v = HOHER FRTHER) 126835
BIRITLT Lo P fAtEryrEn Tz, [8.4 ]

5.3 AAND T — =i OMREIEIRIT 92 ARIPEITHESL L T 720,

(fif#n)
51 ARFNT I — = WOIRIFRITH V| ARIOBEHORNZIE, T OBK 2 MHIRITIT O RERNH DT
OEcH L7z,

5.2 RFN| D I — = §5 WL L ORI BT DREAER (BRIZEER) (I3 2 2Rz > T+
A MEN R STV W=, SR LT,

5. 3 ARAND I — 3 = i OMRIEIR IR T DR ONW T, ARIEDRHENL STV R W= Fldk
L7,

3. RERUVAE

(1) AZERUVHEDOHER
6. RZRUHAZ

ANt T—% (EETHfz) & LT, 1B1KRELkg 2470 605N 2 FEiE, 1~2FEf)
U CRIEEET 20, UL HEE 1 HL/kg/y &2 e WIEAHE TG94 5,

B GAZ Y T2 o TUIHRFIANA TV Z ERAK10.2mL THEME L, 134 7 v H 720 10.0mL %
PRI 2, MBI 2 A AR TAR L, REARIT100~200mL &%,

B, JERORREIC L 0 BT 5,

Flo —EHME G L BIa R R HE L, BIFRSEERIRED Fi L TAH L5812,
MEFFRES L THHIELVEEL ThVv, MR EZEERIBE L2 53~61 H Dl
fECEBIHEEAIT>TH LU,

(2) AZERUVHAEORTERE - Bl
KEB LA R T /U TTONTCERRRERIC S & S5& . L - HE%L 1 [EAE 1kg 4729 60
AT, PR S & U CENERRERZ EhE U728, AAIOFME - ZRENRRD LT,
AFNORE - FAEE 1 BHAE 1kg %720 60 HAL, [, 1~2 B0 CaEEHET o2 & &
L7z, E7o.0 KEORMNCEIZZR W, WY HEL 1 Bi/ke//r 28 2 72 W EANRE TR 59
%G &L LT,




AEICET H5IEHE

5.
(1)

(4)

1

PSA T N OFARIFIESR ST A G HIEICBE L, KENCR T 2 EERRBRLK, A O
STV FIEIZIAEL, EANERARRERIC T2 YRR S 7o, FRE 131 7 V& S H
K 10.2mL TEM L, 134 7/vdH720 10.0mL (400 Hf7) ZERE L., MEE k&4 A A
MR TR L. B AEIL 100~200mL & 252 & L LTz,

KETORBRIZIBNT, —EHMOKREGD®%, FoRnBRIRNEONTZHE THIUE, MER%
SIS L oSG R (R, o IRAE, FFIE) MR Sh b Z EndimEiniz, L
DL, HERRRIEO AL - &L, SFRFOERICADE TENCERZ ET 5720, £/, KA
DEGEEFIC L D82 272 OII3ET 3~6 » A2 ET 5720, —EHHEKE L%
BFENRZHE L, B2 EIRENRHE L CADNSAITIE, HEFFARE L L CHHIE X 0
BLTEL, RFERDIRZEBRCBIELEND 3~6 s HOBB CTELICHEZITTo-Thb LWV E
DFEHEE LT,

AERUVAZICEET SR
RE STV

B PR RCHE
BERRT— R/ —
BN

FREEHR
AR L

AERIGRRRER
BB L

AR ER

) ANEREEEER

UEHEE A TE T, BIAE 7 1 B AR GRTE L Y = 1.0g/dL N, i NRIBAME S i) Rk
B BGRMEL D Z30% 0, AP SAFIRA R S i GRIE L D =2 10%d & LT,

OERNEERRAR Y

AHl 60 Hifir/kg W@ T 6 » AR, T—v = [ 8L 3 Fl & MA 2 Bl G LizL 2 A, 54
ML 4 F)C. i/ MOBEIE 3 61T, FFIEIX 4 61T, MEIZEFE 2T TV 72 3 fil
PRFIT, FE L, I— Y = REE CTRESHEEZ R TBERA T 7 4 —EBROT ¥ 4T v
VEMARESR T, b BIAEI TR T LR FRIZZN T 25.4~67.3%. 29.9~69.8% CTh -7, EIE
A 5 i 2 FlICHE S, 2 ONFITEMESEIR, B2, {304 1 ththotz,



ARICE T 5IEH

QNBEAT—SzRBEZRRELEHRY (85
AHNETNIRRIETCH LT VTN T—8 60 Hifii/kg Z[RET 6 » A, &2 — =k 15 f#
IZeh L, —EEMEGRBRAT o7, FEIMEEBE L, X=X T4 5 6 » HREEDO~NES
o e, M, AR OMBREOZLTH Y | BIKEHEE B 1L, BiEROZE({LEThH -
7o AFBERETIE, 15 FIF &AM 11§, /s EE 9 B¢, AFlEE 8 <., MUEIx4
BT, SE L, BERIZ 116 7RSO X BFTRANGE L, - RS CRE S
B2 RTEIER A7 7 2=V R OT 4T oo U EWBER T 220 15 6 14 1 T=30%
KT Uiz, TRIERGE & PUARPEA R, WMt CENRI -T2,
KENZIH T D 30 BlOERKRER (CHEEMRIERE) CTIX, AFIBEGEE 15 FllcBWTARAIR S
& OBFHENEEDN DA EFFGIT 7 H 9 S Sz, EER OISR, BB, 2R, KifE,
R, O, 2O, DEWVWThoT,

QNEANT—L zREEERRE LERAKRSHER (85

AHKlz 60 Hifi/kg, WG T6 » AL Lz, 3 » ABII~EZ a B EOIZ L.
50%J8E L7223 5 256~30 » AROEMIMRH 52 5H0 L7, 2 OREHR. —EMRE o5 0%+
TR G DTG E THIUL, R L% bR S Lo cEm R (R, /MK
WUDIE, FFIIE) ZHRFd 2 Z &R ENTZ, £7o. TAT BT =8N G KRB ~OHEAIEFED
B x . A, MR E, FFRE~OBENR THRET L2 & 2 A, ZHEFTE TIHRAIR DL
bix7ehr o7z, BWEHORBRIL, KO RIMERFET 53.3% (8 /15 fil) K OSKFIRIED &5 A H
WCHI WX BT RET 73.3% (11/15 ) Th o7z, TEREWEMIL, AFI DR KRR CI35HmR
3 Bl FE - IR, RME, B, BEEOZ IFEENE 1 HITH Y, RIS ARANY)
DEZ DN RETITREN 2 Fl, [, R - WRESE, %E\ - I RLE, M - T
W EDJE - 2 DR, BER B, MEILREK OIZERE 1 Bl Th o7z,

2) REMHER

6) &

AR L

BE - HHERIHER
BB L

AR

1) FERAMERE (—RERKERE. FECARERE. ERARELERAE) . BEkkk

T—EAR—ZRE. WERTRERAROAR

USRI A

O LA MU —HF5E Y

ICGG (International Collaborative Gaucher Group) Gaucher Registry (281 T\ D =
— 3= TR 502 ] CAAIFERG-HE 160 7, AHIR G (156~60 Hifii/kg @il 5) 342
Bl) ik 8 AFEMBHF L7ofE R, —HE VX —XRRIHIEE (DXA) (2 XL B IEREE % E O

S Z A a TR AFIER ERETIIR— AT A U DR A IR T A 2= L7228 (-0.010 .



V. ARICEY 5EE

p=0.68 ; Wald B7E) . AFEERETIIIML 7= (60 HAr/kg #58f : 40.132, p < 0.001,
30 Hifii/kg BeHRE : +0.132, p<0.001, 15 Hifii/kg $#5-8f : +0.064 . p<0.001 ; Wald #&
iE) .

@[ PN R W 58 1 £ ) it i A 6

RIS AR 5T % O AR A SE (2B 1) B RJEFI 1106519 30651 (27.3%) (CRIEM (AR A D
R x2EGte) PROLNTZ, TOERLOIL, FHES ] (4.55%) . FHE4 ] (3.64%) .
M3 ) (2.73%) . ALT k5. 80W. 20452 6 (1.82%) ThH oz,

2) FBEME LTEBFEONERIEER L1-HE - RROBE
AR L

(1) =D
Hriz/p L



VI. ENFEE(CBEY HIER

1. REZHICEAEHSILEMXIZLEYE
B-nakvrrasX—¥, TILILET—F

2. FEHE{EH

(1) fEFEREL - 15 FIHSFE

1) 1EHERAL

WMNR~/70 77—

2) 1EFIFE

AFNZ, = zFiO~ru 77 —VICEBMLTCWDHERE 7 v at L7 a v ROSREESR
Jhatl7u X —EORRMERTHD, AAIT, DNAMBZHEIRICLY Frv A =—X
NI ALZ =PI CEA SNz P B-Z a7 Zd—8 VoEEAENL, ~>
—AKINIT D2 LY ERTh L~ a7 7 —VICE LB AT, 5%
5,

(2) EHERMFI1THHERAAE

N<oa77—o Lt FE2—Icxdd A RIGHE

ot A Lth
ey

Ty Ml n 77 —0Dvy ) — A LB E =TT DR AR ER Kd OSFEHE I, 12
~21nM TH VY . FESHEEER k11X 0.25~0.62 . M 1B 1 Tho7-,

- FESHER O R

v Miil~sn7yr—Y0O~vr ) —Ab® 7Gx T 5 Pl /v L— Y
VET LT 2> (125]-Man BSA) OfEAICHOWT, KEFEEM O rhGCR IC &k A iEA S
PEAFEHl L7z, ManBSA (X~ /) — ALY 7 X —Zx T DRR Y T RTHDH, KR
D rhGCR @ 125]-Man BSA O~/ — A L® FZ —fEG OMREIL., BE4E ~ > /) — A K
(A 27Nt T—B) T LR iR & 72 o 72 (0% FIC 33 5 rhGCR 2 13 FEE A rhGCR
DEIL0043D 1) . F72. A 7T —POHEEH K EITH 6.2nM ThH-o 7=,

100 4

80

N /MZ3I24 -4,

ﬁ B-H7 Y by 4 —EFMEMGCR
R 60+ 7 <7 0-thGCR

E P72 70-#7 7 b-rhGCR

& 40 AN ET -

@2

.|<

=
X

20

Log GCR& (M)

T/ —RLETEZ—0 "I-Man BSA DFEEREICKTT S
rhGCR D2 < DFERIEMD L



VI. EEHEICEHI HIEE

)7 NatL I A —EDEMEE (pNP-Gle) ITxT 5 RIEHE
ANt T7—BlE, Iraklrar X —VoeMEE (pNP-Gle) 7Y av K& %5
i3 %, pNP-Gle 1Tkt 3 2R USHE ER A2 RO L Z A, K 1389 1mM, Vimax fEI34I 50
u mol/sy/mg ThHh - 7=,

NZv rETIATI7—PDI Y/ —A Lt T2 —IIxtT SEEFHE
AIITNET—EDOT v Miifd~ra 77— 25[-Man BSA v~/ — A L& 7 & —|Txkt
TOMERIZ. FMEFRDECHL E MR ROT LIV T7 =B LRI%ETH T,
F 7o FEECRIAMERT STV e rhGCR K OREEHkZ7 v 2t L7 e v #—E (p-GCR)
X, ZO/REITH L THWEER TH o2,

100 4

BN
;ﬁ 80 O : FfE#HrhGCR
= B 3I7)Ee5—+F
g 807 A : FEE#p-GCR
8 404 ® . TLITNLES—F
40
:ﬁ%
A 20 1

0 T T T L 1

-10 -9 -8 -7 -6 -5

Log GCR=£ (M)

T/ —ALETZ2—0""1-Man BSA DFEEREICHT
B FHEEZ GOR KX URE R H K GCR DIEFRED L

AITNEFT—FEDT v Miifa~vra 7y —Y D~y ) — A LB ¥ —|ZkT AFEEHEEE
B}, Tk T =B LENR NS,

(3) EFRIREER - iR
VI—1. M EEOCHE] OEZM



VI. EYEREICEAT SEE

1. MPREDHEFR
(1) BEEESmbRE
AR L

(2) ERRGBRCHESIN-OPRE
WM B N Ca—y =i [ BRI A 2 7 T —F 60 Hifii/kg (n=2) % 60 4SRN
e b5 Uiz, ZOREPURRERE (n=1) TIE MiE 7 vatv L7 a v X —EOH T 4.9
4y M7 U7 7 0 0% 18.0mL/ Ay kg Th o 12, PiiABERE h=1) T, miE7 vtk
T A —EOEREEIE 8.9 4. M/ VT T A% 6.5mLI%kg Th o7z,

BOHfi/kett S5
160 — O: 137 Nt5—t(+)(n=1)

1404 A 1370 ET—E(h=1)
120 - (+) BB
100
80
60 -
40
20
0

MEJIv3tlL 704 —timE (mU/mL)

T T T T T T T T T T T T T
0 5 10 15 30 45 60 63 66 69 72 75 78 81 84 87 90
HS %R (9)

mESI)IatL oo dy—EEE

(3) chs
BB L

4) BE - fiRAEOEE

BB L

2. EMEER/INT A4S
(1) fEH75IE

SN T— 4
HKIEMEESE (n=6) BiABEESE (=)
1o S— kA K 1o Sk ALk
B R B G-

(2) TR E TS
BB L



3. BEH (REaL—L3v) @

(1)

BT A5 3%
BB L

INTA—RAEFHER
MR L

IR 4R
DR L

VI. E¥MHEICET 51EE
(3) HEAERETEH
HESN T — 4
A4 EE (n=6) hirBEEE (n=1)
HICEE 8.6~10.4 4 S o
(5.942.4 4%) HIEWH 8.9 %y
(CE¥+8.D.) HELFE&E G
4 2V733 2R
W7 — %
AR MEEE (n=6) nARBGHEEE (n=1)
9.8~20.3mL/%)/kg
(14.5+ 4.0mL/%3/kg) 6.5mL/%2 kg
(CE¥j+8.D.) HELFE &G
(6) DTBEIE
W — %
AR MEEE (n=6) nABGHEESE (n=1)
88.6~146.1mL/kg
(115+24mL/kg) 83.1mlL/kg
(CE¥+8.D.) HELFE&E S
(6) Z it
7L



VI. EWEirEICBid 5I1EH
5. o
(1) ik —RBEPS @@

BB L

(2) ik— R AERIPI BB
BB L

(3) EA~DBITH
BB L

(4) BERA~DBITH
BB L

(5) ZDMOMEB~DIBITH
MM ERR L
<HBE <A >
~ U ANCKAKZ 1Tpg/~ U AT THEIFIRNE G- Lo 2 A, FIS L7 BERTEMED 95~96%
DSFFI GRS, DUV TG, g 2546 L 7=,
<BE JFvh>
7w MIZAA] 0~300U/kg % H[EEARN S G-& 2\ E 18] 13 EEFIRN S L7ofE R, 13
A O ICEERTER XA BICHRIE S o7, (ANOCOVA)

(6) MIFBEREAE
BB L

6. X
(1) AREERAL R A HHRR R
EERR L
<BE>
~ U AR G55, 7 v Sl ORERIEYEOMIRINE RIX, BV (3~4 FEE) LR
WA (79~84 FFfH) o ZFEMEZ R LT,

(2) RBI-E5T3EECP S OHTFHE. F5%
BB L

(3) NEBBHEOERRUEZOHE
BB L



EVBREICHIT HIEE

10.

11.

RBMOFHEOHRRERLLL, FALE
BB L

- i

DR L

b3 URR—2—ICET H1FHR

AR L
. BEICKHBRER
AR L

BRENDERZAI HESE
AR L

ZTDith
L



I. £ (ERALDEEF) ICETSHIER

1.

Z2ERNBREZTNDER
E I TV

R

HZNBREZTNDER
RE STV

MEEXIIHRICEET 5 FE LT DER
[V —2. Zhe IZhFBICEET 2 1EE] 22R375 2 L,

FZRUAEICEET 5FE L TDERH
BREIN TR

BEEGEANVIE L TDEE

8 EELERMIEE

8.1 ARANZxIT D HUREEAEN I DI D BF L, BSOS H 5 OIS T VW, Lizhi> T, Afl%
B LTV D EBFITEMINC IgG PiikRE 21T O 2 &, £, BBUERNS H & b iz35513,
WY ALE D%, JERFEBLO 2 FELINIC b U 7% —B IR E ORIE & O ATEA L BRI O
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Available data on more than 500 pregnancies from the international Gaucher Disease registry,
postmarketing reports, published observational studies and case reports with Cerezyme or non-US-
licensed imiglucerase use in pregnant women have not identified a drug-associated risk of major birth
defects, miscarriage, or other adverse maternal or fetal outcomes. There are risks associated with
symptomatic Type I Gaucher disease in pregnancy (see Clinical Considerations).

No animal reproduction studies have been conducted with imiglucerase.

The estimated background risk of major birth defects and miscarriage in the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In
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the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease-associated Maternal and/or Embryo/Fetal Risk

Pregnancy may exacerbate existing Type 1 Gaucher disease symptoms or result in new disease
manifestations. Untreated symptomatic Type 1 Gaucher may lead to complications during
pregnancy, including hepatosplenomegaly, which can interfere with the normal growth of a
pregnancy and thrombocytopenia, which can lead to excessive bleeding.

8.2 Lactation

Risk Summary

Available published literature suggests a small amount of imiglucerase is present in breast milk
immediately following an infusion of imiglucerase. Published case reports and postmarketing reports
of breastfed infants have not reported adverse effects due to Cerezyme exposure. There are no data
available on the effects on milk production. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for Cerezyme and any potential adverse
effects on the breastfed infant from imiglucerase or from the underlying maternal condition.

Lactating women with Gaucher disease treated with Cerezyme should be encouraged to enroll in
the Gaucher patient registry [see Use in Specific Populations (8.1)].
(20214£121)
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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

The safety and effectiveness of Cerezyme for treatment of Type 1 Gaucher disease that results in one
or more of the following conditions: anemia, thrombocytopenia, bone disease, hepatomegaly or
splenomegaly have been established in pediatric patients 2 years of age and older. Use of Cerezyme for
this indication is supported by evidence from adequate and well-controlled studies of Cerezyme and
alglucerase in adults and pediatric patients 12 years of age and older, with additional data obtained
from the medical literature and from postmarketing experience in pediatric patients as young as 2
years of age [see Adverse Reactions (6.1), Clinical Studies (14)].

The safety and effectiveness of Cerezyme have not been established in pediatric patients younger
than 2 years of age.
(20214£121)
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