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BN A T4 YOHTIldh72oT

7 7 7 V) — % (Fabry disease) 13 X #EHDOBZHTT. B L DITEKREET 2 2 L0354
FRICHECIRGAI L ) OB, T, BRL OO 0REREEE &L, H
L LTIRZONDZ DD Y, FLELUEOEFEN S, REME L L HEZ
BNBIENDHY T, 20D LY, EAR BARE W B OAE EE
PERZEp, D F v, LR EESEREREEL, NERIOAL ST, FERENE, BEPAE
TEENERE, H RN IR SR R SR BER 22T AR DY F
HA.

MHFZEHECIE, 77 7 —IROBETA KT 4 V2R T L12H72-> T, HIEREEICAH
HRTed, HERIZBERICEHASToE, ERERRIIMREASE, EREIZERIC
PR ABREEZRA L, 1I9ZOEREEBL Y AT~ T 4 v 7 L € 2 — (systematic review:
SR)ZR &, 4 AOIERIIE O TH I 7272&, [Minds BHEF A K74 AAEROF
51& 2014) (LUF, Minds) DTG 72017 7 7)) — IR T A K54 > 2019] % #9 2 S D%
HEDPFTERCZZLE L 28, WINOMEKREE, SREZBIZDFREHKIES ) THA.

RAA RI A4 OFATIE, BHAOBRIMCIED &, R THEIC L DR Sz g% D
CICBELEEE YL, BRBESGICBT 2 ERIEOHFMEO 1 2L LTRSS
CEERHMELTWET. Minds (IR SN FHEOBMENRNE L LT, Qg2 X ) F7
AR A BIR S 5 2 &, QBEEICBI A FEERE 2T L, BRI AT i3 b 7 K
MEDHDHIEETHICEERTHI L, QOBHLEHRGE ORI ~ORERIEMAIZ L > THEEEK
AT AL, QBHFETA FTA4 0 OMEREEZHL T 2 HMR L BRACTLET LI L4
EWHNET. KEEOMWE L, INOOFHICH 72 A T4 Y 2ERTHZ 81, X
Wk, EBBOL R S HFHE, BESLINLWVWEIALHD F LA, WTHREENED
Minds OFFHIZIG ) L9 1280 F L7z

BAARTA U, BRSHEIZHED D HRIEERE, O E—HBREDEAT, E#FE
HEDOH 4 DOBRIINDZ xRV LET. T2, MMREAEREEE, PHAERMER
AIZEEZ I, £ OERER, SREROEAT, Minds OFEEER LW 5 ZHE
W2 7R AR TN H AR E BB RERHIREA O R BRI R R L T E

2019 4 3 H#H
JE A 5l VR TR R S BUR I 7e S 3
[FA4 V=20 (7 7 7 —WEte) IS 5 FHAE

WrseEs ks
(REERERBERRE)



BHHA K T4 ¥ ORI DI >T

7 7 7 — 5% (Fabry disease) (X, 74V —LWHETHLa T V¥ —F¥A(a-
galactosidase A GLA) D/RIBIZ & ) FEAET 5 X HEHE DO RAHREETT. KRR
(&, AT R Y 2 UK R, SR, g MmAEE, TR0 FEEE, SO
K, WIMAEREEZFREL 325 ANEIIRFBIZERICZ L2 &, BEMOEREMATE
3528, BRNEEZEICSHEZ RO ENTORIPFET LI 00, BE,POZ
WrECTIZI0FELEZET P LERESNTET. 72, HiRRAI YV —=070D
WEn s, 77 7)) —HOFIERIT LN T TE R 5TV 72HIEE (40,000 A2 1 A) X1 &
ZEPHESINTVET.

DBENZBWTY, 2004 SE05 7 7 7)) —IRIZK§ 5 EEFE A LI (enzyme replacement
therapy : ERT) 2MRBRAGE SN FE L7z, 77 7)) —WGETRELIEE L o245 HIZBW
T, JERDPS 77 7)) =Rz B, WRDSHEIT T ARNICEMT 2 2 EPEETH ), 5%D
REE o TnET,

RAARTA N, BRABEREELZFIEME L vERZIREL, 2EICVWE T 7
7 —REBEPRIBEE T OND L), B, WEOFE{LE BE LTERS
nFE L7z BHEEryminc 25 < K (evidence-based medicine : EBM) IZHI D, &2 1) =# )L
27 T AF 2 ¥ (clinical question : CQ) 22\ I, ML LI AERL, TET VAL Ro
2B L E L2, BAA FIA UHRERISICE T 52W, GRO—BEzY), 77
7)) —REE R TEKIED QOL DI EIZO %% 2 L 20X Do TwE .

BN, KITA RT A IR OVERARDOBEST O TR I D Es L £ Lz, A F
TA MNERERRDFET, wXOIEZHYL L TS o2 ME—kE, T4 T4
DVERRAZ DWW T TIRE N 72 72 W R E B EE IR - L7

2019 4 3 H&H
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BRTA FFA4 YOVERBEICELT

iv]

RKHAFIA 1%, Minds BT A F I A4 AEROTF51 & 2014) (LLF, Minds) 12#E LT
TE & 4T o7, T T ADNE - BHO /29012, 7 7 7)) — 7 (Fabry disease) DG IZFE
HAENBTT, 12027) =5 )27 T AF 3 ~(clinical question : CQ)IZKF LTI ATV T 14 v
7 L ¥ 2 — (systematic review : SR) Z 17\, L OIER Z 1T - 72, CQ I, BRI ToH=—
RIS A EEEHRFRE (key clinical issue) & 74 N7 4 MEREBSTHRET L, €1t b
CAZERE LT B SLOMERICH 72> TiE, CQDT 7 M A LHEIZ SR ATV, F ORGSR
HEOWTER L7z, W RIERORSICE L TIE, A4 R4 U EREEO#RIC L ) Tk
EL7z.

1 JUZAIVIIRAF I3V (CQ)DRE

CQ DOFEREEF L L C, PICO(P: patients, problem, I : interventions, C : controls, comparisons,
comparators, O : outcome) * VTV X b7 v T %4757z,

TNENOT T M A AR LTC, BRNEZEZFML, EEEOEVT Y b7 AL
T SR ZATWIESE L DIE 2 AT - 72.

2 MiEkRER

% CQOMEFENF — 7 — FEMER L, HEMEHEME ORGEEESER R0 i
ry =) ISR ER 2K L 72, PubMED, R JiEREE W TR L, 7 v ¥ A1kt
# ket 3B (randomized controlled trial : RCT), 10 B LA EDFER 2 xF R & L7z 25k — Miff3E
FILETVAOMRE L7z, MBEINZWMLIIOWTIE, mXEEPS—RAZ ) == 7
#VEZER & SR BE TV, AXERHLTORAZ ) ==V 72T, TEF Y AOH
HE4T- 72,

3 IEFVAOEOHT

FHILET Y AOEOFMICE LTk, SRZEBD Minds Dt I F—%%i#L, 254D SRE
BHEZENZNTNA TR A7, FEHEROFMZITV, AL, &% SR Z1ER L 7.
RCT 3% K ENBRIA S T F ) Y ARAT) FECTH 07205, AFTF) Y AR
72 @ RCT G SCIHFAE L o 72,

4 IETVADRE

TR A R TA VBT LIET Y A0 EE, PESNLEEDEZ IR TLIEELE
T, BEIARITA MO LNT, TET U ABKOBRIOPEIL, R1LIZHELD T
f1o7-.



TE>YZOEOHHE

A (G8) WROWEEEICELIEED DD

B (4) NEROWEEEICHEEDEEDHD

c (89 MROWEEEICH T DIEIEIFRENTH D
D (ETHFBEL) | BROBEEBENFEAEBRETETEN

RCT CIIWHIEHH2TAGE) J& L, iz TIFA2EZOEFEIIS LT, TEF Y ADHS
2[AGR) ] [B(H) ], TC(59) ], [D(ETHE5) N L7z, BENRo MR c(53)
MOBEL, FEICIET Y ADmME 2 igE L7,

5 R OER
HERE, TETVADEERGREEDO/NT AR L TGRS L7z, RO S O3E
[ZDOWTIE, R2I1IZEUTTo 72,
HEOES
R\ 1 FBor ULIEWT EZHEET D
L \HERE 2 Idor UKW EZRET D
U BHL | EB5EBVREL

RS, 2, ZL)EIET LV ADHE (A, B, C, D) &BRLT 5 LT L) IZRE
WEN5.
i)
1) BEIIH L TR A 1
2) BEIIR L CIBHEB %1

bl

) ZEERMERET L (1A) = GROHESE, SRS )
)T EERET L (20) = (FH\VIERE, §HVIRILIZEED )

P

6 X—)LEBEE

ZCQNDIEF Y ADIRE, R LOHERDRIIZOWTIE, EERER(15%) TA—
VEBRZITOHE L2, CQEIZT Y M AOEEN, Mt EDONT V A%FML, 0
BEERZOBRZMZ T, R¥EIUEL L7

7 BEHARSAVDOME

777 = REHmAEETH Y, TETUVADRRTGH L VIIFEL RV CQ D - /2.
FD LX) G EOHEE L DOERIZOWTIE, TF A= FE=F v & U CHESR R L
7z.

fv



1 HLR

vill

OFfE | EEHEEMLIHRBFHERMFAER
[S4VY—LK(T7TV—RE0) ICEHT SREM]

RS

TRyt 3% 5

— i HE A B B e e dm R R 58 o & — &GBE ARG
HROEZERT AR R AR BZ

KITA KT A4 AMeild, EReWEZRIEo 2016 ~ 2018 EEEDO 70 Y = 7 hO—E L LTiTh

nr-.

OfR&k : 77 TV—RBEHA RSA VERZRER

HRAERER
HEERER

EZER
EREIRER

(397E3=
(TR

AEERT
fRHAFF

/IRIEA
Ak

Pk e
SR
ey PR
LS
[£3
NI

B A
i 7

i
Sk

(i pERZES
HILIGLRE
ML =1
A &

PR

FORI A ERER SN G
PR R N R e

FORE R R/ N LR G A
REARR AR EE e R a2 B 7850/ N R 200 B Sk

FO LT RN R S
RBORFRAEBE B2 ARG RE B R R A

A T NGRS AT R AR BE R R

HHGEE S ERA MR AR G AT

I I FRAR RS2 8 b AR L 2 3%

WA R R EREER S v & — G T B ge il #esk
%

[ W A b 25 B (e G B e PR 9 Bt dse

W LR 2 R 2 e I v S AR S R e RIS A LR IR A B L S A 7
L BHFEE Bl

FR T EfeE v & — Tk gLk bif

ZEBEYY NI VERT A VY - ARE Y ¥ — - MilNEE v
5 —k

SRR ZE A AR AR 90 S 2 > & — 8%

PR RFEREBEE R AR B R R v v & — FHEEuR
Nt B E T Jeh BRI gt & >~ & — WigE R

LEHEY Y P IV T A V= Ay 8 — - HREWAZ O F
bty —F

T H DR RF R 22 R 22 B iR B2 %



VATIT4vI U Ea1—(SR)ZE

(FZLAENH)

1Rt IE

i &
W
SRR
PR A=

e 3y
KA
B AE —
PREER

PRI ERER /N Bl

REARR AR e e B2 22 50/ N R R 2 0 B B3
RS ERIRS/NE R B

HOR RSN R Ik

BAIA SRR R R RS #%

FGUEE SRR KER A ER L v & — BT IR se T #u%
FORBERER R MG ~ & — (IR EMR)

O5gw i FIE N B AR E SR R ET A A

(Minds %4 FF A4 AAERT K854 4F—)

[ vii



i EoRE

BAARTA N, BRBEGICB2EREOLROY R— e b 2 HE LT
BARWETL2LD0THY, AHA FI4 P OERIZHTH) L) IZHREST L LD TIE R,
HERLOPIZE, =X A= M FE=F g En, EBEOERBEBY COHKIL, 4 o0R
H, BERFEEHORIKIG U TRETLIREbDEEZ NS,

RATA KTA4 2 OHIEL, NI THETIUIBEDPLTUET S 2 L 2T 5
LOTIE R, HEDRIMELOEEORRIIIEETELZLLDOTHY, AHTL KT 0D
HFEEZZ L CTHRIROBIGIZ B W TERIFIT A R T o 7oA RIS LT, AFA FIA4 VI3E
FEEH) I LIFTE RV,

MAZT, AHARITA VIREBRHOFIE LTHAHINL ZE2HELTES T, H<
FTHLBRIIOVTO—MERMNAMERLIURL T D, LA > T, EHERDE LA
2, RTA FTA4 UHURTHEIEHEI L o/l WA B THEBEL D 5 LS D
CZERAHEYITH S,

RAARTA 2, BRHAGO—BE R _MER SN D TH Y, flcDEELEL
LDOTIE AW,

WHE %L EH

viii ||

AKX CTRENIZFET, 777V —HEZMENT2TXTOT 7 7)) —FEEPHIRT
5.



E+2ii)

BAEMZEE, SR BEIIIRTNEFIGAKIE 20,

TEWRE &

JZE S B R R R A B . A B A YRR B BORMT R 7 1 vV — LR
(7770 =& te) 2B 2 FRARTE .

[ix



x|

T 7 IYU—fme2EHA RS54 2 2019

CONTENTS

RN A R T A 2 DOFUSTIE B 775 TCoevvenveemeemeemtet et e ettt et et i
BIETA FTA ORI I Tz 0 T e ettt -iii
SFETA R T A S OVERTTEEIZBI LT oo v v vremeeeeenaeeeeiieeettieeeetiiaaeeenaaaas “iv
T vi
1%)2ﬁj:0){£3§— .......................................................................... viii
R R & T D T e e i it it it i e viii
By ] ix
TR~ P ix
I 77U—ROBIE 2

L - 2
BT+« ettt et 2
Hol R T N P N N 17 i R 2
o R et P N O R R 5
/él\{g\ ................................................................................... 6
7 7_}— El ........................................................................ 8
I REICHTDIIVUZAILIIAFIV(CQ) 12

CQl T7JU—IRICH T DERBAEAR, QOLBRUEGFREZNEIETDON?

........................................................................... 12
CcQ2 T7 IU—RICH T DERERE LI, BEZEESTDM? oo 15
CQ3-1 7 JU—RICHT DERMAEAL, HAMBEZHESBDIN? - 18
CQ3-2 TJ7IJU—IRICHT DERERELE, RTESZUESSIELIN? -oovvee 20
CQ4 77 JU—RICH Y dBERERELE, HSsEEENEIEHN? oo 22
CcQ5 TP JU—RICHT SBEREREL T, BRGSAHEZNEIELHN? - 25
CQ6 T7 ITU—RICH T dERERELE, BAMHEZNESIEDIN? oo 28
CQ7-1 TP ITU—IRICHT DERMFRELIE, MHEPOEEZERIELON? - 31
CQ7-2 77 JU—NRICKH T HBERMIAEEL, KMBBREDETZIHIEDH ?
........................................................................... 35

CQ8 T7 JU—RICH T SEERERE LS, EERNGHEZNESIESHN? -39
CQ9 77 TU—RICH T DIPERAF, BEELESEDIN? - ovveeeeeeenn 41
CQI0 7P TJU—RICH T HMEEESE, BRBEHEZHLESBTDIN? oo oovve e 43
CQll-1 77 TU—IRICH T DEYICKDWERLEIE, BAEHEZNEIETDIN? -
CQl1-2 J7JU—RICHTHERMBEIE, BAMFEZWEITEDN? covvereeeeeen 48
CQ12 TJrFTU—RICHT HIMEREL, BEERNNEGHEZNESBDM? ---- - 50



Il EERREESBADHA RSAY 54
IV EHPEREOICHDEESEIE 58

=l gDy e a7 . e R 58
A T L S/ e e 58
0 = | Py s 7 771 7 60
LA A A s R R 60
N 1= 1T % = 63
T7 JU—JRODZWT - BETIE(CEA T DIETR - vrrvrrrrr i - 63
E g 65

[ xi









-monE
B @2

REME
T 7N —IRE, TAV AR THLa T T —+ Alo-galactosi-

dase A : GLA) O #In1 (GLA) ZF\Z L ) 3843 5 X HEH R0 S RAH 2=
WRETH A", N4 v NEFT Johannes Fabry & 4 1) Z AEFil William Anderson
WZ& D, 1989 FICMEFNHRTE Sz, F D728, “Fabry disease” & Kl S b 2
& D34 A, “Anderson-Fabry disease” & RFL &N L 2 & b b 5. FEMHE L
40,000 N2 1 AFREEE SNTW72ds, EFEOFERZ 7 ) — =2 F O TId %
NEYFEHEIIECRESINTEY, bHPEOUN) TOFERAZ ) —=0 7
OBETTIEHBIE 3,600 A2 1 ALHEENTWRY. £72, bAETO 7771 —
WREARDOWIET, RIEREZE L7270 de novo FEFIOHE X 6.8% LTSN TH
D, 7770 —REEOBILTLLEF LIRS VO TEEEZET Y.

777 =TI, GLADEE THL 7R b7+ VLT IF
(globotriaosylceramide : Gb3) 2SI M FZ M, EARIARES, FHR, B, O,
A EOMBRICER T 52 LIk oC, BRI, FIEEE, TH - JEES
DOIHALZHEIR, PAIMmERE, - O WEOHBRIEIR, Ry /37 TihE
LHEATHOERES, T OK, ANEIR, MIMEREEZ E25ET 5. BRI
DIEFEREF IR 22 S8 % s, KIEMREEEICL 230 LEZLNTVS. 5
TFEEL L OHLEHER T EAEMREREEISER T 200 LEX 6N TS, BE
EX, RERME LR MR, SRAE FREMIEIC Gh3 DFERT A LICL D, SKRERAE
BEERSY v /37, RERMAEJEHAE (GFR) DIKT], RMERELBET L. LEE
&, D s X OHRREERMEO Gb3 OFRIZ LY, DERTHEIEL, K
WTAEIRZ GO B &) 1273 5. MIMEREL, ILEN MO Gb3 DFEFR
2 & B MImERZE B L UHEPRR EZEZ 5N TW 5.

BRI & & VERKR R R

BHED 7 7 7)) —HEE OEFRERO FEREEZE 1Y, B2V IR,




777U -ROBE

TUBCKmRIEMFEERE LTEETH Y, T, F%, FF, Lk 2K 2
BhEIRBOENDL DL\, [z b L1288 ] [Tz 8w 2 & RBS
NHZENEL, 777 —HOBERERE L IR O EH L) FERE ST
VBT TUBCRIRE, FEITREEE, SR - FEHASROLND L) IR B
30 i LARE FHARER LS 223 ), TOHEIIRIZAHTH S, BEEIL 20
MUBE L D IRS > X7 THE L, #4710 GFRAXT, MiE~7 L7 F =¥ (Cr)
DEAZBODL L)%Y, RENICBENEICRELGEVH 5. BEIHEDOT R
ELT, =) —Hifg (B L7 RIS LML L 2 5 Tw )33
BRT7 7 7)) —WICHERMZIIRE LT, A7) —= 7k L GEFILR
DIERSNTWRY, LRI, 30 BUFE L D ETEOLIERE LTHRAEL, 40
LA & ) ARBENR, AR5 XD 105, IIMEREL, 30 AL X
DROLN, 777 —RISHEEERAEZE, FEENEZEORR E L TEETS
5.

77 7)) —IROBRRFE AR IR Lz, BEHEEOBRKRRIEIL, 2o Tdd
I (classical form), BFHi%Y (renal variant), U~Hi% (cardiac variant) & 4358 S 11 C
W7z, BUETIXEER & LHET % A b CRE SR (later-onset form, & %\
late-onset form) & 734 2 O — K TH 5. HMAITIE, LEE - FEH LY
VUK K, FETREZMEEIRE LTEAEL, 20& DRI YIRS 287 %,
30 LARE & 0 ER, BMIMAE RS %, 40 DR & 0 ETHEOBEA S, ANEIRE
R 5. ESEEITIE, ANEINIERO SN B TUEK S, ETREEIIEO 5T,
AL L D GIEROAEEST 2SO0 0 KMBEALIZETTL2H0F T,
RIS HEZ RO B, AT OBETIE, SBERE, IR - BREEO#EITIX
BN D LBEWED D 578, EREBBEER L FEE OEROAEETS
bONOEKMBEAEIZESL SO F THIRNZIRIEL RO 5.

O Bz R i g RTIEE
100 100
80 f---- Ol
~ 60 ~ 60 p---- it L
£ =
s s
T 4 LTS B DR (USRI
20 |- 20 f-f Pbeed e e e
0 0 !
420 2130 3140 4150 50 420 2130 3140 4150 50
Fi (%) Fi (%)

I swme [ ] au~Foms

DHEDT 7 TU—RBECH I DMEFREE FTESOERIOEESR
(Kobayashi M, et al : J Inherit Metab Dis 2008 ; 31 (suppl 3) : 483-487)
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A MERE BRES

0 == l.I
2| - p=0.0003 p=0.0099
B SO E 4
i e
e j
mogs- i
® o B
100 (. 1 1 i | ud 1
0 20 40 0 80 0 20 40 0 80
Fip (%) i (%)
RYVIND REETE
0 O fmmmmmmmmm s
25 p=0.0007 25k 4
—~ . ~ " p=0.0001
s =
S0 K W oo ey
i i
I i -
2 75 H 75
B L B
100 (. 1 1 | 1 100 i 1 1 1 1
0 24 40 0 80 0 2 40 60 80
FHp (%) (%)
EEREX
(DERREE >13mm & 2 L\ EZEEEFE >13mm) MEEE
0 Ofmmmmmmmmmme -
25| 25t
5 : ) ;
& soF W oso- T p=0.0358
s ]
el ﬂ%ﬁ
g5 A
100 (¢ | 1 100 [ 1 1 1 1
0 20 40 60 80 0 20 40 60 80
Fhip (%) i (%)
------- CEMERE —— s

DHEDT 7 JU—REBEICSF 2SZEFRERORBEEES
(Kobayashi M, et al . J Inherit Metab Dis 2008 ; 31 (suppl 3) : 483-487)

77 U — R DERARE

EFERY

@R AT O
FEE N 4~ 8 K% > 25 5% > 40 1% 6 ~ 60 1%
SO S 41 7% ? > 60 % > 70 5%
Era=Etn== ++ - - —~+
55 N ++ - - —~+
FAET ++ - - —~+
RBERES ++ - - +
IDNEHAE LVH/MI LVH LVH LVH
BatE ESRD ESRD Prot Prot ~ ESRD
RIMERE TIA/ BXZReR ? - TIA/ BXZReR
GLA EFEEREM <1% <5% < 10% R

LVH | ZDDBEX, MI : DEIEE, ESRD . KEIBEARZE, Prot ! ¥ VTR, TIA | —@M4MEMFEE, GLA :
aHSU ~F—E A

al



777 -HmOBE

777 I, LS BME TIZ 10 ~ 15 EREET L LMESN TV
B, RO LTV 5 4 H IS B CHIRIER A & S0V kAT 5 1%
Wid %2 EHNBEETHY), SHROBETHLY,

BREKIRES L UZH

77 7= RWOBWOLOOTO—F v — ), BLUOLELREE ZNER
3, R2URL72. 77 7)) —WIGEGEMERETH 2720, RIEEIZHO
key sign & LTEETH ), KUEATOEEOL L BREEPOZMSNL. £
72, FEMEOMB A g, BREE, GGIER, MDEREET 7 7)) R EbE

LHTR &R D,
57 I —FEBDE BERER, REEND ]
v v
P ][ _ ]
v v
R 77 T U—RORKE D
[ IR GLA JEIEATE ]‘ FREERD DTS ’
v v 3 3
GLA &% GLA &%
e || wE | (Cevens ) (Covoronn
v v y y
I7 TU— I7 TU—t REDERYE 2THVY
aE B’ ity & T BRAT AT
1%L &b
: L
[ R ERORE ]
T7 TU—FmBHOhOTO—F v— b
(Laney DA, et al : J Genet Couns 2013 ; 22 : 555-564 K D4Z)
77 TU—RBHDH DIRE
BEEe | St | Lt
o =PRI
v 7 1| K 7— = AN
HINEK GLA SEME (2D 10% L) ETFUEWEESHD
EETRIT TROEE CLITEE TREOEE CEHTAE
hHAEE +
M Lyso-Gb3 BRREE o +or—
HEAEE  +
FRER Gb3 DETH BSUEE  +or — Tor
DEEID R R,
) sors ERmROERRES | oo e o
BIECOUISIRT « DEFLE ’
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777 -mOBE

7 7 7)) — IR WO 72 O O BARFIIRA (FIMER GLA GO M E, GLA #in
FIENOIIRBEIGER S N THB Y, FERET CREL72HGE, REEHE %2
FIMER GLA iG1Ei:, BHEZETIXIEFD 10% D FE TR T LZHICEHTH 5
B, TWHEANTOBEETIIET LAV ERLCBWMICER TR, 20720, 3B
PEEF IOV TIAIMER GLATEEDOIKT, & 2\ ik GLA BIZFIT TS 1
B, WHEATOEFIZOWTIE GLA BIE TR AME— OB e 25, L
ML, —REGBETETE (L v BX Oy v iEEO A v o RO
V= IV A) THMETERZRETE 2 WERADH 5% FEST 5. #MET
BERPEETE WIS, KEATOBEOBWNL, BARER L B3 5 M 7
TR M) T H VAT 4 v T (globotriaosylsphingosine ; lyso-Gb3), JRFFH 5
VIR TO Gb3 OBEOMHL &% b TREMNICEN T 2 LEDXDH
%. GLA GO T OREBITAIMERZ 2 2 L2585 WS, 1) VRER, B
HEFMETHMETRETH S, BUEEZEITB VT, HIMEK GLA 231EH D 30 ~
70% FEEE VAR T 3 2 SERIRAEIR % 589E L 70 WIRBERY S 1 (p.E66Q ZZ 7 &) % 52
OFEGIALAETLME SN THE D", B THIMERT GLA SO T % 72
OBEL, BETET CHRIENZ RO BT L TB DRSNS,

— I R CROONDL 7 7 7)) —IWIIFRN 2T RIE, RibEToO~
N —HIEDOART, ZOMITIIFRNRITRTH 5.

MH Lyso-Gb3 O, FRH Gb3 OMIEIX, 77 7)) — DA T ) —= 7k
LTHERTH 25, MEEBHTEL 35T, 72200 OMEIIRBRETIC
IR L NV OMETH L. 72, WA LITHBIZIE LTEZETH Y, BWH
BETH, OGHIREFT RS 7 7 7)) =R E DN L NI 7% { v, BARRK
DHE(NT MFT ) v - T V20§ Tld, SREME BRI OEEIRZEL % 72
O, #EFTT B EARIREAEZ RO D, BEMMAKD bV A D2 TN —Jeb T,
Gb3 X HFBOEAME L CBIESNL. LHAEBRBRE IO 221t &
MAL 2B L. EFHEMEENT R TIE, B - DAL b 7 7 7 —RICFEEY
BEOCHIROMEED (X 75 RK74) %2380 5.

6l

77 7)) —ROERE LT, BERMTRE L AN Y v O VR (b ATE
TIX 2018 FEICHAGD) 3H V, F MR b, 77 7)) —FROEEER
3I2F D7,

1 BRMHFIEE(ERT)

77 7 = WEENGED 1D TH LT i (enzyme replacement
therapy : ERT) 3, BEFEHA %2 sl CHIFLT 2 2 L I12& ), FHhHEL 72 Gb3 &0
SEDHHEETH L. $XTO77 7)) —HEFIH L TENTH S Z &AFI
ThoHH, 2B 1 EEHEGRE BT 2 TR b anw &, BREHNSS
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77 TU—ROEE

| BEERM7EE (ERT) 1) PHILYI—T o 02mgkg &, 2B/EIC 18

2) PHILYI—E B 1.0mgkg s, 2BREIC 1E

2 EEEWY v ROVEE | =ASAYv b

3 NHEEE 1) ORISR @ DIV EBEY, HIWRVFY, JZhAY

DR

2) BAMHE | ACEFHEE, ARB NIRICKDABKIAFE
BASEFIICHUTIE, mksEhT, BiiE

3) DA | NR—AX—H— - FRHEIZRIBR A, AR
ACE PEE%, ARB, BETE, FIRESZEDFYEE
TBENAR/ 1) CATT (CABG) &

4) RBMERZEE | AMVREDE, FUEEEE

5) BEE | ERMUHMEEION L TRTOA REE

BYURDELE SNI2H AT T LIVF —ER T FE L, HHPUAIC LY ERT O%)
BEARIG T B Z EARETH A, ERTIZE Y, ME BN - B - R
TO Gb3 DEFEOEIK, TUR K OE, BEEOMEITHE ORI, LHHE
O & LBEREOWED TS S N T Wb G BRI T 22 ) =Ny
IAF 3 (CQInKCQxEM). Tz, IMBENEME - & - Lk TD Gb3
DEROBR, MEAmREOLEICIE, 6 AU LLOMEE2EST 2L ST
WL L, BEREENSET LG AERY 5 > 1y Qe o877k
), B DHVIATHREOMHEILATEST L 72354 GRERMEIL S &1k D 50% % #8272
P& R MRI TULA ORI L Z 0 72867 &) Tld, ERT DFEIFZ L L &
HEEZLNTWAWY,

2018 FFICHFE SN2 FKD 7 7 7)) —FFORFEIZ OV TOHELETIE, GLA #
=T ® pE66Q, p.SI126G, p.D313Y ZE LM TO Gb3 BREZIHE Z & 72 WIREEN
ZRIEEINTBY, INHOEREY HOHEFITH L TO ERT O#ISIZOWTIE,
IR HAPESN TV AVODSBIRTH S,

2 FEZENY vNOVEE

SHZN Y vy RO R, BREERY VX7 OMBBNTORERE Y ED, H
WO Y X7 ORERGEEZ mO 5 I0HETH S, WIRGE TH D) IO VLY
MW EDRAY) Yy NTHAEHD, GLAY V37 OT 3 ) BENZEET, K&
BB UNIEELERI S LWL ) R I AV AEREA T HIERIC L AR
THWIEDRRETHL., ERT 22T T w77 7)) —REEE R E L7
I T A% v b (migalastat) 12 & 5 3RS v 0 VEFEEO T 27 AL
74 #85% (randomized controlled trial : RCT) DFFZETlE, HHFAY T v 0 v #FFEIL
WA THLEHESNET. LaL, ZOMRONREZLIITERFR S v
CEDNERN BT ERYATLRENLHE TN o, TO LX) ki
R o72ZE2 5N TS, [FH U CTEEAN Y v RO VRENER) &%
Z 5N A% % (amenable mutation) * G35 7 7 7)) —REBE DA TR E LT

17
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et Cld, SEHFM Y v xu REIC LY, BHER O Gb3 0EROWA, A
DIEROUEE, HALEER (TR, MR, ) OBSRAYE A B IZEO 51
7zl LCwAh. F/o, ERT LSRN Y v RO VR ORR & e L 721
PRERERTIL, amenable mutation # 4 L 12 22 AL L ERT 12 X B EHEEZ 2T T 5
777 —REEENRE L, HERSREMEEEE (eGFR) DT #HEE, /ol=H
HEOPADRIIBWT, FEHPW D v 0 VLI ERT L AEORREZR L7
L EnTwaY,

3 WEEE

MHER L E LT, TR ISR 20U Wil A ONIR, BEIHEICS T 5
TTFT Y EREER(ACE) [ESE - 7 U T Y Y DR ERR
(ARB) S 03, AN, BB, OEIHEICH T2 X—AX =7 — - [
HHE R 2 A A, PIAEENREE - ACE FHEHE - ARB WIRSF O WA, Bk
A 7% A 4if (coronary artery bypass grafting : CABG), i IflL & [ 55 (2 okt 9~ 2 B /MK
NN, PUBEERE 2 EORRE G SN Tw B GEIE T BF IS 35671 =
ANT TAF a2 (CQ) DK CQELH).

740-7v7

777 —ROREERR, T OB, RS L O RHER, NE, IR
EHUh B, ZOT0, NUR BERIR, RSN, WA, 5
W, SREBHES S XL, RENGT 10—y THBETH D (R
IV B BIEO 720 OB HEBIUOTERFFIO 7210 O BRRA |OWE BI).

(X #

1) Desnick RJ, et al - a -Galactosidase A deficiency : Fabry disease. The Metabolic and Molecular
Basis of Inherited Disease. 8th ed. New York : McGraw-Hill : 2001 : 3733-3774.
2) Inoue T, et al - Newborn screening for Fabry disease in Japan : prevalence and genotypes of Fabry
disease in a pilot study. J Hum Genet 2013 ; 58 * 548-552.
3) Kobayashi M, et al : Frequency of de novo mutations in Japanese patients with Fabry disease. Mol
Genet Metab Rep 2014 © 1 : 283-287.
4) Kobayashi M, et al : Clinical manifestations and natural history of Japanese heterozygous females
with Fabry disease. J Inherit Metab Dis 2008 ; 31 (suppl 3) : 483-487
5) g HE A Fabry ®IC BT 2 EEEMEOFREMA . H/NESEE 2015 0 119 £ 1733-1741.
6) Shimohata H, et al : A renal variant of Fabry disease diagnosed by the presence of urinary mulberry
cells. Intern Med 2016 ; 55 : 3475-3478.
7) Eng CM, et al : Fabry disease : baseline medical characteristics of a cohort of 1765 males and fe-
males in the Fabry Registry. J Inherit Metab Dis 2007 ; 30 - 184-192.
8) Mehta A, et al * Fabry disease defined : baseline clinical manifestations of 366 patients in the Fabry
Outcome Survey. Eur J Clin Invest 2004 ; 34 : 236-242.
9) Laney DA, et al : Fabry disease practice guidelines : recommendations of the National Society of
Genetic Counselors. J Genet Couns 2013 ; 22 © 555-564.
10) Sakuraba H, ef al - Fabry disease in a Japanese population-molecular and biochemical characteris-
tics. Mol Genet Metab Rep 2018 : 17 * 73-79.
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Kobayashi M, et al - No accumulation of globotriaosylceramide in the heart of a patient with the
E66Q mutation in the a -galactosidaze A gene. Mol Genet Metab 2012 ; 107 = 711-715.

Maruyama H, et al - Screening of male dialysis patients for Fabry disease by plasma Globotrialosyl-
sphingosine. Clin J Am Soc Nepohrol 2013 ; 8 © 629-636.

Schiffmann R, et al : Four-year prospective clinical trial of agalsidase alfa in children with Fabry
disease. J Pediatr 2010 : 156 - 832-837.

Germain DP, et al - Sustaied long-term renal stabilization after 54 months of agalsidase beta therapy
in patients with Fabry disease. J Am Soc Nephrol 2007 : 18 : 1547-1557.

Weidemann F, et al - Long-term effects of enzyme replacement therapy on Fabry cardiomyopathy :
evidence for a better outcome with early treatment. Circulation 2009 : 119 : 524-529.

Ortiz A, et al - Fabry disease revisited : Management and treatment recommendations for adult pa-
tients. Mol Genet Metab 2018 : 123 © 416-427.

Germain DP, et al : Treatment of Fabry's disease with the pharmacologic chaperone migalastat. N
Engl J Med 2016 : 375 : 545-555.

Hughes DA, et al - Oral pharmacological chaperone migalastat compared with enzyme replacement
therapy in Fabry disease : 18 month results from the randomized phase III ATTRACT study. J Med
Genet 2017 © 54 © 288-296.
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27 7U—fRICHT DERBIEER, QOLBIUERTFRZNE

cEd3H?

R

BERHTCEOA(E, QOL Dt - ciEZR, £ TROWENHIFCED.
[TETVADES @ C, #HEDEE ! 2]

12]

(B8 8]

TEFERIE QOL ZMl7E 4 2 REEI, @GRy REE &R ERFERMRED 2 212508
STV 5, WREARE &3, RER RO 2 WasER 2 RE TEZ ORI -
ToRERREET, ZAUIHED HE - MAEEEROZ L EEIICHIET A RETH
Ao RFEN L FEM P & L T, SE-36(MOS short form 36 - item health survey),
EQ-5D (EuroQol five dimensions questionnaire), WHO/QOL 72 & 7258 5. B HFE
BIREE LI, RERRIIGHEZ TO2RETH L. £D20, Wi ERDLHEEIC
BELTVWE NEIZEONE L) REFALNLD, BRI ZEZMEEIE e
WO FIEE S T 5.

77 7 ) ISR T SR S MR B RIREZ R, TR SN TR,
AL & O EIN O TR AREREE & L C SF-36, EQ-5D 7 & & fii il L QOL
DRl AT > T %,

BERAFCHELEI X B QOL DU ICH L Cld, Mk EA OB 5 C
SF-36, EQ-5D 7 K O @GR E CTRHi L, AEZEIEHE LN TV W2 QOL @
M b2, 52, SF-36 2 L 7-#E 0 Tld, SR EE (physical compo-
nent summary : PCS) O#ERF, il i {8 B £ (mental component summary : MCS) @
YEAHE SN T VB, QOL OWHEDPER L LT, 8 2ORED I b4k
f#HE % (general health) DILFEHD—H & L THE STV EY,

F72, 77 7)) —ROEMTPRIGEEE RITTB O RERE LT, (L, BE,
WIS 7 & OEE L EAREEOBEGAEZ 2 b b, IO OlEGREIIT§ 58
FHFHRLEORMEICH L CTIE, CQ5, CQ6, CQT7 7% & DEMEIE LR M & [Fhk
12, OHERER BRI E DU - MERR R SRR A ERRIR S IE S TR, &
SICREIRGIC X 0 B P ROUENR, EERANY MEEOHH ZRET
T bMEINTVD. LAL, T CISOERERE L ERIER S ET L T»




BEICHMTBEIYUZALIIRFa3(CQ)

THEBITIE, 2 D% S BERMTREORRDRPIF LIZ wE W) HiEdbdH b,
R T HROWEHEIZ BV CHEREMTEEDO A TIE % C RZ IS L R GH#E E®
FHrEZONLY.

[EEFR]
w(15), A 0), EEIE(0).

& % R

LHkER X 227 7 T 4 7 7 1) — (The Cochrane Library), PubMed C, Fabry
disease, enzyme replacement therapy, Quality of life, prognosis, SF-36(MOS short
form 36 - item health survey), EQ-5D (EuroQol five dimensions questionnaire) % ¥ —
7= & LTHG, BRYIEIZ201748 HF L L

WEE2 2 T2 477 =& 10, PubMed & 1) 83 M DG LAMR S 1,
WEHAEFRIZL 2 —RAZ ) == F T3 mOm LA Sz, 512, 2K
A7) ==y 7 LT BMOmMLE LT AL LTERL. £/, bAHE
TD 2017 SFOIE 1 & &b TR 14 WO LE AT IH L 7.

PubMed MHERRSRTC (2017 4F 8 H 3 HiRE, BFIIMHEE S 7230k
No. I E R
#01 | “Fabry Disease” [Mesh] 3,000

Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
#02 | Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide 3,513
Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]

#03 | “Enzyme Replacement Therapy” [Mesh] 1,299
#04 | Enzyme Replacement Therap* [TIAB] 3,576
#05 | "Quality of Life” [Mesh] 149,787
#06 | "Life Tables” [Mesh] 15411
#07 | "Health Status Indicators” [Mesh] 236,475

“Quality of Life" [TIAB] OR QOL[TIAB] OR Life Table* [TIAB] OR Health Status

#08 .
Indicator* [TIAB]

214,686

400 SF-35[TIAB] OR ((Medical Outcome Survey* [TIAB] OR MOS [TIAB]) AND $77
(Short Form* [TTIAB] OR SF-36[TIAB] OR SF36 [TIAB]))

EQ-5D*[TIAB] OR (EuroQol* [TIAB] AND (five dimension* [TIAB] OR 5
#10 : ; 6,050
dimension* [TIAB] OR 5D [TIAB]))

#11 | (#1 OR#2) AND (#3 OR #4) AND (#5 OR #6 OR #7 OR #8 OR #9 OR #10) 142

#12 | #11 AND (JAPANESE[LA] OR ENGLISH[LA]) 120

[13



14

BEICHTB2YZANIIZAF 3~ (CQ)

#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] OR 14
((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR consensus
[T1]) NOT Medline[SB]))

14 #12 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials 0
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

#15 | #14 NOT #13 6

#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 34
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))

#12 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
417 OR “Epidemiologic Study Characteristics as Topic’ [MH] OR ((cohort* [TIAB] 2
OR comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*

[TIAB] OR longitudinal* [TIAB] OR control group* [TTAB]) NOT medline [SB]))

#18 | (#16 OR #17) NOT (#13 OR #15) 63

(X @K

1) Schiffmann R, ef al : Enzyme replacement therapy in Fabry disease : a randomized controlled trial.

JAMA 2001 ; 285 : 2743-2749.

2) Beck M, et al - Fabry disease : overall effects of agalsidase alfa treatment. Eur J Clin Invest 2004 ;

34 © 838-844.

3) Hoffmann B, et al : Effects of enzyme replacement therapy on pain and health related quality of life

in patients with Fabry disease : data from FOS (Fabry Outcome Survey). J Med Genet 2005 ; 42 :
247-252.

4) EtoY, et al : Enzyme replacement therapy in Japanese Fabry disease patients  the results of a phase

2 bridging study. J Inherit Metab Dis 2005 ; 28 : 575-583.

5) Ramaswami U, et al : Enzyme replacement therapy with agalsidase alfa in children with Fabry dis-

ease. Acta Paediatr 2007 ; 96 : 122-127.

6) Lidove O, et al : Clinical results of enzyme replacement therapy in Fabry disease : a comprehensive

review of literature. Int J Clin Pract 2007 ; 51 : 293-302.

7) Hoffmann B, et al : Gastrointestinal symptoms in 342 patients with Fabry disease : prevalence and

response to enzyme replacement therapy. Clin Gastroenterol Hepatol 2007 ; 5 © 1447-1453.

8) Parini R, ef al : Enzyme replacement therapy with agalsidase alfa in a cohort of Italian patients with

Anderson-Fabry disease - testing the effects with the Mainz Severity Index. Clin Gener 2008 : 74 :
260-266.

9) Whybra C, et al : A 4-year study of the efficacy and tolerability of enzyme replacement therapy

with agalsidase alfa in 36 women with Fabry disease. Genetr Med 2009 : 11 - 441-449.

10) Mehta A, ef al : Enzyme replacement therapy with agalsidase alfa in patients with Fabry disease :

an analysis of registry data. Lancet 2009 : 374 : 1986-1996.

11) Rombach SM, et al : Cost-effectiveness of enzyme replacement therapy for Fabry disease. Orphanet

J Rare Dis 2013 ; 8 © 29.

12) Arends M, et al : Quality of life in patients with Fabry desease : a systematic review of the litera-

ture. Orphanet J Rare Dis 2015 : 10 © 77.

13) Condolino D, et al - Home infusion program with enzyme replacement therapy for Fabry disease

The experience of a large Italian collaborative group. Mol Genet Metab Rep 2017 : 12 : 85-91.

14) Tsuboi K, et al : Efficacy and safety of enzyme-replacement-therapy with agalsidase alfa in 36

treatment-naive Fabry disease patients. BMC Pharmacol Toxicol 2017 ; 18 : 43.
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ca2

77 JU—RICH T IBREREERLE, BRZASSEIH?

HER

BERBRELE 777U ROERESHEREOAREICERATHD, Z2EbaL).
BB C KT fRERRSE QOL DHEEHIF CTED.
[TETVADEE : C, HREDEE : 2]

(7% ]

FEIE, RN, EANREERE TS Y, BTS2 0IEFICEH T
MLV ) DIREE, AN, ANV AREDEFHOBRE Y BN SEL 2 L HIUL,
FRRW 0GR T 2 MO S 77 L ARTFICBE S §, FEIEHE T HIEm Y
WTAWEEDLD D, LHEMISGEEZZITRTWI LI ETLLENDH L. K
Ji 12 > \» T 1L BPI(brief pain inventory), VAS (visual analog scale), MPQ (McGill
pain questionnaire) 72 &, fEHERE QOL |22\ Cld SF-36 (MOS short form 36 - item
health survey), EQ-5D (EuroQol five dimensions questionnaire) 7 & @ FFAfi A 77 — b
BHWLNTWEY, Wwind EBN 2 ALETH 5.

ol 8 5 T A < B HE B . QOL L2t 3 2 BE R FERIE O R RICT 57 » 4
2 AL kT R (randomized controlled trial : RCT) (X 3 4T, MW¥EAMZLMETT
Pt 2 il L CREICE T nZ & EERFE TR TWwD Z &
GBI R =P THHI LR EDRD, TRABRNATARDHY, TET VA
DE% FIFAERDPED SNz T HIVY ¥ —+ 0.(0.2 mg/kg FEEFRS-, 5112 1)
PG L ZEHER T T LR LEBRRREBR T, RHEOE —Z v PRV M
EROBRRE LTH ), FEBETIIRFAMWEESZ b UBRRSEELE:. —
F, THANYE—¥ B mgke RS, FH110E)E2HKEGLAZZEEHRT 7 R
WHERRE T, EEBEE 7T RECEBOUBEICEEEZRO L7z
I/, 7ILRBETL QOL DA EALENHD 5N, 02 mgkg DEETT
BNV T =X oaHbWETHIVY T —¥B % Hw7IEE Wb iR 55k T i,
ML S HELRUEIRD SN o7,

Fabry Outcome Survey (FOS) %> Fabry Registry CO KRB I — M 23R & L7z
77 7)) =KL YA M) —TOBIEMIETH, MEREEMEEF R QOL O E
WERTH VY=ot THLY =¥ R TENENHFE SN TS, —
Ji, BEREROUHE I 2o b AR aR— ML H2Y. 72, 77
7 —F/NEERE 3BT RE LT ALY —F 0(0.2 mg/kg FEEFS) % %5
L7-BEM9E T, #96, QOL, TR oyEIEMH clo o, 77 7Y —
JRIPERE 36 HI 2R & LT H Iy ¥ —¥ a(0.2 mgkg HHES) 245 L 728
B TH, HEICERIYEE L EWME SN TWD"Y, BEMOREIC L DK
BT 2L VI WMEDNL VD, HENLREDH L0 HIRTH 5.

TEEMAETIC L 2EELRAMERII R, ZEM0B e dBoonihro
21
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16 ||

ERMREEEORBIN 2 REL TH 5 ERNERMRETIE, 7TV F—EB
OG- TIREE, 2UdE, WEGERBIBIMEIC BV TREFENICA B R UEET RO &
N —F, THVY Y =¥ o TR, GE, IRERIBE T B W E) D
SN7zEMEENTWVS?,

WM B2 7 7 7)) —EOLE 28— ¥ =F oY cid, BERTL
BHEORMGIE L O mAIS gAY, BRAMBEEE, AT oREL D,
REEEEER A HAIUTERE, FIEREEECE2ICHH ST agEeT
bRMGEMRETT5 L LT\ 5b, B 7% MG A2 59 5 BREEIL 2\ wDs, 14
FOER IMAHEIRCTH ) BE I o TR DAY ERTH L 2 & n, EE
e BlGEIS IR E & 72 D BERMI TR SRR MR S OMEIT 2 B < 2 L IXEEN
ERAD S bR SN DD, MR b &0 TRIER O A% 5
T HUEDDD.

[(BEHER)
] (15), Au(0), FEEIE(0).

(% & 3]

XHkRE X327 5 »F 4 7 F 1) — (The Cochrane Library), PubMed T, Fabry
disease, enzyme replacement therapy, pain, quality of life & ¥ — "7 — N& L THW,
RRWIMIL 2017 4E8 AT TE L7

XHkIE2 2 727475 =X 164§, PubMed & V) 125 i D LAHWRE &
n, WEEFICE D —KRAZ ) == 7 T3 MOmIsHt s/ 512,
CRAZ ) == 7 E LT BROmXETET Y AL LTEIRL.

PubMed MHRZRTC (2017 4 8 H 3 HiRER, BFIIME S 7230k
No. R R
#01 | “Fabry Disease” [Mesh] 3,000

Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
#02 | Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TTAB] OR Ceramide 3,513
Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]

#03 | “Enzyme Replacement Therapy” [Mesh] 1,299
#04 | Enzyme Replacement Therap* [TIAB] 3,576
#05 | “Pain”[Mesh] OR “Pain Management” [Mesh] 355,957
#06 | Pain* [TIAB] 572,889
#07 | "Quality of Life” [Mesh] 149,787
#08 | “Quality of Life” [TIAB] 204,346
#09 | (#1 OR #2) AND (#3 OR #4) AND (#5 OR #6 OR #7 OR #8) 235
#10 | #9 AND (JAPANESE[LA] OR ENGLISH[LA]) 194




BEICHT 37U ANMIIZF 3~ (CQ)

#10 AND (“Cochrane Database Syst Rev”[TA] OR “Meta-Analysis” [PT] OR
systematic [SB] OR “Guideline” [PT] OR “Guidelines as Topic"[MH] OR
#11 | “Consensus’ [MH] OR “Consensus Development Conferences as Topic” [MH] OR 20
((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR consensus
[T1]) NOT Medline[SB]))

1o #10 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials 6
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

#13 | #12 NOT #11 12

#10 AND (“Clinical Study” [PT] OR “Clinical Studies as Topic’ [MH] OR ((clinical
#14 | trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case 48
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))

#10 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
415 OR “Epidemiologic Study Characteristics as Topic’ [MH] OR ((cohort* [TIAB] 108
OR comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*

[TIAB] OR longitudinal* [TIAB] OR control group* [TTAB]) NOT medline [SB]))
#16 | (#14 OR #15) NOT (#11 OR #13) 93

32 #

1) Schiffmann R, ef al : Enzyme replacement therapy in Fabry disease : a randomized controlled trial.
JAMA 2001 : 285 : 2743-2749.
2) Eng CM, et al : Safety and efficacy of recombinant human alpha-galactosidase A replacement ther-
apy in Fabry disease. N Engl J Med 2001 ; 345 - 9-16.
3) Vedder AC, et al : Treatment of Fabry disease : outcome of a comparative trial with agalsidase alfa
or beta at a dose 0.2mg/kg. PLoS One 2007 © 2 : e598.
4) Mehta A, et al © Enzyme replacement therapy with agalsidase alfa in patients with Fabry disease :
an analysis of registry data. Lancet 2009 ; 374 - 1986-1996.
5) Hoffmann B, ef al : Nature and prevalence of pain in Fabry disease and its response to enzyme re-
placement therapy - a retrospective analysis from the Fabry Outcome Survey. Clin J Pain 2007 ;
23 © 535-542.
6) Beck M, et al : Fabry disease : overall effects of agalsidase alfa treatment. Eur J Clin Invest 2004 ;
34 © 838-844.
7) Watt T, et al : Agalsidase beta treatment is associated with improved quality of life in patients with
Fabry disease - findings from the Fabry Registry. Genet Med 2010 ; 12 © 703-712.
8) Anderson LJ, et al : Long-term effectiveness of enzyme replacement therapy in Fabry disease : re-
sults from the NCS-LSD cohort study. J Inherit Metab Dis 2014 ; 37 © 969-978.
9) Ramaswami U, et al : Enzyme replacement therapy with agalsidase alfa in children with Fabry dis-
ease. Acta Paediatr 2007 ; 96 - 122-127.
10) Whybra C, et al : A 4-year study of the efficacy and tolerability of enzyme replacement therapy
with agalsidase alfa in 36 women with Fabry disease. Genet Med 2009 : 11 : 441-449.
11) Hilz MJ, et al - Enzyme replacement therapy improves function of C-, A8 and AB-nerve fibers in
Fabry neuropathy. Neurology 2004 ; 62 : 1066-1072.
12) Shiffmann R, et al : Enzyme replacement therapy improves peripheral nerve and sweat function in
Fabry disease. Muscle & Nerve 2003 : 28 - 703-710.
13) Biegstraaten M, et al : Recommendations for initiation and cessation of enzyme replacement thera-
py in patients with Fabry disease - the European Fabry Working Group consensus document. Or-
phanet J Rare Dis 2015 : 10 - 36.
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CQ 3-1 | 77 TU—RICH S BRMIEAS, RANSEEREI LB ?
iz
ACQICHUCIET VR ELDNEITHEL, WAMSEICHT DMRDIFA+7ZEFEFL
TRRRTROARITS C & B THIL.
[TEFVZAMEE : D, #HEDES © F U]

(B& 3R]

7 7 7)) — I ORI E (S B BER A TR O R R I $ A Sk & <
HA TR T  BERM TR RS & ) Ml A A b U < IEAT 2 P T
STHEGIOREBRII . D720, PAMER IS 5RO A2 HfE L CTREHR
MiFE e T) S LIdHERTE 2w, LA L, 77 7Y —WEEOMIEEIR TR
L OORNUEREHETH Y, HAMEEDOHATIIET 52 LIIMTH L. A
FIE, TWERmEFZ ELOET 277 7 ) —HOMOIERITH § 2iHH#E LT
TR AT L, BIRAIRIR & L CHmIME OS2 IR 2 2 & &80
ETHLDTIE R,

[BEER]
W (14), AE(0), FTEIE(1). BEBIE BB I N EIZOWTIIBIEZfrv,
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LM IE a2 9 5 1475 —(The Cochrane Library), PubMed T, Fabry
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7= FELTH, BRI 201747 HETE L7
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PubMed MERMRFRT (2017 4 7 A 11 O, BFIIHRE S 230D
No. BRI TRERI
#01 | "Fabry Disease’ [Mesh] 2,991

Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
#02 | Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide 3,494
Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TTAB]

#03 | “Enzyme Replacement Therapy” [Mesh] 1,286
#04 | Enzyme Replacement Therap* [TIAB] 3,546
#05 | "Angiokeratoma” [Mesh] 665
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#06 | Angiokeratoma* [TIAB] 912
#07 | “Hypohidrosis” [Mesh] 824
#08 | Hypohidrosis* [TTAB] OR Anhidrosis* [TIAB] 1,110
#09 | “Sweating” [Mesh] 6,324
#10 | Sweating* [TIAB] 7,795
#11 | (#1 OR #2) AND (#3 OR #4) AND (#5 OR #6 OR #7 OR #8 OR #9 OR #10) 110
#12 | #11 AND (JAPANESE[LA] OR ENGLISH[LA]) 92
#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] OR 6
((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 ;
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))
#15 | #14 NOT #13 7
#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 20
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))
#12 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
17 OR “Epidemiologic Study Characteristics as Topic” [MH] OR ((cohort* [TIAB] s
OR comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TTAB]) NOT medline [SB]))
#18 | (#16 OR #17) NOT (#13 OR #15) 45
(32 #
%L
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W7 AV F = 0(0.2 mg/kg FEHEPE S, 0.1 mg/kg A5, 0.2 mg/ke P
5.0 3 BT 71 36.7 MG L 724G R, QSART 12 X % 5T illE T,
ST OBENMMEI 2572 © 1172 (0.2 mg/kg BT 512, 0.1 mg/kg 5, 0.2
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PubMed MEMEZRTE (2017 4E 7 H 11 B, BFIIHE SN2 30D

No. IRERT IRERHE
#01 | “Fabry Disease” [Mesh] 2,991
Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
#02 | Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide 3,494
Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]
#03 | “Enzyme Replacement Therapy” [Mesh] 1,286
#04 | Enzyme Replacement Therap* [TIAB] 3,546
#05 | “Angiokeratoma” [Mesh] 665
#06 | Angiokeratoma* [TIAB] 912
#07 | "Hypohidrosis” [Mesh] 824
#08 | Hypohidrosis* [TIAB] OR Anhidrosis* [TIAB] 1,110
#09 | “Sweating” [Mesh] 6,324
#10 | Sweating* [TIAB] 7,795
#11 | (#1 OR #2) AND (#3 OR #4) AND (#5 OR #6 OR #7 OR #8 OR #9 OR #10) 110
#12 | #11 AND (JAPANESE[LA] OR ENGLISH[LA]) 92
#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] OR 6
((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR consensus
[TT]) NOT Medline[SB]))
414 #12 AND (“Randomized Controlled Trial”’ [PT] OR “Randomized Controlled Trials ;
as Topic” [MH] OR (random* [TTAB] NOT medline [SB]))
#15 | #14 NOT #13 7
#12 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR
#16 | ((clinical trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case 20
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))
#12 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
417 OR "“Epidemiologic Study Characteristics as Topic’ [MH] OR ((cohort* [TIAB] s1
OR 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) 45

1) Shiffmann R, ef al : Enzyme replacement therapy improves peripheral nerve and sweat function in
Fabry disease. Muscle & Nerve 2003 ; 28 - 703-710.
2) Hughes DA, et al - A randomized double-blind, placebo-controlled, crossover study to assess the ef-

ficacy and safety of three dosing schedules of agalsidase alfa enzyme replacement therapy for Fabry
disease. Mol Genet Metab 2013 ; 109 : 269-275.
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abdominal pain, diarrhea % ¥ —7 — F& L CHWw, MZBEMMIZ 201747 HF T

L7
XHiEa 27994 751) =50 9#F, PubMed & V) 324D
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PubMed MEMEZER (2017 £ 7 H 12 B, BFIIHE S 72300

No. IRERT IRERHE

#01 | “Fabry Disease” [Mesh] 2,991
Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma

#02 | Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide 3,494
Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]

#03 | “Enzyme Replacement Therapy” [Mesh] 1,286

#04 | Enzyme Replacement Therap* [TIAB] 3,546

#05 | “Signs and Symptoms, Digestive” [Mesh] 138,724
Gastrointestinal Sign* [TIAB] OR Gastrointestinal Symptom* [TIAB] OR Digestive
Sign* [TIAB] OR Digestive Symptom* [TIAB] OR Abdominal Pain* [TTAB] OR
Acute Abdomen* [TIAB] OR Aerophagy* [TIAB] OR Anorexia* [TIAB] OR

406 Constipation* [TIAB] OR Diarrhea* [TIAB] OR Dyspepsia* [TIAB] OR Encopresis* 244,801
[TIAB] OR Eructation* [TIAB] OR Flatulence* [TIAB] OR Gagging* [TIAB] OR ’
Halitosis* [TTAB] OR Heartburn* [TTAB] OR Hiccup* [TIAB] OR Hyperphagia*

[TIAB] OR Bulimia* [TIAB] OR Nausea* [TIAB] OR Pica* [TIAB] OR Vomiting*
[TIAB] OR Hematemesis* [TIAB] OR Morning Sickness* [TIAB]

#07 | “Intestines” [Mesh] AND “Ischemia” [Mesh] 5,584

#08 | Intestinal Ischemia* [TIAB] 2,531

#09 | “Digestive System Diseases” [Mesh] 1,539,490

#10 | Digestive System Disease* [TIAB] OR Gastrointestinal Disease* [TIAB] 9,387

#11 | “Digestive System” [Mesh] 1,123,841

#12 | Digestive System* [TIAB] OR Gastrointestinal System* [TIAB] 12,254

413 (#1 OR #2) AND (#3 OR #4) AND (#5 OR #6 OR #7 OR #8 OR #9 OR #10 OR 67
#11 OR #12)

#14 | #13 AND (JAPANESE[LA] OR ENGLISH[LA]) 59
#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] OR 4
((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR consensus
[T1]) NOT Medline[SB]))

416 | F14AND ("Randomized Controlled Trial" [PT] OR “Randomized Controlled Trials .
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

#17 | #16 NOT #15 1

[ 23



BEICHTB2YZANIIZAF 3~ (CQ)

24|

#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 12
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))
#14 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
#19 OR “Epidemiologic Study Characteristics as Topic” [MH] OR ((cohort* [TIAB] 29
OR comparative stud*[TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB]))
#20 | (#18 OR #19) NOT (#15 OR #17) 27
(32 &k
1) Hoffmann B, et al : Gastrointestinal symptoms in 342 patients with Fabry Disease : prevalence and
response to enzyme replacement. Clin gastroenterol Hepatol 2007 © 5 : 1447-1453.
2) Wraith JE, et al : Safety and efficacy of enzyme replacement therapy with agalsidase beta : an inter-
national, open-label study in pediatric patients with Fabry Disease. J Pediatr 2008 : 152 * 563-570.
3) Weidermann F, et al : Patients with Fabry disease after enzyme replacement therapy dose reduction
versus treatment switch. J Am Soc Nephrol 2014 ; 25 * 837-849.
4) Lenderes M, et al : Serum-Mediated Inhibition of Enzyme Repalacement Therapy in Fabry Disease.

J Am Soc Nephrol 2016 : 27 * 256-264.
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u(15), ANro), Z5IE(0).

& % R

YHkRZ X3 2 7 »F 4 7 F 1) — (The Cochrane Library), PubMed T, Fabry
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mia ¥ —7— F& LT, BEPRIE 201747 HETE L.
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PubMed MEMEFER (2017 4£ 7 H 12 B, BFIIWME S 7230

EENEE

#01 | “Fabry Disease” [Mesh] 2,991

25



BEICHTB2YZANIIZAF 3~ (CQ)

26

#02

Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide
Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]

3,494

#03

“Enzyme Replacement Therapy” [Mesh]

1,286

#04

Enzyme Replacement Therap* [TIAB]

3,546

#05

“Cardiomegaly” [Mesh]

49,622

#06

Cardiomegaly [TIAB] OR Heart Enlargement* [TIAB] OR Enlarged Heart* [TIAB]
OR Cardiac Hypertroph* [TIAB] OR Heart Hypertroph* [TIAB] OR Ventricular
Hypertroph* [TIAB]

32,451

#07

* Arrhythmias, Cardiac” [Mesh]

185,741

#08

Arrhythmia* [TIAB] OR Adams-Stokes Syndrome* [TIAB] OR Andersen
Syndrome* [TIAB] OR Atrial Fibrillation* [TITAB] OR Atrial Flutter* [TIAB]
OR Atrial Premature Complex* [TIAB] OR Atrioventricular Block* [TIAB] OR
Bradycardia* [TIAB] OR Brugada Syndrome* [TIAB] OR Bundle-Branch Block*
[TIAB] OR Cardiac Sinus Arrest* [TIAB] OR Commotio Cordis* [TIAB] OR
Heart Block* [TIAB] OR Jervell-Lange Nielsen Syndrome* [TIAB] OR Long QT
Syndrome* [TIAB] OR Lown-Ganong-Levine Syndrome* [TIAB] OR Mahaim-
Type Pre-Excitation* [TIAB] OR Parasystole* [TIAB] OR Pre-Excitation Syndrome*
[TIAB] OR Premature Cardiac Complex* [TTAB] OR Romano-Ward Syndrome*
[TIAB] OR Sick Sinus Syndrome* [TIAB] OR Sinoatrial Block* [TIAB] OR
Tachycardia* [TIAB] OR Ventricular Fibrillation* [TIAB] OR Ventricular Flutter*
[TIAB] OR Ventricular Premature Complex* [TTAB] OR Wolff-Parkinson-White
Syndrome* [TIAB]

202,404

#09

“Heart Function Tests” [Mesh]

497,488

#10

Cardiac Function* [TTAB] OR Heart Function* [TIAB]

33,128

#11

“Heart” [Mesh]

458,216

#12

Heart* [TIAB]

764,408

#13

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

299

#14

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

262

#15

#14 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
[T1]) NOT Medline [SB]))

18

#16

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

#17

#16 NOT #15

14

#18

#14 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]))

49

#19

#14 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
OR “Epidemiologic Study Characteristics as Topic’ [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]))

152
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‘ #20 ‘(#ISOR#19) NOT (#15 OR #17) ‘ 130‘

(3 WA

1) Schiffmann R, ef al : Enzyme replacement therapy in Fabry disease : randomized control traial.
JAMA 2001 : 285 : 2743-2749.

2) Eng CM, et al : A phase 1/2 clinical trial of enzyme replacement in Fabry disease : pharmacokinet-
ic, substrate clearnce and safety studies. Am J Hum Genet 2001 : 68 - 711-722.

3) Baehner F, ef al © Enzyme replacement therapy in heterozygous females with Fabry disease : result
of a phase IIIB study. J Inherit Metab Dis 2003 ; 26 - 617-627.

4) Weidemann F, et al : Improvement of cardiac function during enzyme replacement thrrapy in pa-
tients with Fabry disease - a prospective strain rate imaging study. Circulation 2003 . 108 : 1299-
1301.

5) Beck M, et al : Fabry disease - overall effects of agalsidase alfa treatment. Eur J Clin Invest 2004 ;
34 : 838-844.

6) Pisani A, et al © Enzyme replacement therapy in Fabry disease patientes undergoing dialysis : ef-
fects on quality of life and organ involvement. Am J Kidney Dis 2005 : 46 - 120-127.

7) Bierer G : improvement in serial cardiopulmonary exercise testing following enzyme replacement
therapy in Fabry disease. J Inherit Metab Dis 2006 : 29 : 572-579.

8) Hughes DA, et al : Effects of enzyme replacement therapy on the cardiomyopathy of Anderson-Fab-
ry disease - a randomised double-blind, pracebo-controlled clinical trial of agalsidase alfa. Heart
2008 ; 94 : 153-158.

9) Lobo T, et al : Cardiovascular testing in Fabry disease : exercize capacity reduction, chronotropic
incompetence and improved anaerobic threshold after enzyme replacement. Intern Med J 2008 ;
38 1 407-414.

10) Thurberg BL, ef al : Cardiac microvascular pathology in Fabry disease : evaluation of endomyocar-
dial biopsies before and after enzyme replacement therapy. Circulation 2009 : 119 : 2561-2567.

11) Mehta A, et al © Enzyme replacement therapy with agalsidase alfa in patients with Fabry’s disease
an analysis of registry data. Lancet 2009 ; 374 - 1986-1996.

12) Collin C, et al : Long-term changes in arterial structure and function and left ventricular geometry
after enzyme replacement therapy in patients affected with Fabry disease. Eur J Prev Cardiol 2012
19 © 43-54.

13) Rombach SM, er al : Long term enzyme replacement therapy for Fabry disease : effectiveness on
kidney, heart and brain. Orphanet J Rare Dis 2013 ; 8 - 47.

14) Weidemann F, ef al - Long-term outcome of enzyme-replacement therapy in advanced Fabry dis-
ease - evidence for disease progression towards serious complications. J Intern Med 2013 ; 274 :
331-341.

15) Anderson LJ, ef al : Long-term effectiveness of enzyme replacement therapy in Fabry disease : re-
sults from the NCS-LSD cohort study. J Inherit Metab Dis 2014 ; 37 : 969-978.

16) Beck M, et al - Long-term effectiveness of agalsidase alfa enzyme replacement in Fabry disease © A
Fabry Outcome Survey analysis. Mol Genet Metab Rep 2015 ; 3 © 21-27.

17) Kampmann C, et al : Effectiveness of agalsidase alfa enzyme replacement in Fabry disease : cardi-
ac outcomes after 10 years’ treatment. Orphanet J Rare Dis 2015 ; 10 : 125.

18) Talbot AS, et al = Cardiovascular outcomes in Fabry disease are linked to severity of chronic kidney
disease. Heart 2015 ; 101 - 287-293.

19) Madsen CV, et al : Echocardiographic and clinical findings in patients with Fabry disease during
long-term enzyme replacement therapy - a nationwide Danish cohort study. Scand Cardiovasc J
2017 ; 51 : 207-216.

20) Pichette M, et al : Tmpaired left atrial function in Fabry disease : A longitudinal speckle-tracking
echocardiography study. J Am Soc Echocardiogr 2017 ; 30 - 170-179.

21) Weidemann F, ef al : Long-term effects of enzyme replacement therapy on Fabry cardiomyopathy :
evidence for a better outcome with early treatment. Circulation 2009 : 119 : 524-529.
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MTHD.

[TEFVAMEE : C, HHEDHS : 2]

(& )

K CQITH L TEINE N7z T » & 2 fLIE R 7SR (randomized controlled trial :
RCT) (3 2 4", BREWFZEI13 17 4 (R X BEZE 10 4", 125 1 X WFe 7 4"
THo72. RCTIZBI ALY FEA Y MELT, BrobDGh3 e, et
BEZY FEA Y NS TV,

B RBAR T DR 2 B [HE SRR ER A UE # & (eGFR) S5 ~ 60 UL 11X, JR% > /%
7 DA EI(1 g/ HE) S, BEMTFEDERNTHL2MENL . R—2F
4 v OEmDPE L GOEULE), Ry 37 953% < (g HUE), BAEBOmIL%
RO EGH A (50% L) 13 L, BEERMTTEEICS DS FEEERIKT A5 E
FTAZEDMEENTEY, BEEORY L S BEMFIHRELZ G52 &
NEDEMNTH ZEREIREINT VNS,

[(EEER]
T (15), AA(0), FEEIE(0).

(% & =]

LT a2 F 51477 —(The Cochrane Library), PubMed T, Fabry
disease, enzyme replacement therapy, podocyte, proteinuria, glomerular filtration rate %
F—TU—FE LT, MRHIFIZ201747 AL L.

WHE2 2 T2 477 =& 16, PubMed & 1) 99 M DFG AR S 1,
PWEHETIC L 2 —KA ) == F T3 MOmIHlHL Sz E612, 2K
AN ==y 7 LTI9MOMmLE LT AL LTERL .

PubMed MHERMESRT (2017 4 7 A 13 O, @FIIME S vz 30k
No. IR TRERIH
#01 | "Fabry Disease” [Mesh] 3,000

Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
#02 | Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide 3,513
Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TTAB]

#03 | “Enzyme Replacement Therapy” [Mesh] 1,299
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#04 | Enzyme Replacement Therap* [TIAB] 3,576
#05 | “Podocytes” [Mesh] 2,907
#06 | “Proteinuria” [Mesh] 35,850
#07 | “Glomerular Filtration Rate” [Mesh] 37,664
#08 | Podocyte* [TIAB] OR Proteinuria* [TTAB] OR Glomerular Filtration Rate* [TIAB] 70,887
#09 | (#1 OR #2) AND (#3 OR #4) AND (#5 OR #6 OR #7 OR #8) 176
#10 | #9 AND (JAPANESE[LA] OR ENGLISH[LA]) 159

#10 AND (“Cochrane Database Syst Rev”[TA] OR “Meta-Analysis” [PT] OR
systematic[SB] OR “Guideline” [PT] OR “Guidelines as Topic" [MH] OR
#11 | “Consensus’ [MH] OR “Consensus Development Conferences as Topic”[MH] OR 10
((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR consensus
[T1]) NOT Medline [SB]))

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

#12 o . 9
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

#13 | #12 NOT #11 8
#10 AND (“Clinical Study” [PT] OR “Clinical Studies as Topic’ [MH] OR ((clinical

#14 | trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case 37

comparison* [TTAB] OR observational stud* [TTAB]) NOT medline [SB]))

#10 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
415 OR “Epidemiologic Study Characteristics as Topic” [MH] OR ((cohort* [TIAB] 0
OR comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*

[TIAB] OR longitudinal* [TIAB] OR control group* [TTAB]) NOT medline [SB]))
#16 | (#14 OR #15) NOT (#11 OR #13) 81

32 #

1) Eng CM, et al : Safety and efficacy of recombinant human ¢.-galactosidase A replacement therapy
in Fabry's disease. N Eng J Med 2001 : 345 : 9-16.

2) Banikazemi M, et al : Agalsidase-beta therapy for advanced Fabry disease : a randomized trial. Ann
Intern Med 2007 : 146(2) : 77-86.

3) Thurberg BL, et al : Globotriaosylceramide accumulation in the Fabry kidney is cleared from multi-
ple cell types after enzyme replacement therapy. Kidney Int 2002 ; 62 - 1933-1946.

4) Wilcox WR, et al * Long-term safety and efficacy of enzyme replacement therapyfor fabry disease.
Am J Hum Genet 2004 ; 75 © 65-74.

5) Schiffmann R, ef al : Long-term therapy with agalsidase alfa for Fabry disease : safety and effects
on renal function in a home infusion setting. Nephrol Dial Transplant 2006 ; 21 © 345-354.

6) Schwarting A, et al : Enzyme replacement therapy and renal function in 201 patients with Fabry
disease. Clin Nephrol 2006 ; 66 - 77-84.

7) Germain DP, ef al : Sustained, long-term renal stabilization after 54 months of agalsidase beta ther-
apy in patients with Fabry disease. J Am Soc Nephrol 2007 : 18 © 1547-1557.

8) Schiffmann R, et al : Weekly enzyme replacement therapy may slow decline of renal function in
patients with Fabry disease who are on long-term biweekly dosing. J Am Soc Nephrol 2007 : 18 :
1576-1583.

9) Mehta A, et al : Enzyme replacement therapy with agalsidase alfa in patients with Fabry’s disease
an analysis of registry data. Lancet 2009 ; 374 - 1986-1996.

10) Germain DP, et al : Ten-year outcome of enzyme replacement therapy with agalsidase beta in pa-
tients with Fabry disease. J Med Genet 2015 : 52 © 353-358.

11) Goker-Alpan O, et al : An open-label clinical trial of agalsidase alfa enzyme replacement therapy in
children with Fabry disease who are naive to enzyme replacement therapy. Drug Des Devel Ther
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12)

13)
14)
15)
16)
17)
18)

19)

2016 ;10 - 1771-1781.

Nowak A, et al - Disease progression modeling to evaluate the effects of enzyme replacement thera-
py on kidney function in adult patients with the classic phenotype of Fabry disease. Kidney Blood
Press Res 2017 © 42 © 1-15.

Feriozzi S, et al - Agalsidase alfa slows the decline in renal function in patients with Fabry disease.
Am J Nephrol 2009 ; 29 : 353-361.

Anderson L, et al - Long-term effectiveness of enzyme replacement therapy in Fabry disease - re-
sults from the NCS-LSD cohort study. J Inherit Metab Dis 2014 : 37 - 969-978.

Beck M, et al - Long-term effectiveness of agalsidase alfa enzyme replacement in Fabry disease : A
Fabry Outcome Survey analysis. Mol Genet Metab Rep 2015 ; 3 © 21-27.

Lenders M, et al - Patients with Fabry Disease after Enzyme Replacement Therapy Dose Reduction
and Switch-2-Year Follow-Up. J Am Soc Nephrol 2016 : 27 : 952-962.

Najafian B, ez al - One Year of Enzyme Replacement Therapy Reduces Globotriaosylceramide In-
clusions in Podocytes in Male Adult Patients with Fabry Disease. PloS One 2016 ; 11 : e0152812.
Arends M, et al - Retrospective study of long-term outcomes of enzyme replacement therapy in
Fabry disease - Analysis of prognostic factors. PloS One 2017 ; 12 : e0182379.

Tsuboi K, et al - Efficacy and safety of enzyme-replacement-therapy with agalsidase alfa in 36
treatment-naive Fabry disease patients. BMC Pharmacol Toxicol 2017 ; 18 : 43.
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i3 ]

77 7)) IR BT BN OB 2 B S € A A IS LT, Bk TH
FEIZER U CW A1 v, 9 2 ¥ 2 bk iEkET 5% (randomized controlled tri-
al : RCT), Wil & a2k — MRREROFGR L2 0 R & LR EIC X 2
EIIE) A AMGET L2V AT~ T 14 v 7 LEa—=""TiE, FIHGHIH RCT O
BN CTH oY EET 770 =L VAN — TORERMIIFEDO R
DWW T OMETTIE, BERFRENGHERE L IRREREIC BT, — @I R 51 E
(transient ischemic attack : TIA) & % \ M 3 IAEZE D FEAESE (probability) 12 A 721 7
o727 =7 T, Fabry Registry TO RN BH 1,044 § (4E#GrH L 40 5%, H%
641 B, 2t 403 B) & 6f R & L 7o B FoHE O a7 B Al R (2 B3 2 B
T2V TIE, BEEMTRE L AL R A 2 L0k ), R SERDME T
LEMEINTVL, Db, BRERMAREICEID 777 —IWOMMEH O
JERBE S DRSS L EEZ ONL.

% 72, Fabry Registry TO 7 7 7)) — AT 2 kf R & L -BEFRMiTTHEO R
WP RO TId, 77 70 =R 40 B (39 40 1%, B0 31 61, ik
9Bl xS LTHETL, 461 TLEMERRE b LML, 36#]1TTIA %%
HEL72Z &6, EITERICB W TIIBRMTRLE 217> THMEHRFEREY X &
B L 2w EHE IR TR S

Sal:l

[BEBR]
1 (13), AA(0), TEIF(2). ZEEIE L/ S Nz SI2 oW TIEIE 247w,
FED A — VERICL - TERR S L.

R&R
XHkRZ X327 7 9 4 7 F 1) — (The Cochrane Library), PubMed T, Fabry
disease, enzyme replacement therapy, stroke, cerebrovascular disease, leukoenceph-
alopathy, psychiatric disturbance & ¥ — 7 — F & L CTH Wy, #ZEHIHIX 2017 45 7
HET& L7
jcr‘ik 3227274771 —X0 248, PubMed X V) 404 iffi O LAWK
, WaRAEC —IRAZ ) == 7T MO XA Sz 2512
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PubMed SEMERTE (2017 4E 7 H 13 H#dk, BFIIHE SN2 L)

No.
#01

RERT
“Fabry Disease” [Mesh]

EREN e
2,991

#02

Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide
Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]

3,494

#03

“Enzyme Replacement Therapy” [Mesh]

1,286

#04

Enzyme Replacement Therap* [TIAB]

3,547

#05

“Stroke” [Mesh]

106,039

#06

Stroke* [TIAB] OR Cerebrovascular Accident* [TIAB] OR Brain Vascular Accident*
[TIAB] OR Apoplexy [TIAB] OR Brain Infarction* [TIAB] OR Brain Stem
Infarction* [TIAB] OR Cerebral Infarction* [TIAB]

214,346

#07

“Cerebrovascular Disorders” [Mesh]

317,599

#08

Cerebrovascular Disorder* [TIAB] OR Intracranial Vascular Disease* [TIAB] OR
Intracranial Vascular Disorder* [TIAB] OR Cerebrovascular Disease* [TIAB] OR
Brain Vascular Disorder* [TIAB] OR Cerebrovascular Occlusion* [TIAB] OR
Cerebrovascular Insufficienc* [TIAB]

21,824

#09

“Leukoencephalopathies” [Mesh]

27,745

#10

Leukoencephalopath* [TIAB] OR White Matter Disease* [TIAB] OR Vanishing
White Matter Leukodystroph* [TIAB] OR CACH Syndrome* [TIAB] OR
Myelinosis Centralis Diffusa* [TIAB] OR CACH VWM Syndrome* [TIAB] OR
Vascular Dementia* [TIAB] OR Diffuse Cerebral Sclerosis of Schilder* [TIAB] OR
Acute Disseminated Encephalomyelitis* [TIAB] OR Autoimmune Experimental
Encephalomyelitis* [TIAB] OR Acute Hemorrhagic Leukoencephalitis* [TIAB]
OR Hereditary Central Nervous System Demyelinating Disease* [TIAB] OR
Adrenoleukodystroph* [TTAB] OR Alexander Disease* [TTAB] OR Canavan
Disease* [TIAB] OR Globoid Cell Leukodystroph* [TIAB] OR Metachromatic
Leukodystroph* [TIAB] OR Pelizaeus-Merzbacher Disease* [TIAB]

18,120

#11

“Mental Disorders” [Mesh]

1,076,245

#12

Mental Disorder* [TIAB] OR Psychiatric Disturbance* [TIAB] OR Psychiatric
Diagnosis* [TIAB] OR Behavior Disorder* [TIAB] OR Acquired Dyslexia* [TIAB]
OR Adjustment Disorder* [TIAB] OR Agoraphobia* [TIAB] OR Alcohol-Related
Disorder* [TIAB] OR Amnesia* [TIAB] OR Amphetamine-Related Disorder*
[TIAB] OR Anorexia Nervosa* [TIAB] OR Antisocial Personality Disorder*
[TIAB] OR Anxiety Disorder* [TTAB] OR Attention Deficit and Disruptive Behavior
Disorder* [TIAB] OR Binge-Eating Disorder* [TIAB] OR Bipolar and Related
Disorder* [TIAB] OR Bipolar Disorder* [TIAB] OR Body Dysmorphic Disorder*
[TIAB] OR Borderline Personality Disorder* [TIAB] OR Bulimia Nervosa*
[TIAB] OR Capgras Syndrome* [TIAB] OR Child Behavior Disorder* [TIAB]
OR Cocaine-Related Disorder* [TIAB] OR Cognition Disorder* [TIAB] OR
Communication Disorder* [TIAB] OR Compulsive Personality Disorder* [TIAB] OR
Consciousness Disorder* [TTAB] OR Conversion Disorder* [TITAB] OR Cyclothymic
Disorder* [TIAB] OR Delirium* [TIAB] OR Delusional Parasitosis*Mental
Disorder* [TIAB] OR Psychiatric Disturbance* [TIAB] OR Psychiatric

432,178
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Diagnosis* [TIAB] OR Behavior Disorder* [TIAB] OR Acquired Dyslexia* [TIAB]
OR Adjustment Disorder* [TTAB] OR Agoraphobia* [TIAB] OR Alcohol-Related
Disorder* [TIAB] OR Amnesia* [TIAB] OR Amphetamine-Related Disorder*
[TIAB] OR Anorexia Nervosa* [TIAB] OR Antisocial Personality Disorder*
[TIAB] OR Anxiety Disorder* [TIAB] OR Attention Deficit and Disruptive
Behavior Disorder* [TIAB] OR Binge-Eating Disorder* [TITAB] OR Bipolar and
Related Disorder* [TIAB] OR Bipolar Disorder* [TIAB] OR Body Dysmorphic
Disorder* [TIAB] OR Borderline Personality Disorder* [TIAB] OR Bulimia
Nervosa* [TTAB] OR Capgras Syndrome* [TIAB] OR Child Behavior Disorder*
[TIAB] OR Cocaine-Related Disorder* [TIAB] OR Cognition Disorder* [TIAB]
OR Communication Disorder* [TIAB] OR Compulsive Personality Disorder*
[TIAB] OR Consciousness Disorder* [TIAB] OR Conversion Disorder* [TIAB] OR
Cyclothymic Disorder* [TIAB] OR Delirium* [TIAB] OR Delusional Parasitosis*
[TIAB] OR Dementia* [TIAB] OR Dependent Personality Disorder* [TIAB] OR
Depressive Disorder* [TIAB] OR Developmental Disabilit* [TIAB] OR Dissociative
Disorder* [TIAB] OR Dyspareunia* [TIAB] OR Dyssomnias* [TIAB] OR Eating
Disorder* [TIAB] OR Elimination Disorder* [TIAB] OR Encopresis* [TIAB] OR
Enuresis* [TIAB] OR Erectile Dysfunction* [TIAB] OR Exhibitionism* [TIAB]
OR Factitious Disorder* [TIAB] OR Feeding Disorder* [TIAB] OR Female Athlete
Triad Syndrome* [TIAB] OR Fetishism* [TIAB] OR Firesetting Behavior* [TIAB]
OR Gambling*[TIAB] OR Gender Dysphoria* [TIAB] OR Histrionic Personality
Disorder* [TIAB] OR Hypochondriasis* [TIAB] OR Inhalant Abuse* [TIAB]
OR Intellectual Disabilit* [TTAB] OR Intravenous Substance Abuse* [TIAB] OR
Learning Disorder* [TIAB] OR Marijuana Abuse* [TIAB] OR Masochism* [TIAB]
OR Mood Disorder* [TIAB] OR Morgellons Disease* [TIAB] OR Motor Disorder*
[TIAB] OR Motor Skills Disorder* [TIAB] OR Multiple Personality Disorder*
[TIAB] OR Mutism* [TIAB] OR Neonatal Abstinence Syndrome* [TIAB] OR
Neurasthenia* [TIAB] OR Neurocirculatory Asthenia* [TIAB] OR Neurocognitive
Disorder* [TIAB] OR Neurodevelopmental Disorder* [TIAB] OR Neurotic Disorder*
[TIAB] OR Obsessive-Compulsive Disorder* [TITAB] OR Opioid-Related Disorder*
[TIAB] OR Panic Disorder* [TIAB] OR Paranoid Disorder* [TIAB] OR Paranoid
Personality Disorder* [TIAB] OR Paraphilic Disorder* [TIAB] OR Parasomnias*
[TIAB] OR Passive-Aggressive Personality Disorder* [TIAB] OR Pedophilia*
[TIAB] OR Personality Disorder* [TTAB] OR Pervasive Child Development
Disorder* [TIAB] OR Phencyclidine Abuse* [TIAB] OR Phobic Disorder* [TIAB]
OR Pica* [TIAB] OR Premature Ejaculation* [TIAB] OR Psychological Sexual
Dysfunction* [TIAB] OR Psychotic Affective Disorder* [TIAB] OR Psychotic
Disorder* [TIAB] OR Reactive Attachment Disorder* [TIAB] OR Sadism* [TIAB]
OR Schizoid Personality Disorder* [TIAB] OR Schizophrenia Spectrum and Other
Psychotic Disorder* [TIAB] OR Schizophrenia* [TIAB] OR Schizotypal Personality
Disorder* [TTAB] OR Separation Anxiety* [TIAB] OR Sexual and Gender Disorder*
[TIAB] OR Sleep Wake Disorder* [TIAB] OR Somatoform Disorder* [TIAB] OR
Stereotypic Movement Disorder* [TIAB] OR Stressor Related Disorder* [TIAB] OR
Substance Withdrawal Syndrome* [TIAB] OR Substance-Induced Psychose* [TIAB]
OR Substance-Related Disorder* [TTAB] OR Tic Disorder* [TIAB] OR Tobacco
Use Disorder* [TIAB] OR Transvestism* [TIAB] OR Trauma Related Disorder*
[TIAB] OR Traumatic Stress Disorder* [TIAB] OR Trichotillomania* [TIAB] OR
Vaginismus* [TIAB] OR Voyeurism* [TIAB]

#13

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

767

#14

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

676

133
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#15

#14 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
[T1]) NOT Medline[SB]))

31

#16

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

35

#17

#16 NOT #15

31

#18

#14 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]))

110

#19

#14 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
OR “Epidemiologic Study Characteristics as Topic’ [MH] OR ((cohort* [TIAB]
OR comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TTAB]) NOT medline [SB]))

387

#20

(#18 OR #19) NOT (#15 OR #17)

342

(XX

1) Schaefer RM, et al : Enzyme replacement therapy for Fabry disease : a systematic review of avail-
able evidence. Drugs 2009 ; 69 : 2179-2205.
Banikazemi M, et al - Agalsidase-beta therapy for advanced Fabry disease - a randomized trial. Ann
Intern Med 2007 ; 146 : 77-86.

2)
3)
4)

5)

Anderson LJ, er al - Long-term effectiveness of enzyme replacement therapy in Fabry disease

ik

sults from the NCS-LSD cohort study. J Inherit Metab Dis 2014 ; 37 : 969-978.
Ortiz A, et al * Time to treatment benefit for adult patients with Fabry disease receiving agalsidase B3 :
data from the Fabry Registry. J Med Genet 2016 : 53 : 495-502.
Weidemann F, ef al - Long-term outcome of enzyme-replacement therapy in advanced Fabry dis-

©re-

ease - evidence for disease progression towards serious complications. J Intern Med 2013 ; 274 :
331-341.
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[#% ]

77 7 —IHICBIT AR ERE ORI RICE L Td, HEW, GE
HOWHE DML D Y, B STIEIREmITH LWz n,

75 b R BB TN R 2 AT L 2 Tt 77 7 — R 41
B (P 43.9 16, BERMHFCHGEREE 2561, 79 2R 166 25 E L CTHRETL,
50 AR OFEGI TS 2 &, BEEMFRER 8 ) TIX 77 AR (13 1) 12
L THRFIFENAEEEY b o THEREOET PRI SN2 LML Tnd (p =
0.014).

77 7)) —iEE R R R, BERMHFCHLET & IGHE R O BEE MRI FT R % Hi
L7-BIEMRIE 2 i o 7z, BERMFTHRETIHE L7 77 —IRER 8 Bl & kS
K LCHEBERTE 12 2 A %0 MRIFTR % ERRE L 720F22” T, T REH 8
Bl 2 B CRIMFEIREAEIN L 72 LT 5. $7:, BRHTEECTHEL
727 7 7)) = 50 B (B 25 B, etk 25 ) xR L L O BRI E 7 o 10—
7 v 7 MRIFT R % Hlg L 72 0F 2 CR B E 4.0 4£)Y Tk, BEEEZE O 12 61
(48%) T, LWANTOERED 761(28%) TR EIRE O % 3072 &L G L
TWwh,

77 R ERBRO L) PBEMIE L ) T A0 B IZE, BT,
BEFMTAENC LY 7 7 7)) — RO EREOHMETIIIH S N B @A H 5 L&
ZAHN5.

535

[BEER]
' (15), Au(0), ZEBIE(0).

(% & =]

LM E a2 9 5 1477 —(The Cochrane Library), PubMed T, Fabry
disease, enzyme replacement therapy, stroke, cerebrovascular disease, leukoenceph-
alopathy, psychiatric disturbance & ¥ — 7 — F & L CTH W, #ZEHIH X 2017 45 7
HFEFT& L7

LikEa2 727477 — X0 24, PubMed X V) 404 i D L AR &
N, PEEFRICED—KRAZ ) — =2 7T O XA S iz, 25612,
ZRAZ ) ==y T ELT3MOMmL e T Ty AL LTERL,
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PubMed MERMEZRTR (2017 4F 7 H 13 H#k, R38R S 72 3Cikh)

No.
#01

RERT
“Fabry Disease" [Mesh]

IRERIFE
2,991

#02

Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide
Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]

3,494

#03

“Enzyme Replacement Therapy” [Mesh]

1,286

#04

Enzyme Replacement Therap* [TIAB]

3,547

#05

“Stroke” [Mesh]

106,039

#06

Stroke* [TIAB] OR Cerebrovascular Accident® [TIAB] OR Brain Vascular Accident*
[TIAB] OR Apoplexy [TIAB] OR Brain Infarction* [TIAB] OR Brain Stem
Infarction* [TIAB] OR Cerebral Infarction* [TIAB]

214,346

#07

“Cerebrovascular Disorders” [Mesh]

317,599

#08

Cerebrovascular Disorder* [TIAB] OR Intracranial Vascular Disease* [TIAB] OR
Intracranial Vascular Disorder* [TIAB] OR Cerebrovascular Disease* [TIAB] OR
Brain Vascular Disorder* [TIAB] OR Cerebrovascular Occlusion* [TTAB] OR

Cerebrovascular Insufficienc* [TIAB]

21,824

#09

“Leukoencephalopathies” [Mesh]

27,745

#10

Leukoencephalopath* [TTAB] OR White Matter Disease* [TTAB] OR Vanishing
White Matter Leukodystroph* [TTAB] OR CACH Syndrome* [TIAB] OR
Myelinosis Centralis Diffusa* [TIAB] OR CACH VWM Syndrome* [TIAB] OR
Vascular Dementia* [TITAB] OR Diffuse Cerebral Sclerosis of Schilder* [TITAB] OR
Acute Disseminated Encephalomyelitis* [TIAB] OR Autoimmune Experimental
Encephalomyelitis* [TIAB] OR Acute Hemorrhagic Leukoencephalitis* [TIAB]
OR Hereditary Central Nervous System Demyelinating Disease* [TTAB] OR
Adrenoleukodystroph* [TTAB] OR Alexander Disease* [TTAB] OR Canavan
Disease* [TIAB] OR Globoid Cell Leukodystroph* [TIAB] OR Metachromatic
Leukodystroph* [TIAB] OR Pelizaeus-Merzbacher Disease* [TIAB]

18,120

#11

“Mental Disorders” [Mesh]

1,076,245

#12

Mental Disorder* [TIAB] OR Psychiatric Disturbance* [TIAB] OR Psychiatric
Diagnosis* [TIAB] OR Behavior Disorder* [TIAB] OR Acquired Dyslexia* [TIAB]
OR Adjustment Disorder* [TTAB] OR Agoraphobia* [TIAB] OR Alcohol-Related
Disorder* [TIAB] OR Amnesia* [TIAB] OR Amphetamine-Related Disorder*
[TIAB] OR Anorexia Nervosa* [TIAB] OR Antisocial Personality Disorder*
[TIAB] OR Anxiety Disorder* [TTAB] OR Attention Deficit and Disruptive Behavior
Disorder* [TIAB] OR Binge-Eating Disorder* [TIAB] OR Bipolar and Related
Disorder* [TIAB] OR Bipolar Disorder* [TIAB] OR Body Dysmorphic Disorder*
[TIAB] OR Borderline Personality Disorder* [TIAB] OR Bulimia Nervosa* [TIAB]
OR Capgras Syndrome* [TIAB] OR Child Behavior Disorder* [TIAB] OR Cocaine-
Related Disorder* [TIAB] OR Cognition Disorder* [TIAB] OR Communication
Disorder* [TIAB] OR Compulsive Personality Disorder* [TIAB] OR Consciousness
Disorder* [TIAB] OR Conversion Disorder* [TIAB] OR Cyclothymic Disorder*
[TIAB] OR Delirium*[TIAB] OR Delusional Parasitosis* [TTAB] OR Dementia*
[TIAB] OR Dependent Personality Disorder* [TIAB] OR Depressive Disorder*
[TIAB] OR Developmental Disabilit* [TIAB] OR DissociativeDisorder*
[TIAB] OR Dyspareunia* [TIAB] OR Dyssomnias* [TIAB] OR Eating

432,178
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Disorder* [TIAB] OR Elimination Disorder* [TIAB] OR Encopresis* [TIAB] OR
Enuresis* [TIAB] OR Erectile Dysfunction* [TIAB] OR Exhibitionism* [TIAB]
OR Factitious Disorder* [TIAB] OR Feeding Disorder* [TIAB] OR Female Athlete
Triad Syndrome* [TIAB] OR Fetishism* [TIAB] OR Firesetting Behavior* [TIAB]
OR Gambling*[TIAB] OR Gender Dysphoria* [TIAB] OR Histrionic Personality
Disorder* [TIAB] OR Hypochondriasis* [TIAB] OR Inhalant Abuse* [TIAB]
OR Intellectual Disabilit* [TIAB] OR Intravenous Substance Abuse* [TIAB] OR
Learning Disorder* [TIAB] OR Marijuana Abuse* [TIAB] OR Masochism* [TIAB]
OR Mood Disorder* [TIAB] OR Morgellons Disease* [TIAB] OR Motor Disorder*
[TIAB] OR Motor Skills Disorder* [TIAB] OR Multiple Personality Disorder*
[TIAB] OR Mutism* [TIAB] OR Neonatal Abstinence Syndrome* [TIAB] OR
Neurasthenia* [TIAB] OR Neurocirculatory Asthenia* [TIAB] OR Neurocognitive
Disorder* [TIAB] OR Neurodevelopmental Disorder* [TIAB] OR Neurotic Disorder*
[TIAB] OR Obsessive-Compulsive Disorder* [TTAB] OR Opioid-Related Disorder*
[TIAB] OR Panic Disorder* [TIAB] OR Paranoid Disorder* [TIAB] OR Paranoid
Personality Disorder* [TIAB] OR Paraphilic Disorder* [TIAB] OR Parasomnias*
[TIAB] OR Passive-Aggressive Personality Disorder* [TIAB] OR Pedophilia*
[TIAB] OR Personality Disorder* [TTAB] OR Pervasive Child Development
Disorder* [TIAB] OR Phencyclidine Abuse* [TIAB] OR Phobic Disorder* [TIAB]
OR Pica*[TIAB] OR Premature Ejaculation* [TIAB] OR Psychological Sexual
Dysfunction* [TIAB] OR Psychotic Affective Disorder* [TIAB] OR Psychotic
Disorder* [TIAB] OR Reactive Attachment Disorder* [TIAB] OR Sadism* [TIAB]
OR Schizoid Personality Disorder* [TIAB] OR Schizophrenia Spectrum and Other
Psychotic Disorder* [TIAB] OR Schizophrenia* [TIAB] OR Schizotypal Personality
Disorder* [TIAB] OR Separation Anxiety* [TIAB] OR Sexual and Gender Disorder*
[TIAB] OR Sleep Wake Disorder* [TIAB] OR Somatoform Disorder* [TIAB] OR
Stereotypic Movement Disorder* [TIAB] OR Stressor Related Disorder* [TIAB] OR
Substance Withdrawal Syndrome* [TIAB] OR Substance-Induced Psychose* [TIAB]
OR Substance-Related Disorder* [TIAB] OR Tic Disorder* [TIAB] OR Tobacco
Use Disorder* [TIAB] OR Transvestism* [TIAB] OR Trauma Related Disorder*
[TIAB] OR Traumatic Stress Disorder* [TIAB] OR Trichotillomania* [TIAB] OR
Vaginismus* [TIAB] OR Voyeurism* [TIAB]

(#1 OR #2) AND (#3 OR #4) AND (#5 OR #6 OR #7 OR #8 OR #9 OR #10 OR

#13 767
#11 OR #12)

#14 | #13 AND (JAPANESE[LA] OR ENGLISH[LA]) 676
#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] OR 31
((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR consensus
[T1]) NOT Medline [SB]))

16 #14 AND ("Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials 3
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

#17 | #16 NOT #15 31
#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 110
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))

#14 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
#10 OR “Epidemiologic Study Characteristics as Topic” [MH] OR ((cohort* [TIAB] 387

OR comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB]))

137
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‘ #20 ‘(#ISOR#19) NOT (#15 OR #17) ‘ 342‘

X #

1) Fellgiebel A, et al : Enzyme replacement therapy stabilized white matter lesion progression in Fabry
disease. Cerebrovasc dis 2014 ; 38 : 448-456.

2) Jardim L, et al © CNS involvement in Fabry disease : clinical and imaging studies before and after 12
months of enzyme replacement therapy. J Inherit Metab Dis 2004 : 27 : 229-240.

3) Rombach SM, et al : Long term enzyme replacement therapy for Fabry disease : Effectiveness on
kidney, heart and brain. Orphanet J Rare Dis 2013 © 8  47-56.
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(& & =&

YHkMEERE 37 F >~ F 4 7 7)) — (The Cochrane Library), PubMed T, Fabry
disease, enzyme replacement therapy, hearing loss, tinnitus, deafness, dizziness,
vertigo # F— 7 — F& LTHW, MEHHIZ 201748 HFETE L7,

WHRIZZ 2 274770 =50 47, PubMed X V) 23 il D LHMRE S,
WHATICL 2 —RA7 ) == 7 TOMDm Xy Sz, 512, kA
s -7 LTomDmLe YTy AL LTGERLZ.

PubMed MH&RFRTC (2017 47 8 H 3 HiRER, BFIIME S 7z 3CHk)
No. R R
#01 | “Fabry Disease” [Mesh] 3,000

Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
#02 | Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide 3,513
Trihexosidase Deficienc* [TTAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]

#03 | “Enzyme Replacement Therapy” [Mesh] 1,299
#04 | Enzyme Replacement Therap* [TIAB] 3,576
#05 | “Hearing Loss” [Mesh] 61,371
#06 | “Tinnitus’ [Mesh] 6,872
#07 | “Deafness” [Mesh] 25,725
#08 | “Dizziness” [Mesh] 4,548

[ 39
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#09 | “Vertigo” [Mesh] 9,600

Hearing Loss* [TIAB] OR Hearing Impairment* [TIAB] OR Hypoacus* [TIAB]
OR Partial Deafness* [TIAB] OR Tinnitus [TIAB] OR Deafness [TIAB] OR Deaf
#10 | Mutism* [TIAB] OR Dizziness [TIAB] OR Dizzyness [TIAB] OR Orthostasis 88,248
[TIAB] OR Lightheadedness* [TIAB] OR Light Headedness* [TIAB] OR Vertigo*
[TIAB] OR Spinning Sensation* [TIAB]

#11 | (#1 OR #2) AND (#3 OR #4) AND (#5 OR #6 OR #7 OR #8 OR #9 OR #10) 40

#12 | #11 AND (JAPANESE[LA] OR ENGLISH[LA]) 32

#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] OR 2
((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR consensus
[T1]) NOT Medline[SB]))

14 #12 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials )
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

#15 | #14 NOT #13 2

#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 8
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))

#12 AND (“Epidemiologic Research Design”[MH] OR “Study Characteristics” [PT]
a7 OR “Epidemiologic Study Characteristics as Topic”[MH] OR ((cohort* [TIAB] »
OR comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*

[TIAB] OR longitudinal* [TIAB] OR control group* [TTAB]) NOT medline [SB]))
#18 | (#16 OR #17) NOT (#13 OR #15) 19

X #K

1) Hajioff D, et al - Hearing loss in Fabry disease : the effect of agalsidase alfa replacement therapy. J
Inherit Metab Dis 2003 : 26 - 787-794.

2) Hajioff D, et al : Hearing improvement in patients with Fabry disease treated with agalsidase alfa.
Acta Paediatr Suppl 2003 © 92 : 28-30.

3) Hajioff D, er al : Agalsidase alfa and hearing in Fabry disease : data from the Fabry Outcome Sur-
vey. Eur J Clin Invest 2006 ; 36 * 663-667.

4) Palla A, eral - Vestibular and auditory deficits in Fabry disease and their response to enzyme replace-
ment therapy. J Neurol 2007 ; 254 © 1433-1442.

5) Suntjens EB, et al : Hearing loss in adult patients with Fabry disease treated with enzyme replace-
ment therapy. J Inherit Metab Dis 2015 ; 38 : 351-358.

6) Serqi B, et al : Inner ear involvement in Anderson-Fabry disease : long-term follow-up during en-
zyme replacement therapy. Acta Otorhinolaryngol Ital 2010 ; 30 @ 87-93.

40/



BEICHTEIUZANLIIZAF a2 (CQ)

ca9

77 7U—RICHT DMEREF, BRBEEESIEIH?

HER

T7 TU—mOMEEEE UT, DL EBEY, JxZbAY, HIWRUFUEE
H R EEMEREDREICEN CTHD.
[TETVADEE : C, HREDEE : 2]

[#% ]

7 7 7) — IR ORERE E SR OXEFEIC O W T, R TR L
TR D7 {7 v ¥ aAbhtiekist itk (randomized controlled trial : RCT) D ¥
Bl ol FERMEDI AT~V T4 v 7L Ea—%2T T A& LCEHI L
7Y,

AN B OEHEICET 2 MENTRD L, RBEEZON, T =
MY, R F U HEPFGFTE L. /40 vaErOFRBIDTH AL
g, AN T XY LT 5 L EEIERTE L L HiE L Tw A,
FEGIEA D { T v AL LTIEER. FRSE() FH A V) RME(EL L +)
e EOMERDNER L OWMED B DS, FHEBIAMRD TH 7%, HEL AR A
BCThb. d, FATOA FEFEIESR (NSAIDs), 7T b7 I/ 7207k
DRI RN %, BEELZBENASLLWEELSHLOTHEHZHEZL L&
Ths.

FEIRDS BT BV O A D 7 7 7)) —wWEF I L, AHERE CER T~
FO—VENLELTYH, 77 7)) —IROMRAKEEE L CEBEEMITEEIIO T
RETHDHEFINOILF 28— M E=F »Tlddg s T z?,

F7o, BWREZITTh C, MR E R (U AR RE) OF R % Y 2 &
I HEEETOACEH S LR LVvER 2 T 5, ENEZ ZEEEEICH
Hid s, AEOREXRDICTLE) LA TH L.

E&I}

[EEEBR]
W(14), AW(0), EBIEQ). ZBIE &SN IOV TIBIER T,
FHED A — VERIC L > TERB SN

(% =& R

LHE X227 7 T 4 7 7 1) — (The Cochrane Library), PubMed C, Fabry
disease, pain, medication, analgesic drug, antiepileptic drug, quality of life % & — "7 —
FELTHY, BRESMIZ2017HE8 HETL L.

LHkZa 2 794 771) =X 1/, PubMed & V) 58 i DRf LA S,
PREEFTIZL D —RAZ ) —= 2 7 TAROFmIHOHhT Sz 512, ZRA
7)==y 7 LT IMOm e 7Ty AL LTERL.

[ 41



BEICHTB2YZANIIZAF 3~ (CQ)

PubMed MEMBZFRET (2017 4 8 H 3 O, BFIIHE SN/ CH)

No. 1R IRERAEY
#01 | “Fabry Disease” [Mesh] 3,000
Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
#02 | Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TTAB] OR Ceramide 3,513
Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]
#03 | "Drug Therapy” [Mesh] 1,197,713
#04 | "Analgesics” [Mesh] OR “Analgesics” [PA] 520,857
#05 | “Anticonvulsants”[Mesh] OR “Anticonvulsants” [PA] 141,812
Anticonvulsant* [TIAB] OR Anticonvulsive Agent* [TIAB] OR Anticonvulsive
#06 | Drug*[TIAB] OR Antiepileptic* [TIAB] OR Analgesic* [TIAB] OR Analgesia* | 150,480
[TIAB]
#07 | “Pain”[Mesh] OR “Pain Management” [Mesh] 356,000
#08 | Pain* [TIAB] 573,035
#09 | “Quality of Life” [Mesh] 149,823
#10 | “Quality of Life” [TIAB] 204,413
#11 | (#1 OR #2) AND (#3 OR #4 OR #5 OR #6) AND (#7 OR #38 ) 103
#12 | #11 AND (JAPANESE[LA] OR ENGLISH[LA]) 83
#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] OR 8
((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR consensus
[T1]) NOT Medline [SB]))
14 #12 AND (“Randomized Controlled Trial” [PT] OR “Randomized Controlled Trials 0
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))
#15 | #14 NOT #13 7
#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 26
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))
#12 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
17 OR “Epidemiologic Study Characteristics as Topic” [MH] OR ((cohort* [TIAB] s
OR 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) 43

1) Schuller, et al : Pain management strategies for neuropathic pain in Fabry disease- a systematic re-
view. BMC Neurol 2016 : 16 - 25.
2) Biegstraaten M, ez al © Recommendations for initiation and cessation of enzyme replacement therapy

in patients with Fabry disease - the European Fabry Working Group consensus document. Orphanet J
Rare Dis 2015 ; 10 - 36.
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CQ 10 | 77 FV—RICHT BHEREF, BRSBSHELLSSEDIN?

HER

77 T —ROEREESHEICH T DMEREICDWVNT, BERCREIETVAEL
TERRAU DD XEFIEWVD, THEEEIC KD TERBERNE C—TEDHRDPRIATND.
[TETVADES : D, HEDES : FU]

(B2 5]

BlR T, 77 7 —WOTEREREIHE I T 2 iHEFE D B RIPEIZ DWW T
REL7TEF Y A LTRAIL ) 2805137\,

77 7)) —IROPEEREGEHHEIC L AL HERICOWTIIRFEN 2 S DldZw
YOO, HREBREBFRLEPAELTVEHA FT4 Y THEREN S KK
REIN§ B BREER D — B O R E IR L2 & § 2IEBIRE DD 5.

CAFIRVEAREENR @ HANR— A A — T — DRl 2 AR

- BOCHEAEENR ¢ AR AR BY 2R O R A A, PUNEENRESR -

DA T Y UA T Y R (ACE) ERE, Ty U Ty R

FARIEDEE (ARB), B EWTEE, FIRIEEORAT O OA IR L
- REIECER A L EEIR 2N A 2 ¥ AFHF (coronary artery bypass grafting © CABG)
RS HEEEAE XU v an g BREOSEYRE, DAY

[EBEER]
W (12), A(0), TEIF(3). FEBIE L fEH S Nz A2 oW TIIBIE 247w,
HEDA - VERIZL > TREINT.

(% =& R

XHkiEFIE 227 9 > F 4 7 F ) — (The Cochrane Library), PubMed T, Fabry
disease, palliative therapy, angiotensin converting enzyme inhibitor, angiotensin II re-
ceptor blocker, beta blocker, antiarrhythmic drug # ¥ —"7— K& L THw, &N
Mid 2017 4F 7 HETE L7

K& 2 75477 =X 3, PubMed & 1) 18 DG LAE S,
WEARI LA —RAZ ) == 7 TS ROmIFM SNz 612, ZRA
7)==V T RTINS, TETF VAL LTERSNZ RG220 72,

PubMed MEMEFER (2017 4£ 7 A 12 B, BFIIWME S 72308

RERMHEL

#01 | “Fabry Disease” [Mesh] 2,991
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#02

Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide
Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]

3,494

#03

“Palliative Care” [Mesh] OR “Palliative Medicine” [Mesh]

46,649

#04

Palliative Care* [TIAB] OR Palliative Medicine* [TIAB] OR Palliative Therap*
[TIAB] OR Palliative Treatment* [TIAB]

30,042

#05

“Angiotensin-Converting Enzyme Inhibitors” [Mesh]

30,218

#06

Angiotensin Converting Enzyme Inhibitor* [TIAB] OR Kininase II Antagonist*
[TIAB] OR Kininase II Inhibitor* [TIAB] OR Angiotensin I Converting Enzyme
Inhibitor* [TIAB] OR ACE Inhibitor* [TTAB] OR Angiotensin Converting Enzyme
Antagonist* [TIAB]

31,498

#07

“Angiotensin Receptor Antagonists”[Mesh] OR “Angiotensin Receptor Antagonists”
[PA]

21,895

#08

Angiotensin Receptor Antagonist* [TIAB] OR Angiotensin Receptor Blocker* [TIAB]
OR Angiotensin 1T Receptor Antagonist* [TTAB] OR Angiotensin IT Receptor
Blocker* [TIAB]

10,657

#09

“Adrenergic beta-Antagonists” [Mesh] OR “Adrenergic beta-Antagonists” [PA]

81,441

#10

beta Blocker* [TIAB] OR beta Antagonist* [TIAB] OR beta Adrenergic Receptor
Blockader* [TIAB] OR beta Adrenergic Blocker* [TIAB] OR beta Receptor
Blockader* [TIAB] OR beta Adrenergic Blocking Agent* [TIAB]

30,789

#11

“Anti-Arrhythmia Agents” [Mesh] OR “Anti-Arrhythmia Agents” [PA]

214,110

#12

Anti Arrhythmia Agent*[TIAB] OR Antiarrhythmic Drug* [TIAB] OR
Antiarrhythmia Agent* [TTAB] OR Antiarrhythmia Drug* [TTAB] OR Anti
Arrhythmia Drug* [TIAB] OR Anti Arrhythmic* [TIAB] OR Antifibrillatory Agent*
[TIAB] OR Cardiac Depressant* [TIAB] OR Myocardial Depressant* [TIAB]

11,472

#13

“Heart Diseases” [Mesh]

1,004,351

#14

Cardiomegaly [TIAB] OR Heart Enlargement* [TIAB] OR Enlarged Heart* [TIAB]
OR Cardiac Hypertroph* [TIAB] OR Heart Hypertroph* [TTAB] OR Ventricular
Hypertroph* [TIAB] OR Arrhythmia* [TIAB] OR Adams-Stokes Syndrome* [TIAB]
OR Andersen Syndrome* [TIAB] OR Atrial Fibrillation* [TIAB] OR Atrial Flutter*
[TIAB] OR Atrial Premature Complex* [TIAB] OR Atrioventricular Block* [TIAB]
OR Bradycardia* [TIAB] OR Brugada Syndrome* [TTAB] OR Bundle-Branch
Block* [TIAB] OR Cardiac Sinus Arrest* [TIAB] OR Commotio Cordis* [TIAB]
OR Heart Block* [TIAB] OR Jervell-Lange Nielsen Syndrome* [TIAB] OR Long
QT Syndrome* [TIAB] OR Lown-Ganong-Levine Syndrome* [TIAB] OR Mahaim-
Type Pre-Excitation* [TTAB] OR Parasystole* [TIAB] OR Pre-Excitation Syndrome*
[TIAB] OR Premature Cardiac Complex* [TIAB] OR Romano-Ward Syndrome*
[TIAB] OR Sick Sinus Syndrome* [TIAB] OR Sinoatrial Block* [TITAB] OR
Tachycardia* [TIAB] OR Ventricular Fibrillation* [TIAB] OR Ventricular Flutter*
[TIAB] OR Ventricular Premature Complex* [TIAB] OR Wolff-Parkinson-White
Syndrome* [TIAB]

231,452

#15

“Heart Function Tests” [Mesh]

497,488

#16

Cardiac Function* [TIAB] OR Heart Function* [TIAB]

33,130

#17

“Heart” [Mesh]

458,216

#18

Heart* [TIAB]

764,467




BEICHTEIUZANLIIZAF a2 (CQ)

19 (#1 OR #2) AND (#3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 51
OR #12) AND (#13 OR #14 OR #15 OR #16 OR #17 OR #18)

#20 | #19 AND (JAPANESE[LA] OR ENGLISH[LA]) 18

#20 AND (“Cochrane Database Syst Rev’[TA] OR “Meta-Analysis”[PT] OR
systematic [SB] OR “Guideline” [PT] OR “Guidelines as Topic"[MH] OR
#21 | “Consensus”[MH] OR “Consensus Development Conferences as Topic” [MH] OR 1
((meta-analysis [TI] OR guideline* [TI] OR "systematic review" [TI] OR consensus
[T1]) NOT Medline [SB]))

o #20 AND (“Randomized Controlled Trial” [PT] OR “Randomized Controlled Trials .
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

#23 | #21 OR #22 2

#20 AND (“Clinical Study” [PT] OR “Clinical Studies as Topic’ [MH] OR ((clinical
#24 | trial*[TIAB] OR clinical stud*[TIAB] OR case control* [TTAB] OR case 4
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))

#20 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
05 OR “Epidemiologic Study Characteristics as Topic’ [MH] OR ((cohort* [TIAB] .
OR comparative stud*[TIAB] OR retrospective stud* [TTAB] OR prospective stud*

[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB]))

#26 | (#24 OR #25) NOT #23 10
#27 | #20 NOT (#23 OR #26) 6
[ @l
1) HARIGERSRFS I HAROA LSS ) HARKE VRN 24 1 HARSIMES 4 HAR LT I — X5

2)

3)

4)

£/ AR DM 24 BAROIRSE T ARG NE ) 57— 3 V3845 AARBE
WeZEey | HARNEIRIGESS | HAREIR OCEZES GG - 2% - B OARSZETA KT
4 > (2017 4EELETIR) .

H ARG B4y 1 H ARG VR 24 1 HA/NBAGBR 2822 1 H AR LRI VB4 1 H ARG
B4 1 AR DA 4 | BARNEFES | HARNEIRFES A RVZEIE © JLRELOEEZ 5
VRS 2 O RMOAEDZIRICET 244 N5 4 > .

HARTEBR 2424y 1 H AM S AR 24 1 B AR N T #2241 B A CDIEINE 4VEF 24 1 H AL
L I AARODESS | HAROAEEE | HARRNEIRFZEFEIFEIE - NIk O IR i 5
HA KT A4 (2011 SELETRR).

H ARG B 24y | HASE R B 1 HAREEIIRIVEF 24 7 HARIERIVEL 4% 1 B AR I A
VE =Ry VIRIREES T HARURILE RS 1 HARGHR 2 1 H AR RIS AT
WEZERE © BRI OB B NA XA 75 7 b & Tl o #IR T 4 K5 14 >~ (2011 4R
TR0
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(A7 51

ZN CQ VR L GEIRE N2 T~ 7 2L RS 5% (randomized controlled trial -
RCT) D E7 <, BREWIZEDS 3 METIR X WFZE 2 MY, %A AW 1T
Ho t.

BT EMAT RS, RASRIESR[7 v V47 v ¥ V&% (ACE) [HE
HEZTIOFT Uy NZHEEFEISE(ARB) ] 2B LT, JRY /875505
g/eCr K2, HDHVIIN=AT A ¥ &1 50% Dl jgid L7260 ClddEE R Ekik g
W (eGFR) K T DA T — TAMER I B 2 EHHE SN TS,

77 7)) —IRIZRT S RA %Kﬁ%ﬁéﬁiﬂ@iﬁ%iﬁ%ﬁ% Hiy& L -Wige iz

WV, BIE R AL T WA 2L, RARHERIIEBREIITHA Z LI
EENPLETH L.
[EBEER]

w(15), AA(0), EBIE(0).

(% =& R

YHkMF X227 >~ F 4 7 F ) — (The Cochrane Library), PubMed T, Fabry
disease, ACE inhibitor, Angiotensin II receptor blocker, proteinuria, glomerular fil-
tration rate, podocyte & ¥ —177— F& L THW, #HEMHIZ2017FE8HETLL
7z.

SCHRY i:75y54771)—; D 13, PubMed &£ 1) 12 i D LR
WA —RAZ ) —Z T TAROEmLSTE E Nz S 51, a(kz

g == <‘: LC3MOmlr LTy AL LTERL.

PubMed SZHAMEERT (2017 42 8 H 3 B, BFIIME SN2 L)

RERIHEL

#01 | “Fabry Disease” [Mesh] 3,000

Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide

#02 3,513




BECHTBIUZANMIIZXF 3~ (CQ)

Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]

“Angiotensin-Converting Enzyme Inhibitors” [Mesh] OR “Angiotensin-Converting

#03 L, 41,395
Enzyme Inhibitors” [PA]
04 “Angiotensin Receptor Antagonists” [Mesh] OR “Angiotensin Receptor Antagonists” 21059
[pA]
Angiotensin Converting Enzyme Inhibitor* [TIAB] OR Kininase II Antagonist*
[TIAB] OR Kininase II Inhibitor* [TIAB] OR Angiotensin I Converting Enzyme
Inhibitor* [TTAB] OR ACE Inhibitor* [TTAB] OR Angiotensin Converting
Enzyme Antagonist* [TIAB] OR Angiotensin Receptor Antagonist* [TIAB] OR
#05 | Angiotensin Receptor Blocker* [TIAB] OR Angiotensin II Receptor Antagonist* 36,403
[TIAB] OR Angiotensin IT Receptor Blocker* [TIAB] OR Angiotensin 1T Type 1
Receptor Blocker* [TIAB] OR Angiotensin II Type 2 Receptor Blocker* [TIAB] OR
Angiotensin 2 Type 1 Receptor Blocker* [TIAB] OR Angiotensin 2 Type 2 Receptor
Blocker* [TIAB]
#06 | "Podocytes” [Mesh] 2,907
#07 | "Proteinuria’ [Mesh] 35,850
#08 | “Glomerular Filtration Rate” [Mesh] 37,664
#09 | Podocyte* [TIAB] OR Proteinuria* [TTAB] OR Glomerular Filtration Rate* [TIAB] 70,887
#10 | (#1 OR #2) AND (#3 OR #4 OR #5) AND (#6 OR #7 OR #8 OR #9) 20
#11 | #10 AND (JAPANESE[LA] OR ENGLISH[LA]) 17
#11 AND ("Cochrane Database Syst Rev’[TA] OR “Meta-Analysis” [PT] OR
systematic[SB] OR “Guideline”[PT] OR "Guidelines as Topic" [MH] OR
#12 | “Consensus’ [MH] OR “Consensus Development Conferences as Topic”[MH] OR 2
((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR consensus
[TI]) NOT Medline[SB]))
413 |#11AND ("Randomized Controlled Trial [PT] OR “Randomized Controlled Trials 5
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))
#14 | #13 NOT #12 1
#11 AND (“Clinical Study” [PT] OR “Clinical Studies as Topic” [MH] OR ((clinical
#15 | trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case 6
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))
#11 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
416 OR “Epidemiologic Study Characteristics as Topic” [MH] OR ((cohort* [TIAB] 1
OR comparative stud*[TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB]))
#17 | (#15 OR #16) NOT (#12 OR #14) 9

1) Warnock DG, ef al : Antiproteinuric therapy and Fabry nephropathy : factors associated with pre-

served kidney function during agalsidase-beta therapy. J Medi Genet 2015 ; 52 © 860-866.

2) Tahir H, et al - Antiproteinuric therapy and fabry nephropathy : sustained reduction of proteinuria in

patients receiving enzyme replacement therapy with agalsidase-beta. J Am Soc Nephrol 2007 . 18 -

2609-2617.

3) Feriozzi S, et al : Agalsidase alfa slows the decline in renal function in patients with Fabry disease.

Am J Nephrol 2009 ; 29 : 353-361.
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CQ 11-2 | 77 IU—MRIcHT 2 BIER, BEOHELEXSIEDIN?

HER

T77 U —RZEFREEETOIBEAR(CHITOEBIEE, tMDRRICKDIBARICHT
LERELHRUTC, BEBDOEER, BREEXIEECHD. T7 TU—REED
BEDE(CHNBEEDBHKEEE NIEPHELD, FRUENIGFTED.

[TEFVAMEE : C, HHEDHS : 2]

48

)T

A CQ It L CGEIRES N7z T v & 2 AL BiHES 7% (randomized controlled trial
RCT) D& 7 <, BREMZ21% 3 4 (R X A8 148", a1 & wkge 2 ™)
Thb.

R E 227 7 7)) —REBREICB W TR TREIC L), BIEE OB
BRI IR BB R A TH 5 2 A ST A (— 1.92 mL/min/ 4E) ",
1987 £ 5D 20 4T, 77 7)) —RIC L A2 EARLTERBME T2 197 6 L,
DRI X % AL TERBH % 21 724223 77 3,083 B, 4EHGR MR, Al
MSE TSR L 7R IREE 1,970 BIOILERIZBWT, 77 7 — BB 5 F£5
AR (74%) 13, MO JFERIC X 2 BHEE (69%) & ) BIFC, xH L ZF%ETH -
7o. SEAALFRIIET 77 ) — B RBAERE (81%) & M JE K O R REEE & X[ T,
SFREE (90%) 12 L T > T/, B0 VBB OMETIZdH 575, 1964
EH S 1998 E BN E %727 7 7)) —IHEE O 5 EEFE(100%) |27 5
M (41%) & 0 BIFCdh - 727,

[TBEER]
W (12), AU(0), BEIF (). BEBIE LB SN2 SOV THBIE 247wV,
FEDOA = VEEICL > TREIN.

(& & R

YHkiRZ X3 7 5 »F 4 7 F 1) — (The Cochrane Library), PubMed T, Fabry
disease, renal transplantation, proteinuria, glomerular filtration rate, podocyte % ¥ —
J—FeLTH, ENRIZ20174HF10 A TE L.

XEKIZT 2 7477 ) =X 114, PubMed & V) 135 ffi D L AR &
N, WEEFRICLZ—KRAZ ) == 7T oMOmChit sn. 612, =
RAZ ) == 7 ELT3MDOmLE LT Y AL LTEIRL 7.

PubMed SERMEZRT (2017 4E 10 H 9 HER, BFIIHE S 72300

RERIHL

#01 | “Fabry Disease” [Mesh] 3,032




BECHTBIUZANMIIZXF 3~ (CQ)

Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
#02 | Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide 3,552
Trihexosidase Deficienc* [TTAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]
#03 | “Renal Dialysis” [Mesh] OR “Dialysis” [Mesh] OR “Kidneys, Artificial” [Mesh] 127,392
04 dialysis*[TIAB] OR dialyses* [TIAB] OR Hemodialysis* [TIAB] OR 131,040
Hemodialyses* [TIAB] OR Hemodiafiltration* [TIAB] OR Artificial Kidney* [TIAB] ’
#05 | “Kidney Transplantation” [Mesh] 87,095
406 Kidney Transplantation* [TIAB] OR Renal Transplantation* [TIAB] OR Kidney 143,506
Grafting* [TIAB] -
#07 | (#1 OR #2) AND (#3 OR #4 OR #5 OR #6) 239
#08 | #7 AND (JAPANESE[LA] OR ENGLISH[LA]) 213
#7 AND ("Cochrane Database Syst Rev’[TA] OR “Meta-Analysis” [PT] OR
systematic[SB] OR “Guideline” [PT] OR "Guidelines as Topic" [MH] OR
#09 | “Consensus”[MH] OR “Consensus Development Conferences as Topic”[MH] OR 6
((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR consensus
[TI]) NOT Medline [SB]))
410 #7 AND (“Randomized Controlled Trial” [PT] OR “Randomized Controlled Trials as 3
Topic” [MH] OR (random* [TIAB] NOT medline [SB]))
#11 | #10 NOT #9 3
#7 AND (“Clinical Study” [PT] OR “Clinical Studies as Topic”[MH] OR ((clinical
#12 | trial* [TIAB] OR clinical stud* [TIAB] OR case control* [TIAB] OR case 18
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))
#7 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]
413 OR “Epidemiologic Study Characteristics as Topic” [MH] OR ((cohort* [TIAB] 129
OR comparative stud* [TIAB] OR retrospective stud* [TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB] OR control group* [TIAB]) NOT medline [SB]))
#14 | (#12 OR #13) NOT (#9 OR #11) 126

1) Mignani R, et al : Agalsidase therapy in patients with Fabry disease on renal replacement therapy * a
nationwide study in Italy. Nephrol Dial Transplant 2008 ; 23 - 1628-1635.

2) Shah T, et al : Kidney transplant outcomes in patients with Fabry disease. Transplantation 2009 :

87 : 280-285.
3) Inderbitzin D, et al : Kidney transplantation improves survival and is indicated in Fabry's disease.
Transplant Proc 2005 ; 37 - 4211-4214.
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CQ 12 | 77 7VU—RICHT ZEEL, BEERNSHEENEEI LD ?
e

77 JU—ROBERNGHEICH T DWEREICDVTCIE, TETFT VR ELED N
F7EL, ZIRIFARBETHD.

[TEST>VZAD&EE : D, #EEEOAS @ KU]

(B& 3R]
BREAT, 77 7)) — OB HB G OHEICR § 23 HEREOARIEIZDOWT
BRRE L 723 13 7 v,

77 7 —IHOHEBRBIEPHEIC L D E L BERIZOWTIE, TRUIDRT—#K
AR DSKHERIZAT DI T 5.
CHIED - o Fwv o By 3 VA IERUGGERE, Pl T wEOHRS
SRR T (B - O X VIR FHER MO A 7 0 A N,
IRIBRAKFE T D) 7 S EHE

[BERR]
w(15), AA(0), EBIE(0).

(% &= R

LR IE a2 5 5 1475 —(The Cochrane Library), PubMed T, Fabry
disease, medication, hearing loss, tinnitus, deafness, dizziness, vertigo % ¥ —77 —
F&LTH, MEH-IE 201748 AFTL L.

Likixa 2 727477 =50 6, PubMed & ) 15 i D LA S
72, WEAEGICL A —RAY ) -2 /Ty AL LCH S 723k
Rlpo7z.

PubMed MHERRFRTC (2017 4F 8 H 3 HREE, AFIIHE S 7z 3CHk)
No. IRERT TRERIE
#01 | "Fabry Disease’ [Mesh] AND ("Drug Therapy” [Mesh] OR “drug therapy” [SH]) 714

(Fabry Disease* [TIAB] OR Fabry's Disease* [TIAB] OR alpha Galactosidase
A Deficienc* [TIAB] OR Anderson Fabry Disease* [TIAB] OR Angiokeratoma
Corporis Diffusum* [TIAB] OR Angiokeratoma Diffuse* [TIAB] OR Ceramide
#02 | Trihexosidase Deficienc* [TIAB] OR Diffuse Angiokeratoma* [TIAB] OR GLA 47
Deficienc* [TIAB] OR Hereditary Dystopic Lipidosis* [TIAB]) AND (drug
therap* [TIAB] OR chemotherap*[TIAB] OR pharmacotherap* [TTAB] OR
pharmacological therap* [TIAB] OR medication* [TIAB])

#03 | “Hearing Loss” [Mesh] 61,371
#04 | “Tinnitus” [Mesh] 6,872
#05 | “Deafness’ [Mesh] 25,725
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BECHTBIUZANMIIZXF 3~ (CQ)

#06 | “Dizziness” [Mesh] 4,548

#07 | “Vertigo” [Mesh] 9,600
Hearing Loss* [TIAB] OR Hearing Impairment* [TIAB] OR Hypoacus* [TTIAB]
OR Partial Deafness* [TIAB] OR Tinnitus [ TIAB] OR Deafness [TIAB] OR Deaf

#08 | Mutism* [TIAB] OR Dizziness [TIAB] OR Dizzyness [TIAB] OR Orthostasis 88,248
[TIAB] OR Lightheadedness* [TIAB] OR Light Headedness* [TITAB] OR Vertigo*
[TIAB] OR Spinning Sensation* [TIAB]

#09 | (#1 OR #2) AND (#3 OR #4 OR #5 OR #6 OR #7 OR #8) 22

#10 | #9 AND (JAPANESE[LA] OR ENGLISH[LA]) 17
#10 AND (“Cochrane Database Syst Rev’[TA] OR “Meta-Analysis” [PT] OR
systematic[SB] OR “Guideline” [PT] OR “Guidelines as Topic" [MH] OR

#11 | “Consensus”[MH] OR “Consensus Development Conferences as Topic” [MH] OR 1
((meta-analysis [TI] OR guideline* [TI] OR “systematic review” [TI] OR consensus
[T1]) NOT Medline [SB]))

1o #10 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials 5
as Topic” [MH] OR (random* [TIAB] NOT medline [SB]))

#13 | #12 NOT #11 2
#10 AND ("Clinical Study” [PT] OR “Clinical Studies as Topic” [MH] OR ((clinical

#14 | trial* [TIAB] OR clinical stud* [TIAB] OR case control*[TIAB] OR case 6
comparison* [TIAB] OR observational stud* [TIAB]) NOT medline [SB]))
#10 AND (“Epidemiologic Research Design” [MH] OR “Study Characteristics” [PT]

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

#16 | (#14 OR #15) NOT (#11 OR #13) 12

(32 @)
L.
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ARG InEEL
BHDHINS

77 7)) —IROBRMATEEIC L LRI AICL Y, BEE, LEEOETE
BEOHDLIENTELLINTVEY, REEH KT 2BERMAHEILEOMEI
DVTIELET VAP R\, TOZEE2ERL, RI1IIRTERMAREOMSA
HENHRTOI L HREEZLNL. B, MKTOHA FIF A Tl
T ERAE T LA L BERER LG T LA THER T TG, L
ML, BETEEPSHERNZFHTL 2 LIETE L0, #@nTER LR
BIZHWIZ—HT 52D TIILVDT, ATA KI5 A v TREETFERD SRR
B AL TV,

ZEDTDIZ, KRELERKINO 7 7 7)) —R{BEOLF ZA/8— M F E=F »TD
B FEMAREO MG, hikkE BXOEISEEE ZhehE2), R3?
N7

O EDERHRE LD

1 BiEEE
- EA  ECRIREROFAE Ulc TN 5
OERM YUK MEBFIVIIVIR), AMEREE (GFR), DII—, DLEBEN, B
B8 MRI ZEHHNIC (6~ 120 A®) ([CTx0—7vTIU, BASHFEEESZFE LIS

)
2 TERE
- NIRETRAFD I SO— /LB DHEWVEE
- VNI R (MEBFIVIZVER), GFR, DILI—, DEM, FES MRI ZEHMNIC (6~
2HBE) [CT7x0-—7vTL, ASHEEBESZREUCES

KEDIFR/(— M EZF Y TORRRTEEDRREE

1 HHRZEREETZ 7 JU—RELEE
187k CICE2IT L, FREDEEICEaD S F/NEHH SBERMFTELZFHIAT .
2 HHETEFEULRELTCVND 77 JU—RmaENTOEE
TECDFTENSNIEERBFTE L ZFIAT 5.
- U RImEZEFREL TS
- IVINORBDVNEHMET LIS VRERDD (IDBEEHNEESNTVDIEE)
- BiEEEGD & W\ [F—E MR MFAFEZFEL TS
- RIRESE, EE Y O—T, MREEEDERSERZRDD ODEENTESNT
WaBa)
CHRDRY AL BHREERIERZERD S (DEIEREENEESINTCTVDES)
EHMEEEDE T, FTESERDIEE
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3 HHEQZEZEFURREDT 7 TU—REENTOEE
TEDOPMRED DN REFRE L ZFHRT 5.
- 40 AL TRIRAEBSE (GFR) < 90 mL/min/1.73m* DIBE
- RFB7IVT = > 30 mg/eCr DRHRE S DHE
- BERCTHR R A ~DZRaE, AREKEEL, HHWVWFTJORNIPAV)LESZ R (Gb3)
DERZRDDHE
- BEB MRI CREMDMIFE, HVIEANEEREZRDDHEE
CIDERRER, AREHR, DEIDIRHEL (&% MRI CiHf) ZFRELTLSEBER
4 EBRETEZHIIBMBESLUOLZEANTOEE
HHAIZRZE URFED T 7 7 —REEICETD

(Ortiz A, et al . Mol Genet and Metab 2016 ; 123 . 416-427)

BRMNDIF R/ \— hFEZF Y TOBRBRBEOMSEE, hIFEE, SJUERNEE

MR
1 HHBBETFERZHIIBMUES
- R KimEZ RO I HE
- FEEOWVTNH DRI RA RO SNcHEE
WME7)VTIT=VER (>30mg/eCr), FVI\UR, BARE REEEEBE (GFR) < 60~ 90
mL/min/1.73 m*], DEIERX (DEHRAE> 12 mm), AEIR, AMEERZ, —@MHEI
FAE, INEE, HER SHLSRER
- RFEAEDIBEIF 16 mLUE
2 EREEGFEREZFIDHHEE
- EERNIC T # O—7 v 7Z70), FEEDWVFNHDETENERH SNIBEE
WMEFIIT=ZVER (> 30mgeCr), VIR, BF2L (GFR < 60 ~ 90 mL/min/1.73 m®),
IDARRER (DERAE> 12 mm), AER, ABNEBERZE, —@UMEMFEE NS, #
BB, JHIEEER (IBMESERRE, THF)
3 TEEHE
- EEMIC T #O0—7 v 7170, FeeDWV\FNHDATENERD SNIcBE
WMEZILIZVR (> 30 mg/eCr), FVINTR, BAZL (GFR < 60 ~ 90 mL/min/1.73 m°),
DERRER (DERAE> 12 mm), AR, ABEBERZE, —EUEMEMFEE MEE, %
BB, JHIEERER (IBUREERRE. THF)
W EE#
VT SA TV ADEVE (BSREFEAZTEHENICZIFTENT ED 50% ML)
- BEDOSDIESBDRA NG DHEE
- [EERESDFHMD T + O—7 v T2 21506
- BRAREAICHT 2EEN Y UL —ERDEHT I 561
- BERDAE (NYHA DEBO DR 1IV) ZHVBBEZIET CERVREBALESE
R 1 FLUAEHESNSRES
- EELSRABEZFAE LIl
SERDEHDH T, BHCHT dHNIRAEZHA UED OERFHREAZRIAL T 1 FL
e o THREFDEENFRD STUEL
WERSESE
- FERDVDEREEDH C, J TICEERIRIE LZ M D IDADIREDSH
- BERDAE (NYHA DEBO SR 1V) ZHL), BEEZHET CEEVRABREEE
- Ren 1 FUREHEES NS RIPREDES
- BENRAEEZRE U

NYHA : New York Heart Association(Z 1 —3— 2 D\EIHR).
(Biegstraaten M, et al © Orphanet J Rare Dis 2015 ; 10 : 36)

(X #l

1) Ortiz A, et al : Fabry disease revisited : Management and treatment recommendations for adult pa-

[ 55



MBBREELBADHS KT

tients. Mol Genet and Metab 2016 ; 123 - 416-427.

2) Biegstraaten M, et al : Recommendations for initiation and cessation of enzyme replacement therapy
in patients with Fabry disease : the European Fabry Working Group consensus document. Orphanet J
Rare Dis 2015 : 10 © 36.
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BT /- DERKIRE

BHEH TTE 5 —RMARET, 77 70 — WL L 725 X v
A=A —FHEHTIERw P 7R ) THIVAT 4 2 TD
(globotriaosylsphingosine ; lyso-Gb3) Dl 5E 1L, ZWrk L OHFERE DN F~ —
H—rBDIBEHEENTYS. LA L, M Lyso-Gb3 IE, MBI 578
FHTIEHODICERICEME L 2505, BEMT 77 —WBEEERLLE~T O
BECTIRBE~ P EERWEET, FICEEE L XN TELWBNFEET 5.
ZFD72, Ifif Lyso-Gb3 ED AT T 7 7)) —ROZWi 2479 T L IZERTH D,
[EHARZWED 1D E W MNEITER L. EENEON, F~v—h— L
L COIfiH Lyso-Gb3 fED A FHIZB ¥ 2 st ik, &l 7 7)) — B EE
HTIE, FHLLEMEE R L2 Lyso-Gb3 OE DS F Ml Fofe ik B i 2 0 BHE 12
KT L, BRABGEEERLTEATUELTIE, BE~PEFICEHBEYRL, B
FWFHE ARSI LRET 2 EARRO biiz, F72, WolzAKT
L 72 Lyso-Gb3 SR UM HE N § 2 35618, BERBHNIR & 2 PR EEE S
BN EPBIE L TV L I ERTFHTEL2EHMESNTVS, LaL, Mh
Lyso-Gb3 DfllE (X, BURTIZREREHIZ 7 <, MIRZBL NVoi L 2 5.

KEDOLE ZN— b FE=F > TIE, R1VIRTHY, REaEE TS5
EBZF ) VIR EIN TV S,

MERZAIV-Z=ZV7T

777 = IHIZOWTOFENRA 7 ) — = 2 TS b EZ GoiThbhTH
D, BHERAZ ) -V FTRRBEND 7 7 7Y —REEOEEE 1,250 ~
4,600 N2 1AL, ZIE THEZ LN TV SEME (40,000 A 1 A) &1 &5
FETHo7zEHESINT VWS,

KEDWLOPOMTIET 7 7)) =K T 2HERA 2 ) —= 2 7 fibh
TWwa, oL, BRETT7 7 7)) —JRIEHERA 7 ) — =V IS EEE LT
H4E SN TWw B b Tid % v [United State Advisory Committee on Heritable

Disorders in Newborns and Children Recommended Uniform Screening Panel (http:/

www.hrsa.gov/advisorycommittees/mchbadvisory/heritabledisorders/recommendedpanel/
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EHPLENONBEEE

KEDIFR/N— =AY TOSHBESICHTIEZIU VY

1 BSHE
- GFR DAIE
BE~hEEU X DEE (CKD stage G1 ~ G3a) Cl&, 6 NAIC 1 [BIDFH
INAVUROEE 1BUEEHK (chronic kidney disease : CKD) A7 —3 G3b ~ G5] Tl&, 3
N AIC 1 Bl
RFPTZIVIZVDRIE, RY >IN DAE
BE~rREE U XTI DEE (CKD AT —Y Gl ~G3a) ClF, 6 NAIC 1 @D
INMUZZEHE (CKD AT—I G3b~ G5) CTlF, 3N AIC 1 EDFH
- BER
JRINIE D )L T = VR7ZRBDIBEGHEITIH U T
2 IDEHIE
BN, DIO—
BRPRNEIEE (TG U C e (CET
- LY —IDEX
BRPARMERIEE (St U CE AR (S5
<D MRI (A FU =D NGRS
IDEHEDETEDHRICHRTHD.
BRIRNICMEBEEZ SNICBE, BHW(F 2 FLI EDBREZ SV CERMIC
-t RU D LAFFRRTF R (brain natriuretic peptide | BNP) DEIE
IDAERD B W RIRZER B B E (O3 U CIFE AR (CFH
3 RmMEBEES
- BRAR MRI
BERMNICKHEEER ONHEE (NMBEESICEEYT 2HRFHIARNERD SNICBETE
&), TEHAMICEHE
- BRER CT
N—=AA=H—HERAHEDEEZE T MRI DT CEEVGE
4 EBESRNNSHIE
- BBARE
WAE (IR U CEHm
5 HIEBRSHE
- NIRRT D & U\ (S BT AR BI5T M
BEEREHERERDIERT 2155
6 ERFEINSHEE
- BRARNICHEEER SNCBE
(Ortiz A, et al . Mol Genet and Metab 2016 ; 123 : 416-427)

index.html) 28], ZOHHE LT, (1)AZ Y == 7 ENDRRIERBIDE
TN &, QHFAERINLZDOBEELIERE BET 20480 THL 2 L, (3)
INBINCHEBE B LBIEZ T CEL L W) TV ANRE 25 Thrna
&, @WHFAERMNC7 7 7)) — R LB LIBENATITo 72BEOR S %2 7R L 728
M EMEDR LN ERBITOENTVD, FAERA T ) — =¥ ZI3AEALF N % Fik
[77 7V —WTlda T 7 b ¥ —+ Ao-galactosidase A : GLA) FEZ TGO M
ENZE D ITbNE 0, 77 7)) =W TREAUEATOEELZRNL LAY —
ZVTTAHIEETERY, 2O, 777 —RORE, FAERAZ ) —=
PZEBLICHEMEEEERRTAHNTITON TS, 77 71 = TIiX GLA
RGO WEERD SRR A PR TE LW ERH LD T, HHAE L
WZAFHED BT S RSN LR H 5 2 L ICHET 2L ENH 5D, #Hn
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BHPEROLOOBEEE

TERIZL) BUHBEBEOHRERE Y HABETFHT LI LIETE2, H—FKAR
WEEERFA—OBETERZALTW5) COMKRNEREREICEDLD L5E50H
5. Fiz, WEORVHHEETERNEE SNZHAEICE, ZOERORFEME
ZHWCE LW EDH Y, Mo H—BIZTFHRE & R EE TR ORE L
oTW5h,

DAETIET7 7 7)) —ROFAEWRAZ ) == ZIINV—F v & LTirbIlTw»
S, HEE O MR C RIS O NEGIZR - TIThLTB Y, AHtEicow
TOIETFT UV AZERLTWLEETHS.

BEREAICHT 5K

77 7 — IR OB TIE, BEREAN T 2 PHPUAS EE SN D Z
EDHY, BHERIZHARS EEEE TIIPBREARIIE L (RnE ShTn
207 BEFBHNA T B RIPIR I BRI BAE 6 2 H DINIZ R b5
£, TOBRIEMIIKT T 2 @3S 5. £z, HHIPURELEF] TlE
HROTLVVEF-UGRER TV ERESINTWE, BFHHEATE L 2 LI
Ly, mA 7oK~y 7F v+t T 3 K(globotriaosylceramide : Gb3) B & UF
Lyso-Gb3 DL, JRH Gb3 OHEM DI FATHE S5 L #iF S hTw b7,
ZDZ EDEAREEOUEIZ EDOBRELET 50 I AW % ms% v, IH Lyso-
Gb3 il & BREE", LHEEEY, WA ERA"Y OB AT 5 L v s
BN, BERBEANIS 5 RRPUR DR E O | ERE 2 KT TR D
5.

BiEHAY LIV

60/

BIEAT v v, BE - REO=— XSG 5 #EF0ERB L O
FTRCOMEFERT ML, BEEBLORENZO=—X, flifl - Pz 28
fEL729 A CEBERENTE L L) I TLERITATH L. —H BN
BEHROMETIE R, HEFMOII2=r—2ary7atAThHY, wk%
HREZZIIATZY VHBOBERPROEETH .
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