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T — ¥ =% (Gaucher disease) 1&T 1 V' — LK GHHEHZD 1 D THLH 7 )V
+ L 703 % — ¥ (glucocerebrosidase : GBA, acid beta-glucosidase ; EC 3.2.1.45) ®
T - R X D FET 2R REIETH 5. 1 FROAEE 21 Lo
GBA BIZTOEFIZE VAL, BTEE TIZ300 282 5 GBA IR AR W
STz, BEEANIFROESHERETHEII RV, T—2 2RI TTo
NETHEB S 5705, TORRRLIHBSMAIIAEIZ L) B0 s, WRIZBT2H
AT 116 N /10 7 NFERE & i S, ABE D 90% (FIFMER (1 ) TH
2V —J, bAENCBT L T2 2 WOARFEIE 1L ABI T A LIRS,
TN 60% % i 5>

T— 3 2 ROFEARREZE 11RTY. GBA FERBEOREK S TH L A7 4
Y IRE O HERET, FETHAMRE 7 Vol 7oy Ferva—Att
7 I FCHHET 2012 <. GBA DIFHT - KIEICLh~ru77r—I %L
OMFENB RN 7 v 3t L 70y FAMEIFEICER T 260, MR 2
(A, MMERAE) , FFIRE, Sk % 23 5. FREMlo Kitsid~ra7 7 —
T, I=Tofifnl LTS NG, IS OMBIZHIIENE AKIC X o TR
LTBY, LbOFo5727 4 v ¥ 2—3—f (wrinkled tissue paper) & X748 S 1L
DR kR B L, BRI AR O Z oML T— 2 2 iF % 5 <
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FZRAONDLMEDOT ¥ T T v Y EREFE(ACE) D LA 2 BH D, Thbo4
FIERICINZ C, MEHERE BT 260 ), ZFrvatlL 7oy Fo) ST
HBHTNAVIVAT A 2Ty Y DHBAFGRIZER T 5 2 LA — K &
EZONTVDY, ZOMEEMETOFMIZEZZHL 2SN TR,



J-Y I ROBE

)3t JOYVR IR T« AT
(GlcCer) (GleSph, Lyso-Gb1)
ey | JLOLIDYS—PEETER ey
W s v v
e | 9L0RLIDYS—ERET | oy s
)bl I0Y RO SWAVIRAT 4 VAT VD
ROO0J7—I~DER > BT
(O—> T H0R3) v
o v T PR
TYIATVIY || prEE BEHNDRH SN | FHEE - R TEE,
a%@%%a(ACE) RIEEEE
@ BRI BIER OABIERE : [FONARIE NEHET
(RNBH - B) | | @BEN: SFU0—3A, YANZ7
B0 - /WA O/|\IMFEIR 1 KFB, HEES

18 (GEmiRay)
28 (2MEmEREY) & 38 (FB2MERiy)
J—Y T ROBERRE

BRERERS L VEREKKE (CQ 22
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NG, Nz T, QR 38) o BEIIHL 2P RHRER T &6 2 (R
1, R2).
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5% EOIRFGEFRE ERSLZ O B 2 DL, Gl E RV THRREORE R
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Perinatal/Lethal
FEAERSER JNZER A | BEMAERS | FLUTH FLUBEA~ /BB
F88 J0I1NE-
— — ++++ - — - —
FERBMRRITKE
++ + + +
FrERAE bttt |ttt +++ L DRSNS
. + + +
B0 U—tIEi SO - - + - +
+
++ ~++
{ 75| — %
[RRMERREE +++ ++++ ittt | GEREE +
BEED)
+
DAL - - - - - - SO

FRERMERAEIRGD D, Y I DAOH ZEE LS
(Ida H, et al : Blood Cells Mol Dis 1998 ; 24 : 73-81 KDIZ)

WA 7 STREIEGER & MiEOMEERE 2L, 2HICE/LT 5.

3 %1 (OMIM #23100) (X ZSAERFAE], FERE, #EATHE R ELDHT2REID D
ZRRIEICE . MREERIIZE T, IREGES)EE (REGEB)L1T) R TAPA, 3
Fru— XA, HRTT, Kk x B35, ETHEEI2HBELL TRETS
5. 3HNE 3 oOH RIS N, 3a BNIHIR S 2 LRk MREIR, 4Rl 42
00— X ARLHIBITEET 2505, 3b BN HHE R 2SR ERE B) [ 5 o A
T, EELEHEREFERTET 202, 3c B (OMIM #231005) 13057
BAIRAL e R s, Sl MKFELY 2 L, D409H R ZH T HEF TR 5
n5.

mEKIRES LUEZE(CQ1, CQ3~CQ52H)

A7) == TR LC, O (~NE 7o 8 ER M/ MEE DT,
ACE O I 5), QWM (EF X B TREEFEMHOZ VL <A ¥ —T7F X1

al



J-Y I ROBE

ZI, & MRI TEHMO L ZHRATR), @OFREH (T— 2 = fiigoM:R), @E
SR B R AT [ 5 SUIG (ABR) TR O IE L, TR V I OIRIEET (FIH
1b), M1 5 56 #E A (SEP) X0 #1354 35 58 FE A7 (VEP) Tl IR 0 B IE X° BR & AT
(giant SEP, giant VEP) 18T, T— ¥ = fFOMEEZMIL, ) /8ERF 7213
B AR R ARAE AL O GBA IR T 72 & UNC GBA #In T OFNT TR & 7% 5 i#
T EREZBOLI 2L DR END.

A #&(CQ6~CQ8 i)

T— Y o ROBEBIFREHRE L L TIE, 1996 4F X 1) B 3K 7o 555 (enzyme
replacement therapy : ERT) 2VKFE S, HARTIZ T X TOREII0F L CTHEEMERE
EoTnh, b, BREHNIMBHEM OB Z L <, FHRAER DR
FiIvE SN A, ERTISMA T, 20154 £ ) EAEHHH =) 7V A F v
SR E N, BAD 1 BUEE 0 B IGHGERIE DA Ao 7225, /ANBIZIE @IS
M7 <, F72ERT & FEMRICHREMBERNORRIT L VEEND. ZNENDE
FRIRIZOVWTIFCQ 11 ~CQ 18 &Iz,

7+#0—-7v 7(CQ9, CQ10ZH)

EHRFAIGHT 7 O CIEHRRGRIIERBRICEEL Tw b5, EMicE=%
VY7L, EERDEY) DR R D R

(xx #

1) Poorthuis BJ, et al : The frequency of lysosomal storage diseases in The Netherlands. Hum Genet
1999 © 105 - 151-156.

2) KAIH #, b b EIZBIT S Gaucher JHOFERE. H/NELFE 2000 : 104 : 717-722.

3) Tajima A, et al * Clinical and genetic study of Japanese patients with type 3 Gaucher disease. Mol
Genet Metab 2009 ; 97 : 272-277.

4) HHEEE D T=2 . T4 VY — NI ORRE, BT, ROMESR. B & R
2011 © 144-148.

5) Grabowski GA, et al - Chapter 146: Gaucher disease. The Online Metabolic and Molecular Basis of
Inherited Disease (OMMBID).

6) Ida H, et al : Type 1 Gaucher disease : phenotypic expression and natural history in Japanese pa-
tients. Blood Cells Mol Dis 1998 : 24 - 73-81.

7) Tajima A, et al : Clinical and genetic study of Japanese patients with type 3 Gaucher disease. Mol
Genet Metab 2009 ; 97 : 272-277.
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CQ1 | I—YIRBIEDKLSICEHTED?

21

O— TRIFERPRER, FEERFHAICK D 3 DOREICHTESN, RAERIEERZD
D. ZWIEBHBEIRKRER, 28RN S I—Y IRZROICHE(C, BB LD
BIRE, BWRAZRITULC, MESZIMICIEUZ) R BERBERES R COBRE
MOREFNU GBA BLFDFENICLDBELFREEDEEICL D TESIND.

(B8  SH)

T—3 2RO FIERICEL T 2 A D 256, HELVIEERINIIT -2 =
BEPCLEE, BMELHRLT, A7) — = FRERH G 7 & % i
$5(E1).

A7) ==y TREE LT, UTFEHITons".

1) MEMRAICBIT AT O AERT, /MR

2) M7 > VA7 >y v R (ACE) ED LA

3) FHiEE  FREA AT CT— Y Ml OME. 22 LIBT3 gl o

RN ER LT

WEBW O OOHAEE LT, UT2rdIFons".
1) Zvatl7uy ¥ —¥(GBA)HHT DR
BE AR R AAE I CORERIE D i b B MR <, ) 238k, AT
DPEAZUTHE < .
2) FVvaklL7uy ¥ —¥(GBA)#InT DR
MR 5T pseudogene & D rearragement B L H D | BT HA
EEEET 2. itﬁ?»»@&@ﬁ%@@%mk&%&m;a,ﬁﬁﬂm
BICL EOMBSNEETH D Z L ITERTET 5.

T72, % OBRERBOERZ WA LETH ), EEEE k4 2R 8
T=2 2PN D T A V= LS &N H DS



J—2 IROBRRE L B

FER

O£HFER - FHZE ESEE B MIWREME HIREE
@B fE R-B8m BIVU—T RNEF BEEEET 8¥2E B ITILINAP—ISRIZREE
OHEEER - RINESES OKTMHEEHRINESES), BRESFETER - BT #5KkKR HEAFLNA, T
WAk, A 7O ZFELE
FHREREIDIERE LTI, s, RINEEHES OKFHEEHRINESES) L)

4

AOU—ZVIBRES LUBEERE
NEJOEVEET. MIVRERD,
FYIAT VY VERER (ACE) ELR

Bl X R TRRBEIRDTILL VXA V=TSR IEE,
B MRI TBBOFIEOHME (I— Tilfang i)

J— TR (2L, BI— THEIOER)

. 4

eI

JITELTOYI—E (GBA) EMHET
(KO ERGBREEHEZATET 2 5RFEERBERMIMIZTT D TEHERLLY

bl

o BER AR B, UV CE B8N, NILTRRIEE

ORFRIE YU YIRAR BRI, T TP YIRKCHE, JURTFO—)LIATIVERBELRE

O BRRIKEE --GM, VI UZFY R—=Y R, Y7PUR=IR 1A, ADZEEEIVE - vinEY,
HSO R PUR—IRIE, Z—VE W IR C R, T 7—/\—i%, JLIRELERAS 7 ) MRS TRIE,
Tcell &, NILFTIVAIV T 75 —CRIBEIFRE

OETMSAIO—RRATAD V7 U R—IYRIE, HSHMYFPUR—YR (BE - AR,
WREOA RURTRF VRS

I—Y TROBEF v— b
(O— TRaslT - B\ RO v IRERER | J—Y TReehh - BE/\V RJwv o, 2R, A—IXX
FAwIR, 2016 KDHUE)

(3 @k
1) Pastores GM, ef al : Gaucher Disease., In : Adam MP, Ardinger HH, Pagon RA, Wallace SE, Bean
LJH, Stephens K, Amemiya A, editors. GeneReviews® [Internet]

2) Ida H, et al : Showing results for a modified search because your search retrieved no results., J In-
herit Metab Dis 1997 ; 20 : 67-73.
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CQ 2 | I—¥ IRDREZHI & PHAZKICHERBMRIE ?

O—2 TROREEEIIE, PIREREROBEICKIDKRISNS.

1 BIGERED) T, MAWRBIANES JOFHRENIIRERE U CEE THD.

2 B (2M4REY) (3, BEEREIEA S HRACHEIND.

- BERABGEARFHAR K D FHNETREBDREZ:RH 4 (OOI 4 U NE—).

- HEBIT(E, BAERIICIFEREROSNT, 3~ 6 BN ORI DIRFEER (I
18, BEREES) DM TEHD, 1RENSIRTZZRDDLDICHED.

3B (F2MEmRE) (&, 3a, 3b, 3cBUCHFEIND.

<3a B[, ETHESA I O—XXTADARDRBBTHRIEE U, &N SIM/IRRAME,
FHREZRRDEZM NS T DD D.

-3b B, BPEREE, MV/IMREAMEN'DS | BIEZMEN, RICKFHRIGESESZ
FREL Db BEEZMINDCENDD.

“3cBU(F, 3a BUEERRFHBERICINA T, KBEPARES LORREZEHT
DWITRETHD.

(2  5X]

1 B GEEERD Clk,  M/MKIRAES £ OCRFIEIESSISSER & L TEETH D,
NS ERBOLGEIT— Y oHEEENT A BV 7 MR E 2 S 18 1
HEFE PR /MR R A T SR BE 9 (idiopathic thrombocytopenic purpura : ITP) & L C 7 #
O—7v73NTBY, 20k, WEEICKOPNTI - 2ffEgiians
WD B, MUMUEL 10 75 /ML KiGAYEB R Fe 3 5 60T, FFEOF iz
A 5.

2 B (AR T, MAEROERO G, S, FENERER & i 25
HEIND. BEMBOEENE, HAER XY PE(93%), MEEIR (72%) 7% &% 300,
a0V F yNRE = LIS SRR O B O %R R TH BV, B
KEEFHITIETFREARE SN TWE, BT, FBHEEER O B2 RE IR % B <
&, MARNPSERZRO L Z LM THDY, 3~ 670 HD 5 BB (TG
RHETEE)ICTHRIET 2 2 LV TH L. 215 EHmNT, FHemE
RO (RSRE), I470— XA, IJWNAL EOMREREZ 5E L, S
7BAT R FRO BY . MR R M A B AR & 0 BT A AR
5. FLRHMOFERAHOMEZ B0 720581E, A7) —=v 7 LCHFRED
AR MG 7 > A 7 v v MRS (ACE) OIEAATH T &5, T—2 {0
HZW O 0ICEHTH 5.

3 R0 (AR ) 1, ARIEIROEVIZ L D 3a T, 3b B, 3cTICE S
%"

3a iy, CTAPARIMERLAME RS, K, WHEB R EEE - BTk &%
Rz MHEEIR 72 3 5 . ARERE IR FEAE IR L 2 U <2 I - P SR B DS EEC, €
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ADAFEVER I 4 71— X A LRI HIRBAT R/ MM G 2 1 9 #E i 7 & #EAT 1
24 71— X A TAD A (progressive myoclonus epilepsy : PME) & £ 5E 11272 i &
N, I—Y2HOBWICEL EFTICHREMEET LI L2%H 5. FFICT N18SS £ 42
EANTUTHT 2EZEOYE, P 1395 TPME ICTHAEL, &HERIZERE
T, BABZEESENEEEZ 52 Mo TwE,. £LTC, ZORED
47% BT T T B b STV AT PME 3 A IEEETIZ S 5%, HHIChH
EZ BT PME OEBEEED | D100 — 3 2 AR 201D 5.

3b AL, FFERIE, MM 25 1 R E BRSO B IZKCEEIRERE B
EAFELIDBMEFZMSINLZ VDL, ERHICEHAGWEE) L 5, &
FILIRERDO A TIE D) A, b TEETEEHLMIZIERL L)L THEWEES 2
&T, KPHERERESEE KON 5 (CQ 5 2H). HAANT— o iiEED
METClE, WIERE 1 BB, OBICHIMEERSH O e 22 31 &
B ENLBI0 D 5. WHROERBROEIEE 15 54%, 3 7 22% TH - 7277,
MBI B ORVIRRIZZW C 1 1 42%, 3 7 349% ~JRTI AL L 72 & s
ENnTwaY.

3c BNE, FFRLME X500 < 720 <, OKBHAE, MBGRE, (OFPEE CRIES 5 20N
TTdH Y, GBAMBIET D D409H ZEFRIZHE S 2 L i ST w50,

X #Rl

1) Charrow J, et al : The Gaucher Registry. Arch Inetrn Med 2000 ; 160 : 2835-2843.

2) Grabowski GA, et al - Gaucher disease type 1 and 3 : Phenotypic characterization of large popula-
tions from the ICGG Gaucher Registry. Am J Hematol 2015 ; 90  S12-S18.

3) Mignot C, et al : Type 2 Gaucher disease : 15 new cases and review of the literature. Brain Dev
2006 : 28 : 39-48.

4) Grabowski GA : Gaucher disease. The Online Metabolic and Molecular Basis of Inherited Disease
(OMMBID).
http://ommbid.mhmedical.com/

5) Tajima A, et al © Gaucher disease patient with myoclonus epilepsy and a novel mutation. Pediatr
Neurol 2010 ; 42 © 65-68.

6) Tajima A, et al : Clinical and genetic study of Japanese patients with type 3 Gaucher disease. Mol
Genet Metab 2009 ; 97 - 272-277.

7) Choy FY, et al : Gaucher disease among Chinese patients : review on genotype/phenotype correla-
tion from 29 patients and identification of novel and rare alleles. Blood Cells Mol Dis 2007 : 38 :
287-293.

8) Kowarz L, et al : Gaucher mutation N188S is associated with myoclonic epilepsy. Hum Mutat
2005 7 26 : 271-273 ; author reply 274-275.

9) Filocamo M, et al : Early visual seizures and progressive myoclonus epilepsy in neuronopathic
Gaucher disease due to a rare compound heterozygosity (N188S/S107L). Epilepsia 2004 ; 45 :
1154-1157.

10) Park JK, et al : Myoclonic epilepsy in Gaucher disease : genotype-phenotype insights from a rare
patient subgroup. Pediatr Res 2003 ; 53 - 387-395.
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CQ 3 | O—Y IRmDBBEICHBVCEGFREDESIE ?
)
BEFREET>C, JILItELIOVI—C(GBA) BEFORNERERATT DT
EDEZHFLTOLSBBOHRER 5NB.
QT H
OREEZY
ORI D
QLB EDER

OM7ENER BLFREKRIDIER(ICET o iEHRER)

(@ 5]

T— 3 2L, FORRER - Fr S8, BRI > 2 SERC RS2 F 8 A
FHNLOBEREERNZEICL VW2 METE S, LML, SHICHEETERLN
ETHIELEDERIIDTOII RLONEZ LN,

1 EESkR

T—2 2 TIEMD T A V= L TA LN D X 9 7% %/K 8 (pseudodeficiency.
BERIE PRI R & D ARMEZZ A EREIRE B & 2 v) ol 1340 & 2 A
ENTELT BREURORME L RO E LT — Y 2 ijOBME 25, —HT,
) B O BERTEMEOWE CERE2E T 5005, BETHoTH ) /3Ek
DOFFFRTEHEED IR E CHE S N5 ETH L. £ 2 CRIFE M s %
TR W DR O STV 275, B 225z i miA 2F il O A | V3 R i A
B LEETREMEDS EAL 2L, T L ORETRZEEORONTED, Mkl
B S ET 5, 20700, BERGEEEZT TIIZM 2 HE L S nwgaI12id,
HIR TR CTRNAERTEET A EICEI VB EHEET 52 EDTREE 2 5.

2 (RAEEH
REBOBEHRITFREEPSEETHY, WHE L IHREAETHIEE,
BB R e HET 2561325 % OMRTRIEEZ DO EIC%5. LaL,
HHBEBEEEEROKRERTY, RHOERNREZ BT 2R ER T
HLGENTLHICH D, FLMWERT L >R BMES AV I —OhEED &
Y. ZORE, WTPRET MR, HBEIPREETH 2720 —HEM LR
DEEVZ WA, ZRTHHMOTERWEEZ OND. 2 wao2Bllins, K
FOFEEZHMALLY, HAEMZHE2HLT 255120, Bind O i
N CTHTB OB TRAEZ 1T\, B2 B EENERICE DO W dEm 7 vk
VT ERFMET L EDEE L,
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3 HERIEZERDEE(R

T—Y o FORERE S ORREDO S v TR ERHLT 256, AR
WARZEEINDZ LD D, HAEMBIHOBENIE, »O20LOROBH - Tir%
MBI L, HDVITRMOEEORIGATREICT 22 & Th b, MEFERRFK
ZERINC &) BRI L 72 1k Ve A B o0 B S T M B 5 L L AR L VX T BB 728, R4
DIRARCEALIRFE R EDHE R B L RIT TR DD, D720, FHiiED
BIZFRAEICBWTRNERES 2 DFEE SN TWT, SHICHHIZTNENER
FHNCORNETH L Z EDMREN TV ALAICEIIVEETHSL. 5D
RSB F AN L D IERIZI 21T 720IIZUATH ), AHOEE
KMARE, WEMIE CORERZWDME—D L2 5.

2

S =

4 AEEDER

LBOBBOBEMO12OL LT, ¥ v O ViELNSH LY. ¥ rn vkl
T—=2 2 JFOHTY, HDFEDORIWVELRDOTEHIK L THIRDD L. IR
OREHHIZ L - Tld, BEEEHIIELESNDDS, ZRTTHE IS RIS DH 5 72
OMIEN CTHEE 2 R TS, HRL L TRREEIHONEVLOPFH L. ¥ v
O VRBEOFE X, ZOMEEs 2500 % 3 - SR L, BERO =Ry 2 MRS
LIETHAB. TR T vRu VEEIRKR SN EIZE ) Vo IR ER %
bOBEIS L CTHEEEILE 2 5.

F72, GBA BIZTOBMLFALIIRL 55, HEAGBIHEE (=) 7V A
7y MIZBWT, HEEONRHICE DS F b7 10— 4 P450(CYP)2D6 D FKIHT
TR TR L) HRET 5 Z L ANRIERE O BIGHE L G EOREICLETH
D, COBERZMETL5EICUWHE LS.

5 WMRMEZE(GEGFREEKRRROIERMICRET 3 15HER)

BERIGHEME CHWAT OV T2 BFHIK L CHEIZFRELZITH 2 &L, AR
LT OHESGRLIEHE OEIRD 72012479 LIAHE, I8 B IZBHE IS DD Tld v,
FEE ORI FIIBRR B OB IZBE I 5 2 L idd 505, BURTIEESI#E
o711 & R D AH R (genotype-phenotype correlation) 23 HIBH L T % b iF Tld 7
WeHTHEY, LhL, BETREOMRE L BEREROER T, WEOHER
THROWEEIIBWT, SHROT— 2 2 HOBHEOLIRITAER & %% 5 ReMEA m .
Mz<C, BHRANT—Y 2 iBE TIE, EROBIEFHRELETIIN 15% OBEHET
FINERSFESNTESTY, TRTOEETRIVERDIFEES LS, b Tk
v, L L, WY =7 v — 7% E OB R BN E o CGEIE T RE R
T52LT, Gtk FHOBNEROFEIERH7: 050 T EEFHEEIHIAT 2 2
LTSN, IS OMBITEIHEOEECHE O, BEEERLTFHROTH,
HROFER - AR LBV TS OICEHARIERICR 2L E26N1 5.
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X #K

1) Hassan S, et al : Alleles with more than one mutation can complicate genotype/phenotype studies in
Mendelian disorders : Lessons from Gaucher disease. Mol Genet Metab 2018 ; 28. doi - 10.1016/
j-ymgme.2018.06.013.

2) Maegawa GH, et al * Identification and characterization of ambroxol as an enzyme enhancement
agent for Gaucher disease. J Biol Chem 2009 ; 28 : 23502-23516.

3) Tajima A, et al : Clinical and genetic study of Japanese patients with type 3 Gaucher disease. Mol
Genet Metab 2009 ; 97 - 272-277.

4) Ida H, et al : Mutation prevalence among 47 unrelated Japanese patients with Gaucher disease :
identification of four novel mutations. J Inherit Metab Dis 1997 . 20 - 67-73.



- 1 ROBKRE &£ BH

J—Y TRODBERKR (B, BoU—E, BIFEX)DFHBIEZEDKSIC
cQ4g | -- |0

TOD 7
B4

TP SRNBITU XD ZiRE1T D
FERMBRZDFHMICIE —ETRILF— X #RIRIAIEZE (DEXA) ([C K5 BHEEE

B,

Hitt MRI CERENEESRIEZHE T S & THEAND I— THiaDFE

BEIRHIEN ARETHD.
BFrERV\ERE, FER, EREEDOIMORIEEREFE T U —EORHBIFER

THd.
BIEFE A5l I B e (T IF Bl X FRREDH THEL MRI (KD KRRBEZ T —
—J9%.

(B 5%

T— 2 HOBERIZ, ZVvatl 7oy FAERLRE 2 T— Y M)
IR - BRI LICED, A M A ol BRERImATEIRE O 2L,
BHANED LA &2 L CEMBRERS BERE & -T2 E 26N T0w5. &
FERIZ QOL IR E KT 22 25, IBHRERHED 1 D& L THEROIPHIL
BoOTEETHL” . F72, MEHMHEERIIEHE B2 ) - LLBEL0%R
ERIIFEIZE N E SNTWA2D, BINE ORI M LETh 27,

FRERZIC L) BTSN ERm L 723, BIEITTEO R I3 AL X 4R
RCT Z L), BFRBREOHTE, HAOEE REFOBINLETLOH
HERRT . BEERREREOFEELORE, HEEOILDSY LFED, SR E
A ZHETRETH B,

Lo L, HH X R CT CIHEEEICZ L L, EEEMEE R ORI AR &
Th b _EHI AN F— X %E i (dual-energy X-ray absorptiometry :
DEXA) I & 2 JEHEE®EOMT R, FHE MRI CTF RENE 53 ATHA L T
52 ETEMNO T— 2 2 filOFEATRIE S NS, TS O ORI %% 5F
fifilc & 0 GRS RHEHDWHETH .

F2) —EORBMN R ERIE, BETRRECETE, B2, ERZ CoaMo R
FEREIR T 5. T— 2 o IRIC L 2 AIIREINC & 2 SRSV A A0 21 5 Btk 40 &
ENTWAED, AMALIEMEER% LR U L) ZRETH ) EIIEEZE S 57,

BRI T -y ol ER S22 oLy, HmME s &2 L, B
E2. FORMAEZEE, @F, ERICZ0L, BECETESET L, EE
B E S, WML KRR, RS ECHEARTH D, FRICRERE B
FFI D EE R ORI TH ) MEME TH L 2 L h b, DEUE
SHEIAE 2 X 709 EARM OB L E e ) R T, B A & 72 LRI EA X
T EMLE L LCHilisng, #1735 L, BORESLLEL2S, BEKE
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DOWIEIZ & LZBHEEZLOEITICL Y, FEREOZF L wWEE 2 X793, 5K
ZElT A 720 I 1T HM X MAEDOA TR S MRIWZ L ) KREEEE2 A7) —=
YTLTBLRETHB.

(X @R

1) BT B ER-6 BIIVBIRYGRE. T — > =i UpDate. #ilgsENE, HHHIESE (), 2
S, 2016 ¢ 120-123.

2) Mikosch P, ef al : An overview on bone manifestations in Gaucher disease. Wien Med Wochenschr
2010 ; 160(23-24) : 609-624.

3) Mikosch P : Gaucher disease and bone. Best Pract Res Clin Rheumatol 2011 : 25 : 665-681.

4) Weinreb NI, et al : Long-term clinical outcomes in type 1 Gaucher disease following 10 years of
imiglucerase treatment J Inherit Metab Dis 2013 ; 36 : 543-553.
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cab

J—2 TROBRERDFTHBE D KRS ICITIH ?

21

DHOETEREKE U THRRDSHDEIENSL)
BRARNSEEMHICIDE—RENTCHRIRE(CERZROD. KFICI3TTE, FiE
FCIEHL LS, HRERDIFRENTHDICHRDCENEECTHD

ARIGEEN B E S HRERDUFIEIRE UCEECTH D

Od—2 198 1 BIBECBUVTIE 3 BNDBETITEFRNUETHD
HRABZMREFRE S LT, ABR TD I~ HUEDBRIER, NHELEDREE
SEK SEP, VEP WM THD

(B2  5R]
1 J—Y IRICHIT DHREIR

MR T — 2 2 TR A MfER 2 24 5. DNICEOR 2R

a [FLWNA, A 70-XATADLN

RIEZFERN 2 T W ABIEORBII v, ITWRAZRIEISMZ, 34 70—
XA, BT LT 2 5RO B 6, #ATE I 4 7 10— X A TAD A (progressive
myoclonus epilepsy : PME) & ERIRIICZ W & 5. PME O@GlEE L LT, ik
KRtV A R ZEf0iE, X P> NV 7%, Lafora ¥, Mt A FYKRTAF >
iE, 7V =Y ARGCGM, T 7V F Y F=Y AR ERHIToNE. 3HOHp
TNISSS DATHHEEE AT 26, 10RICIA 70— XA TAPATEIEL,
JFF LR <2 TR A E DS BE C, FRAFBE SRR I S RS ETH 5 2 LIS
TWah,

b REREES)

HEARIMEEIRE LT, PANZT, TT MY EORMEEE 20 5.

c KA

AHE OIFELE R ET JL LI/ NN s IR C oMo i, gEGrmonTs
0, AN 2 7R

d BREREBNKIT

PR EBE SR O L, DPW» 5 WIS 52 L% v, 3RITIRE
W7z, AR E N D600 D 7% < v, EEIEIRERES) (smooth pursuit)
IRz 2 A%, BRI ERE B) (saccade) A3BEE S, HRIKGEB)LITZ RO 5.
OB, IRERES) 2T L CHEHEZ IR Bl 2 & b8 5 BT 4 ThH % “head
thrusting” % £ D B HIZFED 5. HREREE) T 0 28 5 72 % H (excessive blink-
ing) RHRERZ HIRIC PR S B S S ACPREREZ 1T &9 2RIEED 2B 5 2
Ebd b, KPHIREGEBEEIOML, EEERENKESEE, fHE, RETEL
Py Ldbdb.

e MREEIFUL\NA, BEETEE

QERITHAM L ) RODEIRTH Y, Mg s RS 5. HETREE IR
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F1E d—Y1mBBRAINIIY

Welkhlide e 72 L, @y Pie s A MEERTH 5.

2 HEFRSRE

a GEEPE{RFIR

M TH 5 28, 3B TIFIFHR L MERTREET DA TH L. 3c il
TIIKEES 2§ %, Shithara & OBEY TIE, KEHEE 252 3 B OB % 5
PRI - AR ICRET L, MRIPT R B & OAl & i i & ) 28 oK BEIE & &2
BrEiTns.

b i

AAENFFF Z BT T 7 v REERF O BN ORI, SHESED S ik
ORI RO D, GRIIRIG 12 X 0 J6Ze58 UL &2 EFE
MFHFHEEIND.

c fHEREIERE

RVEIH FH 56 A7 (somatosensory evoked potentials © SEP) 248 5 #5587 (visual
evoked potentials : VEP) Tl D IE £ R0 K2 B @ 1k 2 Somt L 72 BOR &AL (giant
SEP, giant VEP) % i85 Z L h%d 5. TEPENNES SUS (auditory brainstem response
ABR) I, FIEICHFEM AR EZET 5. BEFEFICRINTVWIEHAETYH, 1
~ I P OFEFIES R, 1 P LLRE O W 2k (ML %0 V P O IRIEIE T 2 FIHAL)
RO 5.

d BRERES)DFTH

FEII LTHAINE SN L EETIE, HEEB X OVEEIEIREREE) 2 3553 7
W LIS IRIRFHIEE E (2 CRHI e Ch 5. FLANE TR N 242 2 L5 L
Wiz, FEGESEARIRE (A% 1 A A L T % 1E manual spinning (2 CEEFE AT HE
R A ERR S D7 2% (locking-up) 7 saccadic initiation failure O ffi# 72 5Hi% & LT
HHTH B>

2

(32 #

1) Lal TR, et al : The spectrum of neurological manifestations associated with Gaucher disease. Dis-
eases 2017 5 pii - E10.

2) Kraoura I, ef al © A French experience of type 3 Gaucher disease : Phenotype diversity and neuro-
logical outcome of 10 patients. Brain Dev 2011 ; 33 © 131-139.

3) Tylki-Szymanska A, et al : Neuronopathic Gaucher disease : demographic and clinical features of
131 patients enrolled in International Collaborative Gaucher Group Neurological Outcomes Subreg-
istry. J Inherit Metab Dis 2010 ; 33 * 339-346.

4) Shiihara T, et al * Communicatind hydrocephalus in a patient with Gaucher's disease type 3. Pediatr
Neurol 2000 : 22 : 234-236.

5) Harris CM, et al : Intermittent horizontal saccade failure (‘ocular motor apraxia’) in children. Br J
Ophthalmol 1996 . 80 - 151-158.

6) Garbutt S, ef al © Comparison of the main sequence of reflexive saccades and the quick phases of
optokinetic nystagmus. Br J Ophthalmol 2001 : 85 © 1477-1483.
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BE RBREASNTCVS - TROEEICIE, BRMEITEE(ERT), BB
HlBOA (SRT), EMEFFHMIEAE (HSCT) 1’5, ERT (&, REAWFERRMENER SN
THD, BENETABEEE UCTHEIZINTWVS. SRT [F, 5%, 1BDORAERE, $D
W ERT TIRIRD'ZEIL U TV EBE TR LAIEMOE EHHF SN TS,

)T
1 BERWFREE(ERT)

T— 2iE, MBAT AV —2NOZVat L 7Tay ¥ —EAEEHIZR
H, FALEEMMET LT 720 IR (EIC7Vva v vt T 3 F) 2 5HT
HZENTETY, MK, MK, SHo~rsorr—Ih8IZ7Vaives N
WEETLEETH L. BEFEMTCHE Y (enzyme replacement therapy : ERT) 1, K
HL TV ABEE BB 5 2 212 X o THRBPIZELY) A T e & 9 345
L TR S Bl TRHIAL, B/ML WALV aY VLT I FEHH - AH
BikRETH S Y. BAE, ERT OB L L Tid, 1998 4 IZKR SN2 M 3 7
NEF—E(ELFAL L)L 2014 FIKBENTZRTI T VL FT—ET VT 7 (K
1) T D 2 OOH DB B

1996 FEICENM O T— 2 =9 | BUSKH T2 0EEE LTT V7V —E (e
MEHEHR) AS, FOH% 1998 4EI2 A I b T — ¥ (RIZTHIRZ) DSRE L 21T
T, TNETICHARANT = 2 REER 150 ZIHGSNTBY, %S
FER OB MM & ZEMEDTE SN TV EY. BRI R & 225 72 51 HlI2
BWT, NEFOE UE, (MRS, AR, WRERE, 7o YF T ook
23 (ACE) M, #MMUEARA 774 — P (ACP)EAXRIE L L CTHRET L2225,
WINOIRIE D ERT BLATER D O UHEL RO, TOMBIEFRL T ©etk
A I 7V T — B S4B (110 B1) % 5 SASENT S 4, 110 Bl 30 Bl
(27.3%) \CRIMER S A S N7z, B REIWEHIE, FRE 5 H1(4.6%), 546
(3.6%), WEIHt3 X O ACE fE¥INA% 3 61(2.7%), ALT L5, BB L BB
2601(1.8%) T o7z, BEZEWEHE LTIE, T—2 2o 1 E 1401

l17
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F1E d—Y1mBBRAINIIY

FURBRBRBEIR TEAT RO H sz, F 72, 1gG PUREARE BEUE(T 571 9 F
T RREOG, B, FRE, E T, MREIAPUR, MPIREEE, WS, e
T, FT7 /=, BEB IO BEOMBICIOVT L SN TED, 110
B, BBEUETE L72EEIT 260 TH o720, TFH 747 F L —HUSDRIE
IO Lo 7z 1gG YAz 110 Bl 97 BITHEMBL /2L 25, HIEFIL 12
B1(12.4%) T, BEIEDVBOSNIZDIEZFDH B 261(16.7%) THh - 7275, B
BICH 85 Bl 15 B (17.6%) |\ WA SN TB Y, PuikpEd & migkEE o
FAEMEIZIH S 2 CTld e o 7z,

WAV T, I— 2 R ER L [EFZE 77 )V — 7 (Inernational Collaborative Gaucher
Group : ICGG) @ Gaucher Registry (ICGGR) |2 &8k S L7z 7 — & OFFNT 2T LT
WL, TNVITNET—FL LA IS Ve T —YERG I N T-2 2iF 1 Al
BB 6, 757 B (WS LR 22 L 557 61, MEdE L IES D 200 1) 122w,
NEZOE M, UM, PUEE & OREERE, B, B2 YooK
DWTC, WMEHRG 25 10 FROZEAZHIT L7 2 AH, NEZTE VE, i,
Wk, WPIRARE, BRAAE (R 2 L) o g B hdEmrdo oh, B
723BE 0 HHOBHEB LB ) —COHEEOAE BRI T HRD 51,
72, 1 DI EOFREAER EOFIRE, §27 ) YO, oo E R
MIFT L& & DI — 3 o diF 1 BUESE 33 6 (AP b L fiE 43 5%) 12 48 2> H Oty =
R— MFgEARERL, 1 I 7Vt T —BEEIC L 2 BEBOUE R LT &
A, BEFRAEE L KGRI 24/33 61(73%) 2> S5 6 20 H O 15/31 1
(48%) LK L, 48 2 HED 40% LHERE L7z, WHRANIZE 7 ) —EXRBH LN
72DIF 13 B1(39%) T, D) b 11 BITIIFREEZBD LD o7z BEHE KBRS
HoOF % E (BMD) (ZiABHI R, BAFICHER L, BB A RI N A~ —h—[F
AT HNY (BGP), BEIT VA ) RAT 7% —E(BAP)] 7% EOHEIIA
\HEhn L 72

NIV T—=E¥T V7 7bT—2 oif | HERIGERER 2R E L7256 VI AH
AERDDH & O TEBOERRBRIZSIML- 105800 bl TR s H) 0T —%
WELOHLNT VD, XR=AF4 Y ERBLT, NEZFUE ME, @M, W
5 L AR AEEICSEL, ZOMRIE7THEBMERFINALTHZ £ MY
%+ ¥ & — ¥ (chitotriosidase) % CCL18 ® L X)L & [Al Kk 1223 7 & IR o HEF
RO LNz, BT, FEBFLDIIHIFERARLRHL, EELAE
FHRUT 4 FUERD SN2, BIERIE 160 2 1 (B L BEEK) Tdh - 72°.

Dk X912, EWNATT— 2 o528 % ERT OB 22 [ R B 75 42 R
ENTBY, EENREEEE L TOIET VADPHBEIN TN D,

2 SMEHHEREME(HSCT)

HAETIE 1986 F IO T T — 2 2 pEF 2 LT ) Ik L& il o h
(hematopoietic stem cell transplantation : HSCT) 235 /5 S 1L72". D%, 1992 4F
(ZEIN T HSCT 23RBEHIC 2 0, HAEE TIZ4PNIF L TERIN TS, %



J— 1 ROBE (HR)

RACHFFAE I3 5 HSCT 133 TITHERDSZER L T 2 X9 B ABITIE%)
REMMFETE LW DL, T/, ARERICE L QIS A2 fEmidiEon
TV, ENTEBIEDTOIL 4l EERECITOIL TV S, SRR
B3 UL, FFRRAE, MO, B EOREIRDUGEN A SN DAY, 18
B L Cld, ERT %M, A0 5N TE Y, BiiEEOBSICHE LTI,
VAT NRAT 4y FOBEERFEPLETHSL(CQT, CQ8EMH).

3 BEESHINHIESE(SRT)

FEE A RPN (substrate reduction therapy © SRT) 1E, KF L T\ 2 A7 R
EHEEEELEDONT Y AR E L7202, WEOEGHRAIHTAZ L2 HIE L2
BETH D, ZORHAMEDEYFmRE L, BWERY, 1995 FICHE Sh:
HIV % CEM & N2 R TO %47 — 4”725, iminosugar N-butylde-
oxynojirimycin (OGT918) & \» ) X5 TALE W75, NG E EFIE ORI IGEIE L L
THERMUENS S Z LRSIz, 0%, IT—3 ofF 1| BTORKRBRAE
ENY I VA Y M(TL—HR2®) E LT, 20034EICEU & S
2004 FFIKRETHRFE S, ERTO@EEO W T—2 2 ff 1 BZEH S NLTw 5
2, HERTIE=—~Y - Ev 7R CROADEIL L 2> T\ 5,

015 2T Z VAT Y M(HFUVF)ARHRIZBOTHOTIT—Y 2{iD
SRT & L TAGEES Nz, T 7 VA% v M, &, IM/MGEAEE, FFIIES X
WBIEROWY % RO FcB sz 1 MoRAEE, $%\VI3ERT T
AR ZEAL L T B BE IS LAEREOR BRI N Tn 5,

— 5T, BHICHIo T Y VRS v NI A OB EESIEH L EEFED
HGHETLIEAMBTLLENH L. ) ZIVAY v MIFET b7 o— 24
P450(CYP)2D6 12 & ) EFEEIZ, CYP3ALIZ L D 20— R s b 720, KH|
59 HBRICIEFEFIC CYP2D6 DER T LM 2R L, TOLRBMIZL)
VIZVAY y bOBEIGOF LG EORELITHILEND S (E1, HE2)
CYP2D6 @ F B Al 1x, (D extensive metabolizer (EM), (2 intermediate metabolizer
(IM), (3 poor metabolizer (PM), @ ultra-rapid metabolizer (URM), ®HIFIARFED
S5O ENDL. PM D X 92 CYP2D6 DRHHEEDR WA, A O3 FH
T ATb R VWi, S EOWENSLEICR S, URM O X ) ([RHHETEAS
FRICEWIGER, EH2HEGLTHTCIOMENTLE ) DT, KGHMED
IR E N, ZD7zh, ZYZNVAY Y TR, EM & IM T, BEH
BoEHAN SR WEAICEFERG L LT ZVAS v b 1A 100mg, 1 H 2 [H#%
5217wy, PM CIEBFHZESERN 2 WA ICHEERG L LT Z7V A Y v b
1A 100mg, 1 H1HZHLZE LTHGT 4. —HT, URM, b L IZHBIAHER
DEFFRFEGEBI LI ERoTWE, B, DAET CYP2D6 #Ein T4
AL R ARG TH 5 72 (2020 4F 1 HHIAE), T— Y = fEEL#HS & L7z
FHEERBIZ L > TEMBSINTVE20S, AR 2 lxOATH Y, B
TR OERL 16 I ETH 5 FElIZ BB ORI L FIHE ).

F o+ %
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BEOEYNBESR CYP2D6 DEGTFEOMEE (WX : 16 mUL)

v v

extensive
metabolizer

(EM) (™)

v

intermediate
metabolizer

Y v

poor ultra rapid
metabolizer metabolizer
(M) (URM)

v

FIRITEE

22 HARRHEVEE
BERS
18 100mg, 1 H2EERS

ER - HAERDEVE
1EERS
18 100mg, 1 H1EZER

®REZEITD

20/

Extensive Metabolizer

CYP2D6 FREEAZH I & FH| & CYP3A - -
PRE(EMZA I DEAIDT ) 2 o o

CYP2D6 BHEMERZHR I D& ZHH
CYP3A BAEEAZAB I EHZHA

S BIEER CYP2D6 OEGFSRIDRESR

1@ 100mg Z 1 H 138 18 100mg Z 1 5 18
18 100mg Z 1 H 1@ E=3

Mz T, CYP2D6 FHEZER CYP3A MHESE & O HICIIRE R EENSLETDH
L. ¥RIC7 7 A Ta & MZHHESNDPAERERLRT Y VIVIEFIRIIHER
HThLH, TOMOIFEANI L > THMPBEELY LA LD 20T, PrHASEHNIISH
WHERE L TB L 2 EPUETH S, ERBHEDWH O, FrflftH#EIco
WTHERR R AT . F72, HHITIE R WA, =TI 00—y T2 —2Z0EIL AR
FoOMAPEEDS LR L, fEAPERINDIBENDNDHLH7-0, X HLREXTHA.

F/2, BISE LTRLEFETRXL, LHEETHY, RERPEMOBAES
AL, EPMR0EBERBEZIT). FICQT EEEMHEER 7 T XA 1a X
I OMABMRIEZ G ENTVEEEIE, T ZVAYy h2E5LTiEns
v, F, FRAERLERILSNLGE LS LT3 bk w,

- WHEFIHE © CYP2D6 EIn T LA, WRGEEAS RSB mRE 2 & OV K7

KAFE LI BRI BV CHRERERE A & LCEM SN TS (2020 4F 1 BT
SR EDEG L OGRS PR R MR 5 e PR R 5 (03-5400-1202 (571 TV A »),

I — 3 o fREE QIR HTEE CYP2D6 O EETRIOME G5 - 16 L )], KK

NREEIEE SR 9 e b g [ 5 B 22 [ 06-6645-2877 (EL3E),  T— 3 = il BE O I A3

Bt CYP2D6 Ot fn T RIOMERR. v ki (3 © i) ]



J— 1 ROBE (HR)

No
d—2 1 fREBED SRT ZHETHH ?
* Yes
LTOIEHICEEHTHHESH?

OTRH DRI PDEE
OEE*, QTIERDHDEE, V53R (FZI, -

TONA VT RE), HSAM (FPEAYOY, VI 1 DTS Yes

O—)L%) ONABIREFZENT U V) VIEEIE = E

BrhoEE
OFEEL FDEBED U IHHEKHEARE
OftiEE

* SoMEDALE, BREDR )
MDEREE, iR, DOy INXTCDIEET No
7, DERERE
CYP2D6 BIGFZENRE
CYP2D6 RIFEBIDLITOWVLTFNHTH D N v
@ extensive metabolizer (EM) ﬁo 8
@ intermediate metabolizer (IM) @i*ﬁﬁﬁlﬁ
@ poor metabolizer (PM) ‘
‘ Yes
CYPaDosA THESE - G - HER, Yo ) UE [ To 0 HLLI
PEEOBEREHALTVD Eers iR
ThigEn
No
HARR (—Bbk)
Yes  EM: CYP2D6 BE = 5 &
SRT 4 CYP3A BEEZDM
Vakaaid=2!

IM : CYP3A BEEZAMA
PM . CYP3A P
(TUJILAS Y hORZ, HARR, EER5EFCOVTE, REMINEZSR)

BEEARINEIEL (SRT) BSEEOBR7IVIU XL

(Balwani M, et al : Mol Genet Metab 2016 ; 117 : 95-103 K D4Z)

(2w

1) Desnick RJ : Enzyme replacement and enhancement therapies for lysosomal diseases. J Inherit Me-
tab Dis 2004 ; 27 : 385-410.

2) Hollak CEM, et al : Clinically relevant therapeutic endpoints in type I Gaucher disease. J Inherit
Metab Dis 2001 ; 24 : 97-105.

3) R, M BAAT -2 2 H A, DB XM ) BFICET L LS L0 84
M OBLEE BRI AR RN X BN & LEVEOMES. /NERHSH 2013 1 8 1 1325-1334.

4) Weinreb NIJ, et al - Long-term clinical outcomes in type 1 Gaucher disease following 10 years of
imiglucerase treatment. J Inherit Metab Dis 2013 ; 36 - 543-553.

5) Sims KB, et al : Improvement of bone disease by imiglucerase (Cerezyme) therapy in patients with
skeletal manifestations of type 1 Gaucher disease - results of a 48-month longitudinal cohort study.
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6)

7)
8)

9)

10)
11)
12)

13)

14)
15)

16)

Clin Genet 2008 : 73 : 430-440.

Zimran A, et al - Seven-year safety and efficacy with velaglucerase alfa for treatment-naive adult
patients with type 1 Gaucher disease. Am J Hematol 2015 ; 90 : 577-583.

It — 1 SERAE TR (09 2 BRI AR, NERE 1996 5 37 1 1487-1494.

Frances M, et al - Substrate reduction therapy in mouse models of the glycosphingolipidosis. Phil
Trans R Soc Lond B Biol Sci 2003 . 358 - 947-954.

Tierney M, et al - The tolerability and pharmacokinetics of N-butyl-deoxynojirimycin in patients
with advanced HIV disease (ACTG100). The AIDS Clinical Trials Group (ACTG) of the National
Institute of Allergy and Infectious Diseases. J Acquir Immune Defic Syndr Hum Retrovirol 1995 .
10 - 549-553.

Timothy C, et al : Novel oral treatment of Gaucher's disease with N-butyldeoxynojirimycin (OGT
918) to decrease substrate biosynthesis. Lancet 2000 ; 355 : 1481-1485.

Rene H, et al * Low-Dose N-Butyldeoxynojirimycin (OGT 918) for Type I Gaucher Disease. Blood
Cells Molecules and Diseases 2002 ; 28 : 127-133.

Elstein D, et al : Sustained therapeutic effects of oral miglustat (Zavesca, N-butyldeoxynojirimycin,
OGT 918) in type I Gaucher disease. J Inherit Metab Dis 2004 ; 27 : 757-766.

Gregory MP, et al - An Open-Label, Noncomparative Study of Miglustat in Type I Gaucher Dis-
ease - Efficacy and Tolerability Over 24 Months of Treatment. Clinical Therapeutics 2005 : 27 -
1215-1227.

Lukina E, et al - Eliglustat, an investigational oral therapy for Gaucher disease type 1 - Phase 2 trial
results after 4years of treatment. Blood Cells Mol Dis 2014 ; 53 * 274-276.

Mistry PK, ez al - Effect of oral eliglustat on splenomegaly in patients with Gaucher disease type 1 -
the ENGAGE randomized clinical trial. JAMA 2015 : 313 © 695-706.

Cox TM, et al : Eliglustat compared with imiglucerase in patients with Gaucher’s disease type 1 sta-
bilised on enzyme replacement therapy - a phase 3, randomised, open-label, non-inferiority trial.
Lancet 2015 © 385 - 2355-2362.



J— 1 ROBE (HR)

cQ7

BEEDBEREEDKRSICLES KD ?

DHETIFERMITEA(ERT), BEEGHINHIFIA(SRT), SMEHRFEHE (HSCT)
HaBALE UTRIRINESNTULS.

ERT (FODEICHNCHH - REZBDT, B RIRDBFECTHD.

SRT [FRORDFRNH DN, BEINF 16 U LICBROSNSD. e, BInPRSEZ
RET DI, HEFRRIIC CYP2D6 BLFEENRAN R THBD.

HSCT (&, ZDYURIEFEZERT & LRFRTIIABRERKDEITIBALE ERT, SRT
([CRL. BEIVREPRESFSREREE, REBOREARRORELCHS S
SEDIREIDSERINETHD.

(&  5R]
1 BRWFAEE(ERT)

F% 3 1l 7S 7% (enzyme replacement therapy © ERT) 1&, M HFEREICEOCAH
kL ZEnOTI T YA, Z L CTHERWLEEIC EDRiR T b FERMIaER 2 &2
5, i - WA DT, DAENZB W THERIBIREO FE—BIROEELETH 5.
%8B, WORTIEERT X 1 BUSHEISASROENT WD Z Lnb, bREERELRZ T
Yl Y AR EDRIBE N T WA HEEIRIZH S A ERT O R HIZERER
2H, BRIDEGTFHOWHEICHFT LTI I EAREREINTVE(CQA 112
B, FA2BCB LT, ok FEESC A, M/MGRAE) OUEER) R
TMEOFHI & FERICFRD 5D T LRI TIE LI LIRS NS, —7T,
ERT %179 Z &2 Lo TTFAY v bR G IHE ) &R, EI % kA,
infusion associated reaction (IAR) £5 ] 0 kk 4 22 BB b & 4 728, ERT % )7
LaVEW)EIFUH LT, KAA FI4 v TREOFHEEBETLHDOTIEE
V. BEBOM A LIRIICE DY TEIS R 5.

2 BEESAHHHEIEE(SRT)

HBE A RN 3 (substrate reduction therapy © SRT) (&, #EEIH &\ ) K& 2]
HH 5D, ZOMMICH ) #INRCEKGEEZIIET H720, CYP2D6 EI5T%
BIMALDSWIE T 5 2 L RPEHEANOETENLETH S (CQ 6 ZME). SRT D%
FIZB LT, BRTIC & o TR Z®E L7z 1 BUEF I LT SRT YD B 2 4%
H%47v, ERT & OIELMH L & ICEM 4 4F) oY) ) B 2 BOREWITRENT
By, 1 EZOMEREL LTEHTH L. 72, KO T—Y ot F 2
X— k51X AR TR, BN 1 BUEFICK LT, SRT (3 ERT & [ABEIZ 45—
BRI L L TOMBEDITEZRLTWED, BRROZUET Y A% Z0F FHARANIC
HOWLBIIIEEZET A, FCRBEEDSL T HARNIEEED 2 WEERIZE 2
(N3708) LT 5. ZOBMEFEROMmY L, HMkEHAADO T2 24§ 1
RIEH 2B 2 BRMNEREE O 2 (WOR TR AFIER A S\ Ol L, HARA

23
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F1E d—Y1mBBRAINIIY

FEBNGNBHIFAE DS <, IFRIE R BRIk & B 2 @) ICHE S 5 £ 2 5
NTW5, 2070, HARNIBEZIIH T S SRT OFEHFERRIL L D HAEIZEF
i 2LEBH Y, HRANDT =5 EREDPFRENL. b, TVIVAY Y b O
BIE[ T — ¥ 2R OFERER (AL, MR AE, FFIRIE B & OVEEIR) ot |
ThHY, S—F v HERESCHEBERICHT 2R EMET 2V, )
TWVAE Y MIMBEREMOHEE N5V AR—5 —TH L PHEHDEETH
5720, FHIOBENOBITEIBD TRV 2O TH L. T2, REIOEHEREE
T RTI6BUETERBENT VDI EIZHZ, CYP2D6 BIET-4 T D
HL 16U EESNTVE RS, TYZVAY v FOBRETOMIGIE 16
WLLEO 1 TIBE TH L. MISILARICINT T, /AR 1 B 5 5 B R
(ELIKIDS study) 235 i T 5 (2021 4 1 A HTE).

3 EmEFHHRRTRiE

33 I 1 F F2 Al (hematopoietic stem cell transplantation : HSCT) @ T — ¥ = J§ (2
Xt B IEHAMEDITICOWTIE CQ 8 IZREHT A, HSCTOFI&H & LCix, @
ERT % SRT @ & ) (Z#AMk#E L THRIEZ AT ) LEF R 20, BRZEFEO 8D
BOHUE Ly, OEEAERICN U CHETIIHIZ2 W LIZSEET 5 2 e life s g
EVIHHTHDL., LErLehs, I EMHEDELZWEELH D, Z0 X 1) v
FETFTRA) Y PRbLPICEGRBIIHBELUITOLENH L. Lo T,
HSCT O{HHFEINELIC BT A ELNEMIL ERT, SRT ICKSDDENEDITL. &
B, INFTOBMBANIZELT, HATIEZ4H6, EEEIIZIZH 50 FloHEH
57,

X #K

1) Vellodi A, et al - Management of neuronopathic Gaucher disease : a European consensus. J Inhert
Metab Dis 2001 : 24 © 319-327.

2) Vellodi A, et al : Management of neuronopathic Gaucher disease : revised recommendations. J In-
hert Metab Dis 2009 ; 32 : 660-664.

3) Cox TM, et al - Eliglustat compared with imiglucerase in patients with Gaucher's disease type 1 sta-
bilized on enzyme replacement therapy - a phase 3, randomized, open-label, non-inferiority trial.
Lancet 2015 ; 385 © 2355-2362.

4) Cox TM, et al : Eliglustat maintains long-term clinical stability in patients with Gaucher disease
type 1 stabilized on enzyme therapy. Blood 2017 ; 129 - 2375-2383.

5) Balwani M er al. Recommendations for the use of eliglustat in the treatment of adults with Gaucher
disease typel in the United States. Mol Genet and Metab 2016 ; 117 : 95-103.

6) Belmatoug N, et al : Management and monitoring recommendations for the use of eliglustat in
adults with type 1 Gaucher disease in Europe. Eur J Intern Med 2017 ; 37 : 25-32.

7) Ida H, et al : Type 1 Gaucher disease : phenotypic expression and natural history in Japanese pa-
tients. Blood Cells Mol 1998 . 24 . 73-81.

8) Y FIHC AT 100 mg [EHEA ¥ ¥ ¥ a— 7+ — 4 (2019 4 3 HEXET, %5 h.

9) MEEM— : dEMmEEIAREHE. O — 2 =K Up Date. BT & iG99, 2016 : 106-115.



J— 1 ROBE (HR)

ca 8

J—2 1/RICHd DM EDME DT & ?

ERESME R (HSCT) (CK DISIMEREFERELLL, BRDBRPHRIEITDA
ROE5ND.
HSCT (3 2 J—2 TRICH U CEM LIl H DD, BIERORESIDNECTH

)

UL,

HSCT DpiEIFE L UEERIEELEofeh, —BCHEBMEHENE LD T

BEMEISBE TEIRLN.

(& 53]

13 I 1 2 4l (hematopoietic stem cell transplantation : HSCT) 21 N9~ — Hi 2k
OIEMMIEA SHEFEENL VT L 70 L ¥ — B2 L) kbl BEEEOTE
FAHEON, Ikl 7ay FORBEEIIRIESND". ZOME, Fi,
&, MENERICER LT AIRIZEER L, S0 IEFL, B
KRB OEEIESNLY . N F—HMaD 475 % MR L - BIEAEIC B
WTIE T =¥ 2O ERRIERO R Z 7803, MO TR 7% QOL 45 Z & 7%
T&BY. F72, EBEEMTEHE (enzyme replacement therapy © ERT) @ X 9 |k
RERLELEET, EFREFRNICOEN TN,

HSCT Cld Fr—HBkO~ 707 7 — Uik L, PRMZEICBWTEI sz o
U THERT A bud A MIEL, BESNHBOBEICEFS T L SN
THEOY, FEEIZ L TEHERE 1T 2 & TR RN O 22 5 F A5 & L
TWAY, M T — 3 2 JHIH T2 HSCT DRRIE—EL T awndon, B
5B S ST A, HSCT 129647 L TSR AT b b 2 L h%
<, ZOf%E 3 Al (Norrbottnian type) O T — 3 x 5 C I3 2 2 HPARKAHRE R 55 A5
L7222 &b HAHH, HSCT RICIEPHAEREOMETAMFIL L2 Y, 5eazillb
EL7z 4P M SNTW B> LI BHEE LRICK$ 5 HSCT Tl AR 47
W% 16 70 H ARG, 588500 85 LLEOWA I BIF R 38 E DR &, H#FTHHC
EREDBZ LV E25Y, T—¥ 2iFIl BT IE W 2 AR E o 7
WHH TOBEPLETH Y, ZOFRBREHIIOWTIEIE 52 2MEPLETH
5.

HSCT D% &V BABGE O ) 121X, FEHERT L E B oW, A A
T F 9% (graft-versus-host disease : GVHD) O fillfl, FIEEGIEDFFS - {GHHTHE
THhb. A RTA HESBMATLEORM &, SFEO HLA AL X
LEEEDE - —0ER, S 5 ICHEERESMILIGHE 2 &9 B35 H1# O B
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FEXFR T, FHOPY 4V AE, PEREORIEIZMZ, A bxXTar N
A(CMV) 7 EBEE G A )V A OFEMHAL 2 FICEERE T 284 () 7 v 8 1 4
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TlERwv, F72, I—2oi2BICEL AT VAL R B RroT:.
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IV EMMRES 22 H)ERT %5 % %\ 72 BE DT EIF72 QOL /R &
L7:. Masek 513 1 BUEE 25 il % K512 SF-36 %906 L, ERT Bl 1EH % 5 X
DRSS TH 7275 ERTHRISHHIZIET, 8 KAV NEFAL, 47
EERBEENL L ol b E L7, F72, Weinreb 57 1% 4 £ 0 IEH Wai
ME aik— MIEICBWT, BFTRAEZAET 5 1 BEH 32 612 SF-36 % HifT L,
ERT Hij @ SF-36 O3 pi 13K E N TEE IR & 0 ARE72 5 724%, ERT B4G 1 4FHIC
TEEAE L, 2 FEEICEFEMREOY ) — 23 7 A EIZYE L (ERT
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B, EOT I IAHLELT, ERTICEBEELRAEEERIZONT, 247
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FEBIH A A8 - 72, RCT IE, FNZNIE—EH DK% G580 " & 2 3K T
DIFHURBEY TH o7z, 1 BEFIHNT ARG N T—ET VT 7DAL 3T
VT —BIIR S B IEL MR T B2 <, PUAEARIC LTI I 7L
YT —EHTAB O b 1HIENRT TV T —ET VT 72 EZLEH 1)) TR
TINET—ETNT 7 HIZOBTH 72 HRY LB T LRI LIV F—
F2JE g5, EMALER b a YR T T AT VR (APTT) IEESR]1Z 4 6 TR0, 3 H
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T, 110 B30 61(27.3%) ICH HEFR L BO TV LA, FHERE, FEE, W&,

33



F1E d—Y1mBBRAINIIY

34

VEIE 72 OB b OASKRETTH o 72, BESUG L 20.0% 12580 H N7 hsT
FT7A4TFYBRSNE Do 72, 1gG PR DFEBIFIL 124% Th - 7225, B
TEFSAE & OBEIZFRO SNk hro 72,

R ZRKICAVDIBEDERR]

T—2 2T, TETFT VAL LTHATELZHERIZEAEL ., T—
TR 1 BNCBI L CTld, FCKROJERIE DAEZ ED 72T V7 OFER L 13Z D E
JEEN R L EHESNLZENL(CQT EH), IRKOTZET Y A% ZDF F
HARNIHWLBICIEERLZZEL, HARANEZ IS 2HERIE L ) EEIZFE
filid 2 E0H 5.

[\RILEEE - BRIER]

T MIABRICETEZIET Y AOELE LT, £F57M%IENA T A A
IHRERIICEL, 1EREZL— Ry oy Lz, EROIFEEMEICE L T, &
PRI 3L 7% <, QOLIZHE L TIZ1HMOATH ), QOL DFHiEE
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FA LD 8 AW OBEIGE BRI EAE R L 2 FEME L BEMEoOBET. NEFEZHE 2013 ¢
76 - 1325-1334.

Dussen L, et al - Cost-effectiveness of enzyme replacement therapy for type 1 disease. Orphanet J
Rare Dis 2014 ;9 - 51.doi - 10.1186/1750-1172-9-51

Kaplan P, er al - Revised recommendations for the management of Gaucher disease in children. Eur
J Pediatr 2013 ; 172 : 447-458.

Vellodi A, et al - Pediatric gaucher disease in England - Guidelines for assessment,monitoring and
enzyme replacement therapy.
https://www.webarchive.org.uk/wayback/archive/20130328002449/http://www.specialisedservices.
nhs.uk/library/23/Guidelines_for_paediatric_Gauchers_Disease.pdf

(BR8]
R CQII-01 7 a0 =547 75 A& LHHFEN (p.84)
EFCQ11-02  SEMEM SR & SR LR — b (p.88)
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1 25K (GEanPR, FRE &m, mIRELME)

CQ 12 | ERT RI—Y 1 RBEOHREENEZIT DD ?

R

O ERT (3 1 BIBEOHEEZNET S (HRE1, TESVAUANILB)
@ ERT [f 2 UBEDIIREZNET S (HRE 1, TETVAUANILD)
O ERT (3 3 BIBEOHREZNEI S (HRE 1, TETVAUNILC)

[(Bx - B8]

T—Y 2FTIE, REEE/ VoL 7y ¥ —YoREThsr 7/ Va7
0 FOSHEe, Ui, Sdik Lot oru Ty —URICERT LI LIZL 5T,
JERIEAVE U 5. FFEIZ/NED T — 3 2 i BE TR ERICHD, EEL
FEIRTH 5.

[(f#5% - TETYRAERN)

JFRENE (2 B3 5 T » & AL ER (randomized controlled trial : RCT) £ 1 #4",
BIERIE 18 hd o 72, OGNS 1 BEHEZ TR L LW 0T,
SRR OB 7\, FEEOUGEE O, AR OBAEL, HFEEED
ERARTOMZ L, ML o TRZ>TW 2, RCTVIZ I RBELZ R E L
TeXT TNt T —ET N7 7 O ERE (45 HA7/kg vs. 60 Hifii/kg) & HIY & 3
LHE—HRETH Y, WML LIIRN—AF 1 v KL CTHEZ AR O
WHEINTW L. F/z, T— 7 2 fFEBELFENIZE 7V — 7 (Inernational Collab-
orative Gaucher Group : ICGG) ® Gaucher Registry ICGGR) |2 8§k S 172 1 L EH
D 5, WREIERE L 195 61 (B 97 B, 21 98 Bl) A MR, 4 FEEDIEH
BEER DN Y Fv— 27 5o SN Twa?. ERT(Af I 7Vt 5 —+8)Tih
BRI, B L OMERS 4 FHTHEBRIELZOIRZENEN %, 79%
Thot. FMERQE, 3B BFICHTHME L LTIE, Krug 572515
2160, 2#L 1 I, 3H 4B 2 ELERIHT LA I 7Vt T — ¥R ZHE
LTwa, 7/, HARAZMRE L2HHS omEY cid, 1 BEH 185, 21
BE 166, 3EBEFHE 17THEZECERMITTE 14 I 7V T —LORREE H
LTH Y, ERT FMGRE 2 4TI PIIFERED 31%, FHWERD 59% O %=
ROz FFRIECCE ORI M— S N T nWhs, 3 XRTOHE THEED
EDRRDO LN TE Y, ERT IZ LA FRELE O RITEHETRDOHNL.

HRZEEKRICAVDEDERR]

ERT (X 1 BUBF I L TE C OBFERENH ), FREOIEEIIHL~TH
D, HEEEING, 28 3RNIREIECE A 7% £, TORREIZT O 72 v
TOIET Y ALANE 1 RN L TERWAS, BRIRAICIE 1 RIS L (RS
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5.

[XRIVEE - BREBR]

T M ABRICETEZIET Y AOELE LT, £Eo57M%IENA T A A
7B L OREEEIEARIIEL, RPN IBRBIO 2B L -y Y v
L7z FE—BMICE L T, FHliEIER 22500, $XTOMIRICBWTE
FEEMEE & L CREli S, Z oM RICIE—BEMZ RO e o 72, BEZE I
LT, AL BHEPIRENZEPS LPAERE L2, IO EN LR
HLTC, &M YTy Z0MERE, 1B LB & Le $72,
IUFYANRREDH 2 TH 5 3HI[CEFI) ], TEF Y AD%\» 2 ]IZ[D
(ETHE) J& L7

FEE EDING ¥ 22OV, ERT I L AEELAEFHROHE T4 L (CQ 11
ZH), KCQIZBWTHERREIZRBII LIS v LI L 7z

B OAMEELR 0T A ’E?]Lf &, BEEANBEICEHTH L7720, HEFEOER
WFEBBICERLRL IR ETLIVLELD D,

EHROFZEE a2 R (J?@/w VAL T, ERICEERIBRE R B8,
R ERBIRT AR R IR L, hEEO T R N LI L7

WROT7L =74 Y 7ICHLT, RCQ AN, HEABINHIHE DL (substrate
reduction therapy : SRT) & DL #1479 Z L IEEK L T, L L, FFEE
ZWET 5 HTH JF% FEIRT A TEF ALV E LTUERASETH 505,
ERT I HERAE L, BERMERRBELND 2 2 &2 5, B E TIEERIHELE (M
ﬁED;&%tA%Wé%fAA~ﬁLf

gL AL, W(10), AN (0), ZEEIE(0).

(RET BMDZEH T RS 1V DLE)

B77U)HHAFT4 220117 TS, 1 8B L3 BEZITH S 2 FME~D
ERT OARNE L GEBESEBIFONTB Y, HEEOSWVIEFICH T 2E#H
EOEREPBENC EPRMEINTVEL, TIDVIVRAY T4 7V —TOHESR
2009” T & 1 8B & O3 U3 2 FFEIE~ O ERT O AR ED TR SN TWv 5
2011 AEDEE D T — 3 2 IFH A BT 4 2PV TIEAAEM, BAMROTH BT,
ERT O FREIE 2R3 2 RS S LT 5. 2018$0)Bk9‘1‘|:f—“/l=fﬁ‘7—
XL N—TDT— 5 1 Bl ﬂ?él#Xh~bik *+ ¥ O T
JHF R L2t 9 2 B Y, BRI AYGE HAEAS ERT & SRT (ZHIZRzE SN T 5

CeBODE=S U VT E5Hb)

JRFRR IR VAR CT 12 & 1) B, BRI D 2R % 4R 93 SRRl 9~ 5 O AVREERY 7 £
=N TETHL. T LTEREBOBRERRIITT 2 LR THRI SN DL 2 LA
2,



J- 1 RORE(BH

[SEROMARDIURENM]

BUE, BREANIENCT2EEDH D, WIS FFPEOUEIIZAER EEZ S
N57D%, SRT & DD 5 \ P HFR DR 2 BRIRITZE 5 O 1 X2 OERIRAY 2%
BEROVHALLICRLWHEENH L EEZONL.

(XX

1)

2)

3)

4)

5)

6)

7)

8)

9)

7y
Gonzalez DE, et al © Enzyme replacement therapy with velaglucerase alfa in Gaucher disease - Re-
sults from a randomized, double-blind, multinational, Phase 3 study. Am J Hematol 2013 ; 88 :
166-171. doi - 10.1002/ajh.23381.
Weinreb N, er al - A benchmark analysis of the achievement of therapeutic goals for type 1 Gaucher
disease patients treated with imiglucerase. Am J Hematol 2008 ; 83 - 890-895. doi : 10.1002/
ajh.21280.
Krug BC, et al  The management of Gaucher disease in developing countries - a successful experi-
ence in Southern Brazil. Public Health Genomics 2010 : 13 - 27-33. doi - 10.1159/000217793.
FrHIEEE, Al SEFIOMIR HAN Gaucher 5 (18, TS L O I ED) BT 52 L
A 5D 8 B OBLEWGE AT AR & B AL CaMEOMET. INERSHE 2013 1 76
1325-1334.
Lysosomal Storage Disorder Medical Advisory Board (in alphabetical order) : Bhengu L, ef al :
South African guidelines for the management of Gaucher disease, 2011. S Afr Med J 2012 ; 102 :
697-702.
Martins AM, et al . Brazilian Study Group on Gaucher Disease and other Lysosomal Storage Dis-
eases - Recommendations on diagnosis, treatment, and monitoring for Gaucher disease. J Pediatr
2009 ; 155 (4 suppl):S10-8. doi : 10.1016/j.jpeds.2009.07.004.
Paediatric gaucher disease in England * Guidelines for assessment, monitoring and enzyme replace-
ment therapy. Issued march 2012.
https://www.webarchive.org.uk/wayback/archive/20130328002449/http://www.specialisedservices.
nhs.uk/library/23/Guidelines_for_paediatric_Gauchers_Disease.pdf
Adult Gaucher disease standard operating procedures. updated December 2012.
https://www.webarchive.org.uk/wayback/archive/20130328001819/http://www.specialisedservices.
nhs.uk/library/23/SOP_for_adult_Gauchers_disease.pdf
Biegstraaten M, et al - Management goals for type 1 Gaucher disease - An expert consensus docu-
ment from the European working group on Gaucher disease. Blood Cells Mol Dis 2018 ; 68 : 203-
208. doi - 10.1016/j.bcmd.2016.10.008.

[(BEX—E]
R CQI2-01 7U—% A7 7T L L LHHEX (p.90)
R CQI2-02  EMERI SR & SR LA — b (p.94)
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CQ 13 | ERT [FIJ—y I RBEOEM - MIMRRHAEELET DD ?

R

O ERT (& 1 BUBEOEM - M/MREAMEZET § (HEE 1, TETVAUANILB)
@ ERT (3 2 BUBEDE - M/MWREAMEZNET & GERE 1, TETVAUANILD)
@® ERT (& 3 BUBEOAEM - M/MREAMEZET © (HEE 1, TETVAUANILB)

40

[B=R - B89]

T—v iy, Zvatl7u sy —EORMEMFERGHEETIC X D IET 2.
sivatlruyy—¥oHETHLr NV akL Tay PN, K s
EOMMk~ T T 7 = VNICERET A I LI Lo T, BRI MR, T,
FIERZ EDF SR SN L, BT CIET— ¥ o Milg %2 Z5ERo, AR
AERANZ N2, BIMEROEA, fFhERkiEgefEE b ME SN TS, SH, T—
¥ IRIZ BT B EEFE A FEHE I (enzyme replacement therapy @ ERT) (& £ IfiL X2 IfiL/ M
WA OYEEIZEHTH 20 a4 5.

(fBSh - TEFT Y REBH)

ERT O & IR M/ MK AME 0 AR RIS LT, 205 v 7 2kt
B4 (randomized controlled trial : RCT) & 32 OIS se M SN TR, o
KEFFIE T =2 2 1 B RTH A, RCTIX 1 BANGE LARNT TVt T —
BTN T 7 O R (45 HA7/kg vs. 60 HAL/kg) Y 720 v U IEHe5- o b o (s
vs. A 1IN % B & § 2 H—HRERTH V), bHETERB STV L HEMRRE0
A 1 kg 24720 60 AL %[BT L B2 5720, #ROFMIFETS.

1 BB ICH % ERT OFHMEICE L Tk, I— ¥ o WERILFEZE 7 L —
7" (Inernational Collaborative Gaucher Group : ICGG) @ Gaucher Registry (ICGGR) |2
BfkSN-BEDH B, MR HEE 195 6] (1% 97 B, 2 98 #ll) & 3512,
6IEHIChBEBMAE(NEZ O Y Ul /MR, AR AR B,
By —B)EREL, NvF— VM ETo7. TOME, 4EROERE
BERLL, 6 HH I N T CIHEHEEL ER L -2EZOEEIT415% Tho7z. £
72, 6 ODWRHBED ) B 4O RER LZEFEDOEEIL928% TH Y, ERT D
BRESRO SN T, BIIFEICE LTIk, ICGGR IZEGFS 7z 1 BE
757 B (L R 220 Bl &2 &) 2R & L 72 10 £ D BERT(A X 7 vt
7 —B)BFREBOBEY T, PIRHEOAEIZED ST 10 FEFEOANETTE
it & MBI R AR EEE b o T RA L 72,

ANBIZB LT, ICGGR B SR SN/ 18 LU 0 1 RIEE (Ml IEH &
884 ) Zxf R & L 7= M (8 4ER) ® ERT DR EZ WL L Twab. FHPAE IO
Y EIZA I 70V T — B2 X B0HHG 1 FETIEFILL, GG 8 £k E



S— 3 T ROBR(ER)

TIEFEZAMER L T/, 72, MEBIER—ZAF 4 TlE98 i /uL Tho
7278, B 8 ERITIZ 171 T /uL LIEFALL, ZO%BOIEFEMEAMHEELTED,
NBEEIH LT H ERT OB MILEATD S,

HARNT = 2B & 1203 % ERT OWHERGRIE, 51600718 4, 27 16
B, 3817 B1) ZRIRE L7 ERT(A 2 7Vt 5 —8) D 4R D4 & AR
P SN TWAY MM 5 BEE 103 £ 7.0 T /uL Tdh - 727%, 16
HEHEIZIE T 161 £ 837 /uLIZFEL, TOHbEHICHA D IEEH#HiPH CTHEE:
LTWw/z, ANEF7OE ML, 56K 101 £ 24 gdL TH o725, 248 H
WIS 122 £ 1.5 gdL 12203 L, 2 ORI 5 546 408 A H £ T 12.0 g/dL PL
LR L. 72, NS LES—E¥ T I T 712X S ERT O I HHEER DKL
BOBE SN TVAEY. KHBRTIE, 4137025 —XI2XbiEEE 122080
LRIl HARNT =Y o BE e B (A 1 B 26, /NE 18260 /ANE3
B2 ) #xt5e LT, X7 VE5—ET7 V7 72902, 51RO
MoOREEEFEHEEZBET L CB Y, &GMEF, NE7Ov Az S I/
WEIZ VTN LT 22 LR CIEFHMANZMREL, XF7 707 —-ET7 NV
7 7 DIEHBVEDFED H 7z,

Z OO ERSOFETT 2B\ T L &I, M/IMGRAME IR LT ERT DA R)
PEIZBH S TH Y, ERT T — ¥ 2RI BIT A EIM, M/ MURA o124
RIEHRETH 5.

HRZEEKRICAVDERDEER]

F LR MM A QR3S TEIRIZ b7z ), ZHEEPERETH 56
bhuL, oKREDHTE, H25VIIIHFEEDOLELH 5. FILR M/MGRA A
T=Y 2RI IERE R R 6 0H 5720, ZHNIIIEEFLETSH .
WD L WIEIciE, M EMEICHRZ S22 LRI LwEERILR
5.

[XRIVEE - BREBR]

TN AEKICET ATV AOEE LT, £Fo0MRIEINATAY R
IERIZE L, 1EBBE 7L — ¥y Lz, JREFEMEICE LTI, RCTICE
WTHAED R ->TEBY, 2BEZL—-Fy Y v Lz BREOFE—EMICEL
TlX, BERICERELIIBO o7 CNHLOFERNPS, &M LEIEFT Y AD
FEFEMIZB () J& L7z, 2BICB L TIHW ORI E 25 T8 F 2 AN\
9, [D(ETHHH) J& L7z,

ML EDNG V ZIZDWT, ERTICL 2EELAERZORE1EE %L
(CQ 11 M), KCQIZBWVTHERE I THEIIRIZTS v LWL 72,

BEOMEBICHFAICE LT, BEBFMABEIIEZHTH Y, HEEOERITE
HHIZRED LR ET 2 LEDND 5.

EROFIZREE T A FRGFEDONT A LTI, IFEICEERGRERETIED

[ 4
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B, BEEVRIISHT BHRE SIS ABEL, PEEOTA b LHETL 2.

HROT7L—T 1 I LT, TETF Y AOKIIA LW, Elld X T/
MO O < TOTFEIC B CEERFIIEE & L TR S A, 20
R BEUA RO LD/ L b s, MR GEEE D LT 52 85/
KHCER—HLI

FROUEE SR, " (10), A (0), FEIE(0).

[BET BthDEZEH 1 RS>V Dic#E]

PR TIEBHICT—2 o 1 BUSH L TOARERT 27N TV 555, HART
1 RIS 3BT RTITH L TERT BMThN T b, 4k, HARDSMERMQ2
R 3D oA, IM/MGRAMEICR % ERT OAMES & O a2 LIEHR
RE LT LEDLD 5.

GEEDE=ZSY VS 5]
i B & O IR A REIZ 032 ERT OEFEHEZ EHK L TwWab D, E8n
I ETEZ 1) v 745 (CQ 10 2K).

[SEROWRDOIRE]

ERT (&, T—Y =1 BB X3 BOAEM, MO L TEERR
RN o TV BD, T— ¥ oif 2 BUSER B D e W2+ R @A 7 S
TWiw, 4%, SORLMEPLETHL.

X #

1) Weinreb N, er al - A benchmark analysis of the achievement of therapeutic goals for type 1 Gaucher
disease patients treated with imiglucerase. Am J Hematol 2008 : 83 - 890-895.

2) Weinreb NIJ, et al - Long-term clinical outcomes in type 1 Gaucher disease following 10 years of
imiglucerase treatment. J Inherit Metab Dis 2013 ; 36 - 543-553.

3) Andersson H, er al : Eight-year clinical outcomes of long-term enzyme replacement therapy for 884
children with Gaucher disease type 1. Pediatrics 2008 ; 122 : 1182-1190.

4) JRHERE, Ml FEFIORIR HAN Gaucher 75 (T 2!, 1T EIB X OV I &) BH IS 2 v L
A 20 8 M OBLEWGE LT A RN & B AR L atEomEr. NERHSHE 2013 1 76
1325-1334.

5) JFHEsE, Ml 0 HAA Gaucher JEF I T2 X7 7Vt T —ET N7 7 % H
FREEOHRE & a2 25T, ANERZHE 2015 5 78 ¢ 131-138.

6) Pastores GM, et al : Therapeutic goals in the treatment of Gaucher disease. Semin Hematol 2004 ;
41 (suppl 5) : 4-14.

7) Weinreb NI, ez al - Effectiveness of enzyme replacement therapy in 1028 patients with type 1 Gau-
cher disease after 2 to 5 years of treatment - a report from the Gaucher Registry. Am J Med 2002
113 112-119.

8) Weinreb N, et al : A benchmark analysis of the achievement of therapeutic goals for type 1 Gaucher
disease patients treated with imiglucerase. Am J Hematol 2008 : 83 - 890-895.

9) Andersson H, er al : Eight-year clinical outcomes of long-term enzyme replacement therapy for 884
children with Gaucher disease type 1. Pediatrics 2008 ; 122 : 1182-1190.

10) Gonzalez DE, et al - Enzyme replacement therapy with velaglucerase alfa in Gaucher disease : Re-
sults from a randomized, double-blind, multinational, Phase 3 study. Am J Hematol 2013 ; 88 :



11)

12)

13)

14)

15)

J- 1 RORE(BH

166-171.

Anderson LJ, ef al © Long-term effectiveness of enzyme replacement therapy in adults with Gaucher
disease - results from the NCS-LSD cohort study. J Inherit Metab Dis 2014 ; 37 : 953-960.

Smith L, et al © Long-term velaglucerase alfa treatment in children with Gaucher disease type 1 na-
ive to enzyme replacement therapy or previously treated with imiglucerase. Mol Genet Metab 2016 :
117 - 164-171.

Laudemann K, et al - Evaluation of treatment response to enzyme replacement therapy with Vela-
glucerase alfa in patients with Gaucher disease using whole-body magnetic resonance imaging.
Blood Cells Mol Dis 2016 . 57 - 35-41.

Zimran A, et al - Treatment-naive Gaucher disease patients achieve therapeutic goals and normal-
ization with velaglucerase alfa by 4years in phase 3 trials. Blood Cells Mol Dis 2018 ; 68 - 153-
159.

El-Beshlawy A, et al - Long-term hematological, visceral, and growth outcomes in children with
Gaucher disease type 3 treated with imiglucerase in the International Collaborative Gaucher Group
Gaucher Registry. Mol Genet Metab 2017 : 120 - 47-56.

(BRI
EECQI3-01 7u—% A7 7T L RN (p.95)
EEECQ13-02  JETEAY SR & SR LR — b (p.100)
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1 25K GaPR, FHRE &m, mIRELME)

CQ 14 | SRTRI—y 1R 1 RBBEOEGFRENEZITID?

R

SRT B’ 1 BEDEGFTRZNET ONE, TET VAR THTHODARBETHD
(HRE?2, IEFTVAUNILC)
[75E1E]

FREQ B, 3E)FSUVITNBEE(ICHT D SRT DHRICDWVTDFRIIFIFL).

[(Ex - 889

1% 3% 1l 7077 1 (enzyme replacement therapy © ERT) |2\ > C, &8 & BUIPHI
(substrate reduction therapy : SRT) 252015 4F- 5 H 25 b A E T b KRR &, fHH
DWUREE olz, BATTARRTOT =8 &b LI, T—2 =9 | BOEMGTHE
\2XF9" % SRT DRI R & WAL 5.

%B, DHPETIT— Y 2 WHIZRBOE 2% % SRT #ANI =) 7 VA S v b D
ATHAH. LIzD>T, KHARKIFTAYTE, TYTIVAY Y MZOWTOHRRD
BT L, ) TNVAY Y PORTICEICE, MEgs LTl I 2 HOFHEIR (]
I, M /RRAME, FFRRIE 3B & OV HER) o2 [ & > Twb, ZLC [I—T
I OMAEFERNZ T 2 ARFN O RIIFTE L] EHR I TS, GESHED
LOME S EARWICIETT - oI 1 HEEITHT T 550 THL ZEEHRLLTH
CPLFTo CQ 15 CQ 16, CQ 18 b Itk).

(fEsH - TEFVREN]

SRT DEBFE DA TR GECEORT, AFHHOLER) OUGEEICHT 2 T
YA, AT ROUEIIAATSH S,

—7J5C, SRT ® QOL I8 2R RICHT 2 7 ¥ Ak, 270 F v 54
1t L5555 (randomized controlled trial : RCT) SFEAET 4. HEREO v 1 BIEE
K A M A T >~ & 2L ER (ENGAGE study) V12 8T 3 2 ® QOL 4§
TEASH V> 5 172 [BPI (brief pain inventory) , FSS (fatigue severity scale), SF-36 (36-item
short form health) ]. 9 7* H 2 OFHIIC SFE-36 D TR ED 9 &, FRFHL K 2 A
YOFBELRUENROON. —HT, 34D EERT(S I 7tk T —¥) k5%
21, TTICHEEREICEEL T 5 18l Lo | BLER T RIITDONIE
I HF > # 24 E IR M3 Bk (ENCORE study)? Tid, 1 BB 160 BIIA L
T, ERT(A 3 7 )t 7 — 1) ikieht 54 ] & SRT ~OY) ) 5 2 £ 106 61T 1 4F1H
#5247\, Hiak & [FARO QOL FHiffi & SEH L 722%, MR 72 & NI KD IGH
Wit T QOLFFMMIC K& Rk e drorz. T, CORERBE BT 44
BICFHRRICEHE L 7275, "= T4 Y ERBELTCWInd HELRZ(LZRO 6N
727172, @ ENCORE study® ™ T[] FF 12 B3 O fifi i 1 %0 1 7 0 i 4 (treatment



S— 3 T ROBR(ER)

preference questionnaire) b Ffifi L T\ 5. A7) —= 2 FFB LU SRT 1 £ D
FFAMIIE & b 12 SRT BRI & f TR G- 2 1A 7Y, EWRE 1258V TH, SRT
kfe LT\ B 141 BHIRE L CRIBOFHRAE 2 ERE L, 98% 3#EIH#x5 2 i AT
By, TOBRHIIEMESE o7 ThOOMRED, FOH%513 QOL tE 2%
GLTWRHEIREEI NS, —FHT, 3FNIEOHRG 243, 1 BliX ERT IR -
T (BHEERE TG S 5139 254 ).

B, EOTIMHLALLT, SRTICKZEEAFERRIIOVTIE, 24"
D RCT & 7047 OBEHEIHE SN TWAD. F B X 0% M AHRERICE
WC, HENI0BIZET 393612 ) Z VRS v hafG sn" . kgl
X33 61(8%) T, D) bLEIWERIZL A2H 1L 12 61(3%) TH - 72, BIVER
XN REBIE 159 B /393 B1(40.5%) T, B D ZEITERIE, BEE 21 61(5.3%),
TFEIED 18 B (4.6%), T 17 B (4.3%), HALAE 16 61(4.1%) Td - 72.
HAR AN ORIWERHE & 26110 61, 50ET, B, W, dofh, wUpieks &,
BEEDPE 1 Tholz, EELAEFRRLE LT, b 393 B, Jtiins 8 4l
(HRN1BlZ &) IZABN, 2095 5 HNIEEBICTES N BRRBR TR
HHNIITE A EDOIANIME REMBEERMTH Y, FIEY A 7 B (%,
PRIM, JE9) ko TW7zhs, RIS T 2 KFOBEGIEIAHTH L Z L b,
HELBERAICRESNTVS, Z0EPOEELAERHK L L CUIEEIEQ
B, Bz L), LAZEQE, B L), (LEWERCQB, 55 1 IR
HY)THore.

HRZRKRICAVIBEDEER

SRT 3 TH 5720, BEBED QOL WLFHIZO LW BT LS5 78,
WKIZB1F % SRT O IE 1 FIO KT, MR o N/NEBEZEEZ /R E LT
iE v bAEICBWTYH, B TOEINE 16 %L Lo 1 BEHEDAT
Hb. T, #ERLHEGEERET LB, BEMARNIC CYP2D6 EinT%
RGN UHTH 5.

[/XRIVEE - BREBR]

TN ASEICETEZIET VAORE LT, £Fo07RIEINATAY R
IHRERIICEL, 1B L— Ry v Lz, EROIFEEMEICE L Tk, &
P BRI A <, QOL FFMMiICE L CREMoMEL ROz Z s, 2B
L —FFT Lz IRSOMEEHIEDIBOTL RN Ehs, &
HIUET Y AORMEEMEE, [C(E5w) & L.

FIE L EDNG Y AZDOWT, SRTICEAEELGHERRLOMEIZSL < %L
(CQ 14 &), KCQIZBWTHESEE | ZREIIRIZS v T L 72,

BEOMEBCH AL T, BEEANBEIIEHTH L Z L2 4O T
RSN, REOBRFIIBEBERL LI LICHETLLEND 5.

EROFMIEE T A MREFRDO/NT » A2 LTI, ERT & SRT1x & b I2 R
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BHE o TBY, BN LEGEORE, MEHEOEKEIFABEETH L. HE
PERBISFT 2R E NG EHEL, PEEOTZ LML
HROT7L—T 1 Y7L T, A TPREUETLHI LI LTIET YA
7 wh, BEELAERRIIVE L, QOL DUEIZHS T4 LRI NS
ZEMS, RCQITEL TITMAMIHIET L CoWIESE HEEE 2) 12425 £ /54
VEETES L.

AR, 1(10), AT(0), ZEIE(0).

[%ﬁ?é@@”ﬁt%hv%/@?ﬁ]

VAR, Wi BBIZH > TOHOEBEMAICL D QOL DY #ENEEHINTETY
5. 2018 FF LRI S 7z 1 BUEH ﬂf%(ﬁﬁﬁ” 1k, P, QOL I L
TH, MOBEE (Bl M/ MGERAHES) & R, 2 S N RN 2 6%
HEAVE SN TS (CQ 10 ).

CeBODEZS U VT E5HD)

REFEHIZH 2o Tid, BIEEHZEFL, SFHERERNRAEM(Z L -7
TN—= Y a— A CRET . mREAGRE, 2 OEMBREDIE D,
MEFREZ &2 T, AEFROAGEZHEZE TS (CQ 6 1), HRIMEIC
BLCIE, BHRBEEOZRICEET 5 (CQ 10 ZH).

[SEDOMERDTEEL]

T ZIVAE y ME T =¥ o R OMHREAER 6§ AR RIS T & 2 0ps,
AR S HH 2R 2 A3 % SRT DERRGEHR;ITH N TH Y (2021
1 A3, REFRI NS,

X #K

1) Mistry PK, et al : Effect of oral eliglustat on splenomegaly in patients with Gaucher disease type 1 :
the ENGAGE randomized clinical trial. JAMA 2015 : 313 : 695-706.

2) Cox TM, et al : Eliglustat compared with imiglucerase in patients with Gaucher’s disease type 1 sta-
bilised on enzyme replacement therapy - a phase 3, randomised, open-label, non-inferiority trial.
Lancer 2015 ; 385 : 2355-2362.

3) Cox TM, et al - Eliglustat maintains long-term clinical stability in patients with Gaucher disease
type 1 stabilized on enzyme therapy. Blood 2017 ; 129 : 2375-2383.

4) Lukina E, et al : Improvement in hematological, visceral, and skeletal manifestations of Gaucher
disease type 1 with oral eliglustat tartrate (Genz-112638) treatment : 2-year results of a phase 2
study. Blood 2010 : 116 - 4095-4098.

5) Lukina E, et al : A phase 2 study of eliglustat tartrate (Genz-112638), an oral substrate reduction
therapy for Gaucher disease type 1. Blood 2010 : 116 - 893-899.

6) LukinaE, et al : Eliglustat, an investigational oral therapy for Gaucher disease type 1 : Phase 2 trial
results after 4 years of treatment. Blood Cells Mol Dis 2014 ; 53 : 274-276.

7) Mistry PK, et al - Outcomes after 18 months of eliglustat therapy in treatment-naive adults with
Gaucher disease type 1 : the phase 3 ENGAGE trial. Am J Hematol 2017 : 92 © 1170-1176.

8) Cox TM, et al : Eliglustat maintains long-term clinical stability in patients with Gaucher disease
type 1 stabilized on enzyme therapy. Blood 2017 ; 129 - 2375-2383.



J- 1 RORE(BH

9) Pleat, R, et al : Stability is maintained in adults with Gaucher disease type 1 switched from velaglu-
cerase alfa to eliglustat or imiglucerase - A sub-analysis of the eliglustat ENCORE trial. Mol Genet
Metab Rep 2016 ; 9 © 25-28.

10) Peterschmitt MJ, et al : A pooled analysis of adverse events in 393 adults with Gaucher disease type
1 from four clinical trials of oral eliglustat - Evaluation of frequency, timing, and duration. Blood
Cells Mol Dis 2018 © 68 - 185-191.

1) $FNHH TN 100mg 4~ ¥ ¥ a—7+— 5 (2016 47 AUET, 44 H).
https://e-mr.sanofi.co.jp/-/media/EMS/Conditions/eMR/di/interview/cerdelga.pdf?la=ja-JP

12) Biegstraaten M, et al : Management goals for type 1 Gaucher disease : An expert consensus docu-
ment from the European working group on Gaucher disease. Blood Cells Mol Dis 2018 : 68 - 203-
208.

(BRI
TR CQI4-01 7u—F A7 7T A e RN (p.101)
“HCQ14-02  EMEN SR & SR L AFE— b (p.105)
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R
SRT (& 1 BABEDIFEZET S (HREE1, TETVAUANILB)
[FHEIA]

WIFNDIETVABIANSDIHRETH D, BU 1 BITH > CHEMEIZER (N370S
ZR)ZBSEVHAABETIE, FEKICHE U TIREFNESPEER, RREZDIE
ENEWMEEN DD, BENDRICDVTIEKLDIEECFHET dHENDD.
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[B= - 881

1% F2 i T 1 (enzyme replacement therapy : ERT) 1Z#e\ > C, LB A R ENHIE 15
(substrate reduction therapy : SRT) 32015 4 5 A2 S b3 E T AR S 1, HH
WL Z oz, FATTHRKTOT—F &b L1l T—3 = | BIOJFIIELI
X9 % SRT(L) ZIVA Y v b) DIERREBGET 5.

(fESh - TET Y RAEN]

T—2 o/ T BT ZIVAY v k& 72 SRT 22V TOHRER RO
Feld, HBEO R 1 BBE I BRI & Tk — MRS nARRE) Y, 7
T RE M L8 MART >~ & A LHEEER (RCT)*Y, 34ELLE ERT 2521 C
Wb I EEER IR E LSRR, BREOZ W I HEZEZHRE LT
ERT & SRT D MHERERY A3 % .

BIRED 2\ 1 BUEF 26 B2 0 R L2870 & 28— FIFZETIZ™Y, 14
® SRT T, JFHEIZHAEICSEL, 4 FRHOWGHE TIHFEIEIZ OW TR BIE % E
BT & 7-REFNE, FRER T 100%, HIEKT94% Tdh o7z, W SAEHID 80% UL
BT, HRATIERED 5N WIERIZEE (N370S) 2 A L T\ 7z,

77 & R B (ENGAGE study)“* T, #% 9 2 H I ERT |12 X 250 %
ZIF TV w1 BEF 40 6% xF 5% & L, SRT % 9 7 HjitifT L 72 (SRT #f 20 1,
772 ARRE20H]). SRTHTIE, MAERINRN—ZAT A D -27%, WHERKT -
6% LIEL, FIUIHLTTILRETIE, MERIN-251 D +2%, IF
BREIL 2% L L 72 WFZERIG 9 ~ 18 2 H DIERAER CTIL 262 SRT % 1T
V), SRTHETIX I8 PHBE THARBIIN—25 1 > D —-45%, WEMITZ-11% %
TYEEL, 77 AR5 9 A RIGH 2 BIG U728 Cid 18 2 A GRERLE 9 2 1)
DT, MAEBIN=AFA4 2D -31%, HERIZ-T% FTHRELL. R
FEBID 80% LA LT, N370S B8 % H LTz,

ERT & DI 1EEER (ENCORE study)®” Tld, 3 4ELLE ERT THE SN TV S
1 BIEE 160 Pl xS e L7zd—T Y FN)VDRCT THY), 5461TH I 7+
J —¥IZ X % ERT % #£#5:, 106 BT SRT YY) Bz, EMBOMREE FHE



S—3 I ROBR (B

FEONR=AF A4 Vb OEALIZOWTHRE L7z BRI, ERT BT -3.0%,
SRT # T —6.2% L Mi#E & DA RZITEDT (p > 02), WERICBWTHHE
k12, ERT #C+3.6%, SRT T+ 1.6% &ML b AELREITRO Sk o
72(p>02). ZDOWFFED SRT HED 90% L1 7k DERFERIZE # (N370S) %4 L TW
7z.

ERT & SRT DB LTI, 1Y OWBIBED 22\ 1 BUEH 2 %12 L7223
& aR— MFENHEIET 2. ZOWFZETIL, SRT O 11 HIFE (26 B1) " & %
I AHEER 20 )Y TS NBED RO T — ¥ &, T— ¥ igEERFEZE 7
JU — 7 (Inernational Collaborative Gaucher Group : ICGG) @ Gaucher Registry (ICG-
GR) 2B & N7- 1 BIUEFZE TERT (M 2 7 Vvt T —¥) % 12 2 AT L 72BE Dk
BRNRDOT— % (7561) & ILEE L CT\»5. SRT # & ERT B CIHAER, HEEOM
DRIRICEEEZIRD SN Lol ENDD, BETROFMIGEHIN TS
59, LEFVALNRUVPROHIRE 2 >TWD

Dbz ehrn, I—32 o1 BUEE I3 5 SRT (EMAER, FFlEK % s
THEEZD.

HRZRRICAVDEDEESR]

SRT OFFEUEIZx T 28RS~ TH Y, LABROETH L7720, BEOD
7 Fe7 52 A% QOL DA LIZD%AA 2 EHMIFEE NS, SRT DE A % M
L7z2BI2iE, 2 FEiIcTF b2 a— 4 P450(CYP)2D6 D {5+ %1 % -~ 2% &
FhH 1), CYP2D6 DML T-ZRINC & o CHEISe HERES R LR L 2 LI
5(CQ6ZM). F72, WkiZHBIF 5 SRT DHEIGIZ 1 BIOAT, HEEIZ &5 O
VNSRS B Y s sid v, T, ko Ty A% 20 F FHARA
WCHWABICIZEEZ BT 5. WCREZEDOS IZHARANIZERD 7 WVERERIZS E
(N3708) 2 E LT3, ZOBMGTEROMRY ZHKE BARAD | BIEEIZB
2 BRI FE B O 72 (WK TIRBASSEBIAZ W olskf L, HARNESNL/NER5E
FEAL C, BEELENVICHETLEEZONTWA. 20720, HAN 1
BIHR T B IEERE L D EEICFHE S 5 LEF D 5.

[NRIVEE - BRER]

T LAEEIIET AT ADEE LT, B£EoWEIINA T A A
7 BLOIFEEES SRS, 1EBBE7LV—-Fy oLz #RoF—EM
WBIL T, By 7 A X3/h&nhs, HRICEEREIRO R ro7z. b
DFERN S, SN T E T AOMEME, [B(R) & L7,

MR EEDNG Y AZDWT, SRTICEAEELHEREROWREITSL %L
(CQ14 M), A CQIZHBWVTHEIREIHBIIRIZS v T L 72

BEOMEBCHAICEL TE, BEFBEABEICZHTHLZ LITMAT, L
B L WG CTH D T 06, ERT LWL CEMOFMEO T— % 3 F 72
BT, EREEOBIREBEFICRR 5 2 LIIRET A LEND .
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501

IEROFER E T A M REFREDO/INT » AT LCTIE, ERT & SRT 1F & b IZ1RIR
BMHEZR->TEBY), BENLESGEOYE, MEOEABRIIFLETH L. A
PERBICHT BRI NSEZWEL, PEEO A b LI L 7.

RO L—F 1 I LT, TEF Y AOKIIL RS, FREOLSEE
FTRTCOWZEICBCCEEFHMIEE & L CRHlis N, ZO#RICIHE—EEZ R0
BipolzZl bbb, MWHESE(ERE 1) L5 2 L2/ SV RETER—BL 72,

ARG AL, 1 (10), ANET(0), ZEEIE(0).

(BHET BMthDE2EH 1 K S1 > DECH]

KENC BT BB BEZ T 2 SRT I T 24359125 5 &, SRT
FE—EROBEEE L SNTWDLY, TOMERCRIICICE LT, 25454
LB ETH S L L, R & ERAGHZIE 1 AEEIIFRAR oWl
(MRI 2MESE) DERE ST 5. 72, WONOHESE' T & R E & AR S —3IR
DOEHFEE L TRED T 5N TV A, SH%OBHFHEOREEME & w2 %hF
HIEZAT ) LT CFIEE BARICERE - M C &2 TV 2 25 122 W TE R
LTwa GmHEEREICE L TIE, CQ102H).

DBBDEZS U > J 5]

AEREMICH 72> T, W28 L, FHEREALEm (L —7
TN—=Y T2 —AE) BT L. ERAGRIE, EN R OERRED D,
MEFRREZ E2 VT, AEFROFELZHERT 2 (CQ 6 2H). AMEO
AR LT, SRR A CIFMIE O 2 179 (CQ 10 ).

[SEROMRDOITEEH]

RCQ TG L LAZRCT % & ITHEMFEIINA T AD) A7 &L, XD
BOEWRCTVEINS. MR T, 4%II/NEISHT 2EIGIEREHIEL 72
RCT OFENi b FF/z 5. F72, SRTGHENH LW iEETHY, HERAATO
BGMIENE 728, AL w0, At brAnZ L, Bk
WX 2 HEEFEROBHOF ML & 2FA S X 2 A, Bk
%l LRI ICTEHIUE L T RED D 5.

(X #

1) Lukina E, e al © A phase 2 study of eliglustat tartrate (Genz-112638), an oral substrate reduction
therapy for Gaucher disease type 1. Blood 2010 : 116 - 893-899.

2) Lukina E, ef al : Improvement in hematological, visceral, and skeletal manifestations of Gaucher
disease type 1 with oral eliglustat tartrate (Genz-112638) treatment : 2-year results of a phase 2
study. Blood 2010 ; 116 : 4095-4098.

3) LukinaE, et al : Eliglustat, an investigational oral therapy for Gaucher disease type 1 : Phase 2 trial
results after 4 years of treatment. Blood Cells Mol Dis 2014 ; 53 : 274-276.

4) Mistry PK, et al : Effect of oral eliglustat vs placebo on spleen volume in patients with splenomega-
ly and Gaucher disease type 1 : The ENGAGE randomized clinical trial. JAMA 2015 ; 313 © 695-



5)

6)

7)

8)

9)
10)

11)

J- 1 RORE(BH

706.

Mistry PK, ef al © Outcomes after 18 months of eliglustat therapy in treatment-naive adults with
Gaucher disease type 1 : The phase 3 ENGAGE trial. Am J Hematol 2017 ; 92 : 1170-1176.

Cox TM, et al : Eliglustat compared with imiglucerase in patients with Gaucher’s disease type 1 sta-
bilized on enzyme replacement therapy - a phase 3, randomized, open-label, non-inferiority trial.
Lancet 2015 ; 385 © 2355-2362.

Cox TM, et al - Eliglustat maintains long-term clinical stability in patients with Gaucher disease
type 1 stabilized on enzyme therapy. Blood 2017 ; 129 - 2375-2383.

Ibrahim J, et al - Clinical response to eliglustat in treatment-naive patients with Gaucher disease
type 1 - Post-hoc comparison to imiglucerase-treated patients enrolled in the international collabo-
rative Gaucher Group Gaucher Registry. Mol Genet Metb Rep 2016 : 8 - 17-19.

Ida H, et al - Type 1 Gaucher disease - phenotypic expression and natural history in Japanese pa-
tients. Blood Cells Mol Dis 1998 ; 24 - 73-81.

Balwani M, ef al - Recommendations for the use of eliglustat in the treatment of adults with Gauch-
er disease type 1 in the United States. Mol Genet Metab 2016 ; 117 : 95-103.

Belmatoug N, ef al - Management and monitoring recommendations for the use of eliglustat in
adults with type 1 Gaucher disease in Europe. Eur J Intern Med 2017 : 37 : 25-32.

(BH—&
R CQI5-01 7u—¥ A7 7T nE RN (p.106)
R CQI5-02 EMEMI SR & SR LAR— b (p.110
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1 25K GaPR, FHRE &m, mIRELME)

CQ 16 | SRTEI—y /% 1 HEBEQBM - MIMRHANEENRET BH ?

R
SRT (& 1 BUBEDQEM - M/\WRBAMEZET & HEE 1, TETVAUANILB)
[FHEIA]

WIFNOIETVABFAD SDIHETHD, BU 18 TH>THN30S ERZH
SHEVBFRARETHE, BKICHUTIMRZNES, SR, FOUICHRRESDEER
HEWMEBN DD, BEDRICDVTIERLDIEECFHET 2HEDDD.
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[B= - 881

1% F2 i T 1 (enzyme replacement therapy : ERT) 1Z#e\ > C, LB A R ENHIE 15
(substrate reduction therapy : SRT) 32015 4 5 A2 S b3 E T AR S 1, HH
HHREE oz, AT T LR TOTFT =52 b &1, T— xiF 1 BloHIMmB &
NI ERAMEIZRT 9 5 SRT (L) VA Y v ) OB R EBFET 5.

(f258 - TEFT Y ABH)

T o | BlA R e L2, MMIRAME 23S 2 B2 Mt L7z o
v & ML ER (randomized controlled trial : RCT) (X 1 4 OHATH 72, 2D
RCT (ENGAGE study) CII{BHIEED 7\ 16 L B o> 1 BIEE 40 1% SRT B L 7
TR RBEGT, 9 HBEG 2> TBY, AR BAERowEL L LI,
ANEZOE E12gdL, M/MEEL41% O LA L, 72 RFEICHEBL CTEER
WER RO, T2, BELZAISIZ1IHALED o2 b2 G L. 2B,
RIFFED R SIEF D 80 % LL 1 IZHAERIZEH (N370S) 47 L T\ 7z,

FEHBGEICOWTIE, BEEO W 1 REE 196120 L CIFEME—BELE 1

FIEER Y A ER SN, 2EHMTAEZ T E Ul (+20%) & MV/IMEEL(+81%) o 1
Ax B0, TOBRDEERERD &7z 4 FMOBIEHMANICEE 2 HEF L%
ANEZOE ML 23 g/dL, MVMEEIE 95% O PR ZFRD7-Z & R L7

ERT & SRT DIELHMIZoWTIE, 1Y 0E MM T >~ ¥ 2 b KBk (EN-
CORE study) 78 3 4E 2L ERT (A 2 7Vt 5 —¥) #5221, $CTITRBEEEIC
FEL TS 18U Lo 1 BEH 2 RITITb Lz, 54 160 6% L C,
ERT(A I 7Vt 5 — )Mk 54 6 & SRT ~DYI V) B 2 B 106 1T 1 FER 212

ANEZ B EB XMV ZE(R—AT A b, NEZOE VED 1.5

g/dL DL EAETF L 722w, /MBS 25% DL T L) L Tw b BEOES % It
W72, ZOE MHELORELTBY, HEAE%HOT ERT(f I /vt T—
B)EOIFESLUNTREINS. SHIIOEERE ICBVWT, AEZOb U HB

S MVMREB DU L 4 EMIC D72 o THEFR S 7z b L7z, &b, KBFEO

SRT HEFEBID 90 % | ZESERIZE . (N370S) 2 A L T\ 7z,



S— 3 T ROBR(ER)

VEDZrpb, T2z 1 MEFIHT 5 SRTIREML, M/MTHAE %
UHT D EER D,

HERZRKICAVDBEDERR]

SRT OEIL, M/IMGEAEICT T 2 RIZAS»THY, LLrbROETH L
729, BEOT FeT7 7Y AR QOL DM LIZO%RA% 2 ENMRFEN 5. SRT
DE R A L7zBRIE, RIS F b 2 10— 4 P450(CYP)2D6 O A5 T- %R
R MRDVEN DY, CYP2D6 DEIZT-LZHRIT L o CHEINRHEREIRLR L
EICHETA(CQBEM). 72, BKIZBITA SRT O#ELIE 1 BOAKRT,
R & N/NBICKTF 28U 25 sCE v, 2T, BROTE T Y A% 2D
FEFHARMNHVABIIZFERYET 5. BCREZOS ITHARANZIZRED v
BYETIZ S (N370S) A LTV 5. ZOBMGTEROM) ZFCKkE HARAD 1
BEICBU DR EREE O 2 Bk TR ASSIER N Z o l2xt L, BHARMNE
BUINRHISED S <, X ) EEREMICHEET L EEZ 5N TVE. 20
72, HANBEEZ IS 2EFRIE L D EEICEHET 2 LES D 5.

[/XRIVEE - BREBR]

T AEIIHETLZIET VAORE LT, £Fo07RIEINATAY R
7 BLOIFEEEEIEENICE L, 1B 7L—-Fyyr L7z #RoE—8%
WCBILTIE, o 7 A XSS, ERICEERERO R ro7. b
DGR, S, ERNR Ty A0ME/IE, [B(H) & L7

FIZ L EDNG 22D WT, SRTIZE D EELHFEFRROBEITL L %L
(CQ 14 ), KCQIZBWTHIEE BT MITS v LT L 72,

BEOMBEBCHAICE L TIE, BEBEABICEZHKETHLZ LITNMAT, i
B LWL THH Z L5, ERT L CEMoAMMEO F— s 25F 72
B2, RIEEOBIRIIEEWICR L LIIBETLILEDND .

ERROF)ZRE T A PREIRDO/NT » AT LTI, ERT & SRT & b IZFRM%
WAL o TEBY, FEALEGEORE, WMEHEOEKERIFEEETHL. HE
PEREBICHTHRREINEZWFEL, PEEOTZ b L L7

RO 7L—74 V7B LTC, TETF Y RAOFIIA RV, AlllB & Ui
WK AFED L EN LT R TCOMRICBE W CEEMIEE & L CEHl SR, Z0fE
RICFE—HAUEZRBO o722 hb, MWERGEEE DL T2 L2500
KMmcTES B,

UG, W (10), AET(0), ZEIE(0).

[BET D MDEZES 1 RS 1>V DEeH]

KRENC BT BN 1 BEF IS % SRT ISR A3E37 12X 5 &, SRT &
B—RIROEHE L SNTWDED, ZOMEREIIOICE LT, 5425 Hts
BIRPLECTH D L L, HRBBHTE 1ERIT3 28I, 1EDRET6~ 12
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P HAEICME R /NA F~—H—[CCLIS ¥ b bV F 5 —¥, FEIEAEEIKIT
PEREEAR A 7 7 % — € (TRACP-5b), 7 >4 7 v ¥ Y EEFR (ACE)] D 7 +
O—ZHEE LT n, BN OHEREY T L KE & FBICHE—RIROEREE LT
B HNTWED, SHOBERAEOEEM & EHN 2R Ex 1T ) LB
(FACIEREHEIZENE - R CE TV A 2HHI) IC2 W TE R L T2 (B H
BICEALTiE, CQ10&MH).

CeBRDEZS VYT E5HE)

REFIEHIZH 2o Tid, BIEEHZETFL, FFHERERNREM(Z L -7
TN= T a— A TRES A, mRRAGRE, 2N OEMRED I,
MR % &2 T, AEFROAELHERT 2 (CQ 6 2). Aito
A B LT, B8R M A C A I M/ MR E % 77§ 2 (CQ 10 ZHH).

[SEOWRDOIREM]

A CQ TG E L2 RCT 7% & ZBIEMIZEIINA 7 AD ) A7 055 <, &1
HOBWRCT OV EEN S, MAT, SBI/NEICHT 2HEIGIEKE HiFL 72
RCT OENi b Fi7-n b, F72, SRTIGHEAH L WiHEETHY, HEATO
KBS 72E8 <, ERBL DR WD, Bt bAAD L, EHHKS

L2 EEFROFEHOLA MR &% &AL L HIREHRA, M BGEH

Fra @ L CHERE R IETHRINE L T BEDRH 5.

(32 #A

1) Mistry PK, et al : Effect of oral eliglustat on splenomegaly in patients with Gaucher disease type 1 :
the ENGAGE randomized clinical trial. JAMA 2015 : 313 : 695-706.

2) Lukina E, et al : Improvement in hematological, visceral, and skeletal manifestations of Gaucher
disease type 1 with oral eliglustat tartrate (Genz-112638) treatment : 2-year results of a phase 2
study. Blood 2010 : 116 - 4095-4098.

3) LukinaE, et al : Eliglustat, an investigational oral therapy for Gaucher disease type 1 : Phase 2 trial
results after 4 years of treatment. Blood Cells Mol Dis 2014 ; 53 . 274-276.

4) Cox TM, et al : Eliglustat compared with imiglucerase in patients with Gaucher’s disease type 1 sta-
bilised on enzyme replacement therapy - a phase 3, randomised, open-label, non-inferiority trial.
Lancet 2015 ; 385 © 2355-2362.

5) Cox TM, et al : Eliglustat maintains long-term clinical stability in patients with Gaucher disease
type 1 stabilized on enzyme therapy. Blood 2017 ; 129 - 2375-2383.

6) Ida, H, et al : Type 1 Gaucher disease : phenotypic expression and natural history in Japanese pa-
tients. Blood Cells Mol Dis 1998 . 24 © 73-81.

7) Baiwani M, ez al : Recommendations for the use of eliglustat in the treatment of adults with Gauch-
er disease type 1 in the United States. Molec. Genet. Metab 2016 ; 117 - 95-103.

8) Belmatoug N, et al : Management and monitoring recommendations for the use of eliglustat in
adults with type 1 Gaucher disease in Europe. Eur J Intern Med 2017 © 37 : 25-32.

(ER—&]
EECQL6-01 7Uu—F AT 7T n L CHEEN (p.111)
B CQ16-02  FEMEM SR & SR LA — b (p.115)
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CQ 17 | ERT BI—v rmBEOBEREUBET 51 ?

i 25

ERT (& 1 BBEBOBIERZET D HERE 1, TETVAUNILB)
[ H=IA]

MR (2 2L, 3 BY) BEDBAEIRICH T D ERT DRIRZIRET UfcBY S smXI(F W e
&, MRRCHU TR 1 BCBIIDIET VA ZSE(ITAFEZTD.

[B= - 869

T—Y IRICBT 2 HER, BRER, OREEECER, QFBHREIC L
L EMEIEEE T, B2 ) — ¥, OBERLZENHITENL(CQ 4 2H).
1 Bl RIGEEE TIXEER, BREEEETHY), BEMICHEE 2 2EES
ET5Z 0%, T2, MiEHHBEO 1 HEETIEHTO T 2HilioR
B, BRASEE LR, BWEN L EELT AENNDH LY. 200, B
HEED 1 D& LTHERE S ITEREOWHNIIMO CTEETH 5.

(fB5h - TEFT Y REBH)

1 BERICDONT

INNROREEE(KGE) OWFEICOWT, T v ¥ LS ER (randomized
controlled trial : RCT) 1372 <, 5> ORI EIET 5. H5iE 1 BEHT
SR ORE L e Do 72, T — 2 o IR EREILFEITZE 7 )V — 7 (Inernational Collab-
orative Gaucher Group : ICGG) ® Gaucher Registry ICGGR) |2 &8k S 172 1 BI/NE
HBE 884 B % AT L 72 BRI 22 T, IRBIIGRT OIS E X - 1.4 SD 05
SEMDERT (A I 7NVt T =¥ FELETNINET—F)T-03SD LLEL
2o F e, NI TNET—ET VT 7RG N ARE TIE, 19%UTO
BHEIFDOIE, XR=AF A VIRETIFDOHEEPFHHERED 5 /85—t 5 )V
DUFCd o 7245, ERT B4 3 ERICITEBI 5 /8=t v & A VP ETHEBE
FER L7, ZFOMOBIEMIEICBWTH, ERT HBRIEGEI G HESINS
EWVI)RERIT—ELTBY, ERTIVNEDORERE (RGE) 2 WETLEHE 2
YR

B, B2 ) —HIZonTid, 14O BRIEY S > 72>, ICGGR |25 4%
Sz 1 BUEF 2,153 61> ERT BAGHT 1| 4E1 & BIAG1% 3 4R % ik L 22 /fF9e7 ©
(X, ‘B L ERT BAAARIIC X 49% O BE TRED 72A%, ERT fATA 1 4T 30%
THRBIZWA L, Z0%H24EH029%) B L0344 H (30%) b Z0OUEEN MRS
72, B2 ) — €L ERT BIAETIC 17% O BEFZ TR 7275, ERT BG4 1 4T 5%,
2 T1% LI, 34ET3% EARBIZWA L2, ERT(A I 7t T —E) % 4 41
PG L7zak— MRV T, R—2 T4 Y OBEETIT_TOMA D 73% TH
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SNA, HGBHBAFEORNTI9% L AERKT 2B 2, R
ERT %G 3 2 H OB CHEIZHMA L2, B2 U — BB L T AT,
EREANICE 7 ) — €207 1360 11 HIZBWT, 4E0RGHEbRICE 2
) —POEREIEIRD o7z 72, ICGGR 7 — % % 72 ERT A4 10 48
Mo ak— MFZEY Tld, ERT BAG 10 SE OB AT, WS A G EE (200 B1) B 1
g BB BE(SST B b & BICER, B2 ) —PABRICEELZEHEL W
L. ZOMOMETHITITFAELHRETH Y, ERT IEER, B2 ) — ¥ %W
ToHrEEZOND.

B, BEEIZOWTIX, ERT OHEEMRICOVTORED D%, BE
TIZHWCTE v, HEPDLVEEE LT, BROICERSEEIT I EEeE
7)) — B LB L TEOFREHEEPR VD, OB ERTWRVWZ EIZL S
LEZ b NA. IS EEIE (avascular necrosis © AVN) OFEH D 7 v 1 T HEH
2,700 BZAF L CERT(A 2 7 vt T —B) 5 %247\, AVN OFAER % HE L7
| EOBISIZE 12X 5 L, AVN OF4EE1E 13.8/1,000 ANAETH - 7275, ZWiH
5 2 4E LI ERT % Bt L 728 Cld 8.1/1,000 A4E 2% L€, 2l s 24EDLE
#7200 B2 ERT % Bilfh L 72Tl 16.6/1,000 AN4E & AVN O FEHE 3R B
ROz, SIS LY, FHNAEAY AVN FEIIHNIC D 72 3% W PEAVRIE S
7.

2 BREICDONVT

TR % (BMD) 5 O B R EFffi (X #, MRIE) X o TEHi 5.
ERT O E{EHT RACK T 2RI 5 RCT 13 7% £, F25Eli 0 —%ETh
W72, AEROIESHEEE R Z L5, ARI{TIX ERT @ BMD 1233 2 %) 512
MLTIET Y AZNEL-.

BMD DI #I22WT, RCT IAFAEET, 13 425 2 OERIIIEA S - 72. %
G131 BIEE CHRBEOREIL R o7z, ERT(f I 7t T —8) % 4 F M5
L7zak— MY Tid, BEHES X OVRBE SH 0 BMD 13 A #1280 L 7-.
ICGGR |[Z& RS/ 1 FIEHIZBWTY, ERT(A I 7 vk —EE 3T NVT
Wt 7 —X) % 8AEMAT o 72 (342 ) & KiGHEHE(160 B1) O dual-energy X-ray
absorptiometry (DEXA) |2 & 5 JEHE BMD O#E"™ Tlx, FIG#HEER ERT BIAHT O
BMD(Z A 2 7 ) X[ - FERERE &L T1IRBEETHEIKTL Y
LIl EMELTCWA. S SIZIREEE CIIEME BMD(Z A 3 7) ASREER IR —
A4V EVEBIZERLZEHEL TW5. 8 ERAEEOEH: BMD Ot
JE1Z, BRT(M R 7t T —¥) o5& MBI L T L7z, 132129, ICGGR
B SN 1 BUEF B VO BMD % BRI 12 B L 228" T,
ANBHE(S ~ 12 7%) D 44%, FVER (12 ~ 20 7%) D 76%, HHERE(20 ~ 307%) O
54%, FHALAETE(30 ~ 50 #%) D 52% TBMD(Z A2 T7)2S—1SDLUTFTH - /2.
6 4EM @ ERT 12 & - TBMDI(Z A 2 7) I3 &F i cos L7z, NEfEEHED
L, XSmO L L CTUHORENRIFTH -7z 1 BHEED RO



S— 3 T ROBR(ER)

ERT(NF 7Vt 5 —X7)V7 7) 4 MR 128\ T, ERT RG24 7%
VLI 4 4RV TIERE S X OVKBRVE @ BMD ORI % 7. R 4 EOHE TR,
BMD(Z A 2 7 ) O IEME TIET 66%, KEEESELECIETFH 1% T, B
HE BMD (% 4 SEFEIC 53% O EFE TIEFEIL L7225, REE SR CIZEREIL L 7248
Fixnwhh oz, ZOMOMETEL, BMD ARG L D EHECI D BEIML Tw»
7.

Pl Z &H 5, ERT 13 BMD O 7% > L ix BMD KT O HELT 2 #1152 %h
RE0HY, BREZUHFELTCNDLEEZLNL. L2 LM S, M BMD O
IAMEEIR oM e, EEEI) 2 BEHENICHRD S5 89 hlconT
&, RIS SNl e {, SBROBIEN NS,

R ERKICAVDIBRDERR]

BUE, DPETIT— R[S LT REZ ERT AN A I 7 vt T — ¥
ERTTNET—ET VT 7D 24| THA. A CQ I ERT HH M O LK% 1T 9
CLEEML TR, I—¥ D FIERAER»OETEORETH ), ZEE
Bt E 285 D AT B AT S L IZREECTH Y, 7o, 2K % KT A0F%EI1L 7%
WL THA. Tz, MREMQE, 38) IT— 2 HOFER, EHRE LML
7Y BRI Rz, T o1 BUCBIT 2 8T Y AR BE G EAT

-

7.

[XRIVEE - BRIEBR]

T MNIAEBRICETEZIET VAOBRE LT, £F o705 A T A R
77 5 NCIFEBEEISHICE C, N T AY A7 E 2 BB, EEEEEE 1B
B L— Ky v L7z MREOFE-EMEICEL T, & B30I 5 E#E
WRAEMETTAWETIET 7 MO AP RR LN D 072720, 2B L—F
Fy L7z, TOMOFRICEEEIED Lo, TNLORENS, &F
7T ZOMFEMEL, [B(H)JE L7

FZE L EDINTG  AIZDOWT, BRTICE A2 EELAEERZOMEIL% L (CQ
11 Z2M), KCQIZBWTHEIERE IS BIIIT S v LT L7z

BHEOMHEEBIRIT A LT, BEBABICSIHRTH L7209, HREOFER
SEBEHEBIZR LD EICEETLLEND 5.

EHROFIEE T A MREED/NT » A2 LTI, ERT IZRBEH & 2> T
BY, HEMEREISH TR EMEL, HEEOT A LRI

WeZD 7L —74 Y72 LT, RCQIEAESRT L DI E1TH) Z LITE
BILTwWwZwv, L2aLl, BEREZNET 2 HYTHELZ ERT 256, 87y
AL ANV E LTIRFES%TH LD, ERTIZEHERIEL, BEELHEHRBESD
52 lhn, BRI TSR (HERE DICR 5 L3 Va@ETEs—H L7

AU, 11 (10), AT(0), FEEIE(0).
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(BH&ET B thDBEA 1 RS 1 > D5eH]

BRI T — % > 77— 708, T— 3 = 1 Bl iKZE 1203 % ERT A% H
e LT, OB, HEE §H 52— X0, @ BMD ORNz FHiid
5 EEIEREL TS,

CEBDE=ZSH VUV &5H i)

REHEH D720 T, BIICIIEFIREZ S HnT, FEFROF
2 RS 5.

HEOFHHICE L <, FEROGEEITERL, FWEIH L CEREEMIC
DEXA |2 & % BMD D&l MRI O & #EN OMEEEZAL 2 EWIcE=8 —3 5
ZENEFLW(CQ4, CQY9 CQ10zH).

[SEDIREDTIEEM]

TR EPTEIENCRE T 4, L0 RN ERENORIR L JA L 7200 2T
HbH. Tz, WEHFEHEDTODOFER RN F~—h —RLWFS W RN
Thr?,

(32 #

1) Weinreb NJ, er al - Long-term clinical outcomes in type 1 Gaucher disease following 10 years of
imiglucerase treatment. J Inherit Metab Dis 2013 ; 36 - 543-553.

2) Andersson H, et al : Eight-year clinical outcomes of long-term enzyme replacement therapy for 884
children with Gaucher disease type 1. Pediatrics 2008 : 122 : 1182-1190.

3) Zimran A, et al - Treatment-naive Gaucher disease patients achieve therapeutic goals and normal-
ization with velaglucerase alfa by 4years in phase 3 trials. Blood Cells Mol Dis 2018 . 68 - 153-
159.

4) Drelichman G, er al : Clinical consequences of interrupting enzyme replacement therapy in children
with type 1 Gaucher disease. J Pediatr 2007 ; 151 : 197-201.

5) Nagral A, et al - Recombinant macrophage targeted enzyme replacement therapy for Gaucher dis-
ease in India. Indian Pediatr 2011 ; 48 : 779-784.

6) Muranjan M, ef al : Outcome of Gaucher disease in India : Lessons from prevalent diagnostic and
therapeutic practices. Indian Pediatr 2016 ; 53 © 685-688.

7) Charrow J, et al : The effect of enzyme replacement therapy on bone crisis and bone pain in patients
with type 1 Gaucher disease. Clin Genet 2007 : 71 - 205-211.

8) Sims KB, ef al : Improvement of bone disease by imiglucerase (Cerezyme) therapy in patients with
skeletal manifestations of type 1 Gaucher disease - results of a 48-month longitudinal cohort study.
Clin Genet 2008 : 73 : 430-440.

9) Hayes RP, et al © The impact of Gaucher disease and its treatment on quality of life. Qual Life Res
1998 © 7 : 521-534.

10) Kelman CG, et al - Metaphyseal undertubulation in gaucher disease : resolution at MRI in a patient
undergoing enzyme replacement therapy. J Comput Assist Tomogr 2000 ; 24 : 173-175.

11) Weinreb NIJ, et al * Effectiveness of enzyme replacement therapy in 1028 patients with type 1 Gau-
cher disease after 2 to 5 years of treatment - a report from the Gaucher Registry. Am J Med 2002
113 112-119.

12) Weinreb N, ef al : Imiglucerase (Cerezyme) improves quality of life in patients with skeletal mani-
festations of Gaucher disease. Clin Genet 2007 ; 71 - 576-588.

13) Weinreb N, ef al : A benchmark analysis of the achievement of therapeutic goals for type 1 Gaucher
disease patients treated with imiglucerase. Am J Hematol 2008 : 83 - 890-895.
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Anderson LJ, ef al - Long-term effectiveness of enzyme replacement therapy in adults with Gaucher
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Anderson LJ, et al - Long-term effectiveness of enzyme replacement therapy in children with Gau-
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(BER—&]
EECQI7-01 7u—F AT 7T 5k LHHEN (p.116)
R CQ17-02 EMERI SR & SR LA — b (p.121)
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CQ 18 | SRT RI—Y I RBEDBEREXETZD ?

{255

SRT (3 ERZEEFTR (B MRI, DEXA) ZESB D), 1 BBEDOEBERELE
THAREEN DS (HRE 2, TETVALANILC)
[=BI1E]

R 8, 3 A LS UIT/NEBEDBIEIRICH T D SRT DRSOV TDFRIE
FWEs, 1BCBIFDTET VA ESE(TABRZ(TD.

60/

[B= - 881

I—2 o JROFRERIL, ORERESLLEER, OFRREC L 5 FhEah
REW, BV, OBERLESHITONL. FRER i:!—‘/a:'f‘%\%‘@
QOL IZBD 2 EHELIERTH 2720, WREHED 1 & L CHAEROIMHILH
DTERETHDH. BERMTIHR D (enzyme replacement therapy - ERT) (Z#i\ T, 3
B A I 9 25 (substrate reduction therapy © SRT) 252015 4 5 H 2 5 b E T
KRS, P WReE B olz. BATTHMKTOT =22 b LIl T—Y 2F
DFRERIZK TS SRT (L) ZIVAY v M) OGRFERRERIET 5.

(255 - TEF Y RAEHN)
1 BERICDONT
SRT DBIEIRNORIFIZE T2 €7 A, BRIk ZEFHMIE B 12 L 725
PREERIZ 7, BB REZ RO VEOLRIHA S NL BT L. HITIC
DVTIE, 24 Y OIFERE—EE THRRICB VT, 2E20 LIk 4 ER OB
ziﬁﬂFEJEP WETOFRIEEAE IO Loz s T, 55, §27)—+¥
2oV, 11 O T ERER M O Rk R 5 3Bk & 3 MO IEE R — B
**MH;fc%ﬁ“S TERSNTWD, FUHRBETITVIICBW T BIZHM
(5238, 24, 4F)ICB 2V —E¥E2BORPo72. —, B IR TIE
ERT 75 SRT (2] 0 B 2 72 4 4 [ O BREI I H I 157 Bl 3 51 (2%) 1B 27 ) —
YEBOLEMELTWD, MEOKEFEEIZOWTIE, T XTORERD 16 7%
DEEZHGELTBY, BMETSNImIERro7z.

2 BRZEICDNT
a BEE(BMD)

BMD (Z2WTlE, 2L MM T » ¥ 2L IL i sEE & Z Otk o ki %

SRBROGE, B LU 4> OIFE BB TR BV CGHES iTw
. FF, FERE—HS IHRRICBCT, 2 EHOME TIERE,

HMEE % b D BB ONEME BMD 23 B ICtE L7z, BHG%1T- 72 4 SEH O



S—3 I ROBR (B

2904 JEHE BMD 2B 2 o TV 5.

HREDO 2\ 1 BUEE RS 5 SRTHGICE L TiE, 92HOFEMAMHET » %
LA ER (ENGAGE study)® Tid, BEHE BMD (37 J £ REBEE R L CHE
ERIESN o7 0%, EflEFEERG U L, 18 20 H THEMH
BMD(Z 22 7) it AN ZR L. %8B, ZOWEOMRIEGD 80 % LIt
TERERIZS HE (N370S 2 52) # 4 LT\ /e,

BIRIEO®H 5 1 BIEE 25T 5 ERT 75 SRT ~OE) Y Bz 125w, 14
DML T >~ 2 b E Bk (ENCORE study) 12T, 34ELLEERT(A 2 7Lt
7 —X) 522, $TCIEFRERICEEL TS 8@ oI —2 o1 &
BEEZSRIATbNIZ, 1VEBOBIZ CIEERE S L KBRS O BMD(T 2 2 7,
Z A7) E b IEEER T RO b o 72708, TOHBOILEERR I
BWC, BEHEBMD(Z 2 2 7)IXGEH 2 FHUME4FHETR—A T 4 v L K
LTHEZIHIML72Y. 225, 2 OB SRT EHEGID 90 % (ZHEAERIZ 5 (N370S
BE)EH LTz,

b & MRI

T— 3 2JFHIZBIT AH MRI L, ERT X SRT |2 & - CTCHENO T — 2 = MillaAs
AT HIHECITEE ORRIIFICCEE L Tw» CBEE 5 #iN O MRI OfF 5 58E O
ZAbE LCEHiiT 2 b D THAH. MRI TEHNRESHEIEHLT 52 L TF
JRAE D L 72 & FF S 4. Kamath 5 13 4 4E [ 0 SRT 12 X O 18 51 1 10 1
(56%) TREEE BB S3IRAD - F Lz e WE LT3, 72, Lu-
kinia 5 (X 4 4E [ SRT (2 X 1) 18 1+ 9 #1 (50%) T WEHME & HE PAKAS 5 FH I A,
B YEEL, 18BIH 8 BITRETH 72 L LT 2Y.

PLEX Y, SRT AMEERZLET S L) T EF Y 25w, L L, BRE
(BMD, B MRDICB L CIZET 2L V) TV F L AFROLNTEY, B
WREFIHE L OMBEIIAHTH 570°, BREDUED, FEROUEL 7256
TR D B .

HEZRRICAVDEDEES]

SRT 3RO TH L7720, BEDOT K752 A% QOL D FIZ2%d5 2
EHIFES A, SRT A Z MG L 72BE, &9 FHiZ CYP2D6 O E(nT % H
RIRDUED D), CYP2D6 DHEIZTF LN X o CHEILRL HEREN R 5 2
LICHEETAH(CQE6EM). £/, WeKIZBIT S SRT Dt iE 1 Bl & THiE
B2 A, 380 7 & ON/NEEE SN T 288 R msCid kv, Nz <, HMekox
VFEry 2% 20 FFHRMIHVABICIZEEZET 5. MKEEDS IZHA
MNIERRD 2 VEERIZA R (N3709) A H LT b, ZO@METEREOMR D TRk
EHAEND | BUEZEIZ BT 2 BRI EREREOZ (WK TR AFEF A Z o 12
L, HARMNEGUINBHIZED S <, L EELREMVICHEET S EE25
NTW5, 2070, AN BB 0T 2 EE05E L ) EEICEHEi$ 5 2
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BND 5.

[XRIVEE - BREBR]

TN ASKRIZET LI TV AOEE LT, $£F 5 MRIINA TR A
7 BLOIFEEREIEENICE L, 1B 7L—-Fyy v Lz WERoFE—ENE
IZBIL CiE, BMD (2B L CHG- RIS (1 4EK0m) ofge & B Q 4L F) T
KRV 57205, FERICE L TR T CICRYMOBEYET 5 2 L,
ERT DEATHIR THRENT VB I LS, T— ¥ 2HOBIRLIIH T 5 iGE
ERICHEBLZbDEEZ, FL—FFor Lkhrol. TNOORE LR
PHRDTL RN Ehs, ERNEIET Y AOMERZ, TcEwv) e Lz,

FIZE L EDNG V212D WT, SRTICE A EELHFEFRLOREIZL L 5L
(CQ 14 M), KCQIZBWTHESRE I ZREIIRIZS v LT L 72,

BEOMBEBCFAICE L TiE, BEBEABICEZHRTHS LI T, i
L WG TH LI 5, ERT LI L CROEMEO T — 5 05F 72
7o, HEEOBRFTIIBEBEICRL L LI ETLLEND 5.

EEOFZEE T A NREFRDO/NT » A LTIk, ERT & SRT IZ& b IZRMH
BMHEZ->TEBY, BENLEGEORE, MEOEAEIIFEETH L.
PEREBICHT2RRE NS ZWRL, PEEOIZ M EHH L7

e 7L —7 4 Y ZIZE LT, RCQITANERT L DI % 1TH) 2 L35
MLTWwhw 2L, BEREZWEET L BN THEY ERT 2546, =87y
AL NNWELTRESETH LN, TETFYAOENEL, T TOMMEL -
FEEROD %\ ERT & B L 72856, BRI CIR L D EHWIESE (HEE 2) 104 5 &
NANVEHETER KL

FROUEE R, T (10), A(0), FEBIE(0).

(BHET BMDEZEA 1T RS> DEcH]

KENC BT BN T— > =% 1 BUBH T 5 SRT HHICE T 2358712 L 2
&, SRT IFEE—EIROBEE L L SNTWV LD, ZOMELCRIBUCICEL T, &6
HHRBEEENVETH L E L, B L CEERGET & IGERBERIE 1 4E
412 dual-energy X-ray absorptiometry (DEXA) |2 X % BMD O FHilli & KBEE MRI 5
B OERITO T1 3 X O T2 M HN{5) 2R S h T b, F72, BIHOHER"Y <
boKE & FERICE —EIROWBHLE L LT EDIT 5N TV 5D, SHROBEHHFHA
DEGNE & I 2 R AR08 2 AT 9 LEEE (G R B ICHLE - fiFT & Tw
B ERHE) I2OWTERL T2 GEEBEICE L Tid, CQ10ZH).

CeBDEZS VYT E5HE)

AEFERNZH 72> UL, BIEFEHZEF L, fFHESEMN TR (7L —7
TN—=y T2 —AE) BT L. WEREmERIE, EN R OERRED D,
MEFRRAE R EE VT, AEFROFELHERT 5 (CQ 6 ). ARtko



J- 1 RORE(BH

MBI LT, ZELMGHRAEIC CTEEIROAMIZEE L, BEMIZ DEXA
12X 5 BMD DFHiR° MRI OB HEN O EZIL 2 EICE=% —F 52 &8
HFELW(CQ4, CQY CQI10Z=M).

[SEBOROTRE]

AKCQ TG L L7ZRCT 7 6 ZHBIEWFEIINA T AD ) A7 3, &0
BOBEWRCT VEINS. MAT, 4%I/NBICHT 2#EI0IEKE BIEL 72
RCT DEMOFE7zn b, 72, ANRICE L TE, BN & FERROFFHMEE L < (B
PO M IINEEM CRELZ Y, IEHOFMMAH L W &, N F~v—h—
DIEFMEF RS Z L%), BMD UALO/NEOE=4 ) v 7 HEORSEL RD S
n5.

32 #)

1) Kamath RS, et al : Skeletal improvement in patients with Gaucher disease type 1 : a phase 2 trial of
oral eliglustat. Skeletal Radiol 2014 ; 43 - 1353-1360.

2) Lukina E, e al : Improvement in hematological, visceral, and skeletal manifestations of Gaucher
disease type 1 with oral eliglustat tartrate (Genz-112638) treatment : 2-year results of a phase 2
study. Blood 2010 ; 116 - 4095-4098.

3) Cox TM, et al : Eliglustat maintains long-term clinical stability in patients with Gaucher disease
type 1 stabilized on enzyme therapy. Blood 2017 ; 129 - 2375-2383.

4) Lukina E, et al * Eliglustat, an investigational oral therapy for Gaucher disease type 1 : Phase 2 trial
results after 4 years of treatment. Blood Cells Mol Dis 2014 . 53 : 274-276.

5) Lukina E, e al © A phase 2 study of eliglustat tartrate (Genz-112638), an oral substrate reduction
therapy for Gaucher disease type 1. Blood 2010 : 116 - 893-899.

6) Mistry PK, et al : Effect of oral eliglustat on splenomegaly in patients with Gaucher disease type 1 :
the ENGAGE randomized clinical trial. JAMA 2015 © 313 © 695-706.

7) Mistry PK, et al : Outcomes after 18 months of eliglustat therapy in treatment-naive adults with
Gaucher disease type 1 : the phase 3 ENGAGE trial. Am J Hematol 2017 : 92 - 1170-1176.

8) Cox TM, et al : Eliglustat compared with imiglucerase in patients with Gaucher’s disease type 1 sta-
bilised on enzyme replacement therapy - a phase 3, randomised, open-label, non-inferiority trial.
Lancet 2015 ; 385 © 2355-2362.

9) Balwani M, et al : Recommendations for the use of eliglustat in the treatment of adults with Gauch-
er disease type 1 in the United States. Mol Genet Metab 2016 ; 117 : 95-103.

10) Belmatoug N, ef al : Management and monitoring recommendations for the use of eliglustat in
adults with type 1 Gaucher disease in Europe. Eur J Intern Med 2017 © 37 - 25-32.

(EH—8
R CQIS-01 TU—5 AT 7T AL LHHFEN (p.123)
EHFCQ18-02 EMERY SR & SR LA — b (p.127)
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CQ 19 | I—YIRDOBEHHE(BIN, BYU—t, BIEIFE) DERE?

21

ERT [CKDBREEI U —TCOREBEFEERR 1 ~ 10 FORB CHERLLEND
BFonsd.

SRT [C KD BHE BMD 8 MRI CODRFI CIEFBREDUENRINRINTED, &
ERZWESE D EAHFEIND

RHBERICH T DEEAMEEMIICHELL, FEFMMABZTDDDDHMPRRE
DURD EEDIcH, WNERTTFHHICBDH DT EDMEH TEETH D
ABEBERIZIEEI A OLEMEDRE CH D, BREEEZLICE O ICBEEIFATEEMER
MZBRE S 2272 A EVD, ATEEHBSEMICOVTHHMPREDY X IHE
FIEERICHDBIESIEDICHA >V TT hDMBHDELUD U R TBBELN.

(2  5X]

1% 4l 0 (enzyme replacement therapy : ERT) I E#N O I — > = ML % %
HEEHIEIZEY, BETEDLPERELYEL T (CQ 17 B,
BRPRAYIZ, ERTIZX V5 & B 27 V) — ¥ OSEBEE ZHEMAG 1 ~ 10 £ 0#%H
THEIWE L OMEBHAONDY. LiL, T = iO7BRREC
L B EHEEEEEITIC T 5, IR Z ERT OBHERRIZ OV CHIEE D 7% <,
BTl ca v, 2oEEE LT, BRMIZ, BREESIETReGT
7)) =B EHB L CZOREMENMEL, THIRE ST RnZ E25hIT5
N5, FEHEALL72EREORBIEZRITIELS, BEO)ETY ¥ 71135 M
L TRFMZ T 5. FEONEICIETRESYE SN RITIUIR S 7%
WZ ERHY, JEIETT) A7 RS NS 202X, RIIMIZ b7z 5 fkfe 7
ERT " THhHEER .

T— 2 2RI L 2 EEHEE, B2 —¥, B0 ST 5 AR E A I
JE£1%: (substrate reduction therapy : SRT) D PR 1 72 {G A R D W ClEHE A 7%
<, BFEG TR CE v, 2B E LT, BERE &7 L3 IR0
BIREINNZ 72 2 RIGFFN T HEFBEPBE SN TV anzoThs, L
7 L, dual-energy X-ray absorptiometry (DEXA) (2 & % JEHE: & % BE (BMD) X, &
MRI TOMREF TIEERLEDOWENRARENTBY, T—¥ 2O FIERE L
HBIEDLZEPHIFEINS (CQ 18 2.

RS2 &72LCLE) &, MEREIT0T 2 5Ha M I HmmyIcE#L <
FFHEEZOL DL BIMREGD ) A7 L b, BFAFNEERCIIERE 215
BIITEEOFIGEL ) RIMZE S 2720, BEEEOK TGRS NS,
HH 0L XHANLJGFTOFREDOHE R S IR EIT D) A 7 i 2 %
EAMHEZ & o TITW, RBITFHIICSE O 2 LB CEETH L. T2,



- 1 ROBE(BR)

KERF BB AT S EDORETH ), FHOLERLE 2 &7- L, MHKE O
BRI & B BBAETEZALICE o 725 A I N LR E Al 2 @R 5 % 2 7w
A%, N LRI Bl b it &g ) 2 7 255, 3810 H 5 55t
DA VT T POMADEL DY) AT bE.

X #

1) BT BIRAMEHGR#E,. O — 2 =9 UpDate. fiEZERs, (), 2016 : 120-123.

2) Mikosch P, et al : An overview on bone manifestations in Gaucher disease. Wien Med Wochenschr
2010 : 160(23-24) : 609-624.

3) Mikosch P : Gaucher disease and bone. Best Pract Res Clin Rheumatol 2011 ; 25  665-681.

4) Simsa KB, ef al : Improvement of bone disease by imiglucerase (Cerezyme) therapy in patients
with skeletal manifestations of type 1 Gaucher disease - results of a 48-month longitudinal cohort
study. Clin Genet 2008 : 73 - 430-440.

5) Weinreb NI, et al : Long-term clinical outcomes in type 1 Gaucher disease following 10 years of
imiglucerase treatment. J Inherit Metab Dis 2013 ; 36 : 543-553.
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CQ 20 | #RRI—Y IROBEREDSLSBRBERLEDDH ?

219
MR- TROFBE(E, 2 moRib CHRFYHNDFEIET D.
BRI, RIESEENROSMEICFRDHSND.
GiS, B NEE, BAOET, HIEEE ILIEHRHICERDD EHB.
HIRAD SEEMEFHMHEDICONT, [FLNA, REZRD, BT, #HEMT
D, BIEED EEDBIDFET .
FEAICO— TR | BICRZIISNTH, OBICHEHREG R) EBDESNDHINFE
95.

66

(8 )

T o FiE, HHCEREIRO A S L TAEEIC LY, R (1 B, Skt
R (2R, WA GE) ICEKRSEING, 2 E 3L T, %
FEFREH] & FEEEIR DR IZ K o TIX B &, 2 BN AE R 2 5 FURINISEE L,
SR MRAEIROMEFT 2R L, 3 B 2 B X 0 SAEERANE , HEITLEETD
B & ENDDS, WHEDORNALEHESD V), HEIIEXFITE L WH S FET 5.
F7o, NI 1B EBSNBITY, OBLITHEERET D, 3MEBITS
NBBDRHEIET AT EAMOENTE DY, 1 HEBH LT T MERICER
TLUEND D, WRERIIHA TH Y, FHL L CIREGEBIEE, L TR
PEBYSER 7 0, TOEA, K, BT, AMEEE), TWhAZRD S,

Tylki-Szymanska 5 (&, T — 3 = JiREIFEILEWFSE 7 )V — 7 (Inernational Collabo-
rative Gaucher Group : ICGG) @ Gaucher Registry ICGGR) |25k S 4172 T — 3 =R
BE 4760109 B, WEEIO 17 20E 131 FlOEBERAER & HEE IO TR
McHE LTwa?, EEEIE, =Y 7 b 31%, EE14%, K—F 2 F13%,
AT =TV 1%, KE10%, ZOM21% THY), FHRERISAESE# O I
2 RS EED 41% % H o7z, MEHER DS CFRIKGEBEE T, KFE
BEE 71%, BREKEBIZAT 63%, head thrusting™ 55%, MEEEHREE 45%, FEE
TEE B 43%, WNFEHL 36%, WiJMET 25%, XIRE 24%, B (4 75%)
22%, WETFEE 20%, EB)KH 20%, HEAETMEEE 18%, WA EKT 16%,
HFREIREL 16%, FEME 15%, WHWREE 11%, WAEMEmE (1) 11%, I+ 27 10—
X AFNE 2% Th o7z, % OFERDHIE 2 AW TRO SN T WD, 1T
NADFIEERHO T IMEIL 5 M TH Y, TONAOHNRIE, 5REANE 6%,
RN 4%, SRIENE3%, A7 0—XAFENE2%, RWFEE1% THY), BEHEOT
WIHADH#ARTE O L2. T2, HIMET R, ERERFERE L T O
R TEEEIIHE L L TIE10% 12 ETH D25, 1T TICRD L ENE 0o
7.
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* * head thrusting & 13, H#R O FIN %2 2 2 BIBHICE 2 RS HR 2T, il o —
¥ I TP D B LR ERE S (saccade) 75 E S o3 <, L& SR 282
T2 e % B (IRERGEE)EAT). ZNEARMET L2000, BRI EEHRNIZH
FERRSCGH 2 FIH L CER B IC M2 > CTEBRICE 2R 5. B OREICT] & T
IRERIZE % 2R 72139 IS, SO MEFEHEEIGET S L, wol
DEZRLTHELHBO ARG bE S, BEIEIIMEEZ 272 VICZOERDY %
T3, F, ZOHEEY ORI, BEICFI372 X %2 3 5 (excessive blinking) = & b
HaY

X #Rl

1) Tajima A, et al : Clinical and genetic study of Japanese patients with type 3 Gaucher disease.
Molec. Genet Metab 2009 : 97 - 272-277.

2) Tylki-Szymanska A, et al : Neuronopathic Gaucher disease : demographic and clinical features of
131 patients enrolled in the international collaborative Gaucher group neurological outcomes sub-
registry. J Inherit Metab Dis 2010 : 33 : 339-346.

3) B #E, b ERAEHEEAE L IR ¢ Gaucher 55 O IREFIT L &G, MERIREL 20125 29 ¢
303-309.
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J—2 TROBRERDBREEDKRSICT DN ?

21

FHEERDBRISIPERADFRDNTDS.

J—Y TRICH T DRENETHEREIE S, BEANCHOETIHERRAHERPE
EDSBEERECHELSNDBOLAKRTH SN, LS UIERaEENML THS.
TADAREEPIERED, EROARDOIEDICHEIFREELLSHN, B[R
EMERPREINERD DD, IFIRINEIOEREDO U X T ([CEBET 5.

68/

(&  5X)

T— 2 2 ROEEE, BRI FCHEE (enzyme replacement therapy @ ERT) %2 £ &
A B (substrate reduction therapy @ SRT) 7 & O BUF R AGHHEN B FE S
n, BEOEHIKERL QOL DUWHENEDH L L)l hoTE&72. —FHT, MEE
RICKHS 2 NS OHEEEDOMRIIRERTH 5720, WHRAEIROGEITKIK L
L COHEREDSHLTH L. 5B, MEERICHRSIRE S 15 H LG R L O
FEZOWTIE, BB 1 -V Ol I— ¥ 2 RGEO S RO RE ] (p.8l) xS iz,

1 Thhh, THEEEEIDEE

PRI T — 2 2 fFTIE T AD AFME (SRRE B FRIER I 4+ 7 0 =—3F) %
AMEEE) (I A 70— X ARV A P=T) R, #ATHT LI UIZGEFR RIS
Thb. TOWHHIIMOTAD AFEBERER AR EE) & Mk, FEIERNIIN LT
FLEIRD 7 SN D05, AREITEFIC LY R L, TARAFRE I+70—2X
22 L TIEB NNV TOBENRY I TEXE VR (7 0 FEIR05) L O A
EbEPHVONS. LAF IS A, T—Y2RwD I 4 70— X AERIKE
DY R ZF OMOETE I 4 7 10— X X T A DA (progressive myoclonus epilep-
sy : PME) D CANPAFMEB LI 4 70— X AZHEIREINTE Y, HEE
RED1DEEZONL., T2, FEITA-FRYZHIF, XTIVl
DOIAERBIER T 2 PME CTHHZEE L THERIMEIRENTBY, T2 i
WCBWTOEREFO1DEE2 D, T2, BHEOEIT €S 404 gH) W
PME (Unverricht-Lundborg %) @ 3 + 7 0 — X AZHRTH 5 L3 5HEL H 5.
—HT, PLTADPAEDOWL DN (T 2= ¥, HIUNTEE S, Hoxy
Fr, BN Y FEM)FUVE)IIBEEWNICPMER I A 70— X A &K
LERBIERAEZ DI EDHMESNTEY, —RIMIIEITEREE SN,
LL, 722 M YICELTE, I—Y o3 Bo 1 flz a9 BloEEHEST
Bl PME % (6 BIAE72 & D)) DT W AERIZK L TR —F A&%5-0F )%
R, TOBRONRZLBITNAEROFHR I 47 10— X X DEHERHHER
SNTEGRENH VY, BERZ T3ICE=8 ) ¥ VS5 0EIEH B, ik
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DEFETHEHFITONAERO > b O — 0V IZ#EET 5 X9 RAEBNIIR L TIdEIR
KEBBGEHH) ) 5.

TADAGER I A 70— X ADIEFEYRE L LT, HEMERHE D (va-
gus nerve stimulation © VNS) R &1l #0%8 12 (deep brain stimulation : DBS) 23 | F
ENBD, WINBIEFOERIIDR L, T—2 2IHRL L DMD PME 1207 %
AR R STy, UNSICBL Tk, T—2 =i 3 8o 1 BIIcqT
b, FORABRSYE SNz L OGP H 5°.

2 EHEAE

AR T — > = R B T (spasticity) 23 5 2 & 234 <, @EOH R
TUHETREDSHI R A & 7213 FRe AU A U, 2 055, eI, e T EE ORE
ST R%, MEAREE, AEMINAR, BREEHEETL2ZEOLIEILIEDS.
S BT, HENEDEALR 2 IUSHE D E O A S 2 AR E, 59T,
BT oM - B, B AESTEOELR & TREEX T &2 L, QOL
DELWET 272570, BHOERIEETHS.

WEHIIERE & LT, flix oPiEiEEoR Gl AN TEY, Fr oLy
RNy Ty, FHFEZY Y, VT7ENAR O FENL L EDR—HITH NS
a7 WENOEFR LR SHE LT, IRARLTIEZ EORIEH O B
FELGSOEBIICHERET 5. MRWRFEOED A THo5 R PEER L 55
CEEEELWEE LS, FFSY COERIEALR ENRAS NG AN DH LY.
FEBERY 72 W SRR TUHE IR L 6 2 SN O BUB A RO Y6, EBEBRIZHED
VAMZTOE(TA N TEBFIRE) QSHICEES, IV ITLALLICLLE
BRI, PIREI ) YETHE NIANF T T 2=V VOBHPER R L
bHHH, WEZIZEF Y Adzwn

NEHIEER MR ) NE Y F— 3 3 Y2z, SARHEEE LT, BV X2
LR N7 0 7 o gl G- (intrathecal baclofen therapy : ITB), HREMY
BARGIBRAT 22 5% 5. RERGISHTS 2 Ry ) X AFEIITAE, — ki 2 ik s
LTEKELTBY, BERE) NE) T—2a yH A4 R4 2128w Th, [
N oG R A ERTR, BIETTT BRI BV CHRRHIR O X ThH AW F LRI T
L, BITIUETLHOTHLEIODONL(FL—FA)JEENE. KV X
AFEHFEEHBETHHAPICEST 5 2 & T, BRI CHIEEH 255 1,
BEROBRITEF 3 ~4 0 HFR L, EEOBRMR HEAG TONEE DM
JNEY) TF—2 gy EOMEMRPHEINL L EDX ) v MBEHITOHNE. —
T T, #0E L OWEFHC X 2RO LR B G1HED B OMENORE L
AATHY, REBISEILETHS.

ITB X, FERDEHETT Iy PO — )T X WEEREMIC LT 2006 4F
WERRBRE A & 2 ), ANBICH LT 2007 SRS EISASEIARE STz BRI
INEYF—=2aryHA4 R4 2BV Th, IRHEPIZ b7 5 MR TR OG5
ELTEIOOLNE(ZFL—FB) EENTWA. ERNTI 71 Bl /NREHE B R
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LTRSS SN TBYY, A7) —= ¥ ZREERD 87.3% HHR & 4
ESI, Z069% HBEMFG (N7 a7 o v Ry THAMTIEAT) ICBAT LT
BY, FELUEZELZREOZ. eI L CEEMNE i 56012 817 2 Fir B
BBHEIX 10% DT T, BERREBFIRALIL L CTHERMMEZ RO R 05
7ol dN, BUTOWGRENEN 2 BRI T2 AARERED 122 E 260
%

ZOEp, 7/ =T ay 7 LRI ERERRIBRAT, RKiguEretn, %
TEAVER I IR B ALK BT 722 &%  OMBHEHRED D V), £ OFIJEE 7546
(BRAM, &), HEOBN, HRICLAEHED) A2 2 E, ZREROR
HORBIZALE CREEY BINT 5. T2, EHIHEICHED 2 EREHEE (U
WRHEE, BIAFE, VBV E, IVEHE, REFHE, Bkt 1Rk
55 OB AR oS ERE L 2D,

X #

1) Vaca GF, et al : Gaucher disease : successful treatment of myoclonic status epilepticus with leveti-
racetam. Epileptic Disord 2012 ; 14 © 155-158.

2) Koskiniemi M, et al : Piracetam relieves symptoms in progressive myoclonus epilepsy : a multi-
centre, randomised, double blind, crossover study comparing the efficacy and safety of three dosages
of oral piracetam with placebo. J Neurol Neurosurg Psychiatry 1998 . 64 - 344-348.

3) Kalviainen R, et al : Clinical picture of EPM1-Unverricht-Lundborg disease. Epilepsia 2008 ; 49 :
549-556.

4) Genton P, et al : Lack of efficacy and potential aggravation of myoclonus with lamotrigine in Un-
verricht-Lundborg disease. Epilepsia 2006 : 47 - 2083-2085.

5) Miyahara A, et al : Reassessment of phenytoin for treatment of late stage progressive myoclonus
epilepsy complicated with status epilepticus. Epilepsy Res 2009 : 84 : 201-209.

6) Fujimoto A, et al * Clinical utility of vagus nerve stimulation for progressive myoclonic epilepsy.
Seizure 2012 ; 21 : 810-812.

7 HERINE) T = a VRES RERE)NEY T2 a y A R (2. &
JE R, 2014 ¢ 152-170.

8) HEIGHRT-, b RAMETUBIRA 2 25 2 BE O YO H SEikITHE IS T 5 tizanidine
(hydrochloride) (7 )V 3 1) ¥ ) ¥k A Owh S, I & J63% 2015 5 47 © 28-31.

9) FHIEN, M /NREHE X5 % baclofen BEERREE « EINMIIEH RO £ Lo, e %
#2014 ;46 © 179-186.
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CQ 22 | -y xmEN—FVYVURDEE ?
)

=2 19w 1 BBERL, \—F YV REFRIET DU RIHEL

J—Y TRORREUEERDRRERE (L, /\—F VYV URZERET HURAIDEWN
J—Y TRBEOMBEICH T OELCAHD Y EU YV T PIERREMEE, SBRORET
HB.

=Y TRICH T DRANARBIFARACONTE, \—F2V ERZZTH
AR D EZ R T WME(F SN TLEL.

(&  5R]

RO T =2 295 1| BEE 444 BIZK LT 2 FEMOBIE 21707225, 11
BIABREIIE RIS —F 0V VIR FIE L7z, S—F 0V VIREFIET A falR)E
E, M E B LT 24 S SR TWAY. 752 A0 1 BB 105
V263 B BRI — XA OFER, 4 B1(4%) D3/ 8—F 2V VIREBMEINTBD,
22 B (219%) H3/8— % 2 VI ERBT AR 2RO L s hTwaY, I—
¥ = R EE L SE 277 )V — 7 (Inernational Collaborative Gaucher Group : ICGG) ®
Gaucher Registry ICGGR) |28 8% S 172 1 BUBHZ O OFER, /S—F 2 VIE
W BIET AR, —REMEIEL T~ 17HEifEESN, X—F Y
VIEREFEAET A 1 BUEE OBABEEIL 70 M LLRT TS ~ 7%, 80w LIRI T 9 ~ 12%
LeEENTWSY.

T—3 2 fFEFZT TR, T— ¥ 2HOFRENERORRB AN —F v~
WREFRIET 2V A7 D@ LD, Ma B THRE SN TS, HEDS IS,
T— 3 2IFOEEMLEROBERZ O+ v XL 28.0 B L s S TwaY, Bl
DO 7E 7V — 7536 TIT - 72 BRI FIFZE IS £ 5 &, BFgE 7 v — T O )7
EOENR, EFICBT 2 MENERORREHEDRH LS DD, A¥TF1) v
ADFHETT - EHETHE, HRE VT 2 A4 ZBALT— 3 2 fFOHRIE
HERORRNED L v XL 5B HLEAEBEICHENZ LG SN TVWLGE H
KEINWT 24 OT— 2 2 HOIFEMZEROSANIMOWKEERE & R b Z &
5, COMEOF—&IFHRAsnTw5)Y. EELFEFEROKREICLT, H
KTOT— 2 2RO LEROREE O PD FHIEY A 7 DA v AWASEWEH
X, HRIZBWTIZ LAM4P B EDORAEEN L, MRERENICH L SNDHEE
FEZEF (N370S ZZE) ORAZ NGV EAEFE LTELZLNTWVS

T— 3 2RO LEROBEEZ IZOWTIE, S—F 0V VIREEDY A7 1
Fl%Ab00, FEXHEIITFUNT LI LIITE RV, 20700, I—2 i
BHEOMBE BT A2REE ST 28RN Y v v 7R EREIcowT
& EE LIS EES S, RREI S F 0 VIROMERSHE L S A R, 5 —
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FUVURELTOERERIT LI ENTES.

B, BUE, HAREWNTHHHTREZ I— 2 oiBICRd 200EE LT, BEEM
FoHEE (enzyme replacement therapy : ERT) Cld A I 7Vt T —¥, XRTG7)+ T —
YT 7 7, FEAEIPHEE: (substrate reduction therapy © SRT) TlX =) 7 )L A
v Ml D, WING BN T — 2 2 IFOFERER (B, M MORAE, B
JEB L OEIER) OWE ] TH Y, N—F 0V VERE SOMEEROUE 2 /R T
WIS Ty, MBI & E R SRT 2401 > v 1 RO B ZE AN E
HHENTND.

X #K

1) Bultron G, et al : The risk of Parkinson's disease in type 1 Gaucher disease. J Inherit Metab 2010 ;
33 1 167-173.

2) Chérin P, et al : The neurological manifestations of Gaucher disease type 1 : the French Observa-
toire on Gaucher disease (FROG). J Inherit Metab Dis 2010 ; 33 : 331-338.

3) Rosenbloom B, ef al : The incidence of Parkinsonism in patients with type 1 Gaucher disease :
Data from the ICGG Gaucher Registry. Blood Cells Mol Dis 2011 ; 46 - 95-102.

4) Mitsui J, et al - Mutations for Gaucher disease confer high susceptibility to Parkinson disease. Arch
Neurol 2009 : 66 - 571-576.

5) Sidransky E, er al : Multicenter analysis of glucocerebrosidase mutations in Parkinson’s disease. N
Engl J Med 2009 : 361 - 1651-1661.
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o -2 1iRlE, NEEMRERREREMNHIED XUEEEREREBNHIED
WRIKECTHDD.

O INSDERENZRITDCHICIE, EERIEEADNELLDCH, BEZH
BFEPD(ICHERICLOERERE (ME) SFONEERZTHX, HERR - 15
EFHOROICEFEY & CaBRpmRIDEENER L),

o AIAA R EAFEIZIKICOZD, B THACD, ERY - v)LD—H—P
HRERCHE T Y —ERBN(OEE L, BEEEDOEDHEN 2RI D

gl&ll

(4% ]

T— 3 BRI DA SRERE IR, 2 ovd ), RE{qre, &
BB B3R L, HEEGICE S 2 3RHEDNH 5. HENFIXZIIC
b)), TOREIBMETSH 5720, FEFRBEICRESNLTWLERY - v
VT — 91 — R BHERFIL - FREHTISRRE STV A EHSE 7 —~
WEGIZHE 2K, FEATEOH ORI L2338 5.

1 EEEICEAT2HDRE

WMEEBWI A 7 SN0 B, TXNTOEZETHRICEHDL ST, 3179 DIXE
BB ORETH L. T— 2 I3/ NI Ik e 0 R e 2 B I B B &
DR EMREREEHEOM REETH ), WIFNDLOREEROES E 72 5.
S OITHRIRIZIN UC, EREEL SR DR B D il BE L & 2 B R IE IR R O IR
EEOHCAHEOMNA D 5.

a INEEMHSERREBEERRHIE
MNEOEEFEREZHE LT, EREACAESOHZHWE L2FHETH
L. T—v oiEid, NEEEEERROLRAMBEEDEBEDT £V ) — 4
WRIZHE SN TS ([8 BRMERHRE -6 T4V —20F]-[90 T—2 =
). RRELDOIF I8 EKIMOIEE (18 KOKEHT, 5l & BHEPLET
HHEROLNLEEIL 20 AR E CEREITRE) Thsb, RPIKICBIT2HCEA
HEBREHE) ISR EICE DV RL2 505 K TH H 15000 HEdo 5T
W5, HHIAI & > THCAE EREANRE 57-0, BEEHIPLETH 5.
b IEEHFREEZEIRMHIE

T—2 ohld, BREOEDLIRERERE LC[19 74V YV —aIICEEN
T, ZOHIEICHREROTIBRIE 2 WA, ANEEE (20 A 12 L Tk
ANVEIE PR E R SRR B B 12 X B IR BB 2 A S v GEAR
aR) . ARBIEHIEE IS0 BOEME ERAE(HH) IR S0V 2250, &
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KTHH 30,000 HEHOSNTWG (T— 2 = fFTIIREEX 55 &> Rl
(AHOERERFIIOWT S FHZ@82 5 AR 6 ML ED 2856) 112344
T 5720, ZO¥E1X 20,000 AR ERE 2 %), HAFNAICL > THOEH
FIRED I T D720, EFHDPLETH 5.

SINVR A R R R s B B X OB E MR R B B 12 L B R
B % 52T 2 7290121%, BE W LIIREZDHFELITV, BHFRIAE RO AT
RV DI ENEL L HEBINIARERFE - IBEMRTICE > TRE L7720,
T IS T DB SR RS 5. F72, TS OERBMRORN 2 %52
EHRTELOE, FHANE L CTIREEBEE CITbNzERICE O NS, fHEEE
PERE &, BRSO HE % 2V 7wk - S, B, SIME#EAT - 3
YOZ LT, HIEERICHEE - FIHTFEORR % Bikd 5 (RECSH]). HiFOK
21, REEICL 2ERERERE GEWE) PLETH Y, CEERESEEAHE L
LCHRET L. T/, KZWEIIAENT R SIRE % T 798 EE Uh ey
SERTRARERE, BERIREE) ISR ) ER T % 2 LT & 2 RER BB R IR ER,
EREREOERIIEKERL -0y 2794 MR L VMR, 5
O— FiRECTH 5. HiFH2OERBEOME 25 2 ML 2 b720,
EBWIRILER I BB BG T AR E T HEEIT) L2 E L,

INBHISED BB I L TCEL LOHIEICHFET 208wy ZEICBELT, H
CUEATH R BRAE /N R 18 M R T2 R R R B B I E 01T D AR 720, 1978 F C
(/N YRR PRI S R R R B R 2 I L, 20 MEDURE & 0 8o BER R e B
EEEE RS 200N TH S, T2, A—HHNICEBOBEDPEET S
Yity, M OBMAE 2 v X I N O REE R R B L TR EREE
a3 AHEDRD 5. RIS, [F—#a RIS B IR E R R B E & fa e
R SBENGAET DA bR, B EREZ RS T LHEND 5.

Mz T, INOABEERBEINEOEREOHCEBHEIIST 20 E LT, &
B EREFBIILHEDY D 5. FRIEHEEES FRCHEGT TR Ak
ELBEEATIRORNMN 2 Z T TV B AT, SERITRED D L7120, FLBEhDd
PAEFT RS ORI EINMERET 5. F72, BEBICHET 2 ORI E &
L CEBRELR (MEREICL ), 2o EREO—E%2 @M LT 5 ) HlfE)
V5.

BELEZYTITYA L

DIJYA bR \ URL
INRIBMHRERERIERE Y5 — https://www.shouman.jp/about/
HRIERE 5T — http://www.nanbyou.or.jp/

EEMNR - IEEEBTHERENIEEZ> Y ——% | http://www.nanbyou.or.jp/entry/1361
LYSOLIFE 51 YV —LKEWD U KIC https://www.lysolife.jp/index.html
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2 HELEICATIHSRE

HEEES L UOHSEFOREN 2 XEr By & LR EBTREXIREORH
F#EAAHLRL, HROEUTH LR, BV e HEEGEHE (7 Z
A=, BT, BRAEEBAZEOMRM) 172 EFFIHTRREE i o TWnh. X
BEWNEIIZIZ D7), TORIZIIBHETH 2720, FEBRERICHE S LT
LEH YV — 2 v V7 — # — (medical social worker : MSW) X> - 4B 8 ff I - I8 EHY
TZRE SN TV ERAHREIE v 7 — IR L, LELIEHRORUELIHE %
2T 5.

F72, UTOFLTHHRIIE CCEHMSNL, S ERTHEE ORI 2
IZHERET 5.

a YFRIREREFS

20 AWM CHEME7ZIIHERIIEEL AT L2 HNELZRETEHE, EFL TV

Bﬁ"? IHHREIND.

b EEREUFH

Fifih £ 72 i%% CHEOEELHT 5720, HEEGIZBWTHERONTEL L
PETLIREIZH HLHETD 20 BATMDEIILIREINS.

c ﬁﬂm‘ﬂ EFY

R E 72133 ICE LS EEOREZFT 5720, HEEGIZB W THRR )

DN EZLFEETHIREIZHHIEED 20 KLU EOBIITHEEINS.

d HEERERESHIE

ANVRIB PR EFER B & OB R & RRE SN TERE B DO & 21T 728
B LIRER 10 L CHBARGTXETA) X ) RESES G SN HIETH
L. RHIEEICEL T, BEBKRICL s THESZWSELH 5720, FRlIEERT
WEE ORI RN RS 5.

oy

yH|
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CQ 24 | QOL O#FR LICHBERESR - BR - 7 70—F&F?

21

EREREPHRFREGECEAU T, BuBoEE U CikRizitZziT3 (CQ 23 2R).
BHPHEAR - BREEEDERICH LT, EZFUVITENAZITD.

ft=

SMEZE - $H) ICALT, EROISHSHEENICEDD, BUFERD

BONBDLOBTNIS.
E7TIR— b EERIE - SR I —PEER) OBERIRHZTD.

76

(&  5X)

QOL (quality of life) & (X[ AEIFD B I L REND T AL \DS, (RIS
* k5 BEORKRD, MM, Han, BEN, IRTESOAEFOR % ER
T 5. REUC L BAERRLIEROBINER 72 £ X D B4 B EHOBALDE U 2 4,
QOL IZZ D L) BZALOHIZH > THEENFHSTS LLMBOWLEFOED
MaFEZ HIBT L WO EZHTHAH. T, T—2 oRITNBINISET L 2 &8
iz, BERED QOL bFIFIIEETH L. 1R, EHEHE LD T 2§
OIGFEERFE T, FFMRER MR A 8E (NEra e Al M), &%
DZEAZ: EDNIROFRMEIC T 23R & L THWSH R TE 7205, EFIES
IV o HIEDEL EOHMIN L B0 AL 53, B HEL LT QOL D
FaE2EERL TR >TETWS(CQ102M]).

ZIT, EDXH) B EDP T o HBE LS TICEED QOLK T IZ2 %
Bo TV iBIET 572012, HRAT—Y 2o (BER)ICL ) AES
ARG E LT = MRAEPERS N BIEERIT 254 0 8 124, 2801
%, 3 124) T, il 10855 60 X F THRIL 2o 72, FBWIREFEEE I 15 %
(60%) A3 10 FE A CTd - 72, FEAHFROME % LUNIHkET 5.

1 EECEE)ICELT

BT % 21T T B BRFHINERE, R TEIHE T, Ko 80% %15
D7z, GEEZZTHRO THEOZE L ZRE KL L ETAIE? JE W) BRI L
T, [HEHORO PR oz JR[FANHIC (o], THRE R LIS
Kol [FEIIL S kofe B ENE LGS NI —T, GHROARE LT,
HRBEAHEOBERLNMEIZ T ONED, MEERE EO#ITTED L Ik
BICRD00kE, REBLEV. I WS EIZHT 2 HENFE 5.

2 HEEEICEALT
[EHE & DECREROEZ ED L) R EEITEL L5 ? [ ) HEIZH L
TIE, G - BREBEDE (RGN B2 THIFFIENTL T,
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BIZ T HEERABE TV IHZES VW EATHEZRLTLE ) [ b, [HEuhy
2T, ENTHWIORT THE OO Tsd R E, GIETK - BRI
IR L TWAZEHHH L2, 72, HEHEOEERC A HEERE ORI 2
1 ANTOBERIIZOWTIE, 2040 % B TERVENELTBY, E
B OBRTOML S HME-T, HliEL05) LI REFHEHY. 72 T2,
B L CHRBRICE { ORIEDaE b iz, REEB OMBRATR AL, EE2SE 5
P o720, IEERH CORPT i s, FIZHEET A (FH) 25 5
—7, FRAHDOZEARDI A H -7z, WAXUEI T L7202, ERibxHa
THEV)AEPEED 7. SEBEELHCDLY, [HAP R b ET, 7272
FET LD, [BRoTlitz s Lok, BEOFRPENTHERSES 7L,
QOL #FH L A TWB Z LAV L 72

3 BE, REICEALT

MEEAERIRRO 2 L 2 BBICEZ 2089 22 N2 LT, #8930 ~ 50%
DR KN ZTBY, 272 ADF 90% (17 %4 15 %) (ZE B O B
LNIZEE L TWED, KB ORERLHED S, BFRITR EDTHIZSIMTE
WAL FEEEBD, 80% (15 4T 12 4) THAUI & o THES R w1 522
HolzLMFELTWD. —J5, BB LTI, BT 5 AR EROAIZH 60%
(14 249 8 ) MMEZTHB Y, 50% (14 % 7 %) ARl BE AR % IS L C ol b REfH
AHERLCa. LA L, ERIORBCTHREENS T2 SNTICH o720, K
FARRREICHES RO N W &, BT oIl TS O N Tw 2 WEIRDSE
oM F72, MFERHMOANLRLHEIZONT, #70% EEKENTHE LT
WA, FHELUINO NRHHBE L1230 ~40% LAGES B ERELTW5.

4 F&H

Dbz &hs, 2 ZEMICHELZIToTWTY, REMRSNT, QOL
PRZIOMEIBEL DY), FONEREED SEMLE TREVDLDTHDS L
IZEDNBH O Thhrolz. 51, QOL DR LD/l d &z Lk
LC, BB SRR ISR LT, ARk & L C B e
2179 (CQ 23 ).

IR 2B, 5k, BEROT V77— NRED L IETIE - BEECER A
ZLOBRETHEOL LI EDRENTZ. BMRETLIT— Y = 1 BIEETEY
ERT 2L > CTHUEDELN TR VEFRENHRINL 20, EHREE,S
HICHZ T 2 L8R S 5. 72, EEITEH, 5§27 —Yoariesd, Wil
EPHE & L CORMMREREIC L 2MEEEROME b H L7720, TEHLEBEL
PEIREH 2 MET 2 LEPH 5. HREOBIROBIZIL, HHRERMWRIZT TR,
QOL ZAMEFEM L TE BN E ) DE V) BEDPEEI I L > TLAD, T—Y =iF
DO EIFRE QOL FHMIiEIX T 7274 (., SBROMBHIHF/IND.
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BELBBIT TS

DxJYAhE | URL
HRIERE 5T — http://www.nanbyou.or.jp/
HAD— TRD= https://www.gaucherjapan.com/
EXRAHEREBESFHE (JaSMIn) | https://www.jasmin-mcbank.com/

LT, EEDOIEERBHREEEL CIE LAY BRI ERIRMET 2 2 21
LIFLIEERTH L. EEREZHAS LW LIGEY B2 AL ThKRE
BRENTH L7720, HRAT—Y 2iHOETIE, EEEEHO) -7y b 21VE
L, BATAIMDMAZ LTS, T/, I—2 omIIHMPEBETHL 2 L2
2T, BRRIEENC X o THERRIZ 2 MEDP kA TH D, 20720, B
72956, 2 OBERRENPIGLIE YTz RT L, 2OZEPHETme L) —
JEREEIC T 5. 2070, FHUERESCE#REY L DOADPEWIIEZ A, BIFE9
CE(ETHR=N, ET7HT ) V)P EEE ST A, FO—MEib
bOAS, FOEAFREERAE - LYy —REERTH L. bHIPECIET -V =
WOBERL LTUHAT -V 2o /(R DAFHY), BHFER0oHNELT, O
T 2RDOIE LW Z ST, L VEREG 2N D L) ICEBHEOEHR
R b NI AE NS, QEWISTEE X2 A6V, BN eZz L b5 v5
9%, @T—Y 2HEILARNTERL, 2OHB L0 L LICEEREIED
Wb, Ldb. Tz, HERERCMME S EOFENIE, BARERRHEE
FROBEBHGERRITL o THEE S N5 KA HRFIEL G B aH
(JaSMIn) 12843 5 2 £ TH ATRETH 5.

(EE3H)

1) ZionYC, et al : Rethinking fatigue in Gaucher disease. Orphanet J Rare Dis 2016 ; 11 : 53.

2) Devigili G, et al : Chronic pain in Gaucher disease : skeletal or neuropathic origin? Orphanet J
Rare Dis 2017 ;12 : 148.
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THID S Lo/ HiRIcRE LD, TOREEX L7252 812k, £
LREEHNS, 5FTERLIEDLD o728 ) HEEHENE LI LI b7
O, MBS 25 TAONL T THEY. 20720, TOHTIIHR
L72E910AZTh, EBIIEMFL IN2WEER, BERL TV ThOEE LT
ZANON L VEEDHLEEZ NS, IIHIERZOHO 7+ H—12L -5
THRESLHEERIIHT 22T AN, BEICNT 27 Fe7 7 v AT 5 hE
MAHsb. LoT, BEZOALLT, FHEOLHELEDTT7+0—F52 L8
HETHD.
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B (TVLV) OB FIIRAER R T 55610, BEPELSINZY, 2133
L DL % 27280, BB T2 0 W S TRk~ IR CEE LSSET 5.
FHOT L VIZORIFNEREZ SO, b)) —HDOT LIVHRIEE Th 5 I-OlEHR
DAL SNIRE L 2Wa 2 REE v . #E, BEOmBILE b IZREAZBT
HY, BEEIWHELINENDOWRNERL ZITHREFEIET 5. MHPREETH
HYAaI2IX, FE2FEhE, AT MR % THY, EREELZWVIMRA
B DMEFRILS0%, EEREDLZTHIED LEWHEERIZ2S% THDH(E1).

3 BRENROEIRHYVEVVT

T—2 2 OBMNIH 2o T, BIRAIHA BEFREEIE D 2 W ISEE R
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EVVETH D, 72720, REEREOBIZF AR MA RIS & FEhis 5
FIZBVTE, Z4ME - BERICOWTH R REEA Y 1) Y TP LETH L.
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3)
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5)
6)

7)

http://jams.med.or.jp/guideline/genetics-diagnosis.pdf

Pelentsov LJ, et al - The supportive care needs of parents caring for a child with a rare disease : A
scoping review. Disabil Health J 2015 8 - 475-491.

Scott LJ : Eliglustat : A Review in Gaucher Disease Type 1. Drugs 2015 : 75  1669-1678.
Marshall J, et al - CNS-accessible inhibitor of glucosylceramide synthase for substrate reduction
therapy of neuronopathic Gaucher disease. Mol Therapy 2016 ; 24 * 1019-1029.

Narita A, et al © Ambroxol chaperone therapy for neuronopathic Gaucher disease: A pilot study. Ann
Clin Transl Neurol 2016 : 3 - 200-215.

Dahl M, et al : Lentiviral gene therapy using cellular promoters cures type 1 Gaucher disease in
mice. Mol Therapy 2015 ; 23 © 835-844.

Massaro G, et al - Fetal gene therapy for neurodegenerative disease of infants. Nat Med 2018 : 24 :
1317-1323.
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N I—2 15 (FinAl 2RISR, BREEDTOEEER)

I8 ERT (BN CTEATIREEA I ES—BERT I ES—E7ILT7ICRE) F

o FnE (MOBRREINSOUDEZBHZD)

SECRDET, £EFMBOERFESNDN. QOL DHUEFFEONDN. EXELFAEERIF
LD

(¢}

(% % 3]
@ The Cochrane Library #3% : 2017 4£ 12 A 31 H (BFIIMEE 1T 725 30)

No.

#01

1R

Acid beta-Glucosidase Deficienc*:ti,ab,kw OR Cerebroside Lipidosis
Syndrome*:ti,ab,kw OR Gaucher Disease*:ti,ab,kw OR Gaucher
Splenomegaly:ti,ab,kw OR Gaucher Syndrome*:ti,ab,kw OR Gaucher’s
Disease*:ti,ab,kw OR Gauchers Disease*:ti,ab,kw OR GBA Deficienc*:ti,ab,kw

OR Glucocerebrosidase Deficienc*:ti,ab,kw OR Glucocerebrosidase Deficiency
Disease*:ti,ab,kw OR Glucocerebrosidoses:ti,ab,kw OR Glucocerebrosidosis:ti,ab,kw
OR Glucosyl Cerebroside Lipidoses:ti,ab,kw OR Glucosyl Cerebroside
Lipidosis:ti,ab,kw OR Glucosylceramidase Deficienc*:ti,ab,kw OR Glucosylceramide
Beta-Glucosidase Deficienc*:ti,ab,kw OR Glucosylceramide Lipidoses:ti,ab,kw OR
Glucosylceramide Lipidosis:ti,ab,kw OR Kerasin Histiocytoses:ti,ab,kw OR Kerasin
Histiocytosis:ti,ab,kw OR Kerasin Lipoidoses:ti,ab,kw OR Kerasin Lipoidosis:ti,ab,kw
OR Kerasin thesaurismoses:ti,ab,kw OR Kerasin thesaurismosis:ti,ab,kw OR Lipoid

Histiocytoses:ti,ab,kw OR Lipoid Histiocytosis:ti,ab,kw

RRERIFEL

179

#02

Enzyme Replacement Therapy:ti,ab,kw OR imiglucerase*:ti,ab,kw OR Velaglucerase
alfa*:ti,ab,kw

810

#03

prognos*:ti,ab,kw OR outcome*:ti,ab,kw OR survival rate*:ti,ab,kw OR

mortalit®:ti,ab,kw

359,577

#04

#1 AND #2 AND #3

31

#05

#4 CDSR

3

#06

#4 CCRCT

26

@ PubMed HiZ% 1 2017 4E 12 H 31 H (BFIIMEF 1T o 7270)

No.
#01

RER
“Gaucher Disease” [Mesh]

TREREL
4,308

#02

Acid beta-Glucosidase Deficienc* [TIAB] OR Cerebroside Lipidosis Syndrome*
[TIAB] OR Gaucher Disease* [TIAB] OR Gaucher Splenomegaly [TIAB] OR
Gaucher Syndrome* [TIAB] OR Gaucher's Disease* [TIAB] OR Gauchers
Disease* [TIAB] OR GBA Deficienc* [TIAB] OR Glucocerebrosidase
Deficienc* [TIAB] OR Glucocerebrosidase Deficiency Disease* [TIAB] OR
Glucocerebrosidoses [TIAB] OR Glucocerebrosidosis [TIAB] OR Glucosyl
Cerebroside Lipidoses [TIAB] OR Glucosyl Cerebroside Lipidosis [TIAB] OR
Glucosylceramidase Deficienc* [TIAB] OR Glucosylceramide Beta-Glucosidase

4,609




Deficienc* [TIAB] OR Glucosylceramide Lipidoses [TIAB] OR Glucosylceramide
Lipidosis [TIAB] OR Kerasin Histiocytoses [TIAB] OR Kerasin Histiocytosis
[TIAB] OR Kerasin Lipoidoses [TIAB] OR Kerasin Lipoidosis [TIAB] OR
Kerasin thesaurismoses [TIAB] OR Kerasin thesaurismosis [TIAB] OR Lipoid
Histiocytoses [TIAB] OR Lipoid Histiocytosis [TIAB]

#03 | "Enzyme Replacement Therapy” [Mesh] 1,397
#04 | Enzyme Replacement Therap* [TIAB] 3,714
405 “imiglucerase” [Supplementary Concept] OR “Velaglucerase alfa, human” 287
[Supplementary Concept]
#06 | “Glucosylceramidase/therapeutic use” [Mesh] 643
#07 | imiglucerase* [TIAB] OR Velaglucerase alfa* [TIAB] 229
#08 | “Prognosis” [Mesh] 1,380,095
#09 | “Mortality” [Mesh] 335,418
prognos* [TIAB] OR outcome* [TIAB] OR survival rate* [TIAB] OR mortalit*
#10 2,204,828
[TIAB]
#11 | (#1 OR #2) AND (#3 OR #4 OR #5 OR #6 OR #7) AND (#8 OR #9 OR #10) 306
#12 | #11 AND (JAPANESE [LA] OR ENGLISH [LA]) 271
#12 AND (“Cochrane Database Syst Rev” [TA] OR “Meta-Analysis” [PT] OR
systematic [SB] OR “Guideline” [PT] OR “Guidelines as Topic" [MH] OR
#13 | “Consensus” [MH] OR “Consensus Development Conferences as Topic” [MH] 17
OR ((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR
consensus [TI]) NOT Medline [SB]))
14 #12 AND (“Randomized Controlled Trial” [PT] OR “Randomized Controlled Trials s
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))
#15 | #14 NOT #13 11
#12 AND (“Clinical Study” [PT] OR "Clinical Studies as Topic” [MH] OR ((clinical
#16 | trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case 51
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))
#12 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics”
17 [PT] OR “Epidemiologic Study Characteristics” [MH] OR ((cohort* [TIAB] OR 159
comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB]))
#18 | (#16 OR #17) NOT (#13 OR #15) 138
@ %1155 Web #2538 2017 4F 12 [ 31 H (B3R Z 17 - 725w 30)
No. R IRERHEL
#01 | Gaucher 5% /TH 924
Gaucher % /TA or J—</ T§& /TA or J—3/ T —J% /TA or 13/ TJ% /TA or
TLJOY R=Y R MAor ELT7OY RUER=Y X mAor ELTOY
NE /TA or T O REFESE /TA or SKRERMEFEIEEIN /TA or “Acid Beta
Glucosidase Deficiency”/TA or “Acute Neuronopathic Gaucher Disease”/TA or
#02 | “Cerebroside Lipidosis'/TA or Cerebrosidosis/TA or “Familial Splenic Anemia’/ 927

TA or “GBA Deficiencies /TA or “GBA Deficiency /TA or “Gaucher Disease "/
TA or “Gaucher Splenomegaly”/TA or “Gaucher Syndrome”/TA or “Gaucher’s
Disease /TA or “Gauchers Disease”/TA or “Glucocerebrosidase Deficiencies”/TA or

“Glucocerebrosidase Deficiency”/TA or Glucocerebrosidoses/
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TA or Glucocerebrosidosis/TA or “Glucosyl Cerebroside Lipidoses’/TA or
“Glucosyl Cerebroside Lipidosis’/TA or “Glucosylceramidase Deficiency”/TA
or "Glucosylceramide Beta Glucosidase Deficiency”/TA or “Glucosylceramide
Lipidoses”/TA or “Glucosylceramide Lipidosis"/TA or “Kerasin Histiocytoses"/TA
or “Kerasin Histiocytosis"/TA or “Kerasin Lipoidoses /TA or “Kerasin Lipoidosis "/
TA or “Kerasin thesaurismoses”/TA or “Kerasin thesaurismosis”/TA or “Lipoid
Histiocytoses”/TA or “Lipoid Histiocytosis /TA
#03 | BESRIHTOEUA /TH 1,225
404 EESRAHFOEDE /TA or “Enzyme Replacement Therapies’/TA or “Enzyme Replacement 877
Therapy"/TA
#05 | Imiglucerase/TH or “Velaglucerase Alfa"/TH 81
406 Imiglucerase/TA or -{ =%/ )Lt 5 —1 /TA or “Velaglucerase Alfa"/TA or N> )L -
CS—BPIT7 MAa XSTILES—E - PILT 7 ITA
#07 | F# /TH or 5ET_ZK /TH 461,779
#08 | AR T /TA or ET-ZE /TA or 4773 /TA or E77HIAR /TA 54,322
#09 | (#1 or #2) and (#3 or #4 or #5 or #6) and (#7 or #3) 39
4o |#0and (AFTPFUVZAMHor VAT T v LE 21— THor 2EAA K .
>4~ ITH)
#11 | #9and (RD= XFT7FUVR F2EAANSA) 0
4y | #oand AITFFUIZAMAor VATRT A WL EI— TAor 2EAA R 0
SA 2 ITA)
#13 | #9 and 525 LMEHLEESR /TH 0
#14 | #9 and (RD= T4 LMELEEGER) 0
#15 | #9 and (5% LB /TA or FRIERIE /TA) 0
#16 | #9 and (EZIIZREFIE /TH or BFHIZR T > /TH) 9
#17 | #9 and (RD=#ES V45 LMMELEBEER , LEITZ) 0
#9 and (BFTHZT /TA or BFHIFAZT /TA or EHEATT /TA or FERTTAZS /TA or
[AIEATTT /TA or FEBISIERITZE /TA or BIENZE /TA or J7R— MMFTSE /TA or 18
18 BIVBITST /TA or BTEIRZE /TA or T ARZE /TA or RIZAIREMRZE /TA or WA R 5
7% ITA or ZhEERIEREZT /TA or J\A Oy 8 T70OI T I~ /TA or iZAFHE /TA
or FREREIER /TA or 25 1 #HELER /TA or 55 11 HHELER /TA or 55 I AHELER /TA or 55
IV A8EER /TA or IO A —/\—FFZT /TA)
#19 | (#16 or #18) not #10 9
#20 | #9 not (#10 or #19) 29




[Miki&ER 7 0—4 4 7295 L] (PRISMA 2009 £2%)

NGC NICE PubMed Cochrane [EH15E EMBASE WHO PsycINFO® CINAHL Others( )

166 29 39
Total records indentified throgh Additional records indentified throgh
databese searching (n=234) other sources (n=30)
Records screened (1st Screening) Records excluded
(n=65) > (n=199)

Full-text articles excluded,
with reasons
(n=0)

Full-text articles assessed for eligibility .
(2nd Screening) (n=18)

Studies included in qualitative synthesis
(n=18)

Studies included in qualitative synthesis

(meta-analysis) (n=18)
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FFERDUEFEONDD, BEOUEFFSNDD
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No.

#01

S

@ The Cochrane Library #5% © 2017 4F 12 A 31 H (BFIEIMELIT- 725

RERT

Acid beta-Glucosidase Deficienc*:ti,ab,kw OR Cerebroside Lipidosis
Syndrome*:ti,ab,kw OR Gaucher Disease*:ti,ab,kw OR Gaucher
Splenomegaly:ti,ab,kw OR Gaucher Syndrome*:ti,ab,kw OR Gaucher's
Disease*:ti,ab,kw OR Gauchers Disease*:ti,ab,kw OR GBA Deficienc*:ti,ab,kw

OR Glucocerebrosidase Deficienc*:ti,ab,kw OR Glucocerebrosidase Deficiency
Disease*:ti,ab,kw OR Glucocerebrosidoses:ti,ab,kw OR Glucocerebrosidosis:ti,ab,kw
OR Glucosyl Cerebroside Lipidoses:ti,ab,kw OR Glucosyl Cerebroside
Lipidosis:ti,ab,kw OR Glucosylceramidase Deficienc*:ti,ab,kw OR Glucosylceramide
Beta-Glucosidase Deficienc*:ti,ab,kw OR Glucosylceramide Lipidoses:ti,ab,kw OR
Glucosylceramide Lipidosis:ti,ab,kw OR Kerasin Histiocytoses:ti,ab,kw OR Kerasin
Histiocytosis:ti,ab,kw OR Kerasin Lipoidoses:ti,ab,kw OR Kerasin Lipoidosis:ti,ab,kw
OR Kerasin thesaurismoses:ti,ab,kw OR Kerasin thesaurismosis:ti,ab,kw OR Lipoid
Histiocytoses:ti,ab,kw OR Lipoid Histiocytosis:ti,ab,kw

)
BRI

179

#02

Enzyme Replacement Therapy:ti,ab,kw OR imiglucerase*:ti,ab,kw OR Velaglucerase

alfa*:ti,ab,kw

810

#03

Hepatomegaly:ti,ab,kw OR Enlarged Liver*:ti,ab,kw OR Splenomegaly:ti,ab,kw OR

Enlarged Spleen*:ti,ab,kw OR visceromegaly:ti,ab,kw OR organ volume*:ti,ab,kw

2,112

#04

Computed Tomograph*:ti,ab,kw OR Ultrasound*:ti,ab,kw

29,187

#05

#1 AND #2 AND (#3 OR #4)

28

#06

#5 CDSR

#07

#5 CCRCT

26

@ PubMed HiZ% 1 2017 4E 12 H 31 H (BFIIMEF 1T o 7270)

No.
#01

RER
“Gaucher Disease” [Mesh]

TREREL
4,308

#02

Acid beta-Glucosidase Deficienc* [TIAB] OR Cerebroside Lipidosis Syndrome*
[TIAB] OR Gaucher Disease* [TIAB] OR Gaucher Splenomegaly [TIAB] OR
Gaucher Syndrome* [TIAB] OR Gaucher's Disease* [TIAB] OR Gauchers
Disease* [TIAB] OR GBA Deficienc* [TIAB] OR Glucocerebrosidase

Deficienc* [TIAB] OR Glucocerebrosidase Deficiency Disease* [TIAB] OR
Glucocerebrosidoses [TIAB] OR Glucocerebrosidosis [TIAB] OR Glucosyl
Cerebroside Lipidoses [TIAB] OR Glucosyl Cerebroside Lipidosis [TIAB] OR
Glucosylceramidase Deficienc* [TIAB] OR Glucosylceramide Beta-Glucosidase
Deficienc* [TIAB] OR Glucosylceramide Lipidoses [TIAB] OR Glucosylceramide

4,609




Lipidosis [TIAB] OR Kerasin Histiocytoses [TIAB] OR Kerasin Histiocytosis
[TIAB] OR Kerasin Lipoidoses [TIAB] OR Kerasin Lipoidosis [TIAB] OR
Kerasin thesaurismoses [TIAB] OR Kerasin thesaurismosis [TIAB] OR Lipoid
Histiocytoses [TIAB] OR Lipoid Histiocytosis [TIAB]

#03 | “Enzyme Replacement Therapy” [Mesh] 1,397
#04 | Enzyme Replacement Therap* [TIAB] 3,714
405 “imiglucerase” [Supplementary Concept] OR “Velaglucerase alfa, human” 287
[Supplementary Concept]
#06 | "Glucosylceramidase/therapeutic use” [Mesh] 643
#07 | imiglucerase* [TIAB] OR Velaglucerase alfa* [TIAB] 229
#08 | "Hepatomegaly” [Mesh] OR “Splenomegaly” [Mesh] OR “Organ Size” [Mesh] 99,259
#09 | "Tomography, X-Ray Computed” [Mesh] OR “Ultrasonography” [Mesh] 725,298
Hepatomegaly [TIAB] OR Enlarged Liver* [TIAB] OR Splenomegaly [TIAB]
#10 | OR Enlarged Spleen* [TIAB] OR visceromegaly [TIAB] OR organ volume* [TIAB] 437,571
OR Computed Tomograph* [TIAB] OR Ultrasound* [TIAB]
#11 | (#1 OR #2) AND (#3 OR #4 OR #5 OR #6 OR #7) AND (#8 OR #9 OR #10) 210
#12 | #11 AND (JAPANESE [LA] OR ENGLISH [LA]) 177
#12 AND (“Cochrane Database Syst Rev” [TA] OR “Meta-Analysis” [PT] OR
systematic [SB] OR “Guideline” [PT] OR “Guidelines as Topic” [MH] OR
#13 | “Consensus” [MH] OR “Consensus Development Conferences as Topic” [MH] 7
OR ((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR
consensus [TI]) NOT Medline [SB]))
14 #12 AND (“Randomized Controlled Trial” [PT] OR “Randomized Controlled Trials n
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))
#15 | #14 NOT #13 9
#12 AND (“Clinical Study” [PT] OR "Clinical Studies as Topic” [MH] OR ((clinical
#16 | trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case 33
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))
#12 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics”
17 [PT] OR “Epidemiologic Study Characteristics” [MH] OR ((cohort* [TIAB] OR 16
comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB]))
#18 | (#16 OR #17) NOT (#13 OR #15) 103
@ I 755 Web 23K 1 2017 4F 12 [ 31 H (B3R 17 - 725w 30)
No. Y IRERHEL
#01 | Gaucher 5% /TH 924
Gaucher & /TA or J—</ T4& /TA or J—/ T—J& /TA or I3/ % /TA or T/
JOYR=YZ MAor L TJOY RUE R= X MA or T TJ0OY REE /TA
or T 7O REFRIE /TA or RIRMERR A /TA or “Acid
Beta Glucosidase Deficiency”/TA or “Acute Neuronopathic Gaucher Disease”/
00 TA or “Cerebroside Lipidosis'/TA or Cerebrosidosis/TA or “Familial Splenic 027

Anemia’/TA or “GBA Deficiencies”/TA or “GBA Deficiency /TA or “Gaucher
Disease”/TA or “Gaucher Splenomegaly”/TA or “Gaucher Syndrome/TA or
“Gaucher’s Disease”/TA or “Gauchers Disease”/TA or “Glucocerebrosidase
Deficiencies"/TA or “Glucocerebrosidase Deficiency”/TA or Glucocerebrosidoses/

TA or Glucocerebrosidosis/TA or “Glucosyl Cerebroside Lipidoses”/TA or
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“Glucosyl Cerebroside Lipidosis"/TA or “Glucosylceramidase Deficiency/TA
or “Glucosylceramide Beta Glucosidase Deficiency /TA or “Glucosylceramide
Lipidoses”/TA or “Glucosylceramide Lipidosis’/TA or “Kerasin Histiocytoses”/TA
or “Kerasin Histiocytosis"/TA or “Kerasin Lipoidoses’/TA or “Kerasin Lipoidosis’/
TA or “Kerasin thesaurismoses /TA or “Kerasin thesaurismosis”/TA or “Lipoid
Histiocytoses”/TA or “Lipoid Histiocytosis"/TA
#03 | BERETCRUA /TH 1,225
404 BESRAEFTEDE /TA or “Enzyme Replacement Therapies”/TA or “Enzyme Replacement 477
Therapy"/TA
#05 | Imiglucerase/TH or “Velaglucerase Alfa"/TH 81
406 Imiglucerase/TA or f =2J)L125—1 /TA or “Velaglucerase Alfa’/TA or NZ )L -
CS—EBPIIT7 MAax XSTILES—C - 7ILT 7 /TA
#07 | FFREK /TH or SFSHE /TH or B8 X /TH or AEBBRE I /TH 8,892
#08 | X #R CT/TH or BBERZHT /TH 450,586
400 FFRZAE /TA or FFEEKX /TA or BFRSE /TA or BERE /TA or FTEFE /TA or [RIEEHE / 38.824
TA or BEEBRZE /TA or BEEB CT/TA or FEEBHBEIR /TA ’
#10 | (#1 or #2) and (#3 or #4 or #5 or #6) and (#7 or #8 or #9) 42
4 |#10and (AFT7FUVZAMHor VAT T 4 v LE 21— THor &2EAA N 0
>4~ TH)
#12 | #10and (RD= X7 FUVR B2EOA RSA2) 0
413 #10and (XY P F U A MAor VAT T 4w I L E 31— /TA or 3254 K 0
SA 2 ITA)
#14 | #10and 55 LMELEEKER /TH 0
#15 | #10 and (RD= T4 LMELLEGEER) 0
#16 | #10 and (525 B /TA or EIERIL /TA) 0
#17 | #10 and (BERIZAFIE /TH or BEBIAFRT A >/ /TH) 0
#18 | #10and (RD= #5205 LMELCEEER | LL&FTFR) 0
#10 and (BZ2TF5E /TA or BEHIIFEE /TA or EIEHHEE /TA or MERTERZS /TA or
[AIEARTT /TA or FEBISIERITZE /TA or BIENZE /TA or J7R— NS /TA or 18
#19 BIVBITST /TA or BEIRZE /TA or T ARTZE /TA or RIZAIREMZE /TA or WA R 0
7% ITA or ZEERIEREZT /TA or J\A Oy 8 T70OI T I /TA or iZAFHE /TA
or FREREIER /TA or 25 1 #HELER /TA or 55 11 AHELER /TA or 55 I AHELER /TA or 55
IV 48588 /TA or O A —/\—FFZT /TA)
#20 | #10 and (PT= [REFRX , $55%) 21
#21 | #10 not #20 21




[Miki&ER 7 0—4 4 7295 L] (PRISMA 2009 £2%)

NGC NICE PubMed Cochrane EHIFE EMBASE WHO PsycINFO® CINAHL Others( )

119 28 42
Total records indentified throgh Additional records indentified throgh
databese searching (n=189) other sources (n=d)
Records screened (1st Screening) Records excluded
(n=49) > (n=140)

Full-text articl d for elicibilit Full-text articles excluded,
ull-text articles assessed for eligibility I

. with reasons
(2nd Screening) (n=21)

(n=0)

Studies included in qualitative synthesis
(n=21)

Studies included in qualitative synthesis

(meta-analysis) (n=21)
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FFEXRDE
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DHAEETCOMRZER LR THD. BIRMRIF 18NS < ([F0—
VIR BEBEENRELUTHD, WBBEHOREDHEWVGHICHE. BRE
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RCT (& 1 FDHT, FEAEDERARTHS. £<L<TI—T 1R 18R
BEMNRICUTHDWBBDEREF L, RO/ A PRFKREVL. 7T~
DALITELUT, FFEBEBRONEDFHIFEFMRICIDELDD, BRFIFE
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1 O1-FEXDWE : @

ERT |2 & A HFHEROSEICE T 5 RCT 1 1 1, BIEZEIL 18 1FH - 72, st
DWENL L, 1 EBEZEEZ SR E LA 0T, REEOREIZ 2. FE
KOUFBEDFAMIL, FEBORAEL, BB EOERRTOM 2R EfF—I13 S
Nz, RT7 VL7 —ET7 V7 7 OFEEETT - 72— RCT T,
NI TNVt T —=X¥T V7 7 60 Ukg %5 12 H* H DF; il CHHIF AR AT -
17% Th o7z, £72OHMETIEINT 72T =¥ T )IV7 7 60 Ukg 2 5
T =27 % OIFERBAE, HSHGERE 7T EHOBISE T, HiGke »HD
BFRiC 40 % OBEHEBZEZ W72 L, Z Dk 45 h H OfE TEGI251EE T
BRFoSFHELZ BAANZRSRE L-HHS OWMETIE, ERT BAGH 24ET
PR - 31 % OV EZ ROz, FFERSEOFG i — ST
W WS, TRTOHE THEROUEDI RO SN T L. HRADHE T,
JERENI A s, 281314 %, 371333 % OBEZEEZEHATED, ERTICXDHF
JERLHEDORRIL TN TCORETROONL L BDbNS.

2 02-HEDWE : &

ERT |2 X BED# I3 5 RCT 1 11, BREM5RIE 18 Ed - 72, kD
WENL C, 1EEREENRE LSO T, diEoREIEz . BED
YEEORHINI, BAROWMAERL, HFBEOERRTOFI% Sk—13 ST
Wi, RT TNV T—ET VT 7 O ®ELEEZITo 72— d RCT Tl&, X7
TNt T —E¥TIVT 7 60 Ukg %5 12 70 H O CHFHBRAEREMAFIE - 504
% CTdHolz. FRORETIEINTG Z VLT —ET V7 7 60 Ukg 2 EMFES T
- 64 % ODMERBAER, 5MakRE 7T EROBIETIE, Gk »H ok
HT90 % DBEDHEBEL-L, T0%452HOBBTIIIEFERAREE
TLE L 72BE %o 720574 % DL O A 2887, HRANZXSR E L72HH
5O TIX, ERT Atk 2 4F TIZPIIEED 59 % O R 2RO 7. WE
SEEDFHI I — SN TR WA, TXTORE CHIEDOLEDFED 51T
W5, HRAOHRETIE, EFKIZLRVD, 281314 %, 381333 % DEE%
BATEY, ERTIZL ZPRESEONRIE TR TORATRO LN L bR
5.

&¥l CQ13-01 7O-4547 55 LENBERER

BEIES
@ PICO

N -2 1/ (FiAl 2RENSR, BEEDTOEESIE)

W ERmEEs (BENCTRATREEA IV ES—EBERSIILES—EPILT 7ICRE) &
o LR (HhDERRENSOVIDERHFD)

ofl 2 (NEJOEVE) OEFESNDD, IR, [IWEDNEFFSNED
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@ The Cochrane Library #5% : 2017 4F 12 J 31 H (BFIEME 217> 725 30)

No.

#01

R

Acid beta-Glucosidase Deficienc*:ti,ab,kw OR Cerebroside Lipidosis
Syndrome*:ti,ab,kw OR Gaucher Disease*:ti,ab,kw OR Gaucher
Splenomegaly:ti,ab,kw OR Gaucher Syndrome*:ti,ab,kw OR Gaucher's
Disease*:ti,ab,kw OR Gauchers Disease*:ti,ab,kw OR GBA Deficienc*:ti,ab,kw

OR Glucocerebrosidase Deficienc*:ti,ab,kw OR Glucocerebrosidase Deficiency
Disease*:ti,ab,kw OR Glucocerebrosidoses:ti,ab,kw OR Glucocerebrosidosis:ti,ab,kw
OR Glucosyl Cerebroside Lipidoses:ti,ab,kw OR Glucosyl Cerebroside
Lipidosis:ti,ab,kw OR Glucosylceramidase Deficienc*:ti,ab,kw OR Glucosylceramide
Beta-Glucosidase Deficienc*:ti,ab,kw OR Glucosylceramide Lipidoses:ti,ab,kw OR
Glucosylceramide Lipidosis:ti,ab,kw OR Kerasin Histiocytoses:ti,ab,kw OR Kerasin
Histiocytosis:ti,ab,kw OR Kerasin Lipoidoses:ti,ab,kw OR Kerasin Lipoidosis:ti,ab,kw
OR Kerasin thesaurismoses:ti,ab,kw OR Kerasin thesaurismosis:ti,ab,kw OR Lipoid
Histiocytoses:ti,ab,kw OR Lipoid Histiocytosis:ti,ab,kw

REREL

179

#02

Enzyme Replacement Therapy:ti,ab,kw OR imiglucerase*:ti,ab,kw OR Velaglucerase

alfa*:ti,ab,kw

810

#03

hematologic*:ti,ab,kw OR Anemia*:ti,ab,kw OR Thrombocytopenia*:ti,ab,kw OR
Thrombopenia*:ti,ab,kw OR Hemoglobin*:ti,ab,kw OR Fatigue*:ti,ab,kw OR Platelet
Count*:ti,ab,kw OR Splenectom*:ti,ab,kw OR Hemorrhage*:ti,ab,kw OR bleeing
tendenc*:ti,ab,kw OR Purpura*:ti,ab,kw OR Transfusion*:ti,ab,kw

86,223

#04

#1 AND #2 AND #3

63

#05

#4 CDSR

#06

#4 CCRCT

60

@ PubMed #i3% : 2017 4F 12 H 31 H (BFR>MEZ 1T 720 0)

No.
#01

RER
“Gaucher Disease” [Mesh]

BRI
4,308

#02

Acid beta-Glucosidase Deficienc* [TIAB] OR Cerebroside Lipidosis Syndrome*
[TIAB] OR Gaucher Disease* [TIAB] OR Gaucher Splenomegaly [TIAB] OR
Gaucher Syndrome* [TIAB] OR Gaucher’s Disease* [TIAB] OR Gauchers
Disease* [TIAB] OR GBA Deficienc* [TIAB] OR Glucocerebrosidase
Deficienc* [TIAB] OR Glucocerebrosidase Deficiency Disease* [TIAB] OR
Glucocerebrosidoses [TIAB] OR Glucocerebrosidosis [TIAB] OR Glucosyl
Cerebroside Lipidoses [TIAB] OR Glucosyl Cerebroside Lipidosis [TIAB] OR
Glucosylceramidase Deficienc* [TIAB] OR Glucosylceramide Beta-Glucosidase
Deficienc* [TIAB] OR Glucosylceramide Lipidoses [TIAB] OR Glucosylceramide
Lipidosis [TIAB] OR Kerasin Histiocytoses [TIAB] OR Kerasin Histiocytosis
[TIAB] OR Kerasin Lipoidoses [TIAB] OR Kerasin Lipoidosis [TIAB] OR
Kerasin thesaurismoses [TIAB] OR Kerasin thesaurismosis [TIAB] OR Lipoid
Histiocytoses [TIAB] OR Lipoid Histiocytosis [TIAB]

4,609

#03

“Enzyme Replacement Therapy” [Mesh]

1,397

#04

Enzyme Replacement Therap* [TIAB]

3,714

#05

“imiglucerase” [Supplementary Concept] OR “Velaglucerase alfa, human”

[Supplementary Concept]

287

#06

“Glucosylceramidase/therapeutic use” [Mesh]

643




#07 | imiglucerase* [TIAB] OR Velaglucerase alfa* [TIAB] 229

#08 | “Hematologic Diseases” [Mesh] 516,084

#09 | “Hemoglobins” [Mesh] 115,957

#10 | “Fatigue” [Mesh] 25,781

#11 | “Platelet Count” [Mesh] 19,729

#12 | “Splenectomy” [Mesh] 20,802

#13 | "Hemorrhage” [Mesh] OR “Blood Coagulation Disorders” [Mesh] 351,260

#14 | "Blood Transfusion” [Mesh] 79,193
hematologic* [TIAB] OR Anemia* [TIAB] OR Thrombocytopenia* [TIAB]

15 OR Thrombopenia* [TIAB] OR Hemoglobin* [TIAB] OR Fatigue* [TIAB] OR 636776
Platelet Count* [TIAB] OR Splenectom* [TIAB] OR Hemorrhage* [TIAB] OR '
bleeing tendenc* [TIAB] OR Purpura* [TIAB] OR Transfusion* [TIAB]

16 (#1 OR #2) AND (#3 OR #4 OR #5 OR #6 OR #7) AND (#8 OR #9 OR #10 OR 5
#11 OR #12 OR #13 OR #14 OR #15)

#17 | #16 AND (JAPANESE [LA] OR ENGLISH [LA]) 384
#17 AND (“Cochrane Database Syst Rev’ [TA] OR “Meta-Analysis” [PT] OR
systematic [SB] OR “Guideline” [PT] OR “Guidelines as Topic" [MH] OR

#18 | “Consensus” [MH] OR “Consensus Development Conferences as Topic” [MH] 18
OR ((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR
consensus [TI]) NOT Medline [SB]))

19 #17 AND (“Randomized Controlled Trial” [PT] OR “Randomized Controlled Trials -
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

#20 | #19 NOT #18 19
#17 AND (“Clinical Study” [PT] OR "Clinical Studies as Topic” [MH] OR ((clinical

#21 | trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case 71
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))

#17 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics”
2 [PT] OR “Epidemiologic Study Characteristics” [MH] OR ((cohort* [TIAB] OR 0
comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB]))
#23 | (#21 OR #22) NOT (#18 OR #20) 198
@ %115k Web TR © 2017 4F 12 31 H (BFIIMER £ 17 o 72 30)

No. RET IR

#01 | Gaucher 5§ /TH 924
Gaucher §% /TA or J1—=/ & /TA or 1—3/ T —¥& /TA or I/ TJ% /TA or
L IJOY =YX MAor ELJOY RUE K=Y /TAor ELTOY
NIE /TA or EL T 0O REBIGIE /TA or FIERIEIFIHE /TA or “Acid Beta
Glucosidase Deficiency”/TA or “Acute Neuronopathic Gaucher Disease”/TA or

00 “Cerebroside Lipidosis”/TA or Cerebrosidosis/TA or “Familial Splenic Anemia”/ 027

TA or "GBA Deficiencies /TA or “GBA Deficiency /TA or “Gaucher Disease’/
TA or “Gaucher Splenomegaly"/TA or “Gaucher Syndrome’/TA or “Gaucher's
Disease”/TA or “Gauchers Disease”/TA or “Glucocerebrosidase Deficiencies’/
TA or “Glucocerebrosidase Deficiency”/TA or Glucocerebrosidoses/TA or

Glucocerebrosidosis/TA or “Glucosyl Cerebroside Lipidoses”/TA or
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“Glucosyl Cerebroside Lipidosis"/TA or “Glucosylceramidase Deficiency”/TA
or “Glucosylceramide Beta Glucosidase Deficiency /TA or “Glucosylceramide
Lipidoses”/TA or “Glucosylceramide Lipidosis’/TA or “Kerasin Histiocytoses”/TA
or “Kerasin Histiocytosis"/TA or “Kerasin Lipoidoses’/TA or “Kerasin Lipoidosis’/
TA or “Kerasin thesaurismoses /TA or “Kerasin thesaurismosis”/TA or “Lipoid
Histiocytoses”/TA or “Lipoid Histiocytosis"/TA
#03 | BERETCRUA /TH 1,225
404 BESRAEFTEDE /TA or “Enzyme Replacement Therapies”/TA or “Enzyme Replacement 477
Therapy"/TA
#05 | Imiglucerase/TH or “Velaglucerase Alfa"/TH 81
406 Imiglucerase/TA or f =2J)L125—1 /TA or “Velaglucerase Alfa’/TA or NZ )L »
CS—EBPIIT7 MAax XSTILES—C - 7ILT 7 /TA
#07 | IRFAR /TH 219,032
#08 | Hemoglobins/TH 32,716
#09 | JZ55 /TH 14,089
#10 | MVJRETEL/TH 3,953
#11 | PRI AT /TH 9,367
#12 | B0 /TH or MIRFE RS /TH 198,776
#13 | El0/TH 49,749
Hemoglobin/TA or NEZJOEY /TA or 55 /TA or B /TA or IV\HREAN /TA
#14 | or IM/JVIREY /TA or MV/J\AREHEL /TA or RERGFELLAN /TA or BFE /TA or HINER / 152,731
TA or 585 /TA or Hilll /TA
15 (#1 or #2) and (#3 or #4 or #5 or #6) and (#7 or #8 or #9 or #10 or #11 or #12 or -
#13 or #14)
41 | #15and AFTFUVZA MHor VAT T 4 VI E 21— THor 2EAHA N 0
>4/ [TH)
#17 |#15and RD= XFTPF U BEAA RSA) 0
4g | H15and AEFTPFUIZAMAor VAT T 4w LE 21— /TA or 2ESA R 0
SA ITA)
#19 | #15and 5 LMEHEEER /TH 0
#20 | #15 and (RD= 54 LMEELEER) 0
#21 | #15 and (55 B /TA or FAERIL /TA) 0
#22 | #15 and (BEIARIFIE /TH or BEHIART A >/ /TH) 3
#23 | #15 and (RD=#5>2 5 LB , LERITTR) 0
#15 and (BEIAZ /TA or BFHIBAIE /TA or ERERIAZT /TA or HERTERZT /TA or %
BIETEE /TA or FEGISIERANZT /TA or BUBIEIIZE /TA or J7/R— MTST /TA or 1B
o BRBIZE /TA or BREIRAZT /TA or 7T AKFFT /TA or RIRETARIERFT /TA or AR 0
7% ITA or ZHEsRHEIAZT /TA or /A Oy hTOJ T b /TA or iZAFAE /TA
or BRIRELER /TA or 55 1 4H5{ER /TA or 25 11 #H5KER /TA or 55 111 #H5{ER /TA or 55
IV A85XER /TA or 7O A —/\—Ff5% /TA)
#25 | #15and (PT= [REZRX , #6551) 16
#26 | #25 not #22 14
#27 | #15 not (#22 or #26) 12




[Miki&ER 7 0—4 4 7295 L] (PRISMA 2009 £2%)

NGC NICE PubMed Cochrane [EH15E EMBASE WHO PsycINFO® CINAHL Others( )

235 62 29 c
Total records indentified throgh Additional records indentified throgh
databese searching (n=326) other sources (n=d)
Records screened (1st Screening) Records excluded
(n=74) » (n=252)

Full-text articles excluded,
with reasons
(n=0)

Full-text articles assessed for eligibility .
(2nd Screening) (n=34)

Studies included in qualitative synthesis
(n=34)

Studies included in qualitative synthesis

(meta-analysis) (n=34)
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&# CQ13-02 EMRISR ESRLFKE— b

(69 SR]

ERT [F0—Y TREEDQEM, [VIWRAMEZET DN ?

J—Y1/R (2R BEBLIOBEREEDIEL)

ERT (BREFGENTERTRELEA =TI ES—EENTIILE5—E7
WI7IICRETS. 7ILIILES—E  BUT—RFRERACTET, FU
JIVES—E, Abcertin [FEARKREABDICH, BFRHNT D)

FAREICIF ERT D SDYIDER (BREFNFENTERATRELEA I
TS—BERTINES—ETILT 7 (TRE)
ZERETOLADHD, 5 (ERT) [CKDEMARICH T HEEMROTH
[CHFESND.

BM7ZET DN, MIWE N zET DD

RCT CRERAFEDFMEERCTH D ELD TS ERFELOERIFEL, 2N
TINS I ES—ET7ILT 7 DBEERLE CIRSERELEC L DIRFT
dofe. IFEHRETORENFIEAETHD, KEE UL TORBR(CHITD
fREsEED D b A LZERIRL TV,

B PREVSZR

IFERMEDETE LS

IATPAURTD
FEH

ElalESaON RCT STEADIFRICAEL, SRR CHRSER—DSNTLEWLHIDRE
FED BOBRCOFMAENTVWEWVESI DD D, ERSHIIERECHD

OXU 01, 02 ZZNZNRIFCFHIMT 2 DIFREELD T—HEICFLE.

B TOMAOCTHD, THERFOREDTHONTLIEN

[SR LR—K]

1 O1-BZXETSH : &, 02- [VMHESMEZENET $H : &

ERT & AR E MR M/ IMGEAE AT % 2012 L C, RCT2 @, BT
FERNMELPMESINTVE, ZOEFEALIIRICHTALDOTHY, MfEHl
Vx5 % MR DA OIRZHERNO G Z L < IEfER 77 I H SIS T
W\, RCT CTEAELFHVEBETH LI L LD 7T R L OLBIE R <,
FNENNRT TN T—ET IV T 7 OFBEELE L R G-HBEILEIC X 25T
o7z, Gonzalez b DFETIE, RIEETHFLZ SN TV ARVAMAELES 1 BIE
H BN L TNT 7T —ET7 7 7 60Ukg b L <1345 Ukg % 2 AEIC
5L, 22A®BICEHELZ Lz, NEZOE MHIER=ZAF 4 Y X hZEnEh
+233%, +238% bAEZLTBY, BEMOWELBDL. M/MEUEN— A
FTAVEDENENA 659 %, + 664 % LHLTBY, M/MURAD O ETE%E R
W7z BIEZETIX, RCT LRI T HICH T2 DMI L A ETH D ffEH
2R B MRER DA OBEEHERNGEMIEZ L, 72, 137 vk T —BEAT
TNt T —XT N7 7 OIFBHEREERL B —HHI L 2 HELEEI G T
LA, —ENTBLET T M LAIZIEIEREICKE ST Wiy, oA 82
EBT7Y NI AOFHIIN L O DR THATENTB Y, FHEEIZIG U7 fF T 5
STV 72, Weinreb 513 1 BIUBED 104D A I 7Vt T — €O EHIERRE S



% LT\ 5. Gaucher Registry (25 §% & 4172 757 B (L4 & 220 Bl % & ¢)
2BV, BBOFEIIEDLS T 10 FHONET DU MEITREIFNA EEL
boThA, M/MGRDSUEE L. ANE 1T BEF BT 250813 2 RIUIER
JRAE# H Andersson 512 & 1) i STV 5. Gaucher Registry (25§ S 4172 18
ARG 884 B 8 AL DIZ G- AT\, BGEE 1 IETAEZ D B VEIZIEFILL
AR T THEFRF S LT\ /e, /IS TG 8 4R 12IC1E, "= F 4 V&
DL (9.8 H/uL—17.1 F/uL) L7z, bAETIE, FHLICE) T2 2iH 1
~3BIBT LA I 7NVt T —ERGOEIEICHE L TRAEZ TV, 5112
18 %8, 2%/ 16 B, 3717 ) SN R E o7z, HAANBEFIZBWTH, M
fEIERM B EOBICBVTAESTTE VE(R—-2 T 1 Y FIHfE 101 =
2.4 =24 HYME 122 £ 1.5 g/dL), M/ME(R— 2 F 4 2 FEE 103 +
70— 16 HHFIHME 16.1 = 83 J7 /ul) & bH5RGEBZIC LA %207 bHE
TRAREO ED 2 EEVHOR L D E L, DYPEO T o fiFHEE BT 5 &l
M COMEE ML CnbEEZ L.

&R CQ14-01 70-447 77 LEXHMRER

D& EA
@ PICO
N T— 1 (EHAR, 2RITR. BREEDTOEEERRE)
I SRT (ENTEATEELETU LAY v MIRE) &
o FLE (FCIFBREEID SOYDEZBED)
REEDE T, £FHEROLERIFESNDD, QOL DHEFESNDD, BELEEERF

© B

& & K]

@ The Cochrane Library #:3% : 2017 4 12 A 31 H (BF3ME % 17 - 725 30)
No. FEa EEREE

Acid beta-Glucosidase Deficienc*:ti,ab,kw OR Cerebroside Lipidosis
Syndrome*:ti,ab,kw OR Gaucher Disease*:ti,ab,kw OR Gaucher
Splenomegaly:ti,ab,kw OR Gaucher Syndrome*:ti,ab,kw OR Gaucher’s
Disease*:ti,ab,kw OR Gauchers Disease*:ti,ab,kw OR GBA Deficienc*:ti,ab,kw

OR Glucocerebrosidase Deficienc*:ti,ab,kw OR Glucocerebrosidase Deficiency
Disease*:ti,ab,kw OR Glucocerebrosidoses:ti,ab,kw OR Glucocerebrosidosis:ti,ab,kw
#01 | OR Glucosyl Cerebroside Lipidoses:ti,ab,kw OR Glucosyl Cerebroside 179
Lipidosis:ti,ab,kw OR Glucosylceramidase Deficienc*:ti,ab,kw OR Glucosylceramide
Beta-Glucosidase Deficienc*:ti,ab,kw OR Glucosylceramide Lipidoses:ti,ab,kw OR
Glucosylceramide Lipidosis:ti,ab,kw OR Kerasin Histiocytoses:ti,ab,kw OR Kerasin
Histiocytosis:ti,ab,kw OR Kerasin Lipoidoses:ti,ab,kw OR Kerasin Lipoidosis:ti,ab,kw
OR Kerasin thesaurismoses:ti,ab,kw OR Kerasin thesaurismosis:ti,ab,kw OR Lipoid

Histiocytoses:ti,ab,kw OR Lipoid Histiocytosis:ti,ab,kw

#02 | Cerdelga:ti,ab,kw OR eliglustat:ti,ab,kw OR Genz 112638*:ti,ab,kw 42

#03 | #1 AND #2 42
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#04 | #3 CDSR 0

#05 | #3 CCRCT 37

@ PubMed #i3%  2017 4E 12 H 31 H (BFR>ME 21T 720 0)

No. RER R
#01 | “Gaucher Disease” [Mesh] 4,308

Acid beta-Glucosidase Deficienc* [TIAB] OR Cerebroside Lipidosis Syndrome*
[TIAB] OR Gaucher Disease* [TIAB] OR Gaucher Splenomegaly [TIAB] OR
Gaucher Syndrome* [TIAB] OR Gaucher's Disease* [TIAB] OR Gauchers
Disease* [TIAB] OR GBA Deficienc* [TIAB] OR Glucocerebrosidase
Deficienc* [TIAB] OR Glucocerebrosidase Deficiency Disease* [TIAB] OR
Glucocerebrosidoses [TIAB] OR Glucocerebrosidosis [TIAB] OR Glucosyl
#02 | Cerebroside Lipidoses [TIAB] OR Glucosyl Cerebroside Lipidosis [TIAB] OR 4,609
Glucosylceramidase Deficienc* [TIAB] OR Glucosylceramide Beta-Glucosidase
Deficienc* [TIAB] OR Glucosylceramide Lipidoses [TIAB] OR Glucosylceramide
Lipidosis [TIAB] OR Kerasin Histiocytoses [TIAB] OR Kerasin Histiocytosis
[TIAB] OR Kerasin Lipoidoses [TIAB] OR Kerasin Lipoidosis [TIAB] OR
Kerasin thesaurismoses [TIAB] OR Kerasin thesaurismosis [TIAB] OR Lipoid
Histiocytoses [TIAB] OR Lipoid Histiocytosis [TIAB]

#03 | “eliglustat” [Supplementary Concept] 33
s04 Cerdelga [TIAB] OR eliglustat [TIAB] OR Genz 112638+* [TIAB] OR substrate 3508
reduction therap* [TIAB] OR SRT [TIAB] ’
#05 | (#1 OR #2) AND (#3 OR #4) 161
#06 | #5 AND (JAPANESE [LA] OR ENGLISH [LA]) 153

#6 AND (“Cochrane Database Syst Rev’ [TA] OR “Meta-Analysis” [PT] OR
systematic [SB] OR “Guideline” [PT] OR “Guidelines as Topic” [MH] OR
#07 | “Consensus” [MH] OR “Consensus Development Conferences as Topic” [MH] 10
OR ((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR
consensus [TI]) NOT Medline [SB]))

#6 AND (“Randomized Controlled Trial” [PT] OR "Randomized Controlled Trials

#08 . 11
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

#09 | #8 NOT #7 9

#6 AND (“Clinical Study” [PT] OR “Clinical Studies as Topic” [MH] OR ((clinical
#10 | trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case 28
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))

#6 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics”
11 [PT] OR “Epidemiologic Study Characteristics” [MH] OR ((cohort* [TIAB] OR "
comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*

[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB]))
#12 | (#10 OR #11) NOT (#7 OR #9) 36

@ [ EE Web i3 1 2017 4F 12 H 31 H (BFRIIMEE 1T - 725030

BRI RERHE
#01 | Gaucher J& /TH 924

Gaucher J& /TA or J— T¥K /TA or J— T —R /TAor ¥ IT¥K/TAor T
JOY R—=YZ TAor ELT7OY RUE R—=2 X /TA or L 7O NIE /TA

Rel
(3]
~
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or T J0OY REREIE /TA or RIRMEZIEE /TA or “Acid

Beta Glucosidase Deficiency /TA or “Acute Neuronopathic Gaucher Disease”/
TA or “Cerebroside Lipidosis'/TA or Cerebrosidosis/TA or “Familial Splenic
Anemia’/TA or “GBA Deficiencies”/TA or “GBA Deficiency /TA or “Gaucher
Disease”/TA or “Gaucher Splenomegaly”/TA or “Gaucher Syndrome/TA or
“Gaucher’s Disease”/TA or “Gauchers Disease”/TA or “Glucocerebrosidase
Deficiencies"/TA or “Glucocerebrosidase Deficiency”/TA or Glucocerebrosidoses/
TA or Glucocerebrosidosis/TA or “Glucosyl Cerebroside Lipidoses”/TA or
“Glucosyl Cerebroside Lipidosis /TA or “Glucosylceramidase Deficiency /TA

or “Glucosylceramide Beta Glucosidase Deficiency /TA or “Glucosylceramide
Lipidoses”/TA or “Glucosylceramide Lipidosis”/TA or “Kerasin Histiocytoses"/TA
or “Kerasin Histiocytosis"/TA or “Kerasin Lipoidoses’/TA or “Kerasin Lipoidosis/
TA or “Kerasin thesaurismoses”/TA or “Kerasin thesaurismosis’/TA or “Lipoid
Histiocytoses”/TA or “Lipoid Histiocytosis /TA

#03 | Eliglustat/TH 12
Eliglustat/TA or T'J )L A& v I /TA or SRT/TA or F57°)U 73 /TA or Cerdelga/TA
#04 | or “Genz 112638"/TA or Genz112638/TA OR EEHHIELE /TA or BB ETEE / 652
TA
#05 | (#1 or #2) and (#3 or #4) 14
406 #5and (A7 FUI A MHor VAT T4 wv I U E 21— /THor 2804 R 0
>4~/ [TH)
#07 | #5and (RD= XY P F UV B2HEHA RSA ) 0
408 #5and (AFTFUI A MAor VATIYT 4w U E1—/TAor 2EHA R 0
A ITA)
#09 | #5and T Y LMELEEER /TH 2
#10 | #5 and (RD= T ¥ MELLEREER) 0
#11 | #5and (54 LML /ITA or SIER(E /TA) 2
#12 | #9 or#11 2
#13 | #5 and (ERIRZAFE /TH or BF R T H' 4 >/ /TH) 6
#14 | #5 and (RD= #3545 NMELEEER | LB 0
#5 and (BZHZT /TA or BERIFAZT /TA or ERERIFZT /TA or HWTHRZT /TA or
B ERZT /TA or FEBISIAREFFT /TA or BIBEMFZE /TA or J7k— NST /TA or 18
15 BBFZT /TA or BIEIRAZE /TA or 77T AIFZE /TA or SEIRTTREIEIRZT /TA or WA ZHF |
2% /TA or SR EFZT /TA or /A Ow 7O T2~ /TA or iZ4EE /TA
or BEPREHER /TA or 25 1 #HEER /TA or 55 11 #85(8& /TA or 55 I #B5{ER /TA or 55
1V 48588& /TA or O A —/\—H5T /TA)
#16 | (#13 or #15) not #12 4
#17 | #5 not (#12 or #16) 8
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[MEii&zRE D7 O0O—45 17295 L] (PRISMA 2009 %)

55 37 14

NGC NICE PubMed Cochrane EAIZE EMBASE WHO PsycINFO® CINAHL Others( )

Total records indentified throgh
databese searching (n=106)

Additional records indentified throgh
other sources (n=0)

Records screened (1st Screening) I Records excluded
(n=19)

(n=87)

Full-text articles excluded,

Full-text articles assessed for eligibility
—> ith reasons
(2nd Screening) (n=12) W

(n=7)

Studies included in qualitative synthesis
(n=12)

Studies included in qualitative synthesis
(meta-analysis) (n=12)




& CQ14-02 EHRISR ESRLFE— b

[ZE1469 SR]

SRT (F 00— TRBEDEMTFRZEWET DN ?

-1/ (il 2RENR. BEELTOEREAR)

SRT (TUJIVATw MIRETD. ZTIVAY Y b NITFILTAF
JURAYVY, AETIVATY b1 SESRY v MEIERTERENTLIE
WD TERSY)

BHBEX/CFERT DSDOYIDER (ERT DHEFNFEANCTHEADELSA =Y
WES—EERSIINES—E7ILT 7ICRE)
EETJOTADHD, BE (SRT) [CLDFERTFAICHEIND
FUERDET EFHBOLER

FEEEDTESD EDENY

IATPAURDTD
FED

I—BHZ DD
FED

XV b EERZERAB U EEFELEN
02 QOL D=
El=E D ERaON FRERAfZE & RCT CEHMi AN —SNTULRL

IATPAURDTD
FED

E o LE=diElON Tl J77AIC K DT QOL DEZRDDHBDE, BREDNEVODNEET
FED %)

{BRREC(D QOL tiEZR DD, ROEBEMFENDIEDIEH DN, DEIEH
SRR S ZHRLET DT —ADHDH D
03 BEER

R CIFNIRBEDOREDFNDDNE. ERT ZRITTHODYIDE
A COFHAEHERONE.

BB ULIA—TUINNAEL, AT ADEESND

BB ULIF—TUINUAEL, AT ADEESND

IXT

IFEEHEDTESH

IATPZAURTD
FED

F—BHZ DD
FED

XY~ BETEEEROREEDEN

BB ULEF=TrINHEL, A TADBEBESNS

HREBCTOERFZTIETEN

[SR LiR—HK]
1 O1-FECHROET, £EFHHOER : &t

SRT BAZAA S M NE <, i v, SEEH O D 7w,
2 02-QOL DUERFKFESNDD : @

BIEZEIZE 2 M, RCT2 Mid V), 7 kARE& OIS ENCORE(f 2 7Vt F —
LY ) FEZ) OFNAH S, ERT & Il L C SRT R 4% 5-) 1318 HE BY
QOL DYFEIZHG§H LWV ML, QOL FHliZ B EEN Lo 72 & OMEH
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RIET 575, QOL DRl HED DD 5 728 & HEEE 15 (— 5 1d Visual Ana-
logue scale, ® 9 — J7 13 BPI, fatigue severity scale, 36-item shor form health sur-
vey). FEIHRIE BHIREG OMET TRRPEDREORG 21 A 72, — RS
2L L OWEDNDH 5.
3 03-ERUHREER

RCT 4 i, MABIEE 7. SECBIXZ . 4 oc)iﬁ%ﬁf“i’aﬁﬁ% 7= 393 i+,
RITEAIC £ 2 A6 12 B, EELAEFRE LI, LHfEZE, L
SR CLEMAEIR 1 Bl ABEELER ST 5

BH CQ15-01 7O—-5%47 77 LENXHMRRN

106 |

DL ES
@® PICO

N O— 1R (F AR, ©RENR, BREEDTOSESIEA™—)
I8 SRT (ERTEATEELEIY JIVAS Y MIRE) (&
AR (FIFERREIDSDOYIDEZ HZD)
FHRERDE. RREDWE

(% & K]
@ The Cochrane Library #1535 © 2017 4% 12 H 31 H (BFIEIME L 1T o 725 30)
No. EE RERI

Acid beta-Glucosidase Deficienc*:ti,ab,kw OR Cerebroside Lipidosis
Syndrome*:ti,ab,kw OR Gaucher Disease*:ti,ab,kw OR Gaucher
Splenomegaly:ti,ab,kw OR Gaucher Syndrome*:ti,ab,kw OR Gaucher's
Disease*:ti,ab,kw OR Gauchers Disease™:ti,ab,kw OR GBA Deficienc*:ti,ab,kw

OR Glucocerebrosidase Deficienc*:ti,ab,kw OR Glucocerebrosidase Deficiency
Disease*:ti,ab,kw OR Glucocerebrosidoses:ti,ab,kw OR Glucocerebrosidosis:ti,ab,kw
#01 | OR Glucosyl Cerebroside Lipidoses:ti,ab,kw OR Glucosyl Cerebroside 179
Lipidosis:ti,ab,kw OR Glucosylceramidase Deficienc*:ti,ab,kw OR Glucosylceramide
Beta-Glucosidase Deficienc*:ti,ab,kw OR Glucosylceramide Lipidoses:ti,ab,kw OR
Glucosylceramide Lipidosis:ti,ab,kw OR Kerasin Histiocytoses:ti,ab,kw OR Kerasin
Histiocytosis:ti,ab,kw OR Kerasin Lipoidoses:ti,ab,kw OR Kerasin Lipoidosis:ti,ab,kw
OR Kerasin thesaurismoses:ti,ab,kw OR Kerasin thesaurismosis:ti,ab,kw OR Lipoid
Histiocytoses:ti,ab,kw OR Lipoid Histiocytosis:ti,ab,kw

#02 | Cerdelga:ti,ab,kw OR eliglustat:ti,ab,kw OR Genz 112638*:ti,ab,kw 42
#03 | #1 AND #2 42
#04 | #3 CDSR 0
#05 | #3 CCRCT 37




@ PubMed #3% : 2017 4F 12 A 31 H (BFIEIMEZ T 7250

No.
#01

RER
“Gaucher Disease” [Mesh]

SR
4,308

#02

Acid beta-Glucosidase Deficienc* [TIAB] OR Cerebroside Lipidosis Syndrome*
[TIAB] OR Gaucher Disease* [TIAB] OR Gaucher Splenomegaly [TIAB] OR
Gaucher Syndrome* [TIAB] OR Gaucher's Disease* [TIAB] OR Gauchers
Disease* [TIAB] OR GBA Deficienc* [TIAB] OR Glucocerebrosidase
Deficienc* [TIAB] OR Glucocerebrosidase Deficiency Disease* [TIAB] OR
Glucocerebrosidoses [TIAB] OR Glucocerebrosidosis [TIAB] OR Glucosyl
Cerebroside Lipidoses [TIAB] OR Glucosyl Cerebroside Lipidosis [TIAB] OR
Glucosylceramidase Deficienc* [TIAB] OR Glucosylceramide Beta-Glucosidase
Deficienc* [TIAB] OR Glucosylceramide Lipidoses [TIAB] OR Glucosylceramide
Lipidosis [TIAB] OR Kerasin Histiocytoses [TIAB] OR Kerasin Histiocytosis
[TIAB] OR Kerasin Lipoidoses [TIAB] OR Kerasin Lipoidosis [TIAB] OR
Kerasin thesaurismoses [TIAB] OR Kerasin thesaurismosis [TIAB] OR Lipoid
Histiocytoses [TIAB] OR Lipoid Histiocytosis [TIAB]

4,609

#03

“eliglustat” [Supplementary Concept]

33

#04

Cerdelga [TIAB] OR eliglustat [TIAB] OR Genz 112638* [TIAB] OR substrate
reduction therap* [TIAB] OR SRT [TIAB]

3,528

#05

(#1 OR #2) AND (#3 OR #4)

161

#06

#5 AND (JAPANESE [LA] OR ENGLISH [LA])

153

#07

#6 AND ("Cochrane Database Syst Rev” [TA] OR “Meta-Analysis” [PT] OR
systematic [SB] OR “Guideline” [PT] OR “Guidelines as Topic” [MH] OR
“Consensus” [MH] OR “Consensus Development Conferences as Topic” [MH]
OR ((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR
consensus [TI]) NOT Medline [SB]))

#08

#6 AND (“Randomized Controlled Trial” [PT] OR “Randomized Controlled Trials
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

11

#09

#8 NOT #7

#10

#6 AND (“Clinical Study” [PT] OR “Clinical Studies as Topic” [MH] OR ((clinical
trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))

28

#11

#6 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics”

[PT] OR “Epidemiologic Study Characteristics” [MH] OR ((cohort* [TIAB] OR
comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB]))

41

#12

(#10 OR #11) NOT (#7 OR #9)

@ [Z 55 Web M2% 2017 4F 12 A 31 H(BFRIIHEE 1T - 72730

No.
#01

1RERTC
Gaucher f% /TH

IRERITH
924

#02

Gaucher % /TA or J—</ TJ& /TA or J— T—JK /TAor IV IR /TAor 2
LJOY R=YZ mAor 7OV RUE R=Y X MAor EL 7O REE/
TA or T 7O REFEAE /TA or RIEMEREE /TA or “Acid Beta Glucosidase
Deficiency/TA or “Acute Neuronopathic Gaucher Disease”/TA or “Cerebroside

Lipidosis /TA or Cerebrosidosis/TA or “Familial Splenic

927
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$2

=
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Anemia”/TA or “GBA Deficiencies /TA or “GBA Deficiency /TA or “Gaucher
Disease /TA or “Gaucher Splenomegaly /TA or “Gaucher Syndrome”/TA or
“Gaucher's Disease”/TA or “Gauchers Disease”/TA or “Glucocerebrosidase
Deficiencies/TA or “Glucocerebrosidase Deficiency”/TA or Glucocerebrosidoses/
TA or Glucocerebrosidosis/TA or “Glucosyl Cerebroside Lipidoses”/TA or
“Glucosyl Cerebroside Lipidosis’/TA or “Glucosylceramidase Deficiency /TA

or “Glucosylceramide Beta Glucosidase Deficiency /TA or “Glucosylceramide
Lipidoses”/TA or “Glucosylceramide Lipidosis"/TA or “Kerasin Histiocytoses"/TA
or “Kerasin Histiocytosis"/TA or “Kerasin Lipoidoses /TA or “Kerasin Lipoidosis/
TA or “Kerasin thesaurismoses /TA or “Kerasin thesaurismosis”/TA or “Lipoid
Histiocytoses”/TA or “Lipoid Histiocytosis /TA

#03

Eliglustat/TH

#04

Eliglustat/TA or T!J /)L A& v I /TA or SRT/TA or 7 )U 73 /TA or Cerdelga/TA
or "Genz 112638"/TA or Genz112638/TA OR EEHNHIEE /TA or EEIETEIL /
TA

652

#05

(#1 or #2) and (#3 or #4)

#06

#5and (AP F UV A MHor VAT T 4wl E1—/THor 2BHA R
A/ [TH)

#07

#5and (RD= XY TP F UV R | B2BHA RSA)

#08

#5and (AFTPF UV A MAor VATIT 4w U E1—/TA or 2EHA R
A2/ TA)

#09

#5 and T /% LEHCESAER /TH

#10

#5 and (RD= 5 /5 LMELLEEER)

#11

#5 and (5% b ITA or RIEA(L /TA)

#12

#9 or #11

#13

#5 and (B4 /TH or B2 T 4 > /TH)

#14

#5 and (RD= #5245 LMEHEEER | LERHTZR)

S| |2 |O N

#15

#5 and (FZIAZE /TA or BZRIITRZT /TA or ERERTHZE /TA or MERATFZT /TA or %
EIETET /TA or FEBGIIERAAZT /TA or BUMIEIIZE /TA or J7/R— MFZE /TA or 1B
BIVBITST /TA or BEIRZE /TA or T ARTZE /TA or RIZPIREMA SR /TA or WA R
% ITA or ZHEERHEIZT /TA or /A Oy b TOI T Y b /TA or {ZAFAE /TA
or BRPREHER /TA or 25 1 #8515 /TA or 25 11 #H5ELER /TA or 55 111 1H5ER /TA or 55
IV 4B5LER /TA or 7 OR A —/\—f%% /TA)

#16

(#13 or #15) not #12

#17

#5 not (#12 or #16)




[Miki&ER 7 0—4 4 7295 L] (PRISMA 2009 £2%)

NGC NICE PubMed Cochrane [EH15E EMBASE WHO PsycINFO® CINAHL Others( )

55 37 14
Total records indentified throgh Additional records indentified throgh
databese searching (n=106) other sources (n= )
Records screened (1st Screening) Records excluded
(n=19) > (n=87)

Full-text articles excluded,
with reasons

(n=8)

Full-text articles assessed for eligibility .
(2nd Screening) (n=11)

Studies included in qualitative synthesis
(n=11)

Studies included in qualitative synthesis

(meta-analysis) (n=11)
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F28 YATFYT4vILEa1—-(SRIFI1I TR

&# CQ15-02 EHRISR ESRLFKE— b

(69 SR]

SRT [ 0— TIRBEDIREZET 2D ?

Jd—y 1/ (il 2RENR, BEELMOEEETE)

SRT (ZUJIVRAZ v MIBRETD. ZTIVASY M NITFILTFFY/
IJURAVY, AETIVAT Y b1 SESRY v MEIERTERENTLIEL
WD TERSY)

ARFITIE ERT DSOYIDER (ERT OREISER CREAmmas( =2
WES—BERS I ES—BTILT 7 ICBRE)
PEIOTADED, AE (SRT) [CEBFRPACHESND

FFREA DU

1 BDHDME CTEEFERDRO MR (N3708), MBS HZEEL
FUMERONEEL TV, FHETEAFDDIEEH —NTLD.

ACORZSIPSZION ERT & DHRISA —TSNIVTT 7 ISEDHD RS D, STHERFD
FED HEZE L CLEBVIRED.

IF—BEMZ DD
FED

OX SRT [FFFREAE(CRIRNGD O, SRT & ERT TORR(CIBIF CTELI(FRL).

02 BREEDE

1 BDHDMFE CTERIEFERDRO MBS (N3708), MBS HZTEL
BVRDSEELCVDD, FHIliTEF D DERER—SNTND.

NI STZION ERT & DHRIFIA — TV SNIVTT 7 [CENHSBIREES D, SHERFD
FED AEE LU CUORWVRSED.

IF—BHEZ DD
FED

OXU bk SRT (FIEENZE(CZHRENB D, SRT & ERT TORRICIRIFR TELDIFHEL.

IFERMDE LD

YU IIWH A REBEWND, FHEE—E, NERSIFRZIT SN

IFEEEDEFE LS

ST A XFHEVAY, sHlllF—E, NERESFEZITSNEN.

[SR LR—K]

1 O1- FFEXDME : &, 02- [FEDNE : &

Lukina D IZERBEO W 1 BIEFEZ R E L2 SRT IZBWT 1 FHTHES
IR, BIEOUHEL RS, 4FEMO7+0—7 v 7 TIE 90% 1L 1 Tl HE
FERLZEHEL T,

Misty 51 IEEEDO 2 W 1 RIBEFEZ S RIZT 7 R 2 MM L7z RCT 217\,
SRT B2 BT 9 » ARSI, MIROBEOEE RN 2Rl L 2 Ms L
72, FEFEDOEETO»HUMIZ TS £ R BEL SRT ~EH L, TR, M
OB DG E RN D722 L w3 L7z, Cox 53 ERT & OIEH LR
%, 3L FEERMIEE S NWEEENEZZR L T\ b 1 BEE %2 5312 RCT
N AR, MAEELICREL GREL, AELRELERO o7 F
RCIHBEDORENRE LWET, BEEORY, BETERORY 1D 5
CEREBETLLEDD D,



aH

CQ16-01 7O—-447 77 LEXMERRRN

(k&SR]
@® PICO

BN I—2 1 (Finfl 2RENR, BREEDTOEERERE)

I8 SRT (BN TEREADIRRGTIU JIVAY v MIBRE) (&

o fnR (DBRRFNSDUDEXBHZD)

BM7ZET DN, MIWEMNEZLET DD

(% & K]
@ The Cochrane Library #%% : 2017 4 12 ] 31 H (BF 3R %17 - 725

No.

#01

RERT

Acid beta-Glucosidase Deficienc*:ti,ab,kw OR Cerebroside Lipidosis
Syndrome*:ti,ab,kw OR Gaucher Disease*:ti,ab,kw OR Gaucher
Splenomegaly:ti,ab,kw OR Gaucher Syndrome*:ti,ab,kw OR Gaucher's
Disease*:ti,ab,kw OR Gauchers Disease*:ti,ab,kw OR GBA Deficienc*:ti,ab,kw

OR Glucocerebrosidase Deficienc*:ti,ab,kw OR Glucocerebrosidase Deficiency
Disease™:ti,ab,kw OR Glucocerebrosidoses:ti,ab,kw OR Glucocerebrosidosis:ti,ab,kw
OR Glucosyl Cerebroside Lipidoses:ti,ab,kw OR Glucosyl Cerebroside
Lipidosis:ti,ab,kw OR Glucosylceramidase Deficienc*:ti,ab,kw OR Glucosylceramide
Beta-Glucosidase Deficienc*:ti,ab,kw OR Glucosylceramide Lipidoses:ti,ab,kw OR
Glucosylceramide Lipidosis:ti,ab,kw OR Kerasin Histiocytoses:ti,ab,kw OR Kerasin
Histiocytosis:ti,ab,kw OR Kerasin Lipoidoses:ti,ab,kw OR Kerasin Lipoidosis:ti,ab,kw
OR Kerasin thesaurismoses:ti,ab,kw OR Kerasin thesaurismosis:ti,ab,kw OR Lipoid
Histiocytoses:ti,ab,kw OR Lipoid Histiocytosis:ti,ab,kw

wii 3C)
EES e

179

#02

Cerdelga:ti,ab,kw OR eliglustat:ti,ab,kw OR Genz 112638%*:ti,ab,kw

42

#03

#1 AND #2

42

#04

#3 CDSR

#05

#3 CCRCT

37

@ PubMed %% 2017 4E 12 A 31 H (BFRIIMEEZ T o720 0)

No.
#01

EY
“Gaucher Disease” [Mesh]

RERITE
4,308

#02

Acid beta-Glucosidase Deficienc* [TIAB] OR Cerebroside Lipidosis Syndrome*
[TIAB] OR Gaucher Disease* [TIAB] OR Gaucher Splenomegaly [TIAB] OR
Gaucher Syndrome* [TIAB] OR Gaucher's Disease* [TIAB] OR Gauchers
Disease* [TIAB] OR GBA Deficienc* [TIAB] OR Glucocerebrosidase
Deficienc* [TIAB] OR Glucocerebrosidase Deficiency Disease* [TIAB] OR
Glucocerebrosidoses [TIAB] OR Glucocerebrosidosis [TIAB] OR Glucosyl
Cerebroside Lipidoses [TIAB] OR Glucosyl Cerebroside Lipidosis [TIAB] OR
Glucosylceramidase Deficienc* [TIAB] OR Glucosylceramide Beta-Glucosidase
Deficienc* [TIAB] OR Glucosylceramide Lipidoses [TIAB] OR Glucosylceramide
Lipidosis [TIAB] OR Kerasin Histiocytoses [TIAB] OR Kerasin Histiocytosis
[TIAB] OR Kerasin Lipoidoses [TIAB] OR Kerasin Lipoidosis [TIAB] OR
Kerasin thesaurismoses [TIAB] OR Kerasin thesaurismosis [TIAB] OR Lipoid
Histiocytoses [TIAB] OR Lipoid Histiocytosis [TIAB]

4,609

[ 111
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#03

“eliglustat” [Supplementary Concept]

33

#04

Cerdelga [TIAB] OR eliglustat [TIAB] OR Genz 112638* [TIAB] OR substrate
reduction therap* [TIAB] OR SRT [TIAB]

3,528

#05

(#1 OR #2) AND (#3 OR #4)

161

#06

#5 AND (JAPANESE [LA] OR ENGLISH [LAJ)

153

#07

#6 AND (“Cochrane Database Syst Rev” [TA] OR “Meta-Analysis” [PT] OR
systematic [SB] OR “Guideline” [PT] OR “Guidelines as Topic" [MH] OR
“Consensus” [MH] OR “Consensus Development Conferences as Topic” [MH]
OR ((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR
consensus [TI]) NOT Medline [SB]))

#08

#6 AND (“Randomized Controlled Trial” [PT] OR “Randomized Controlled Trials
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

#09

#8 NOT #7

#10

#6 AND (“Clinical Study” [PT] OR “Clinical Studies as Topic” [MH] OR ((clinical
trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))

28

#11

#6 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics”

[PT] OR “Epidemiologic Study Characteristics” [MH] OR ((cohort* [TIAB] OR
comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB]))

41

#12

(#10 OR #11) NOT (#7 OR #9)

36

@ % ik Web #iZ% 2017 4F 12 A 31 H (BFRIMEZT - 723 0)

No.
#01

BRI
Gaucher J% /TH

EENEE
924

#02

Gaucher J% /TA or J—/ TJ& /TA or J—3 T —¥K /TA or J¥ ITJR /TA

or L TJOY K=Y X MAor B 7OV RUER—=Y X TAor BT

O FfE /TA or L T O REFESE /TA or RIEMERRIEEI /TA or “Acid
Beta Glucosidase Deficiency”/TA or “Acute Neuronopathic Gaucher Disease”/
TA or “Cerebroside Lipidosis”/TA or Cerebrosidosis/TA or “Familial Splenic
Anemia”/TA or "GBA Deficiencies /TA or “GBA Deficiency /TA or “Gaucher
Disease/TA or “Gaucher Splenomegaly/TA or “Gaucher Syndrome”/TA or
“Gaucher's Disease”/TA or “Gauchers Disease”/TA or “Glucocerebrosidase
Deficiencies’/TA or “Glucocerebrosidase Deficiency”/TA or Glucocerebrosidoses/
TA or Glucocerebrosidosis/TA or “Glucosyl Cerebroside Lipidoses™/TA or
“Glucosyl Cerebroside Lipidosis/TA or “Glucosylceramidase Deficiency”/TA

or “Glucosylceramide Beta Glucosidase Deficiency /TA or “Glucosylceramide
Lipidoses”/TA or “Glucosylceramide Lipidosis”/TA or “Kerasin Histiocytoses /TA
or “Kerasin Histiocytosis"/TA or “Kerasin Lipoidoses’/TA or “Kerasin Lipoidosis/
TA or “Kerasin thesaurismoses /TA or “Kerasin thesaurismosis’/TA or “Lipoid
Histiocytoses”/TA or “Lipoid Histiocytosis"/TA

927

#03

Eliglustat/TH

#04

Eliglustat/TA or T /)L A% v I /TA or SRT/TA or 7 )U 73 /TA or Cerdelga/TA
or “Genz 112638”/TA or Genz112638/TA OR EEHIFIETE /TA or BERITEOE /
TA

#05

(#1 or #2) and (#3 or #4)

#06

#5and (AP F UV A MHor VAT T 4wl Ea1—/THor 22&HA R
A2/ [TH)




#07 | #5and (RD= XY 7P FUI X B2EHA RSA2) 0
sy | PP and (XTTFUZZMA or VAT T A v I Ea— TA or E2EAA R 0
A ITA)
#09 | #5and T Y LMELEEER /TH 2
#10 | #5and (RD= 5% LMELEEER) 0
#11 | #5 and (54 LML /TA or BIER(E /TA) 2
#12 | #9or#l11 2
#13 | #5 and (B2IRZUFIE /TH or BR2HIIHZE T 1 >/ /TH) 6
#14 | #5and (RD= 2545 NMELEEER |, L&) 0
#5 and (BT /TA or BFHITRTT /TA or EREFATT /TA or FEATIFIZE /TA or %
B ERZT /TA or FEBISIAREFZT /TA or BIBEMFZE /TA or J7k— NfST /TA or 18
15 BIFBFZS /TA or BIEIRAZE /TA or 77T ATFZT /TA or SEIRTTREIEIRZT /TA or WA BRI |
2% /TA or SR EFZT /TA or /A Ow 7O T2  /TA or iZ4EE /TA
or BRPRALER /TA or 55 1 1HELER /TA or 55 11 AHEER /TA or 55 111 AHELER /TA or 58
1V 48588& /TA or O A —/\—H5T /TA)
#16 | (#13 or #15) not #12 4
#17 | #5 not (#12 or #16) 8

113
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[MEii&zRE D7 O0O—45 17295 L] (PRISMA 2009 %)

NGC NICE PubMed Cochrane [EH1ZE EMBASE WHO PsycINFO® CINAHL Others( )

55 37 14
Total records indentified throgh Additional records indentified throgh
databese searching (n=106) other sources (n= )
Records screened (1st Screening) . Records excluded
(n=19) (n=87)

Full-text articles excluded,
with reasons
(n=2)

Full-text articles assessed for eligibility I
(2nd Screening) (n=17)

Studies included in qualitative synthesis
(n=17)

Studies included in qualitative synthesis

(meta-analysis) (n=17)

14



&# CQ16-02 EMRISR &SR LFKE— b
[ZE1469 SR]

SRT [F 00— TRFEOAEM - MIMREAMEZET Dh ?

J—y 1R (il 2RENR, BEELMOEEETE)

SRT (TUJIVATw MIRETD. ZTIVAY Y b NITFILTAF
JURAYVY, AETIVATY b1 SESRY v MEIERTERENTLIE
WD TERSY)

HREE/C(F ERT D SDYIDER  (ERT DRFIENTHEATIELEA =T
WES—EERSIINES—E7ILT 7ICRE)
EETJOTADHD, BE (SRT) [CLDFERTFAICHEIND
BMDoiE

1 BDHDME CTELCFERDRO MR (N3708), HREHUNISHTREL
BUMRONEEL TV, FHITEAFDDEEHR —NTLD.

NSOV SZION ERT EDHERISA — T SNIVTT P ISEDHDIEND D, SHERFD
FED FEZE L CVEVERED.

IF—BEMZ DD
FED

OXU SRT [FBIMANZE(CZRNGD O, SRT & ERT TORRICIRIFR TELIFERL.
02 /R DEE

1 BIDHDIAR CEICTFEEDROD Hse < (N370S), MEREEDVDIAZFREWL
BUVARDNNEELTCVDD, FHAEGDDEEHR—SNTULD.
INEOH S ETION ERT & DLEN S —T SNV T P ICEDED eSS D, THERTFD
FEH FEE L CUOELVERED.

FE—EHZDMD

EEH

IFERMDE LD

YT HA XEBEWVG, FHEE—E, NERSIFRZIT SN

IFEEHEDT LS

ST A XFHEVAY, sHllF—E, NEESEFREZITSIUFL.

SRT (IR FOIZEICHREDSD D, SRT & ERT COMRICIRERTE

SR LlFEL

[SR LiKR—HK]

1 O1-BIDHE : &, 02- [M/VMRDME : &f

Lukina 5 (ZHEHEEDO W 1 BEZE 205 R & L72SRT 2B W T 24 THb I
F(+20 %), MBS (+ 81 %) %580, 4EMO7+0—T v 7 THHE
H5 7, HbIE23 g/dL, IM/MREIZ95 % O LR 238072 & % i L 72
Misty SIIEEED 2 | BUEE Z G RICT T 2R %M L7 RCT 217\», SRT
HIZBVWTO2HZICHD IE 1.2 g/dL, I/IMIEL 41 % O LA AZBOD-Z L%
W L7, AFROEETI D ALKIE TS b REEL SRTNEH L, WMEETHE
B & M NMORA OF B R E RO 2 L 2t L7, Cox HIXERT & D
e MERER % 3 E DL LR TR Y S, WIRAMEER L TWwD 1 BIEE %
XHRIZRCT % 5EH, Hb B X FIMVMIEE ICHEBE LB RBO b o7z, X
TIHBEORE MR L LWET, BEEOMRY, #ETEREORY BHD
EEEETDLVNEDNDD.
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L ES!
@® PICO

N I—2 15 (FinAl 2RISR, BREEDTOEEER)

I8 ERT (BN CTEATIREEA I ES—BERT I ES—E7ILT7ICRE) F

o FnE (MOBRREINSOUDEZBHZD)

B - BEFEOFEEMFMIRIESESNDD, BF - B2 U—TCHHERMREEFESNSDD, BMD
DIENFESNDD, NEORRES (EFR) OREFSGFSNDD

(¢}

(%% & )
@ The Cochrane Library 3% 2017 4 12 A 31 H (BFIIMREE 1T 725 30)

No.

#01

1R

Acid beta-Glucosidase Deficienc*:ti,ab,kw OR Cerebroside Lipidosis
Syndrome*:ti,ab,kw OR Gaucher Disease*:ti,ab,kw OR Gaucher
Splenomegaly:ti,ab,kw OR Gaucher Syndrome*:ti,ab,kw OR Gaucher's
Disease*:ti,ab,kw OR Gauchers Disease*:ti,ab,kw OR GBA Deficienc*:ti,ab,kw

OR Glucocerebrosidase Deficienc*:ti,ab,kw OR Glucocerebrosidase Deficiency
Disease*:ti,ab,kw OR Glucocerebrosidoses:ti,ab,kw OR Glucocerebrosidosis:ti,ab,kw
OR Glucosyl Cerebroside Lipidoses:ti,ab,kw OR Glucosyl Cerebroside
Lipidosis:ti,ab,kw OR Glucosylceramidase Deficienc*:ti,ab,kw OR Glucosylceramide
Beta-Glucosidase Deficienc*:ti,ab,kw OR Glucosylceramide Lipidoses:ti,ab,kw OR
Glucosylceramide Lipidosis:ti,ab,kw OR Kerasin Histiocytoses:ti,ab,kw OR Kerasin
Histiocytosis:ti,ab,kw OR Kerasin Lipoidoses:ti,ab,kw OR Kerasin Lipoidosis:ti,ab,kw
OR Kerasin thesaurismoses:ti,ab,kw OR Kerasin thesaurismosis:ti,ab,kw OR Lipoid

Histiocytoses:ti,ab,kw OR Lipoid Histiocytosis:ti,ab,kw

RRERIFEL

179

#02

Enzyme Replacement Therapy:ti,ab,kw OR imiglucerase*:ti,ab,kw OR Velaglucerase
alfa*:ti,ab,kw

810

#03

skeletal*:ti,ab,kw OR bone pain*:ti,ab,kw OR bone crise*:ti,ab,kw OR
Osteonecros®*:ti,ab,kw OR Avascular Necros*:ti,ab,kw OR Fracture*:ti,ab,kw OR
Osteoporos*:ti,ab,kw OR Bone Densit*:ti,ab,kw OR Bone Mineral Densit*:ti,ab,kw
OR "Dual Energy X Ray Absorptiometry":ti,ab,kw OR DEXA:ti,ab,kw

38,220

#04

#1 AND #2 AND #3

28

#05

#4 CDSR

#06

#4 CCRCT

26

@ PubMed #iZ% 1 2017 4E 12 H 31 H (BFIIMEE1To 727 0)

No.
#01

R
"Gaucher Disease" [Mesh]

REREL
4,308

#02

Acid beta-Glucosidase Deficienc* [TIAB] OR Cerebroside Lipidosis Syndrome*
[TIAB] OR Gaucher Disease* [TIAB] OR Gaucher Splenomegaly [TIAB]

OR Gaucher Syndrome* [TIAB] OR Gaucher's Disease* [TIAB] OR Gauchers
Discase* [TIAB] OR GBA Deficienc* [TIAB] OR Glucocerebrosidase
Deficienc* [TIAB] OR Glucocerebrosidase Deficiency Disease* [TIAB] OR
Glucocerebrosidoses [TIAB] OR Glucocerebrosidosis [TIAB] OR Glucosyl

4,609




Cerebroside Lipidoses [TIAB] OR Glucosyl Cerebroside Lipidosis [TIAB] OR
Glucosylceramidase Deficienc* [TIAB] OR Glucosylceramide Beta-Glucosidase
Deficienc* [TIAB] OR Glucosylceramide Lipidoses [TIAB] OR Glucosylceramide
Lipidosis [TIAB] OR Kerasin Histiocytoses [TIAB] OR Kerasin Histiocytosis
[TIAB] OR Kerasin Lipoidoses [TIAB] OR Kerasin Lipoidosis [TIAB] OR
Kerasin thesaurismoses [TIAB] OR Kerasin thesaurismosis [TIAB] OR Lipoid
Histiocytoses [TIAB] OR Lipoid Histiocytosis [TIAB]
#03 | "Enzyme Replacement Therapy" [Mesh] 1,397
#04 | Enzyme Replacement Therap* [TIAB] 3,714
05 "imiglucerase" [Supplementary Concept] OR "Velaglucerase alfa, human" 287
[Supplementary Concept]
#06 | "Glucosylceramidase/therapeutic use" [Mesh] 643
#07 | imiglucerase* [TIAB] OR Velaglucerase alfa* [TIAB] 229
#08 | "Bone Diseases" [Mesh] 458,923
#09 | "Fractures, Bone" [Mesh] 166,093
#10 | "Bone Density" [Mesh] 47,300
#11 | "Absorptiometry, Photon" [Mesh] 20,074
skeletal* [TIAB] OR bone pain* [TIAB] OR bone crise* [TIAB] OR
412 Osteonecros* [TIAB] OR Avascular Necros* [TIAB] OR Fracture* [TIAB] OR 468.304
Osteoporos® [TIAB] OR Bone Densit* [TIAB] OR Bone Mineral Densit* [TIAB] ’
OR "Dual Energy X Ray Absorptiometry" [TIAB] OR DEXA [TIAB]
413 (#1 OR #2) AND (#3 OR #4 OR #5 OR #6 OR #7) AND (#8 OR #9 OR #10 OR 201
T | #11 OR#12)
#14 | #13 AND (JAPANESE [LA] OR ENGLISH [LA]) 253
#14 AND ("Cochrane Database Syst Rev" [TA] OR "Meta-Analysis" [PT] OR
systematic [SB] OR "Guideline" [PT] OR "Guidelines as Topic" [MH] OR
#15 | "Consensus" [MH] OR "Consensus Development Conferences as Topic" [MH] 15
OR ((meta-analysis [TI] OR guideline* [TI] OR "systematic review" [TI] OR
consensus [TI]) NOT Medline [SB] ))
#16 #14 AND ("Randomized Controlled Trial" [PT] OR "Randomized Controlled Trials 9
as Topic" [MH] OR (random* [TIAB] NOT medline [SB]) )
#17 | #16 NOT #15 8
#14 AND ("Clinical Study" [PT] OR "Clinical Studies as Topic" [MH] OR ((clinical
#18 | trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case 39
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB] ))
#14 AND ("Epidemiologic Research Design" [MH] OR "Study Characteristics"
17 [PT] OR "Epidemiologic Study Characteristics" [MH] OR ((cohort* [TIAB] OR 140
comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB] ))
#18 | (#18 OR #19) NOT (#15 OR #17) 127
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No. 1R IR
#01 | Gaucher & /TH 924

Gaucher J% /TA or J—/ TJ& /TA or J—3 T —¥% /TA or I TR /TA

or L TJOY R—=Y X MAor EL 7OV RUE R—=Y X /TAor T T

O BE /TA or L T O REREAE /TA or RIEMIFME /TA or "Acid

Beta Glucosidase Deficiency"/TA or "Acute Neuronopathic Gaucher Disease"/

TA or "Cerebroside Lipidosis"/TA or Cerebrosidosis/TA or "Familial Splenic

Anemia"/TA or "GBA Deficiencies"/TA or "GBA Deficiency"/TA or "Gaucher

Disease"/TA or "Gaucher Splenomegaly"/TA or "Gaucher Syndrome"/TA or
402 "Gaucher's Disease"/TA or "Gauchers Disease"/TA or "Glucocerebrosidase 07

Deficiencies"/TA or "Glucocerebrosidase Deficiency"/TA or Glucocerebrosidoses/

TA or Glucocerebrosidosis/TA or "Glucosyl Cerebroside Lipidoses"/TA or

"Glucosyl Cerebroside Lipidosis"/TA or "Glucosylceramidase Deficiency"/TA

or "Glucosylceramide Beta Glucosidase Deficiency"/TA or "Glucosylceramide

Lipidoses"/TA or "Glucosylceramide Lipidosis"/TA or "Kerasin Histiocytoses"/TA

or "Kerasin Histiocytosis"/TA or "Kerasin Lipoidoses"/TA or "Kerasin Lipoidosis"/

TA or "Kerasin thesaurismoses"/TA or "Kerasin thesaurismosis"/TA or "Lipoid

Histiocytoses"/TA or "Lipoid Histiocytosis"/TA
#03 | BESRBTORUA /TH 1,225
404 2RO E /TA or "Enzyme Replacement Therapies"/TA or "Enzyme 877

Replacement Therapy"/TA
#05 | Imiglucerase/TH or "Velaglucerase Alfa"/TH 81
06 Imiglucerase/TA or 1 =27 )U12>—1 /TA or "Velaglucerase Alfa"/TA or NZ 7 )L »

ES—BPIT7 MAa ST ES—E - ZILT7 /TA
#07 | BFRE /TH or B8 /TH 410,906
#08 | BT /TH 133,514
#09 | BEE /TH 26,931
#10 | SEFIRNDHT /TH 4,959
11 B ITA or B2 U—E /TA or BIEIE /TA or BT /TA or BEE /TA or BIEE / 168354

TA or BAEFRIE /TA or SEFIRUNIHT /TA or DEXA/TA ’
#12 | (#1 or #2) and (#3 or #4 or #5 or #6) and (#7 or #8 or #9 or #10 or #11) 21
41y | F12a0d (XIFFUVAMHor VATIT « v E21— THor 528AA R :

SA/ [TH)
#14 | #12and (RD= XY TP F UV R BEAA RSA2) 0
45 | H12and RITFTUVRAMAor VAT T w2 E2— TAor 2FSA R 0

SAY ITA)
#16 | #12and 525 LAMELCEEER /TH 0
#17 | #12and (RD= S5 L©MELLEHER) 0
#18 | #12and (5% LB /TA or BIERIL /TA) 0
#19 | #12 and (EZITIRAFIE /TH or BEHVRZR T >/ /TH) 1
#20 | #12and (RD= #5245 LMELCEEER | L&) 0




#12 and (B2TAZT /TA or ZZBIIHEE /TA or BRERIFIZT /TA or HtEATRZT /TA or
B EFRZT /TA or FEBIRTEREFZE /TA or BIBEIFZE /TA or J7h— NFZT /TA or 1B
e BFBFZS /TA or BIEIRAZE /TA or 77 AIFZE /TA or SSIRTTBEIMEZT /TA or WA BHF 0
%2 ITA or R RIZE /TA or )\ 0w b TJOY T2 b ITA or 1245 E /TA
or BRIRELER /TA or 25 1485158 /TA or 25 11 #85{ER /TA or 55 111 485(ER /TA or 55
1V 18:8E% /TA or O A —/\—HZT /TA)
#22 | #19 not #13 1
#23 | #12 not (#13 or #19) 19
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[MEii&zRE D7 O0O—45 17295 L] (PRISMA 2009 %)

NGC NICE PubMed Cochrane EAIZE EMBASE WHO PsycINFO® CINAHL Others( )

150 28 21
Total records indentified throgh Additional records indentified throgh
databese searching (n=199) other sources (n= )

Records screened (1st Screening)
(n=88)

Records excluded
(n=111)

Full-text articles assessed for eligibility
(2nd Screening) (n=28)

Full-text articles excluded,
with reasons

(n=1)

Studies included in qualitative synthesis
(n=27)

Studies included in qualitative synthesis

(meta-analysis) (n=27)
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IFEEEDTESH

AP AURTD
FED

IF—BEMZ DD
FED
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ERT (d0— TREBEDBERZLET 2D ?

-1/ (2R BEBLITOEREEDEEL)

ERT (BER&A|FENCTERATRELEAZIILES—EBENTIIES—ET7
WI7ICRETD. 7ZIWIIWES—E  BEUTF—ARREFRATES, U
JIES—E, Abcertin [FEAFREGZDIC, BRI T D)

FOREREICIF ERT N ODYIDER (BREFEENTERATELEA I
TS—EBERTIINEST—E7ILT 7 (TRE)

ZERETOEADHD, JAE (ERT) [CRDFETRICHEIND.

BT - BERIEOFELUFIMER

BEAR 1 DB T, 1 BBEZNRELTHD, WHIREFOREDEWVFHE
THD. 7D bALISBRIEFEERDFHMDI .

BN CTHREFDREDTEL.

BREAR 1| DB TIF—EMFFHI TERL.

ERT DBERFERAEZXZETSE D EZRET HEEMAD 1 hDHTH
D, BIOFREIHRHR(IC DVCTEHM U T SERAYEL.

B - B U—CHEMR

BEMRS 14 FHDDE L 1 BBEENRELTHD, WREDRED
BVFHICHD. BREFIDTHDEVEDHZATNSD. BRPEIU—
COFHMITEDBERELIRFAERL L, H—SNTLIZRL.

IRTDERME CHBEDIRENFL, S L DIRE TR FRAEDEE,
L.

BSHRICIDBRDBER. 27U —TCOREFDFFLEDFHERICHSNT,
FRCDOHMETIFEF-HLTVD.

BEMADH T, £<T 1 HBEEZHRICUTHBONREORTEIFEL, B
EDINATRAFKEV. POBOAICELT, &6 - 87 YU—BHIHRO
SHETEFMTRICKDEEDD, BRIFFE-HLTVD.

BMD DN

BENRF 13 4D NL<F 1 BBEEHRELTHED, HRBEDRED
BLVFHE CHD. BERREIDTHDEVDDHZATLD. BMD DHED
SHImT AT —STUTLIRL.

IRTCOEERFR CHIREFORENEL, % <DME CTRIERFRHEDLE
HY7ELN.

ERT [C K2 BMD EIMDFHE(ICHSWNT, [FEAERETENULTVDD,
FULIEVWEWSFHlD#HS DD D, —EULTULEL.

BEMEDH T, %< T 1 HEEHZWNRICUTHBOMNBHOREFEL,
RDI A 7 RIFAKEL. ERT BEIAZD BMD MMEII LAV E WS HRED—EB
ZENBDN, [FEAEDIET ERT %I(C BMD DIENZHRELTHD, &
RFPR—EHLTVD.

NEOREEE (E58) ONE
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BRI 5 oL <IF 1 BREENRELTHD, WREDREDS
EREEEDESaON ) EHII CHD. BRRAIDEHDEVEDDHFATNS. WREEDFHNS
EDR—SIUTLIRL.

INSZSIPSZION N COERMFT CHIRBFDREN S L, % < DME CTRERFRHEDLE
FED AL,

EISa—(E=aDl(lON ERT [C KD EHRDET LV DHERF, BMRINTORSTIFF—H
FED LTWa.

BEARDH T, Z<LT1HBEETHRICUTODWIRBEFOREIFEL,
XY bk FRDINA 7 AFKREV. RRESOFHITEDHE—SNTVEWND, ERT
HBREICEEBRANNESIND EVSBREFFEF-HLTVS.

[SR LR—K]
1 O1- B - BIRFEOFREMNFIZIR : &2

ERT VBB RIERZ IR T S5 2 & 2R 2HEMEN 1 HOAT, &
P OFEFEINHIRY RN DV CEHAM L 72 3Ciikid Ze v, 1 BLERE 2,700 AZxt LT A =
TVt T — EHG R AT VRIS T 58 (AVN) FEE=E & 5T L 72 Pramod © D it
HTIE, 1,000 NEEL 720 138 DEIERTH D, ERT % 2 FELUNICHIE L 72HET
(281, 2L RIS L7-HET 16.6 L AEEDVD Y, FHRGHEIZ X ) AVN FEHE
BOMBFIZO R 5 W HEEARIE S 7z,

2 025 BOU—EIIHR : &#

BIEWIEl 148d ), 1 HEEZHRE LARENILALTHY, *HEE
DFEF RV, 1EBRZEZNRIZA I 701 T —F 60 Ukegl2wk % 5-3 5k T 1
N=AFA Y OFHR T[T XTORFAID T3 % THHN72DS, 554 48 7 H
DEFET 39 % | ZIKTF LAE B 23007, 7280 E ERT BlGH: 3 7 A O
HTHEEIEA L Cwz, B2 ) —BIZHLTHHEHET, BFEICEZ ) —€
RO 7213 A 11 A3, 48 A OG- g 7 ) —EOHFITED Lo
720 BIOMAT— > 2 i5EH 155 AOWE T, ERT(BEREANIA) 12 & ) K
FHEIAEAEIE WA, ERTICEDERO) AZIZERTIZE DA LTSS
ERHEEINTVE, ZOMOIRE T, ERTICL ) B - &2 VU —LHIHIRD
RIZIZIZEBRRENL L, B - B2 — RIS 2 EEZ SN,
AHEEIIIIZEIC L D R ), BHIIHCHEICL S E AR EVOFETN
AT AT T70E)E L THNLEREIZEETE 2\,

3 03-BMD DIEMN : &

BB 3D, 1HEZZGRE LMENIILEALETHY, *RE
DFFEIE BV, 1 HREEEZRNRICNT 7Vt T —E TV 7 7 60 Ukgl2wk %5 %
17> 72 57 A® phase 3 + extension trial Tl&, ERT FA#h% 24 22 5T, [EMHEE
KEEESEHER O BMD(Z A2 7) 134 4 0.62 SD, 0.12 SD KRB SIS A EZE L L)
OWHN %S 7. Zimran 5 DXRTF 7T )T —FT7 I 7 712X AROHE T [
RelZ, JEME, KERESEEO BMD(Z 22 7) %FHMIiLCH Y, ZI-FIERT 3 48
DT % & 71 % S, 44EDWE T 8T %, 70 % O B H DSIEIENT & L L



BMD DN % FR& T\ 7z, F72, BMD(Z A 3 7)) O ILIEHE TIE Y 66 %,
KERESAEE T 11 % TH Y, 4 EOEETHEHETIE 53 % OEZTIEFLL
7278, KREEBSEETREFILLBFE IV o2 HiE L TWv5. BMD I3,
KEE & D IEHECRE ST 2 2 i3l L T 525, JEHE BMD OB N2SE
HEITORA & BET 2 0 89 PR ICHRE S 2@ d e v, ERT BG4,
BMD K T 25T L 2 v & W) BFgE b —E& 575, ERT |2 X % BMD O,
b L <IEBMD KT OHMITZHHIT 20 K0H 5 & b s,

4 04-NROHREZEDMUE : &

BB 5 #d Y, 1 BEEZNRE LZMESIZEAETHY, WHEED
HER RV, 1 HEESFICHT LTV VT —EE 23 I 7 Ve T — B
5-OWi5E T, ERT FAATHT 4 Bl CHERE (& - KEAT 25 %tile LLT) 2780 T
W7D ERT 1 ~ THETIRTOEZE CTIEFLRREZ RO EME SN TS,
72, RITNVELT—ET N7 712X 58 M MHRBROHBETIE, 19%UTOH
HIBID)H, X=AF A VR TIFDOGENFIHHERED S %tile LT Th o
7275, ERT B%A 3 FHRIIE L H AT 5%tile DL L CHHBE AR 2 Z 0 L7z & 5 i
& 5. ERT BRI EDSWESNL LW fERIZIZIZ—H L TBY, ERT
WNEORERE (REE) 2UETLLER 5N,

& CQ18-01 7O—-447 77 LENMRRN

[XikiRzR]
@ PICO
W I—> T/ (FRAE 2RER, BRERROERERRE)
I8 SRT (ERTEATRELEIY JILAS v MMIRE) &
O LR (thDOBESREEINSOUDERHED)
BT - BIEEOREMEIRIEONDD, BF - B2 U—CIHBRFESNSDH, BMD

M DENEESNZD, NEOREEE (E55) ONEZESNBH
(1% ]/ =)
@ The Cochrane Library H5% 1 2017 4% 12 1 31 H (BF M & 17 5 727 50)
No. Bzt BT

Acid beta-Glucosidase Deficienc*:ti,ab,kw OR Cerebroside Lipidosis
Syndrome*:ti,ab,kw OR Gaucher Disease*:ti,ab,kw OR Gaucher
Splenomegaly:ti,ab,kw OR Gaucher Syndrome*:ti,ab,kw OR Gaucher's
Disease*:ti,ab,kw OR Gauchers Disease*:ti,ab,kw OR GBA Deficienc*:ti,ab,kw
01 OR Glucocerebrosidase Deficienc*:ti,ab,kw OR Glucocerebrosidase Deficiency 179
Disease*:ti,ab,kw OR Glucocerebrosidoses:ti,ab,kw OR Glucocerebrosidosis:ti,ab,kw
OR Glucosyl Cerebroside Lipidoses:ti,ab,kw OR Glucosyl Cerebroside
Lipidosis:ti,ab,kw OR Glucosylceramidase Deficienc*:ti,ab,kw OR Glucosylceramide
Beta-Glucosidase Deficienc*:ti,ab,kw OR Glucosylceramide Lipidoses:ti,ab,kw OR
Glucosylceramide Lipidosis:ti,ab,kw OR Kerasin Histiocytoses:ti,ab,kw OR Kerasin
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Histiocytosis:ti,ab,kw OR Kerasin Lipoidoses:ti,ab,kw OR Kerasin Lipoidosis:ti,ab,kw
OR Kerasin thesaurismoses:ti,ab,kw OR Kerasin thesaurismosis:ti,ab,kw OR Lipoid

Histiocytoses:ti,ab,kw OR Lipoid Histiocytosis:ti,ab,kw

#02 | Cerdelga:ti,ab,kw OR eliglustat:ti,ab,kw OR Genz 112638*:ti,ab,kw 42
#03 | #1 AND #2 42
#04 | #3 CDSR 0
#05 | #3 CCRCT 37
@ PubMed ##5% 1 2017 4F 12 [ 31 H (BFIEIME % 1T > 725 30)
No. 1RERI0 IR
#01 | "Gaucher Disease" [Mesh] 4,308
Acid beta-Glucosidase Deficienc* [TIAB] OR Cerebroside Lipidosis Syndrome*
[TIAB] OR Gaucher Disease* [TIAB] OR Gaucher Splenomegaly [TIAB]
OR Gaucher Syndrome* [TIAB] OR Gaucher's Disease* [TIAB] OR Gauchers
Disease* [TIAB] OR GBA Deficienc* [TIAB] OR Glucocerebrosidase
Deficienc* [TIAB] OR Glucocerebrosidase Deficiency Disease* [TIAB] OR
Glucocerebrosidoses [TIAB] OR Glucocerebrosidosis [TIAB] OR Glucosyl
#02 | Cerebroside Lipidoses [TIAB] OR Glucosyl Cerebroside Lipidosis [TIAB] OR 4,609
Glucosylceramidase Deficienc* [TIAB] OR Glucosylceramide Beta-Glucosidase
Deficienc* [TIAB] OR Glucosylceramide Lipidoses [TIAB] OR Glucosylceramide
Lipidosis [TIAB] OR Kerasin Histiocytoses [TIAB] OR Kerasin Histiocytosis
[TIAB] OR Kerasin Lipoidoses [TIAB] OR Kerasin Lipoidosis [TIAB] OR
Kerasin thesaurismoses [TIAB] OR Kerasin thesaurismosis [TIAB] OR Lipoid
Histiocytoses [TIAB] OR Lipoid Histiocytosis [TIAB]
#03 | "eliglustat" [Supplementary Concept] 33
404 Cerdelga [TIAB] OR eliglustat [TIAB] OR Genz 112638* [TIAB] OR substrate 3508
reduction therap* [TIAB] OR SRT [TIAB] ’
#05 | (#1 OR #2) AND (#3 OR #4) 161
#06 | #5 AND (JAPANESE [LA] OR ENGLISH [LA]) 153
#6 AND ("Cochrane Database Syst Rev" [TA] OR "Meta-Analysis" [PT] OR
systematic [SB] OR "Guideline" [PT] OR "Guidelines as Topic" [MH] OR
#07 | "Consensus" [MH] OR "Consensus Development Conferences as Topic" [MH] 10
OR ((meta-analysis [TI] OR guideline* [TI] OR "systematic review" [TI] OR
consensus [TI]) NOT Medline [SB] ))
408 #6 AND ("Randomized Controlled Trial" [PT] OR "Randomized Controlled Trials "
as Topic" [MH] OR (random* [TIAB] NOT medline [SB]) )
#09 | #8 NOT #7 9
#6 AND ("Clinical Study” [PT] OR "Clinical Studies as Topic" [MH] OR ((clinical
#10 | trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case 28
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB] ))
#6 AND ("Epidemiologic Research Design" [MH] OR "Study Characteristics"
11 [PT] OR "Epidemiologic Study Characteristics" [MH] OR ((cohort* [TIAB] OR "
comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB] ))
#12 | (#10 OR #11) NOT (#7 OR #9) 36




@ I 155 Web #3K 1 2017 4 12 [ 31 H (BFIIMER £ 1T - 723 0)
No. R0 TR
#01 | Gaucher % /TH 924
Gaucher J& /TA or J—</ & /TA or J—3/ T —¥& /TA or J¥ TR /TA
or L JOY R—=Y X /MAor L TJOYV RUE R—=Y X TAor T T
O NE /TA or T 70O RETESE /TA or RERERRMEE /TA or "Acid
Beta Glucosidase Deficiency"/TA or "Acute Neuronopathic Gaucher Disease"/
TA or "Cerebroside Lipidosis"/TA or Cerebrosidosis/TA or "Familial Splenic
Anemia"/TA or "GBA Deficiencies"/TA or "GBA Deficiency"/TA or "Gaucher
Disease"/TA or "Gaucher Splenomegaly"/TA or "Gaucher Syndrome"/TA or
402 "Gaucher's Disease"/TA or "Gauchers Disease"/TA or "Glucocerebrosidase 07
Deficiencies"/TA or "Glucocerebrosidase Deficiency"/TA or Glucocerebrosidoses/
TA or Glucocerebrosidosis/TA or "Glucosyl Cerebroside Lipidoses"/TA or
"Glucosyl Cerebroside Lipidosis"/TA or "Glucosylceramidase Deficiency"/TA
or "Glucosylceramide Beta Glucosidase Deficiency"/TA or "Glucosylceramide
Lipidoses"/TA or "Glucosylceramide Lipidosis"/TA or "Kerasin Histiocytoses"/TA
or "Kerasin Histiocytosis"/TA or "Kerasin Lipoidoses"/TA or "Kerasin Lipoidosis"/
TA or "Kerasin thesaurismoses"/TA or "Kerasin thesaurismosis"/TA or "Lipoid
Histiocytoses"/TA or "Lipoid Histiocytosis"/TA
#03 | Eliglustat/TH 12
Eliglustat/TA or TU /)L A% v I /TA or SRT/TA or 7 )L 73 /TA or Cerdelga/TA
#04 | or "Genz 112638"/TA or Genz112638/TA OR EEHIHIETE /TA or BERITTREOE / 652
TA
#05 | (#1 or #2) and (#3 or #4) 14
s | P and (XFFFUVZMHor VAT T « v LE21— THor 2EAA B 0
SA 2 ITH)
#07 | #5and RD= XFT7FUIR E2EAA RSA2) 0
408 #5and (AT TP FTUIRZAMAor VATNT AW I UE1—TAor 2BHA R 0
SA2 [TA)
#09 | #5and 525 LMEEEEER /TH 2
#10 | #5and (RD= 545 LMELLEGEER) 0
#11 | #5and (55 IME /TA or BAERIE /TA) 2
#12 | #9 or #11 2
#13 | #5 and (BZWIREFIE /TH or BEHVZR T DA > /TH) 6
#14 | #5and (RD= £S5 LMEHEEER | LEITR) 0
#5 and (FZIZE /TA or BZEHITRZT /TA or ERERTAZE /TA or MERAIAZT /TA or %
EIEBZR /TA or FEBISIFRGAZE /TA or BUEIEHIZR /TA or JIRk— NBZE /TA or 18
415 BT /TA or BIEIBRZT /TA or ST ABRZE /TA or RIZRIBEIMERRZE /TA or WAEITH .
5% ITA or ZHEsRFEIIZE /TA or /A Ow F OV T2 N /TA or ZAEE /TA
or BRPREIER /TA or 55 1 HHELER /TA or 25 11 AH55R /TA or 25 T #HELER /TA or 55
IV 48588 /TA or IO A —/\—FFZ /TA)
#16 | (#13 or #15) not #12 4
#17 | #5 not (#12 or #16) 8
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[MEii&zRE D7 O0O—45 17295 L] (PRISMA 2009 %)

55 37 14

NGC NICE PubMed Cochrane EAIZE EMBASE WHO PsycINFO® CINAHL Others( )

Total records indentified throgh
databese searching (n=106)

Additional records indentified throgh
other sources (n=0)

Records screened (1st Screening) I Records excluded
(n=19)

(n=87)

Full-text articles excluded,

Full-text articles assessed for eligibility
—> ith reasons
(2nd Screening) (n=12) v

(n=17)

Studies included in qualitative synthesis
(n=12)

Studies included in qualitative synthesis
(meta-analysis) (n=12)
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SRT (TUJILAZ Y MIRETD. STIATY M NTFILTZFFD
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WD TERSY)

AR E (X ERT B 5DYIDE X (ERT DB EERN CTEATIAEEA =2
WES—EERSIILES—ET7ILT 7 TRE)
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BT RN HR
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HEMTOERFEN (BITOHEDEL)

NOBEWCE, BEDEWVNCE, BIfDA Y hDEWC £ SFHENE
#.

(0) B - 80 U—CIIHRIMER
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FED
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OXY b~ GHAR CIFRAEEFEVD, REDREHI IR,

[SR LiKR—HK]
1 O1- B REMFIFR : &

SRT (2%} L CHEMfi S N BEHIZEIC BV TEITOBEIALN L o7z, &E
WM 4 £ TH DD, HHIRDD 2 20> &) 2> OFFAMIE A
2 02-5fF - BOU—EHIHMR : &2

SRT I2x) L CHEEE N BEMIEICBWTE 2 ) —ERRE SN0 3 6
(2%) DR T o7z, WHIEIRA D B H O FFHiIL .

3 03-BMD DIEN : &

Lukinia 5 (& 2 426 @ SRT {6 THIMAE - BHIREZ b D BH DA THEHED
TOHEL BMD O # 2o 7- L ity L T\ 5%, Lukinia 51X £ 72, 4FH D
SRT (% CHEME BMD 2V B2 bR 2 fil), IEEBICEL Wb I a2l LT
W5, Kamath 5% Cox 5 b [[fkIZ 4 4ER CTHEME BMD OF E % LA %2070 &
WAL TWwWA. —7, Mistry 513 BMD OFE L= IR o b HME L Tw 5.
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