BERHAFS4A VDHTIZH=>T

7 77 U—J5 (Fabrydisease) 1% X HEH{OBIEHTYT. Bhb bIEREZET D Z 0%, FiC
BHETIIS DI L 0 W OEE, EIT, ERREDTODORE /Rl E- L, BHRfEs LT
MAONDZENHY, FLLMELMUKOEREERH Y, HERRELHEZLNDZLNHY F
.20 fREARRIC7Z2 5 &, EAR, BAE, MWW, NHEIR OAR%, HEENET, ©Fv, #lEe L
ERIIEREE L, NEBOLZ LT, MEERGNE, BIEANE, e, FEER, IR, REF,
R ELRR 2 RB 22T 0 2Ll HV £ A.

MEFRPETCIX, 77 7V —IWOBRIA R T4 L E2ERT DIChiz-> T, MIEEERICHER L
&, BERIZBRICEHAS 04, (EREBRIIMRERLEE, (EREIZBRICHR AR 2T
1L, 19 ZOEREEB LNV AT ~T 4 v 7 LE 22— (systematic review: SR) ZE &, 4 & DIERL
W I1FE DA W IINTZTEE, [Minds 2T A BT A AEROFS & 2014] (LLF, Minds) OF
BT [77 7V —R2ETA RT A2 2019] 2492 FEOH 2T TERWZ LE L. 7
B, WIFhotEKZE, SR ZRICBHIEEHEKIIH Y FEA.

KA RT A OFATIE, BHPRRILCE S, RMARFEIC L VIER ST L S L ICEBH
CEWRE SR L, WIRBGICRT 2 ERREDHIBMEID 1 2L LTRSS Z L4 HRE LT
WET. Minds [ZR SN FEOEENZNAE L LT, OFRER»E 0RFRIRILE IR 5 2 &,
QERIZBIT > EKEZERL, FHEORILOLTITHWRE R bS5 2 L2+ 0IcBETHZ
L, QBFLEREOWGT~OIEREEIZL > THEERRE T T 228, @ZRIA R74 - DFF
YT HHEMELIERA TR T L2 RERHY £3. REBOMWE £, Zh6oFEICH
STeTA RTA 2AERRT 2 2 &0, CEEL, JEGE O D72 SR, BEDRLTNLNEZADL
B F LN, AHERNE D Minds OREMICIH D Lo I8 E L.

KA RTA D, HIRZRICEDLHIRIEEE, S OIIT—K2REDTAT, EFREEE O
TxDBRIIIOZ EafranWic LET. £, /MMREAERZER, THABIEKRZEZEERZIZC
W, < OIEKRZEER, SR ZEDEAT, Minds OFIEEZER YW O THREW 12 WA RITE A
H A= S B RE A AR OO ZR B Je AR IR < JEGHH L R E
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BERHTA PS4V DWMEKIZH=->T

777 U—J5 (Fabrydisease) 1%, T4 VY —ALEETHLaH T2 % —F A (a-galactosidase
A GLA) OXAEIC X W IRIET D X ESE RO RAH R FIE T, ARAL, HiRBERE
CTHBIR 2 DU R R, FEVTREE, Wi iE, S0 B EE, LIEK, MEREEE2RE L 5
25, NEENIBEEERICZ LW &, BIERIOBRNGFET 5 2 8, BRMEEE IS
BODILMAT O HIPFET D2 END, BIENOLZRIE TIZ 10 FLUEZET B0 Z 0 EHiESh
TWET. £, FIAERRI Y —=0 7O s, 77 7 V—HROBERITENETEZ LT
7oBEEE (40,000 A2l A) Xv@mnZ @t shTnEd.

DOREIZBWNTS, 2004 F056 7 7 7 U —IRICRTT R T IE (enzyme replacement therapy :
ERT) WRBARINEL. 77 7 U =N ERARRIER L R S7245 BIZBWT, JERNPL 777
U—Ji &5, FRRDSEIT T ARNCH T2 ZENEETH Y, S%OMEL eo> THET.

RKHTA RTA 0L, R BEEIEZFHME LW RWEMEZGE L, 2FEICWDS 7 77 U —JK
BEN—RANIBREZ T oD X912, 2W, WROEELZ B L LTRSS E L. B
FRALIZ IS < = (evidence-based medicine : EBM) (ZHIV, &2 U =H/L 27 = XF 7> (clinical
question : CQ) 22O\ T, HERESC LR AZIERR L, “ET VA LR CkEEH L E Lz, AUA
R A URERBIGICET 220, ipRo—BERY, 777 ) —HREHELIFKED QOL D) LIz
RNDHZ EEHLEIVESTWET.

KBS, BITA BT A ATBIEROVESMR O EFT O ZRINCLVERLE L. HA RT 4 1E
REBSONAT, FRXONEELEY LT EE o pEE 4, HA4 RI4 v OfEkic>nT D
BN W R BB AR ICRIT N LET.
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BRAA 54 VDERFEHICEALT

AKHA BT A 0%, [Minds SBIRTA K7 A AERO F5] & 2014) (LLF, Minds) (2 U CYERR 21T
ol TEFUAOIUE - BEOT0IZ, 777 )i (Fabry disease) OWHITHE AL L TT, 12
DY =F)r = AF =z (clinical question : CQ) IZX LT AT <7 4 v 7 LE 2— (systematic
review : SR) Z1TV, HELESCOMEREIT>72. CQ I, ERBEW TO=—XIZxitE+ 5 EEERHE
(key clinical issue) & 74 7 A4 AMEREZEEBSTHRFL, Tha b LITRIE LTz, HEREXOMERIZH T2
ST, CQ OT ¥ MU LHEHI SR ZATVY, TORRITEASWTIER LT, HAli 7t om S ICB L
TiE, A RTA AMAEREEOFEmICE D RE LT

1 Z7V=nrx=xFar (CQ) DRE

CQ DOz L LT, PICO (P : patients, problem, 1 : interventions, C : controls, comparisons,
comparators, O : outcome) ZHWTYU A RNT v 7 &4T o 7.

ENZNOT T ML LT, BRI EEEZFME L, EEEOENT Y M A L TSR &
ITWHESRE ST OAER 2 AT > 72

2 SCHRBRSR

% CQ DHEUZENF—U— FE/EkL, HFRBRHEME CUREESER RN RE ¥
—) (TSR R Z (KA L 72, PubMed, [EZ-HMESZ FIW TSR L, 7 & MMbtbisds ik
(randomized controlled trial : RCT), 10 Ll EDJEFIZ x5 & L adh— MIEEZ =BT o ADR L
L7c. MBI HOWTIE, @mXEENL —RAZ V—=0 T Z2EZE B & SR ZE TITV,
ARLERH L CRAZ V== T EIT, =T A0 E T 72

3 T BT U ADEOAD

BT ET U AOEOFMEIZE L TIE, SR ZEMN Minds DI F—%%Zi#EL, 2 4D SR TENZ
NENTAA T AV 27, FEHEMEOFA 21TV, e L, mokiyZe SR 1 L7z, RCT &<l
HENTBRZA X T TV RET) PECTHSTZMN, AXT TV RAE(THIETORCT fCIEFEL
otz

4 VT UADHPE

BIREIA RTA BT 28T AORSIE, WfF S DI E SR 2 HERER L7
L. BIRAA RTA MNERLDIRINT, ZET U ARKDOBI ORIEIE, |1 ICHEL T T 72,

&1, TET 2 AOEOFHE

A (38) MROBEECEEEHDS

B () BROEEEICHEREDREST DS

c (38) RDEEEICU T SEEFEENTDS
D (£THHEL) | IROEEBEHFLALEETEGN




RCT TII#IHIEEEZ TA (538)) &L, iMiz FIFAEEZEOFEISLT, TET VADBI % [A
(B, B (), TC (59)), D (ETHLHW) ) I L. B0 HEHtx Ic 53)1 »
SERAL, FfRIC—ET v ADOME ZIRE LT-.

5 HELESCOVERR
HERE O, mEF RO LRI EEDNRT AR L THRFT L7z, HERORES OREIZTHNT
X, 2 ITHEL TITo 7=,

HEOE

BUER | 1 | 93 o LBLCEERSETS
BLER | 2 | 93 o LBLCEERETS
&L BL | EB5EBLAEL

#Eoms (1, 2, 2L) Lz BT AOME (A, B, C, D) LT 2 LUTO L) ICR#M S
%.
f5i)
1) BECHLTIHRA &
2) BAICHLTIHEB %

HRET 5 (1A) = GRVHELE, BUVRILIZES )

p) e
RETD (20) = (FHUELE, FHVRILIES)

1T52¢%
1152 &%
6 A —/LEH

£ CQ DTEF U ADME, HIELOHEREDOMSIZHOWTIE, &1ERER (156 4) TA—LFikx
TR L2, CQ T 7 b LADEEM, FELEDONRT AL, FO®KBESOEREN

AT, mERELE L.

7 BRI A RTA v DOBE
77 7V —IRIIHREERTH Y, ZETUARARTSHDLWVIIFELRNWCQ BhoTz. TD LD
PRIEA OHIE L OVERRICHOWTIE, TF A~ A =F & UCHIE A ER L.



ot

OBME « JBA T3k A VEN B S BORRT 7 $ 36
(T4 Yy =29 (777 )—Ete) (CB$ 2AEmTIE)
WRIEIREE B AR TIE Nt AT JERT SR E R S o & — & BT IR RIS T
HORBERERR P BB
RITA RTA AERIE, ERRFFEEED 2016 ~ 2018 FEED TR Y =7 FO—B L L iThhi:.

Otk : 77 7 V=2 A R T A AMERERR
MihZ B R AERA RO ERRT/ TR R
MAEIZEER MEAST ERERKFNER HEER

B ZE AR /IMRIEA FGEESER R/ NER Hed%
TEREIZ B R THAR RRARRZERZGA MBI EOTEE/ NER 5 %

EZER (IR

g B U ERR N SRR

G HER KRR RFBEE PR IER R SR P e

PRIRY PR ISR N RS A R AR BE R R

W RO ESER K EARRRNFE FEAT

g A [ERRE R AR ALK RN R Hd%

AIRIEE] FORBESER KRG EREITIE Y o # — B IR RIT TR %
Bk [EERERAAALR P ER LB we R BT

Bl & R LR R R 3R AR LRI (LR IE M B RS A T LBRF T B
e zz Bk ER Y ¥ — kP REbE ik

P —t 4B Y Y P IRR T A VY —MFE L F — - iENE R 2 — R
e BT AEmBERE Tt S v & — R

SLLIBLRE B R KPR E o R A R P E R v 2 — F{T3Ed%

WINRLL (1 AR B B e AT e T 28k o 7 — BFJER

IWARVES 4R NIRRT A Y — MR F— s BEWAZ S FEIE ¥ —&
B mAd R R ERR R = BN EL Y Bo%

VATVT 4 v LEa— (SR) £H

i B ERRT AR AT

WoE E REARRPRFEBE MBI R A B B
AR FRERESER R NER B

BT A FOERESER R NER 3%

TeRkc 0 (435 IE)



i % WRERRFARRREY: Bd%

R+ FTEERENREREERZEN I ¥ —BInFRRITTE 2%
BATER(E — UCERERER R R v 2 — (RN %)

AR AT HTEN AREREEFHEEME (Minds A B Z A SAEKT Ro3A ¥ —)



FRLDEE

KA RTA N, BRBIGICB T D EREOZREOYR— e b 2 LA HBE L THERE 2 240t
TLHHLDTHY, KHA RTA ORI TNED L O ITRES 5 6D TIERW. #ERERTOFITIT,
THRAN— A=A UREEN, FEEOERIY TOHMNEL, Hx0B5, ERM R ORIUIIIST
TIRETDHRE LD EEZBND.

KA RT A OHERL, Zh bl TERITIUTEELRLTHET D2 L ERAET 2 DT
20N IRFSIRIIE A OBFEORBUSE L TRRLZDDTHY, KIA RTA L OHLEEBEIZ LT
R DB B W CTERITAZ T L RICH LT, KA RTA4 U IFEEEAD Z LT TE A0,

Mz T, RIA KT A NIEFREHOFERE L THHINAZ L2 HELTELT, HBETHLR
PECONWTO—RFRAARHEREZ IR LTV, LER-> T, ERERNE UEAIS, KA KTA
UARTHERSCICHEIL U7 o 7o E WO BT BRARS 5 LS D Z LI HYTH 5.

KIA RTA 0%, BRBGO—BERDZXMEREINTZHDOTHY, fHx DEREZHED HOTIX
AN

WP LGB BE
ALPCRENFHET, 777 )R LBISNET STOT 7 7 U —HiE DG Th 5.

FZER
HERZER, SR ZRICHIIR T~ SRR A0,

EREE
AT BE R A E R e, A BAMIR B FBORIEEE [T 4 Y —2 (777
—IWETe) (BT DAY
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I 277)—mOME

REHE

777 V—IHIE, TA VAR THDa BT hF—E A («a-galactosidase A : GLA) Di&
5t (GLA) EBRIZL VW ET D X #HHEEERO L RNHEFETHD Y. Fa 7 AEFR Johannes
Fabry & % U X A[ERf William Anderson (2 & ¥, 1898 fFIZEBINIZHE S iz, £ D=8, “Fabry
disease” L FEFLENDZ LNV, “Anderson-Fabry disease” L RKiLSNDHZ & bbb, FIAEHE
1340,000 AIZ1 ARRE L S TWER, ITEOFERR 7 V—= 7 OWE T L0 BIEMEIT
EmHEERTREY, bosE (UM) TOFERRAZ UV —=r 7 ORI CIEB R 3,609 A1 AL#H
HINTWDH 2. F£ie, BDRETOT 77V —RFEROBIT, FEEE 72720 de novo S\ o S
116.8% MEINTEY, 777V —HEEOBPLT LHEFLIIROAVOTHEEZET S 2.

m &

777U =TI, GLA OFEETHH 7 alR ) 7417 I K (globotriaosylceramide : Gh3)
DAMAE N BRI, B ARERRRRE, TTHR, B, O, Ml S ORMRRICERET 2 2 LIk o T, UECKR
SidE, FITREE, TH - BREOHaER, WA mEE, - o FWEOHESRRER, RZ
X7 CHEE D EATYEDO RIS, ODIEK, RNEENR, WMl EER &2 IIET 5. B mE DI FERE
FRIEARBAZR RN LD, RIEMREEFICE 2D EEZ LN TS, BITFFEER L OWHEERERITE
BARRPEEIERT 2D LZEX 6N TWD. BEEL, SKREME LML, RAE ERAIC Gb3 @
BHETLHIEITED, REREEE URY N7, REREIEEE (GFR) ORI, FRAME EE 2 FIES
B DFEEE, DAl X OVEEE R MO Gh3 OFERICL Y, DIERTHEL, RO THRER
ZROD LD, MIMAEREIL, Wil NI ~D Gb3 DFHEFEIZ K 2 Ml & Ha2ds L OPAZEN
JFRREEZEZ HNTWD.

FREREER & & VERERREY

OREOT 7 7V —HREEORARIERO RHRELZE 1Y, B2Y [TRLE.

VUSRS I FRI IR & LCEETH Y, FiE, FE, FH, BH, 2E B2ERIIHEDLND
ZENZ. TRZ D X5 IZE, TIHAEE) e 8 RBINDZENEL, 777 V=[O BRAE
WE LTI LIEREE IR E SNTWD Y. USRS, BITREL, SRl - ZEA» LRSS
NHE B0, 30 AR T AN Y, ZOHEBIIREAATHD. BEEX, 20w
LB L O IRZ 37 THRIEL, AT GFR KR, MiF7 L7 F =2 (Cr) D EFZRBD L5 K5I
7Y, REICERRICELILANDSH. BEIHEOF AL LT, Riftwa~xU —flil (B L72R
M LRI & B2 B TWD) IFIHMREATY 7 7 —RICRRNRFTRL LT, A7) —=7
BAEL L CIHEICRVIERSRTWDS O DEEEE, 30 ML 0 ETEoLERE LTRIEL, 40
LA L0 AR, OARERODL L HICRD. MERFEEL, 30 mALUBELIVED LN, 777
—IR I PN E, FIEMAMEZEDIRR E L TEETH D.

77 7V —IROKRFEAE A SR 1 1T Le, BYEERE OBRKREE, 2o T #A (classical
form), XA (renal variant), D% (cardiac variant) & 203 S T2, BUECIRB R & o0 il
ZEbECEREA (later-onset form, 3 %\ late-onset form) & 3T 5 ORI TH S, HIAIT
VX, ShURH - B X0 DUEORER, FEITIES 2 IR & LCTRIEL, 20 AR L D IRZ /32



Z, 30 melABE & VODAER, MMIAEREEZ, 40 LS D ETEOB RS, REIRERO 5. B
T, NRBNCERD b D R EE, FEITEEFIIRRD 60T, AL L D DERDOZZ 2T 5
HOPORBEARITHET T2 O ET, MKHSHEEZRD S, KME~T v 8 TIE, FIEFH,
FEAR « JEARPETE OHEITIZ I I~ 2 LB VWME D D 5 723, E‘ﬁ%‘éﬁ”m$$%‘&l—]ﬁ% DIER DA% 5
T2 bONLRHIEARRIZED b DO F THIRIIZERIEZ 0

77 7 U=, BIENGZETE TIZ10 ~ 15 fﬁ%zf”%@“é EHEINTVDD, TRIIEDHENL L

TWDE BBV THIRAERD & BV IR N ET T 2RNCRWHT 2 ZE RN EETH Y, A% OFET
3’7)6 5,7,8).

BERES L URZ

777V —RORZKOT oD 7 n—Fx—19), BIOXERBRELZN TR, &2 IIRL
7o, 777V —IRITEREERTH L0, FIE/EIIZHO keysign & L TEETHY, LhE~T 1
BEOZIFERENOZWSND. Fo, FEEONECKR WS, BEE, OIEKR, MILEEE
77V —RERbE AT E 72D,

77 7 V=IO 7o O OBRTFRRA (AMEk GLA IEEOHIE, GLA EinFAENT) 1T PRBRING
INTEY, FERER CHRAE LSS, RREH & 725, AMEK GLA IHMHIE, BHEEE TITEE D
10% UTETIERTFLZ2EICAHATHLD, LE~T e BE TIHET LanZ EnEZica
W, 207, BHEBEFIZOWTIIAMER GLA IHEHEOIRT, &5 M3 GLA Bin iRt TRl s %
D, AT B EEIZOWTL GLA B FrBME— DRI ik L 70D, LL, —RIRER %
Wik (=7 Y Bz Vo EFEOA v br o BH O —7 2 ) T i@(ﬁ%ﬁﬁe%ﬂﬁ“@% AN
WERDHI 5% FET D 0. BETERBFEE CERWEE, L~ T aBE0BWn, BEER L
#Balkd AP 7 aR v U T AR T ¢ 22 (globotriaosylsphingosine ; lyso-Gb3), JRH & 5T
JRPRIRIR T Ghb3 OFEM DAL 72 L4 B TREMIZZET 2 LEN B 5. GLA EMEDOIR T DFE
BN AMERZ VD 2 ERZVDS, U U NER, BERHHEFM T HERETH L. BHEF TR
T, HMEKGLA AIEH D 30 ~70% IR T3 2 S ERARAER 2 F80E L 722 WHERERY 2 (p.E66Q 42
Brp L) ZROIIEFINOAETHL#ME S TRV Y, BETHMERT GLA [EEOIR T 2780728
B, BT CHERIZEOFELHER L T 2 et asn 5.

— XA R BRIR IR A CRRO b D 7 7 7 U —IRICRF R 2T UL, JRILE TO~ /U —Hiflad 7
T, ZTOMITIERFRARFTRTH S.

JmEP Lyso-Gb3 DllE, JRH Gb3 OMIEIX, 777V —IFDAZ ) —= 7L L TCHAATHLIN

, MEERZWIE L IT2 0T, £ 0 ORETRBEAI THIZEE L LOBRETHD. £72, W
PRET RIIMBRZW E L CTEHETH Y, BIWREETA, OB NG 7 7 7 ) =R a b 5634
IRV BAERBRIKO HE (N~ hX v Uy - =P y) Bt TlE, SRERIR BRI ORIk L %
R, HETT D LARRRBG 2RO L. BAEBBRIKD bAoA VT N—Y B TiE, Gb3 IZHFADE
AEE LTI IND. OFHAERBRAETITOHMIROZE N & L2580 5. B BAMEET R ©
X, B - ORI S b7 7 7Y IR R RO PR OREY (BT 771“\74) DD,

B &
777 UV —ROiaikE LT, BERMIRE & KBRS v~ fRE (D2NE T 2018 FI24&GE)
NV, TOMIBHERELRD. 777 U —JROIEREZR3 ICE L DT



1 WAl FepRlE (ERT)

77 7V IR RANER O 1 O Th HEEFEMFIE (enzyme replacement therapy : ERT) 1%, B
&2 s i T2 LIk, FMLGh3 20 I 2IERIETHD. T XCOT7 77U —Jik
FIZXLTHEDTHD Z PR THL2, 2 HEIZ L BIREEREEZ T 2 TUIRL RN &, [
FRAN KT DPURDEAR SNT2HAIELT VAV —ERZRIE L, TRPURIZ LY ERT ORI
T5Z k#ﬁﬁf%é ERT XV, MmENM - Bk - O CToO Gh3 OFEFEOR, MUK

SidE DU, B EEOEITHE OB, DI EEORD LOBRBOWENRE S TWS GEIIE T
U ﬁ?é&) ﬁw7ix?a/(awj@%CQ%#W@ Fiz, MENEMIE - B - DT
@G%@i%@%ﬂ UK SR O EIZIE, 6 NHU EOIMZET 5 & shTng B L

, JEEREENET LSS RY 37> 1 g/ HERSTEGEERE), &2 WITHERORME(L 1
ﬁbk (ﬁ%%@k#i%®5%ﬁ%ﬁzt IES MRl T ORI Z RO 25672 L)
fm,Hﬁ@wﬁﬁéb<@é&%z%n1mé”m.

7 7 7V =i ot v BE RIS S ERT OZEMEIC W TR, KB RTE & BFZE DS 13X
2 =AY = AOWEDOHRTHDHD, FHE, W& HICERITERT /{795 Z LN T Ll
éj’bfb\é 16) 17).

2018 FITHE SNTHCKD T 7 7 U =R OIRIEIZ OV TOHERETIE, GLA #Eix1® p.E66Q,
p.S126G, p.D313Y A HLIIMMTO Gb3 LA Z S22V EREMZ AL SN TEBY, ThbDER%
HOBEITH LTDERT OJGICOWVWTIE, 2By ARELATHRVWONRIIRTH S 1.

2 FRFERY Y v Sm Uk

PR v Xm IR, BREESESY VN7 OMIBANTOREMEZ E, BRIOERY X7 O
@%f(ﬁﬁ%m&bé{“f?{if%é WIRBE TH O S OMLENRNZ ENAY v N ThHD, GLA #
YRT DT X ) BEENEET, RERH NI EEE b AR S RN ORI A B RAERERT
DIEBNZ LA TN Z E B KA TH S, ERT 2% T\ 7 7 7 U —iRBEE MR E Lz
migalastat [T £ 2 JEERFAY S v X1 UEEO T v X AME iR (randomized controlled trial :

RCT) OAFFETIE, FHPR D vy v UPFENAEE X HLHA R (amenable mutation) A9 2% 7
7 7 U —IRBE x5 & LT T 0 Gb3 D EROIA & FERHMEEE & U TRET L, FEHESR Y
¥lm REIZL D, BT O Gh3 DBMEOWA, LOEROUE, WikaER (ML ek, 18
i) OBESFHEEOABICES DN E B LT A, Fiz, ERT &3EEEM T v L FRIED%)
R g U7- BRRSER CIE, amenable mutation 245 L 12 7»HLL L ERT ICZ X D1EREZITTVWDH 7 7
TV —IFRE ARG E L, HEEREKAREIEE (eGFR) DK FHKEE, ADLEMEROBADRIZBNT,
IR FH) Y X N0 B ERT ERISOMEEZ R LI EWESH TS 2,

3 XHERE

RHEFREE LC, WMEERERICRTT 20T WNAKONR, BAIHECHT T IoFT v VB
WaiE% (ACE) FHEIK « 7o VAT v | SRR TSR (ARB) SRR, MENT, BB
T, DAEHEICKT 2= A =B — « BRMEIEIE 2 AL, PUAEEARSE - ACE [HESK - ARB NIRE
DR, BRSNS A X245 (coronary artery bypass grafting : CABG), AL 4% FiE 2 12 564~ 2 Huifin/ i



AR, PUkEERER EORRPRES LTS GElIE T IR T 227 ) =V 2 AF a
(CQ)J D% CQ =),

7+0—Fv 7

77 7V —IR O E L, B, O, KRB X OTiRR, NE, ReEZEb-5. 20
72, /NERE, BIENE, TERANEL, MERRNEL, HaR, IRE, BEREEs L LEE L, £
7 Fu—T v TPRNETHL GEIT IV 2RO OBEERE ] O NEEFHIO 72O Ol
KRR OEESH).

(3¢ K]
1) Desnick RJ, etal : o -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, etal : Newborn screening for Fabry disease in Japan : prevalence and genotypes of Fabry disease in
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PubMed SCHk#R 5K (2017 4 8 H 3 Ak, BZFIIMR I 72 3CHR)

No. BREX | BREHK
#01 | "Fabry Disease"[Mesh] 3,000
#02 | Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,513

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]

#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] 15,411
#07 | "Health Status Indicators"[Mesh] 236,475

#08 | "Quality of Life"[TIAB] OR QOL[TIAB] OR Life Table*[TIAB] OR Health Status 214,686
Indicator*[TIAB]

#09 | SF-35[TIAB] OR ((Medical Outcome Survey*[TIAB] OR MOS[TIAB]) AND (Short 877
Form*[TIAB] OR SF-36[TIAB] OR SF36[TIAB]))

#10 | EQ-5D*[TIAB] OR (EuroQol*[TIAB] AND (five dimension*[TIAB] OR 5 dimension*[TIAB] 6,050
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 | #12 AND ("Cochrane Database Syst Rev'[TA] OR "Meta-Analysis"[PT] OR systematic[SB] 14

OR "Guideline"[PT] OR "Guidelines as Topic"[MH] OR "Consensus"[MH] OR "Consensus
Development Conferences as Topic"[MH] OR ((meta-analysis[TI] OR guideline*[TI] OR
"systematic review"[TI] OR consensus[TI]) NOT Medline[SB]))

#14 | #12 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as 10
Topic"[MH] OR (random*[TIAB] NOT medline[SB]))

#15 | #14 NOT #13 6

#16 | #12 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR ((clinical trial*[T1AB] 34

OR clinical stud*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB] OR
observational stud*[TIAB]) NOT medline[SB]))

#17 | #12 AND ("Epidemiologic Research Design“[MH] OR "Study Characteristics"[PT] OR 74
"Epidemiologic Study Characteristics as Topic"[MH] OR ((cohort*[TIAB] OR comparative
stud*[TIAB] OR retrospective stud*[TIAB] OR prospective stud*[TIAB] OR
longitudinal*[TI1AB] OR control group*[TIAB]) NOT medline[SB]))

#18 | (#16 OR #17) NOT (#13 OR #15) 63
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PubMed SCHk#R5RZ0 (2017 4 8 H 3 AR, BZFIIMR I 72 3CHR)

EHE, TWAZ V== 7 L TI13 wROmLE =T

No. BREX | BREHK
#01 | "Fabry Disease"[Mesh] 3,000
#02 | Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,513
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]

#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

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

#12 | #10 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as 16
Topic"[MH] OR (random*[TIAB] NOT medline[SB]))

#13 | #12 NOT #11 12

#14 | #10 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR ((clinical trial*[T1AB] 48
OR clinical stud*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB] OR
observational stud*[TIAB]) NOT medline[SB]))

#15 | #10 AND ("Epidemiologic Research Design“[MH] OR "Study Characteristics"[PT] OR 108
"Epidemiologic Study Characteristics as Topic"[MH] OR ((cohort*[TIAB] OR comparative
stud*[TIAB] OR retrospective stud*[TIAB] OR prospective stud*[TIAB] OR
longitudinal*[T1AB] OR control group*[TIAB]) NOT medline[SB]))




| #16 | (#14 OR #15) NOT (#11 OR #13) 93
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XHkiZ=a 2 707477V —X0 9 #FE, PubMed XV 58 MROFMCHMRIE IH, WEATIZL DK
A7 V== 7Tl RO SN, &L, ZRAZ V==V T 270D, ZET AL
L CIEIR SN 7= SOkl e o 7.

PubMed SRR R (2017 4E 7 A 11 HMR, BFIIHME S 7= 3CHL)

No. BREX | BREHK
#01 | "Fabry Disease"[Mesh] 2,991
#02 | Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,494

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]

#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




#13 | #12 AND ("Cochrane Database Syst Rev'[TA] OR "Meta-Analysis"[PT] OR systematic[SB] 6
OR "Guideline"[PT] OR "Guidelines as Topic"[MH] OR "Consensus"[MH] OR "Consensus
Development Conferences as Topic"[MH] OR ((meta-analysis[TI] OR guideline*[TI] OR
"systematic review"[TI] OR consensus[TI]) NOT Medline[SB]))

#14 | #12 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as 7
Topic"[MH] OR (random*[TIAB] NOT medline[SB]))

#15 | #14 NOT #13 7

#16 | #12 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR ((clinical trial*[T1AB] 20
OR clinical stud*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB] OR
observational stud*[TIAB]) NOT medline[SB]))

#17 | #12 AND ("Epidemiologic Research Design“[MH] OR "Study Characteristics"[PT] OR 51
"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]))

#18 | (#16 OR #17) NOT (#13 OR #15) 45

(3¢ k]

L.




CQ32 77JVU—RICHTIEBREREELT RTEEEURESEIN?
BEEM IR, 77 7V —OBTREELSGESE DA REERH 5.
[TV ADOME : C, #EEDMRE 2]

(g @il

SN D O B, BERMAFRENBITICEEEZ G2 VWIHEIT2 ROATH-T-. W
NLRFREELLES TNV I FETHo T2,

1 f@ix, 26 Blo7 77V —JFBMEEREICT I X —F o (02mglkg ML) % 3 FER&EL
L, 24 BlUZOWTRITHIEORME 21T o7 Y. 72720, BIFUEEE o a vET v 7 U K EF
HAL7zboTiER<, BRI K e T#BR  (quantitative sudomotor axon reflex test : QSART) %
WebDTHD., ZOFER TEFLal)ra2A 4 M7+ L=V RETRNITRESE, BITE
ERELIZDDOTHS. FERAIC QSART EITHERD I UHET v 7 AEORER & L —&K Lz Lt
LTW5. ZOHEZ XY EERICIHITHRRE Z L L7285 R, 24 Bt 17 I CRITEI T FHIAE
IZHINL, 2095 4 FlTEITORETH T bONEFHITECTRE LZEWME LTS, RV
7 BlIARETHHT-.

691 MmiE, 18 Blo7 7> 7 U —REE (BHEH 12 Fl, ktE~TadE6 fl) 77—
a (0.2mg/kg FE#EE 5, 0.1 mg/kg fEiEEEE, 0.2mg/kg fEEH O 3 BECHE) % ) 36.7 #H R #
B U724, QSART EIC K 2R HIE T, FITORMMER 280 Sz (0.2 mg/kg FEiE B 512
~, 0.1mg/kg fEE L, 0.2mg/kg fEEE L CHIIMER Ao 72) Lt L b 2. B &5
HENTRY, HEFPIAEZEL R LCiisiI 2.

[t R ]
"l (15), AT (0), #EE (0).

[ 2k 2

kK RIX =27 > A 777 U — (The Cochrane Library), PubMed C, Fabry disease, enzyme
replacement therapy, angiokeratoma, hypohidrosis, sweating % —"7— K& L CTHWV, #MEHMIX 2017
7 HETL L.

Xikix=227 707477V —X0 9 fH, PubMed XV 58 #RDim LOMREE S, WEAEGHZ L D5 —IK
A7 V== 7Tl fmROmXBt sz, &b, ZIRAZ Y —=27L 1L T2 mOimLx Tt
TUAE UTEIN LT,

PubMed SRR (2017 427 A 11 MR, BFIIHMEE S 7= 3CHL)

No. BREX EELE:
#01 | "Fabry Disease"[Mesh] 2,991
#02 | Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,494

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]

#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

#13 | #12 AND ("Cochrane Database Syst Rev'[TA] OR "Meta-Analysis"[PT] OR systematic[SB] OR 6
"Guideline"[PT] OR "Guidelines as Topic"'[MH] OR "Consensus"[MH] OR "Consensus
Development Conferences as Topic"[MH] OR ((meta-analysis[TI] OR guideline*[TI] OR
"systematic review"[TI] OR consensus[TI]) NOT Medline[SB]))

#14 | #12 AND ("Randomized Controlled Trial’[PT] OR "Randomized Controlled Trials as 7
Topic"[MH] OR (random*[TIAB] NOT medline[SB]))

#15 | #14 NOT #13 7

#16 | #12 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR ((clinical trial*[TIAB] 20
OR clinical stud*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB] OR
observational stud*[TIAB]) NOT medline[SB]))

#17 | #12 AND ("Epidemiologic Research Design"[MH] OR "Study Characteristics"[PT] OR 51
"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]))

#18 | (#16 OR #17) NOT (#13 OR #15) 45

(3¢ k]

1) Shiffmann R, et 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 efficacy 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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VAL SHER T A % Y Tl R = 7R — RAfFZEIL, Fabry Outcome Survey (FOS) 2B GRS TV D
342 FlERtG L L@l 1 MDA Thoiz .

BRI RORRETCIX, 62 Bl (B : Letb~T v BaE= 41:21 6, /MR sl ANEBFE = 14 : 48 )
ZXRELT AN F =Y o & 12 PARE L, BEMTFRIEODREN—AT A Lk Lz, KT
X, XR=ZX7 A4 T49% O7 77 U —HREE THBEIERZED, 12 NABOAIERIL39% ([ZHED L
7. BRZ, NRERETTIIERIEIROAIERD 64% 75 39% (T L, BRATIE 44% 75 40% DI
YTl LD, INNRICBWTERREGEEZRO . BREROAERL, /NEEE L BEEE
THAMFRIEEZEZ S > Tl Lz, [F UBHE CRER MR MIEBR M2 24 A 7 v —7 » /T & 72 58
Bl (BPE : Zotb~7 m B35 =33 : 25, /NI fRAEE =10 : 48) TOMFTIEL, N—RA T A Tl
43% D7 77V —FREE TR A RS, 24 DABOERERIL 29% ~FEEL b > T Lz, Frlk
PE~T oy, NERE CHERIEROSEIIEHTH Y, 2EMOBERMFTRIEICLY, kE~T ek
FHTITARERD 40%0°5 20%~, /NREHEE TIX 80%0> 5 50%~ME T L7z,

THRUERICOWTIE, 60 6] (B ktb~TufBE= 39:21 5, /R lRABE= 12 : 48 #)
IR LT I —Ba %12 PAKEL, BEEMARIEODREX—RAT A LR LTz, KT
%, XR=ZXF A4 T21% O7 77U —FEETMRERZED, 12 NABOFIERIT 18% (2D L
7o FRUERICOWT Y, NEBEFICBWTHIESEN 36% 205 7% IZIKTFL, et AEEE -
THELE. 240 HOT7 0 —7 v 7 T&ERSTH (B kte~7 oiF=32:25, /MR AEE
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27%~ETF L7z,
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KikkgRFR1Z =27 727 47 Z U — (The Cochrane Library), PubMed ~C, Fabry disease, enzyme
replacement therapy, gastrointestinal symptom, intestinal ischemia, abdominal pain, diarrhea %% —7U — K
ELTHY, BEBEFEIL 2017 427 AETL L.

XigklZ =227 707477 —50 9 #E, PubMed LV 32 fROFmL1RE I, EAGICL DK
A7V == 7T 13 WOwmXAMH I Nz, B, ZRAZ Y —= 7L LT4A ROmLETE
TUARAE LTERLE.

PubMed SCHER RS (2017 42 7 H 12 AR, BFIIMHBZR -3k

No. BRERX RERGH
#01 | "Fabry Disease"[Mesh] 2,991
#02 | Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,494

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]

#03 | "Enzyme Replacement Therapy"[Mesh] 1,286
#04 | Enzyme Replacement Therap*[TIAB] 3,546
#05 | "Signs and Symptoms, Digestive"[Mesh] 138,724

#06 | Gastrointestinal Sign*[TIAB] OR Gastrointestinal Symptom*[TIAB] OR Digestive 244,801
Sign*[TIAB] OR Digestive Symptom*[TIAB] OR Abdominal Pain*[TIAB] OR Acute
Abdomen*[TIAB] OR Aerophagy*[TIAB] OR Anorexia*[TIAB] OR Constipation*[TIAB]
OR Diarrhea*[TIAB] OR Dyspepsia*[TIAB] OR Encopresis*[TIAB] OR Eructation*[TI1AB]
OR Flatulence*[TIAB] OR Gagging*[TIAB] OR Halitosis*[TIAB] OR Heartburn*[TIAB] 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 "lIschemia”[Mesh] 5,584
#08 | Intestinal Ischemia*[T1AB] 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
#13 | (#1 OR #2) AND (#3 OR #4) AND (#5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12) 67
#14 | #13 AND (JAPANESE[LA] OR ENGLISH[LA]) 59
#15 | #14 AND ("Cochrane Database Syst Rev'[TA] OR "Meta-Analysis"[PT] OR systematic[SB] 4

OR "Guideline"[PT] OR "Guidelines as Topic"[MH] OR "Consensus“[MH] OR "Consensus
Development Conferences as Topic"[MH] OR ((meta-analysis[TI] OR guideline*[TI] OR
"systematic review"[TI] OR consensus[TI]) NOT Medline[SB]))

#16 | #14 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as 1
Topic"[MH] OR (random*[TIAB] NOT medline[SB]))

#17 | #16 NOT #15 1

#18 | #14 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 comparison*[TIAB]
OR observational stud*[TIAB]) NOT medline[SB]))

#19 | #14 AND ("Epidemiologic Research Design"[MH] OR "Study Characteristics"[PT] OR 29
"Epidemiologic Study Characteristics as Topic"[MH] OR ((cohort*[TIAB] OR comparative
stud*[TIAB] OR retrospective stud*[TIAB] OR prospective stud*[TIAB] OR
longitudinal*[T1AB] OR control group*[TIAB]) NOT medline[SB]))

#20 | (#18 OR #19) NOT (#15 OR #17) 27

(3¢ 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 international, 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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i Sz 7 o & 2k belestakBi  (randomized controlled trial : RCT) TOMFZEH LI% 2 R TH
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D DML OEITHE L BRI RFIE O R A BF LI lE T Y, B LORWERZBNT, £
HOMERE, EHHAREOKELRD, BHLOH DB TIIUELZRBD R T RE ST TEY,
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[t R ]
"] (15), AT (0), #EIE (0).

[ sk 2

kM RIX =27 > A 777 U — (The Cochrane Library), PubMed C, Fabry disease, enzyme
replacement therapy, cardiac hypertrophy, cardiac function, arrhythmia &% —U— K& L CHVY, #EZEH
1L 2017 427 AETL L7

XWkiEa 2 70 T4 770 —50 16 ff#, PubMed XV 162 MROim COMRBE S, PiEEEFHICE D —
WA Y == 7T25 WO XN SNz, I, ZRAZ VY —=v7 L 1L T2l fmOim L=
Er AL LTERLT.

PubMed SCHER RS (2017 42 7 H 12 AM®R, ®BFIIMHBZR -3k

No. BRERX RERGH
#01 | "Fabry Disease"[Mesh] 2,991
#02 | Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,494

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]

#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*[TIAB] 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*[TIAB] 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*[TIAB] OR Wolff-Parkinson-White Syndrome*[TIAB]

202,404

#09

"Heart Function Tests"[Mesh]

497,488

#10

Cardiac Function*[TIAB] 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[TI]) NOT Medline[SB]))

18

#16

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

18

#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

#20

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

130

[3C

ik ]

1) Schiffmann R, et 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: pharmacokinetic, substrate
clearnce and safety studies. Am J Hum Genet 2001; 68: 711-722.
3) Baehner F, et al: Enzyme replacement therapy in heterozygous females with Fabry disease: result of a phase 111B
study. J Inherit Metab Dis 2003; 26: 617-627.
4) Weidemann F, et al: Improvement of cardiac function during enzyme replacement thrrapy in patients 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: effects on quality
of life and organ involvement. Am J Kidney Dis 2005; 46: 120-127.
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8) Hughes DA, et al: Effects of enzyme replacement therapy on the cardiomyopathy of Anderson-Fabry disease: a
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11) Mehta A, et al: Enzyme replacement therapy with agalsidase alfa in patients with Fabry’s disease: an analysis
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PubMed SRR (2017 45 7 A 13 AR, BFIIME S - 3CHD)

No. BREX LTS
#01 "Fabry Disease"[Mesh] 3,000
#02 Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,513

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]

#03 "Enzyme Replacement Therapy"[Mesh] 1,299
#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*[ TIAB] 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




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

#12 #10 AND ("Randomized Controlled Trial"'[PT] OR "Randomized Controlled Trials as 9
Topic"[MH] OR (random*[TIAB] NOT medline[SB]))

#13 #12 NOT #11 8

#14 #10 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR ((clinical trial*[TIAB] 37

OR clinical stud*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB] OR
observational stud*[TIAB]) NOT medline[SB]))

#15 #10 AND ("Epidemiologic Research Design"[MH] OR "Study Characteristics"[PT] OR 92
"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]))

#16 | (#14 OR #15) NOT (#11 OR #13) 81

(3¢ k]

1) Eng CM, et al: Safety and efficacy of recombinant human a-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 multiple 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, et 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, et al: Sustained, long-term renal stabilization after 54 months of agalsidase beta therapy 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 patients 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 2016; 10: 1771-1781.
12) Nowak A, et al: Disease progression modeling to evaluate the effects of enzyme replacement therapy on kidney
function in adult patients with the classic phenotype of Fabry disease. Kidney Blood Press Res 2017; 42: 1-15.
13) Feriozzi S, etal: Agalsidase alfa slows the decline in renal function in patients with Fabry disease. Am J Nephrol

2009; 29: 353-361.



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

15) 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.

16) 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.

17) Najafian B, et al: One Year of Enzyme Replacement Therapy Reduces Globotriaosylceramide Inclusions in
Podocytes in Male Adult Patients with Fabry Disease. PloS One 2016; 11: e0152812.

18) 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.

19) 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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PubMed SCERIR R, (2017 42 7 A 13 AR, BFIIME S - 3CHD)

No. | BREX EELE

#01 | "Fabry Disease"[Mesh] 2,991

#02 | Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A Deficienc*[TIAB] 3,494
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]

#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 214,346
Apoplexy[TIAB] OR Brain Infarction*[ TIAB] OR Brain Stem Infarction*[TIAB] OR Cerebral
Infarction*[TI1AB]

#07 | "Cerebrovascular Disorders"[Mesh] 317,599

#08 | Cerebrovascular Disorder*[TIAB] OR Intracranial Vascular Disease*[TIAB] OR Intracranial 21,824
Vascular Disorder*[TIAB] OR Cerebrovascular Disease*[TIAB] OR Brain Vascular
Disorder*[TIAB] OR  Cerebrovascular Occlusion*[TI1AB] OR  Cerebrovascular
Insufficienc*[TIAB]

#09 | "Leukoencephalopathies”[Mesh] 217,745

#10 | Leukoencephalopath*[TIAB] OR White Matter Disease*[TIAB] OR Vanishing White Matter 18,120
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*[TIAB] OR Alexander Disease*[TIAB] OR Canavan
Disease*[TIAB] OR  Globoid Cell  Leukodystroph*[TIAB] OR  Metachromatic
Leukodystroph*[TIAB] OR Pelizaeus-Merzbacher Disease*[TIAB]

#11 | "Mental Disorders"[Mesh] 1,076,245

#12 | Mental Disorder*[TIAB] OR Psychiatric Disturbance*[TIAB] OR Psychiatric Diagnosis*[TIAB] 432,178

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*[TIAB] 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*[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*[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*[TIAB] 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*[TIAB] 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]

#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
#15 | #14 AND ("Cochrane Database Syst Rev'[TA] OR "Meta-Analysis“[PT] OR systematic[SB] OR 31
"Guideline"[PT] OR "Guidelines as Topic"'[MH] OR "Consensus"[MH] OR "Consensus
Development Conferences as Topic"[MH] OR ((meta-analysis[TI] OR guideline*[TI] OR
"systematic review"[TI] OR consensus[TI]) NOT Medline[SB]))
#16 | #14 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as Topic"[MH] 35
OR (random*[TIAB] NOT medline[SB]))
#17 | #16 NOT #15 31
#18 | #14 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR ((clinical trial*[TI1AB] 110
OR clinical stud*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB] OR observational
stud*[TIAB]) NOT medline[SB]))
#19 | #14 AND ("Epidemiologic Research Design"[MH] OR "Study Characteristics"[PT] OR 387
"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]))
#20 | (#18 OR #19) NOT (#15 OR #17) 342
(3¢ k]

1) Schaefer RM, et al: Enzyme replacement therapy for Fabry disease: a systematic review of available evidence.
Drugs 2009; 69: 2179-2205.
2) Banikazemi M, et al: Agalsidase-beta therapy for advanced Fabry disease: a randomized trial. Ann Intern Med
2007; 146: 77-86.
3) Ortiz A, et al: Time to treatment benefit for adult patients with Fabry disease receiving agalsidase B: data from
the Fabry Registry. J Med Genet 2016; 53: 495-502.
4) Anderson LJ, et al: Long-term effectiveness of enzyme replacement therapy in Fabry disease: results from the
NCS-LSD cohort study. J Inherit Metab Dis 2014; 37: 969-978.

5) Weidemann F, et al: Long-term outcome of enzyme-replacement therapy in advanced Fabry disease: evidence

for disease progression towards serious complications. J Intern Med 2013; 274: 331-341.
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PubMed SRR (2017 45 7 A 13 AR, BFIIME S - 3CHRY)

No. BRERX RERGH
#01 | "Fabry Disease"[Mesh] 2,991
#02 | Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,494

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]

#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*[TI1AB]

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*[TIAB] OR  Alexander
Disease*[TIAB] 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*[TIAB] 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*[TI1AB]
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*[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*[TIAB] 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*[TIAB] 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

432,178




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
#15 | #14 AND ("Cochrane Database Syst Rev'[TA] OR "Meta-Analysis"[PT] OR systematic[SB] OR 31

"Guideline"[PT] OR "Guidelines as Topic"[MH] OR "Consensus"[MH] OR "Consensus
Development Conferences as Topic"[MH] OR ((meta-analysis[TI] OR guideline*[TI] OR
"systematic review"[TI] OR consensus[TI]) NOT Medline[SB]))

#16 | #14 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as 35
Topic"[MH] OR (random*[TIAB] NOT medline[SB]))

#17 | #16 NOT #15 31

#18 | #14 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR ((clinical trial*[TIAB] 110

OR clinical stud*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB] OR
observational stud*[TIAB]) NOT medline[SB]))

#19 | #14 AND ("Epidemiologic Research Design"[MH] OR "Study Characteristics"[PT] OR 387
"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]))

#20 | (#18 OR #19) NOT (#15 OR #17) 342

(3¢ k]

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.



CQ8 777V —mIcHTIBREIEEL EEMMAHEZRESIESIN?
HESE
WG TR R B2 TH) 2 bick vy, WE (4 - 5iE) ENZEN L, HREOMEITIH
X, DEVIEROWENYEHFTX 5.
[TV ADOME : C, #EDMRE : 2]

(g &

Sl DB & 72 B SRR IEGIES D 2200 b O3 <, —E WK OB AR SR ik O i TR
DI L0 I 27T > CTOABIEIFETH Y, T ADE L LTI 2. B - AiEERHE
BRI L DWS L~ Y SEHHERE ¥ 2 IR T RIEBRAART & 1% CHER L, STIROD K03 R A
FRIEIC L ONE (W4 - BilE) MEEOREIERE L TnD %9,

[t R ]
"] (15), A~ (0), EEIE (0).

[k 5k ]

Wik L =27 77 4 7 Z U — (The Cochrane Library), PubMed C, Fabry disease, enzyme
replacement therapy, hearing loss, tinnitus, deafness, dizziness, vertigo #%—U— K& L THW, %
W 2017 428 HETE L7z,

XkIE=7 704770 —X0 4 fF, PubMed LY 23 MROFMLARE S 4, PEETICL DK
AP Y == 7T OISz, S5, “RAZY—=27LLT6 mOimLETT
AL LTER L.

PubMed SCHk#R5RZ0 (2017 4 8 H 3 AR, B IR I 72 3CHR)

No. BRERX RERGH
#01 "Fabry Disease"[Mesh] 3,000
#02 Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,513

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]

#03 "Enzyme Replacement Therapy"[Mesh] 1,299
#04 Enzyme Replacement Therap*[TI1AB] 3,576
#05 "Hearing Loss"[Mesh] 61,371
#06 "Tinnitus"[Mesh] 6,872
#07 "Deafness"[Mesh] 25,725
#08 "Dizziness"[Mesh] 4,548
#09 "Vertigo"[Mesh] 9,600
#10 Hearing Loss*[TIAB] OR Hearing Impairment*[TIAB] OR Hypoacus*[TIAB] OR Partial 88,248

Deafness*[TIAB] OR Tinnitus[TIAB] OR Deafness[TIAB] OR Deaf Mutism*[TIAB] OR
Dizziness[TIAB] OR Dizzyness[TIAB] OR Orthostasis[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




#13 #12 AND ("Cochrane Database Syst Rev'[TA] OR "Meta-Analysis"[PT] OR systematic[SB] 2
OR "Guideline"[PT] OR "Guidelines as Topic"[MH] OR "Consensus"[MH] OR "Consensus
Development Conferences as Topic"[MH] OR ((meta-analysis[TI] OR guideline*[TI] OR
"systematic review"[TI] OR consensus[TI]) NOT Medline[SB]))
#14 #12 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as 2
Topic"[MH] OR (random*[TIAB] NOT medline[SB]))
#15 #14 NOT #13 2
#16 #12 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR ((clinical 8
trial*[TIAB] OR clinical stud*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB]
OR observational stud*[TIAB]) NOT medline[SB]))
#17 #12 AND ("Epidemiologic Research Design"[MH] OR "Study Characteristics"[PT] OR 22
"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]))
#18 (#16 OR #17) NOT (#13 OR #15) 19
(3¢ 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, et al: Agalsidase alfa and hearing in Fabry disease: data from the Fabry Outcome Survey. Eur J Clin
Invest 2006; 36: 663-667.
4) Palla A, etal: Vestibular and auditory deficits in Fabry disease and their response to enzyme replacement therapy.
J Neurol 2007; 254: 1433-1442.
5) Suntjens EB, et al: Hearing loss in adult patients with Fabry disease treated with enzyme replacement therapy.
J Inherit Metab Dis 2015; 38: 351-358.

6) Serqgi B, et al: Inner ear involvement in Anderson-Fabry disease: long-term follow-up during enzyme

replacement therapy. Acta Otorhinolaryngol Ital 2010; 30: 87-93.




CQ9 Z7JVU—MRICHT HAHEREL, EEEZHESEIM?
HELE

77 7V —IRORHERE L LT, IARSEE L, Tx= b, AR F U7 EPRREEENE
VIR OIRBRICAE DI TH D,

[TETVADOME : C, #LEOmE ;2]

(g @il

7 7 7 U — 5 ORI E MR O SHERRIEIC W TIE, BEMIREICHE L TFZERD 2L, T
v A MM ERER  (randomized controlled trial : RCT) O 370 o 7. SEFIHRED L AT~ T 4
v L Ea—%T T AL LTIHEL Y.

AN BE L OFPEICET 2 ®REP KRB, IROEEZEZON, T==bA v, TNRAXUF
VHRPHFFCE S, A ba B OFRAGIN AN DHE S, IANTBE L LTS &
SERITERMAEE LT L &S LTV DED, JEFIEN DR =B o A & LTEHHy. EREE (U R0
A ) RBEE (B x) REDHEMNREREOWRE S H DD, BEIEGFIMRD TR, HERH
Wi LETHD. 70k, AT rA FHEFIRIEREK (NSAIDs), 7 7 X/ 7= 70 EOFEFEHRITY
e, BEELZE(LIELAEERHLOTHEMAZEZ H2XEXTHD.

FER D HRREFMILIR DO AD 7 7 7 ) —BE TR L, SHERETERPA a2 br—L3iic s L
TH, 777V —IROMAKEE L U THERMARIEIIA T RETH L LRINOZF 23— A=
Fr TR S TS 2.

FTo, FEWPEETZT T, MRRBEEMEER (WY R) OFRZERET 5 X 9 72 B ATETO
HOBEBHSCTR (RUWEBZEET 2, ENEE BEREICHETT2, B2 OREZ{KOICT 555)
LA THS.

[ et R
A (14), A (0), EEE (). EEELEFINIZAICOWTIEEEZITY, BED A —/LIHER
IZE > TERB ST,

[k 5k ]

Kk RIZ =27 7 F 4 7 Z U — (The Cochrane Library), PubMed G, Fabry disease, pain,
medication, analgesic drug, antiepileptic drug, quality of life Z#%—7— K& L CHW, MZEWIMIX 2017
8 HETE L.

XHkZ=22 70 T4 77 V=50 1, PubMed XV 58 MR IR i, EkAEGIC LDk
AV == T T4 RO Sz, 61, " RAZV—=27L LTl WMOWmX T T
AL LTEIRL.

PubMed SCHk 20 (2017 4F 8 H 3 Ak, BFIIMB 7= CHk)

No. BRERX RERGH
#01 "Fabry Disease"[Mesh] 3,000
#02 Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,513

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]

#03 "Drug Therapy"[Mesh] 1,197,713
#04 "Analgesics"[Mesh] OR "Analgesics"[PA] 520,857
#05 "Anticonvulsants”"[Mesh] OR "Anticonvulsants"[PA] 141,812

#06 Anticonvulsant*[TIAB] OR Anticonvulsive Agent*[TIAB] OR Anticonvulsive Drug*[TIAB] 150,480
OR Antiepileptic*[TIAB] OR Analgesic*[TIAB] OR Analgesia*[TIAB]

#07 "Pain"[Mesh] OR "Pain Management"[Mesh] 356,000
#08 Pain*[T1AB] 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 #8) 103
#12 #11 AND (JAPANESE[LA] OR ENGLISH[LA]) 83
#13 #12 AND ("Cochrane Database Syst Rev'[TA] OR "Meta-Analysis"[PT] OR systematic[SB] 8

OR "Guideline"[PT] OR "Guidelines as Topic"[MH] OR "Consensus"[MH] OR "Consensus
Development Conferences as Topic"[MH] OR ((meta-analysis[TI] OR guideline*[TI] OR
"systematic review"[TI] OR consensus[TI]) NOT Medline[SB]))

#14 #12 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as 9
Topic"[MH] OR (random*[TIAB] NOT medline[SB]))

#15 #14 NOT #13 7

#16 #12 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR ((clinical 26

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

#17 #12 AND ("Epidemiologic Research Design"[MH] OR "Study Characteristics"[PT] OR 55
"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]))

#18 | (#16 OR #17) NOT (#13 OR #15) 43

(3¢ k]
1) Schuller Y, et al: Pain management strategies for neuropathic pain in Fabry disease- a systematic review. BMC
Neurol 2016; 16: 25.
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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7 7 7 U — 5 OB S A DHEIC KT 5 SHERIEICOWT, B TII=ET AL LTRAL Y 5
SCHRIEZR NS, RHERRIEIC X D IR AHER GBI —E DO RN RIAEND.

[TEF U Z20ME D, #IEomES @ L]

(g &

BRERC, 77 7 U — i OMEBR A OHEIC KT D xHERIE O MEIC OV THREEL e T v R &
LCTEHML Y 28520,

77 7V IR OEREBAPHEIC L 0 A U B IERICOW TR R L OIT R WE DD, HATERSS
FRBPENARLTNDHA KT A 2P THIR SN D KRB KT DIEHEIRR S — E DR R &R LTz
ETDIERIHRE N D D
« RIRMEARIEAR « AEA A= R A — I — DRl 2 AT
- BOEVEREENR © fH 2 A S TR BN AR OHE 2 1AL, PURNFENREERE 5-

AR E D T VAT v AR (ACE) IHESE, T U T v v I R EEETIEE (ARB),

B BT, T PR A D BEAF O AR S iR 15
< A DR R SEBNRS A X A90F (coronary artery bypass grafting : CABG)

C SRS HEREZE LR oy BREE OSRRE, DR

[ et k]
" (12), AR (0), BEE 3). EEELIHEMINIRIIOVWTUIMEELZITY, FEDOA—/LFHE
(Z& - kRSN,

[k 57 =0

kR IX 27 T A 7 Z U — (The Cochrane Library), PubMed T, Fabry disease, palliative
therapy, angiotensin converting enzyme inhibitor, angiotensin Il receptor blocker, beta blocker,
antiarrhythmic drug Z%—7 — K& LTV, BREBMIZ 2017 427 AETL L7

XEkIZ= 2 707477V —X0 3, PubMed LV 18 MROFHCHME IH, WEATIZ L D5k
A V== 7 T5 WOFmINH SNz, S5, “RAZ )V —=v T EfTo00, TeET AL
L CER SN SCRIT 72 o 7.

PubMed SRR (2017 4E 7 A 12 AR, BFIIME S - 3CHD)

No. BRERX RERGH
#01 "Fabry Disease"[Mesh] 2,991
#02 Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,494

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]

#03 "Palliative Care"[Mesh] OR "Palliative Medicine"[Mesh] 46,649
#04 Palliative Care*[TIAB] OR Palliative Medicine*[TIAB] OR Palliative Therap*[TIAB] OR 30,042
Palliative Treatment*[TIAB]

#05 "Angiotensin-Converting Enzyme Inhibitors"[Mesh] 30,218




#06

Angiotensin Converting Enzyme Inhibitor*[TIAB] OR Kininase Il Antagonist*[TIAB] OR
Kininase Il Inhibitor*[TIAB] OR Angiotensin | Converting Enzyme Inhibitor*[ TIAB] OR ACE
Inhibitor*[TIAB] 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 1l Receptor Antagonist*[ TIAB] OR Angiotensin 11 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*[TI1AB]

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*[TIAB] OR Antiarrhythmia Drug*[TIAB] 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*[TIAB] 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*[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*[TIAB] 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*[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

#19

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

21

#20

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

18

#21

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

1

#22

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

#23

#21 OR #22

#24

#20 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]))

#25

#20 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]))

11

#26

(#24 OR #25) NOT #23

10

#27

#20 NOT (#23 OR #26)

[3C

fik]

1) AABERG T2 AROARTZR BRI AR A AR S ME PR B AL 20— X2 B A




EAREEIAARDIBIR AR AARDIRY A~V 7 — 3 a3 VA AARBR SRS ARERFSSIA A
REENRDEF DA P Bk - B LA RBIET A K74 2 (2017 FFLETHD) .

2) AARMEERS T2 A AN AR A A NGRS 2 A A DRI E SRS B AR 7= A A

DARRFEAARNBFEI AR RS G RN FEEE: JR5RELDAE 2 & ONCBIE S 2 RO iE
PRICET DA KT 4 .

3) HAARMEERE T2 A AN S A AN T 72 A A DIBRIILE SR A AR 72 A A
BRI B AL EER B ARANEIRES G RFFEEE REAROIEIEMIIE T A K71 > (2011 4FCkET
)

4) HAPERZR T A AR B2 A AR 22 B AR ESAE P A AR DIE A o F—_
= RS B AR DB E SVREF 2 B AU 2 B AR P A R FEEE: 1 i DR B kT
THNANRRATZ 7 K& FAMTROBIRT 4 K Z 1> (2011 FLLEThR)



CQ11-1 77 TY—RICHT HEREIL, BEHELHESEIM?
HELE
RPEFRE (L= 7o UF 7Ty (RA) RMAEHR] 1, BRfifmikeoffficky, R¥
PRI O ENHFTE, R 7 BB CIXBEIEIR FEE RN E 72D,
[TETVADOME : C, #5EOmX ;2]

(g &

AR CQ IZxf L T#IRE N7 v ¥ AMbtbigiaatikii  (randomized controlled trial : RCT) D& LI 7e
<, BIEMZEN 3 W (RS FE2 R L2, BAMEHEL RS Thol.

BB SERIEET TS, RA RIER [T V4T v v BliESRE (ACE) BEREZIZT V4T
v ZEEETEE (ARB)] ZOFH LT, JRZ /327 M 0.59/gCr K, HDHWITR—RT A v
£V 50% LLEJD U7l CIIHERRERIRIEIR & (eGFR) (K F DA o — 7 PRI/ 5 2 & Sl
EhTns Y,

77 7 U —IRITd 5 RA SRILEIBIM O RMEEE B & L7oFERE T 2v. mimEZ G0 L
TWRWEAITIE, RA RILEIIIRBRENICTHL Z LITHEENPLETH L.

7 7 7 VIR KD BRI IS OV T, RN K SRR & FERIC B ARE RTS8
KL TCWDBIENA KT A Y THEEES N D RIRRBIC X9 DAEHERE AN S 5.

[t R ]
"] (15), A~ (0), EEIE (0).

[k 5% 2

Kkt s&IL =22 72 F 4 77 U— (The Cochrane Library), PubMed C, Fabry disease, ACE
inhibitor, Angiotensin Il receptor blocker, proteinuria, glomerular filtration rate, podocyte # % —7 — K&
LCH, BRZBEHIMIL 2017 48 AETL LT,

XX 70477V —XY 1 #F PubMed XV 12 fROFGRIIHBMR S 4, PErAHIC L 5K
APV —= 7 T4 OISz, 61, “RAZYV—=27L LT3 WOimLeETrs
AL LTER L.

PubMed SRR, (2017 4E 8 A 3 HaER, BFIIME S - 3CHR)

No. BRERX RERGH
#01 "Fabry Disease"[Mesh] 3,000
#02 Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,513

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]

#03 "Angiotensin-Converting Enzyme Inhibitors”"[Mesh] OR "Angiotensin-Converting Enzyme 41,395
Inhibitors"[PA]

#04 "Angiotensin Receptor Antagonists“[Mesh] OR "Angiotensin Receptor Antagonists"[PA] 21,959




#05 Angiotensin Converting Enzyme Inhibitor*[TIAB] OR Kininase 1l Antagonist*[TIAB] OR 36,403
Kininase Il Inhibitor*[TIAB] OR Angiotensin | Converting Enzyme Inhibitor*[TIAB] OR ACE
Inhibitor*[TIAB] OR Angiotensin Converting Enzyme Antagonist*[TIAB] OR Angiotensin
Receptor Antagonist*[TIAB] OR Angiotensin Receptor Blocker*[TIAB] OR Angiotensin 11
Receptor Antagonist*[TIAB] OR Angiotensin 1l Receptor Blocker*[TIAB] OR Angiotensin 11
Type 1 Receptor Blocker*[TIAB] OR Angiotensin 1l 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*[ TIAB] 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

#12 #11 AND ("Cochrane Database Syst Rev'[TA] OR "Meta-Analysis"[PT] OR systematic[SB] 2
OR "Guideline"[PT] OR "Guidelines as Topic"[MH] OR "Consensus"[MH] OR "Consensus
Development Conferences as Topic"[MH] OR ((meta-analysis[TI] OR guideline*[TI] OR
"systematic review"[TI] OR consensus[TI]) NOT Medline[SB]))

#13 #11 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as 2
Topic"[MH] OR (random*[TIAB] NOT medline[SB]))

#14 #13 NOT #12 1

#15 #11 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR ((clinical 6
trial*[TIAB] OR clinical stud*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB]

OR observational stud*[TIAB]) NOT medline[SB]))

#16 #11 AND ("Epidemiologic Research Design“[MH] OR "Study Characteristics"[PT] OR 11
"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]))

#17 (#15 OR #16) NOT (#12 OR #14) 9

(3¢ k]

1) Warnock DG, et al: Antiproteinuric therapy and Fabry nephropathy: factors associated with preserved 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.
4) BARBIRFSRE 7 v RS CKD 2 A A K7 A 2018, HRET 4




CQI2 77 TU—RISHT BB, BEHELRESLEIN?
HesE

77 7Y R ERERE L T DA 5 BBMIL, MORKIC L BRI 2 BB L
BT, BREOERE, MEEFRIASTHD. 77 7 ) —iBED B H ORI B O
HEREIR FIREom & ), THRUEHIFTE 5.

[ZEFVADR®E : C, #EOMS : 2]

(g &

77 7 ) —HEFICRO LN D Gh3 OFEIL, BEEHRRLBELX LN TEY, M Gb3 AEMIZHE
BT 2D TIERNEBZX LN TS, 20720, BHEEITIE Gh3 IXEME T, WAl amikBR
L0777V —HIHT 2 EBMEOAIENHE STV D,

A CQ IZX L TiBREINT T v & AMutbifatatit  (randomized controlled trial : RCT) DF&CIE72
<, BIEMEIL3 W (AR EAFZE L W2, ®AmEE2 m3Y) Tho.

BB AEZ -7 7 7 ) —RERFICB W TSR ARRIEIC LY, BT O BRI T L
BN THDHZENMESN TS (— 1.92mL/min/ 4E) 2. 1987 B0 20 EMT, 777U —
FIZL DA TREBN A= T2 197 HilL, MMOFRRKIZE 2B R TEBMEZ %I 7-423 J7 3,083
B, AEERCIER], RIS TR L2 IREE 1,970 BlOEICE W T, 77 7 U — R BBMEEED 5
EREFR (T4%) 1%, HoFKNIC L 2BMEEE (69%) L0 EBAFTHoR, Mt FIAEZEITED D
nighoie (P=0.64) 5 FAFRIZT 7 7 U —WE MR (81%) &AMOIRROBHHRE & IXF%ET, xt
FREE (90%) (ZHEE L TH o TV, St FHAEZITRO bvknotz (P=0.33) ¥. Hiffigk Db
BHIOEETIEH H0Y, 1964 F1 D 1998 FE BB E2Z T 727 7 7 U —RBHED 5 FEFR
(100%) XMiEENT (41%) L0 BiFCTH o7 2.

K552
"] (12), AF(0), FEIE (3). BEIELEMINTZAIZOWTIEEZITY, FEDO X —/LEE
WX o THERINE.

[k 2k 2

HkFRER X 27 > F A 7 Z U — (The Cochrane Library), PubMed C, Fabry disease, renal
transplantation, proteinuria, glomerular filtration rate, podocyte %% —7U— K& L CHWV, BIRMMIX
2017 4210 HETL L.

XHkZ227 70T 477U =50 11 f&E PubMed LY 135 fROFHXBRB SN, WEETICE D —
WAV —=07T6 MOz, Eb6lc, Z/RAZ YV —=v7L LT3 fmMOmXat=t
TUARAE LTERLE.

PubMed SCERMi 2R (2017 4F 10 1 9 AR, BFIIMZR Sh7-Cik)

No. BREX | BREHK
#01 "Fabry Disease"[Mesh] 3,032
#02 Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 3,552

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]
#03 "Renal Dialysis"[Mesh] OR "Dialysis"[Mesh] OR "Kidneys, Artificial"[Mesh] 127,392
#04 dialysis*[TIAB] OR dialyses*[TIAB] OR Hemodialysis*[TIAB] OR Hemodialyses*[TIAB] 131,040
OR Hemodiafiltration*[ TIAB] OR Artificial Kidney*[TIAB]
#05 "Kidney Transplantation"[Mesh] 87,095
#06 Kidney Transplantation*[TIAB] OR Renal Transplantation*[TIAB] OR Kidney 43,596
Grafting*[TI1AB]
#07 (#1 OR #2) AND (#3 OR #4 OR #5 OR #6) 239
#08 #7 AND (JAPANESE[LA] OR ENGLISH[LA]) 213
#09 #7 AND ("Cochrane Database Syst Rev'[TA] OR "Meta-Analysis"[PT] OR systematic[SB] 6
OR "Guideline"[PT] OR "Guidelines as Topic"[MH] OR "Consensus"[MH] OR "Consensus
Development Conferences as Topic"[MH] OR ((meta-analysis[TI] OR guideline*[TI1] OR
"systematic review"[TI] OR consensus[TI]) NOT Medline[SB]))
#10 #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
#12 #7 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 comparison*[TIAB]
OR observational stud*[TIAB]) NOT medline[SB]))
#13 #7 AND ("Epidemiologic Research Design”"[MH] OR "Study Characteristics"[PT] OR 129
"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]))
#14 (#12 OR #13) NOT (#9 OR #11) 126
(3¢ k]

1) Desnick RJ, etal : o -Galactosidase A deficiency : Fabry disease. The Metabolic and Molecular Basis of
Inherited Disease. 8th ed. New York : McGraw-Hill ; 2001 : 3733-3774.
2) 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.
3) Shah T, et al: Kidney transplant outcomes in patients with Fabry disease. Transplantation 2009; 87: 280-285.

4) Inderbitzin D, et al: Kidney transplantation improves survival and is indicated in Fabry's disease. Transplant
Proc 2005; 37: 4211-4214.



CQ12 Z777V—fRICHT HREREIL, EERNESHEZRESEIN?
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7 7 7V —J{ O ESBHEOHEIC KT D AHERIEIC DWW TIE, TET U A LR D HkiTR <, 2
I RHTHS.

[TEF U Z20ME D, #IEDMRES @ L]

(g il

BT, 77 7V —ROH BRHE PHEISRT 2 SHERED AR DUV TRGE L 7- 81378
Y

77 7V =IO HERHAOIHEIZ LV 4 U AERICOWTIE, FRlort —EAEE S HEILT
HILTWA.

cHIBY < DFV B X I AL, TRERUGER, BT WEOES

« BUVERGEHERE (ZEREEERE) - O T VVRLE  BIERI O AT v RS, REEKET MU U AT
E

[ e R
"] (15), Al (0), #EELE (0).

[ 3%

R FRIZ =27 ZF A 7Z U — (The Cochrane Library), PubMed ~C, Fabry disease, medication,
hearing loss, tinnitus, deafness, dizziness, vertigo % —7U— K& L CTHWV, KxEMIMIX 2017 48 H
FTE L.

XKL= 707477 U —20 6 flw, PubMed KV 15 $ROFGHCAHAME SNT=03, PraHilc
—RAZ V== FTZET AL LTIl S = SCikix 2o 7.

PubMed SCik 220 (2017 4E 8 H 3 A kiR, KRPIIMR 7= 3Cwk)

No. BREX | BREHK
#01 "Fabry Disease"[Mesh] AND ("Drug Therapy"[Mesh] OR "drug therapy"[SH]) 714
#02 (Fabry Disease*[TIAB] OR Fabry's Disease*[TIAB] OR alpha Galactosidase A 47

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]) AND (drug therap*[TIAB] OR chemotherap*[TIAB]
OR pharmacotherap*[TIAB] OR pharmacological therap*[TIAB] OR medication*[TIAB])

#03 "Hearing Loss"[Mesh] 61,371
#04 "Tinnitus"[Mesh] 6,872
#05 "Deafness"[Mesh] 25,725
#06 "Dizziness"[Mesh] 4,548
#07 "Vertigo"[Mesh] 9,600
#08 Hearing Loss*[TIAB] OR Hearing Impairment*[TIAB] OR Hypoacus*[TIAB] OR Partial 88,248

Deafness*[TIAB] OR Tinnitus[TIAB] OR Deafness[TIAB] OR Deaf Mutism*[TIAB] OR
Dizziness[TIAB] OR Dizzyness[TIAB] OR Orthostasis[TIAB] OR Lightheadedness*[TIAB]
OR Light Headedness*[TIAB] 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




#11 #10 AND ("Cochrane Database Syst Rev'[TA] OR "Meta-Analysis"[PT] OR systematic[SB] 1
OR "Guideline"[PT] OR "Guidelines as Topic"[MH] OR "Consensus"[MH] OR "Consensus
Development Conferences as Topic"[MH] OR ((meta-analysis[TI] OR guideline*[TI1] OR
"systematic review"[TI] OR consensus[TI]) NOT Medline[SB]))

#12 #10 AND ("Randomized Controlled Trial"[PT] OR "Randomized Controlled Trials as 2
Topic"[MH] OR (random*[TIAB] NOT medline[SB]))

#13 #12 NOT #11 2

#14 #10 AND ("Clinical Study"[PT] OR "Clinical Studies as Topic"[MH] OR ((clinical 6
trial*[TIAB] OR clinical stud*[TIAB] OR case control*[TIAB] OR case comparison*[TIAB]

OR observational stud*[TIAB]) NOT medline[SB]))

#15 #10 AND (“Epidemiologic Research Design"[MH] OR "Study Characteristics"[PT] OR 15
"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]))

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

(3¢ k]

L.
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77 7V —IROBEMAFIEC L2 RHIM ALY, BEE, LEEOEITZELEDH LN TE
HEINTVDED, RIEFICKT HBERMAFIEODRIZONTUEIZET VAR, 20T L%
EBREL, &1 ICRTEEEMARKEORBEENARTOa PR EEZOND. 2B, BCKTO
HA RTA T, HMRERZHET 2856 L BRNERZ AT 56 TR %25 Tnsd. L
L, BDRETOT7 77V —FHOBMETFERICET 2% TIE, B AR EERFITEIC 5T
DRTEBWEREINTND (AICEBFERZAL TS 77 7 U —WEETYH, L 5E
TOHAELHIVUTERAE LTRETIHALHD) YV, T0D, KA KT A4 U Tll#s AR
O EERI I 2 330 E T, BRIRERE ) D EEIR AL 2l U, BERMli mREBaa B2 O 5 58t & L
7-.

BEDTDIZ, KEERMNDO T 77V —FHBRDOT X A8~ I V=4 2 TOREEMARIE OB
FLuE R BRI EEE TR EN& 2?2, &3 1T

(3T k]

1) Kobayashi M, et al. Mutation spectrum of « -galactosidase gene in Japanese patients with Fabry disease. J
Hum Genet 2019; 64: 695-699

2) Ortiz A, etal : Fabry disease revisited : Management and treatment recommendations for adult pa- tients.

Mol Genet and Metab 2016 ; 123 : 416 —427.

3) 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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F2,; REOIFAN— rFEZF U TORERTREOMBEE

1 HERTEREFTSIIrIUREREE
18 EFETICEEL, FEOERICEADS TR SEEMTTELERIIET D.
2 HEBTEEEFULREELTVWS 77 JU—RIEATOEE
TR RO DT FE Rt A ST 5.
- B RIRREFRELTULD
- FUINORESDVEREV L IZ VEESDHD (OBEBHFESESNTVDES)
- BRSSO E—EERMEMFEEFELTWVD
- MR, @E, 2 0—7, @RS ORRSERETSEDS (OLEBHEESNT
LaiEs)
- BDET . EENETHIESERESEDS (OEESRERDFTECNTVDES)
EETEEOET, RTEREZEHIES
3 HEROERE=FLFEREEO 77 JU—m/at~0EH
o BrahifEsfTaiERE TS
-0 EL FTHIEEEEER (GFR) < 90 mL/min/1. 73m" (DIES
- BRFIL T =2 > 30 mpneCr DiSRT 5188
- BEET FY - FOZRE AEEEE B3LEFORRUFIVILESZ E (Gh3)
OERMEEHSES
- BBER MRI TRITHCOREE, SoLWFFEEERETEHLES
- DERAR A, FEER DEROESEL GBS MRI T EREELTLSIES
4 EREERERTIESEFSLULATOESR
HERFERESE LERED 77 T —REECETS

(Ortiz A, et al - Mol Genet and Metab 2016 © 123 © 416-427)
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1 HEHERETFEREET 2BMESR
- PR RS SRS
s RoOWTrihoFR BAED SNEES
WEFILIZVE (> 30mghcr), ISR BfE: [REREEEE (CFR) <60~ 9%
mL/min/1.73 m’], DA (DEEAES 12 mm), TR ABEOERE, a8t
SiE BiEE. BE, EHEER
'ﬂﬁﬂ]ﬁ"*l&" 16 mLUE

; ﬁﬁﬂer?jD—?u:’EﬁLﬁ TEROLWFNMR BHES ONtRE
WEFILTIZVE (> 30meecr). F2/OE. B2 (GFR < 60 ~ 9% mL/min/1.73 m’),
LEEEX (DEEAE> 12 mm), FEIE AROERE, —EURRmREE HEE 8
B, GEEEER (SEsoEs )
3 IEEE
FEHRIC 74 O0—7 w FETL. FeaoWwrnhoRBHEs Shiicigs
WEFILIT=ZVE (> 30mghecr), IITORE, B2 (GFR < 60 ~ 9% mL/min/1.73 m’),
LEEEX (DEEAE> 12 mm), FEIE AROERE —EAUBEmREE REE B
B, GEEEER (SEnoEs )
| Lle-=d
- A TSAFADEWNG EREfTsAEERANCE LT &0 50% LLE)
- BEDSOESOHRANDIES
- REREOTFHRO T +0—F w FEZIHEE
- R FRA O T 2ERE T LILF—ER SR T 26
- ERLOAE (NYHA BB S 1v) EfVBEETET CEELEAEFSEE
- shan 1 FLIASREES N SRES
- BT R TR LIcH
CERSESOHT, BHCHATIAREREHR LTS SRREEFTREERE LT 1 £l
o T D EL R 51EL
WA E
- ERODEREOH T, ITICEETREEEAS DF2REDR
- ERLOAE (NYHA BEZ S 1Iv) B#L. BEEERT CEBLGHET£EE
- il 1 FLIACFEC N AR REORE
- EEGEEEERE LA

NYHA : New York Heart Association(— 1 —3— 278 B .
{Biegstraaten M, et al - Orphanet J Rare Dis 2015 © 10 © 36)



V BEHCERO-ODSEER

AERFHEO - DBRKRE

TRBREH T TE 2 —KIRRE T, 77 7 UV —IRICRHE L2 IRERHI D XSS A~ — 0 — (3B
TR, M7 erR ) 74 IV RT7 0T (globotriaosylsphingosine ; lyso-Gb3) DHIE L,
BB L OEENREONAA, ==L B LHRESNTHWAS Y, UL, I Lyso-Gb3 1%, &
AR B BE T L MCEIICRMEE 220, BRE T 7 7 ) —HBRESCLE~T 1 BH TIX
R ~ PR SO, BRI & RKBIA TEARWBINFET S, 2D, 1 Lyso-Gb3 fED
A?777U%f@%%%ﬁ5: FERTHY, THERRMBIRZEIED 1 S LW NLEDIT &k
. RIESNR DA, G —H— L L TP Lyso-Gb3 EDOA MVEICEET 2 MaTlE, Hivi 7 » 71
*ﬁﬁ$$%fi # L < @fiiz R L7z Lyso-Gb3 OfE 3 BER A S EBRAa R OBHE IR T L, 2
FABHBELMEA~T 0 BE T, BE~PEEICEELZ R L, MRMEFTRERGEHRL KT L
RETDHEMPBO LT, £z, WoTm AKT L7z Lyso-Gb3 NEOMEINT 2561%, BEERANC X
T HHRPURDELE S, BREDIERNETH L TWDH I ENTFPRITES L@RESNTHS. L, I
H Lyso-Gb3 DHIEIL, BUIRTIHRBEEM T/ <, MIEEL VLD L 72 5.

KEDTF A= A=A T, RLI? IWORTHED, SEEREEICTT D=4 U v 73 HER
SNTN5.

FERXV Y —=2T

77 7V —IRIZOWTOFHAENRRA YV —= v TN DR EEZ GO Th TRy *Y, HAERAZ Y

—= VI TCRRBEIND T 77 ) —REE OB 1,250 ~4,600 AIZ1 A&, ZRETEZLRTHD
ToIGESEREE (40,000 AT 1 N) IV @EBHETH-ToEHESN TV,

KEDNS SDINTIET 7 7V /I T 2HAERZ 7 )V —=7™frbhTnsg. LiL, 3
KR C7 7 7 U —IRITHAERA 7 V== FRGRE L L THER S L TW S DT TidZew [United
State Advisory Committee on Heritable Disorders in Newborns and Children Recommended Uniform Screening
Panel  (http://www.hrsa.gov/advisorycommittees/mchbadvisory/heritabledisorders/recommendedpanel/
index.ntml) ], ZOHEH L LT, (1) A7V —=2 T INHRBIZERBBEENDZ L, (2) #H

ARINIZZ OB EERIEREZBIET 2N ARHTH L Z &, (3) /NEENCIER ZBAts LRIEZ T84T
EHLWVHITET UANELEF TN &, (4) FERBICT » 77U —Jk &2l LIsET AZ1T-
TeBR ORI 2R LTSI SRR 2N Z LR HIT b TS, FERR 7 Y —=0 I3 FR R T
E[777V—FTlda 77 b ¥ —1Y A (a-galactosidase A : GLA) BEEIEMEOHIE] 2L 01T
bidicw, 777V =R TIELMEAT e BEEZRNR A7) == 7352 LIFTERY. 20
72, 777V —HO%E, BiAERAZ ) —= 3B bICEMHEREEZRAT S ENTIThiL Ty
5. 777V =9 Tl GLA BERTEMEDOHERE R O IR EZ THITE W2 LR 50T, il
L BITHARIEDER U LB IND RN H D Z LITHET A2XERHDH. BIEFAERIZEY

BUEBFE ORI EZ & HRETRT 52 L1XTELN, FA—FRAN (BFIIFR—-0BEFERELA
LTW5) THEARMEIEEIZEZDNOLILGAENDDH. £, WMEOLWHTHEE T EZRBEE S
LAY, TOEROBFEMEAHF TE AW ERH Y, toOE BB 7-HE L RIS TR o
BB o TV A,



DORETIETZ 7 7 ) —IR{OBERA 7 ) —= 0 73N —F & LT T TR WS, B E O il
TRIEBENEONTIEFNIZIR > TIThTEY, AMEC O NWTOZET VA ZEH L TWAHEMTH
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ERHAIHT Sk

77 7 VIR OREEMFIIE TIE, BEREANK T2 PRPURPREAIND ZERHY, BHEEE
2D &S TIIP AR AR T E LBV E SN TN D &7, BERRIANCKT 2 PRbukiInEsE
MIFERIERLE 6 MALNICRD bND X 5127y, TOBRIBMIIME T T 2Bmrbs. £/, T
PURPEAER IR GO T LAF—EPREERLT WV ERESN TN D, FRFERTES Z LI
X, mH 7R )74 €7 I K (globotriaosylceramide : Gb3) 35 KON Lyso-Gb3 DT, SR
Gb3 OHEHDOIE TR FESND EHE SN TWER Y, 20 2 L O EgsEE O W & OFRRE P2
D DNIA R S Z . M Lyso-Gb3 il & B 10, OhEEE S, MMEERA W o EAEE IR
LEVOWMENDH Y, BRI D PRIHUA D RS OUGE ISR L KT TR B 5.
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BEAT Y T L, BE - FEO=— RITHIET D BBFENERE L O X COREERZ
UL, BEBIOFEENEO=—X, iffi - TR ELHME L) 2 TRERENTEDH L IITXK
BT LEEITATHD. —HRBEENHEROBETIIZRLS, HAFROaIa=r—varrat
ATHY, HEORRETZ TA L FEHHOBEERNRLEETHD.

77 7V —IHE X EEHBEEATHY, 777V —IROBLBRAI VY TR LT LA
ME~T 0 BEORRNEEE I SHEEEZROLZETHhD. 2F Y, kiE~T e BE T, N
£ 0 DA RS 2 8 E LRI R 2ICEL81H HAvE, 60 I/ 0 DIEKTRIET 5 b O F THIRR
WIIEEx THDH. ZOBKNEEEOSZHEMER, FUBKRIEREZAET DR -FHRNTH —HIHE
oD ZETHL., L, [ 777V —mOME] OB 2 IR L@y, Zfb~7 aEHE 65
WAEBZDEIFEANEDFINDBERERIET . TDD, RBEHTH-> THEHMR T ru—7T
T NNIEL B 1D,

X HEHBEHEAOZ AR AR 1 (TR T. DTS (K ORI X OMRITIE S oth~7 = B
E720, LhET B BFEORFIL50% OEETHMERE, IBY 50% OMETLE~T B L
L. oL, DREOT 77U —RFERDOMFT, FIEEZ 72720 de novo JEFIDFIEHRIL 6.8% &
WEINTEY, 777V —WEEOBNLT L H BMHEEH D WITLME~T e B L IFNE 60
13)

77 7V —RORZKNIIE, B GLA {EHOWE, H25WITRIFRITALETHD. b0k
EHRBZZWT 22 OICE M SN 2REITREFIREICEEND Y. BEFOREZIT O BO—
HI R ERIILL FOEY Th .

OEBEHRITEEE L2 &

QmEEM T MEHEINDZ L
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FTTIZHIE L TV D BRF OB - 1hFEEZ B E L CEBZHNIRAEZTT 5 HA I MEAREIX 20
D, FIRSORBIEL OZW O DICBEBEFIRELIT O HE, TOREEZH2ICEEL, B vy
BV T ETOR D ZTHRET OLERHD (B2). BIRFHIREICOW L, EATCEHRTGIZED
FEZELILERDD.

B, REEL ERBRAORNEZXGE L BEEHEIORENER ELE L b ER3d 5.
ZFOA, MBREORFEEORE A 7+—bFK-artr ) ObETHRELZERTLZLIC
7%, REEE ORIE CRIBTFHIRELFET 5551, HBREARNIRT LT H IS Comiil &
T (A7 —LR-TEVN) BHLIILEBREELY. AT 4= R a7
— AR TEy FEBETEMCONTIE, —EORANTARL, AL £ 5 EM RS OR
T, BRfET), BREAVEZ: PAEE L CEUNICHETT A RE LEINTVWD. B2 ICXOHRZERT Y.
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45 H9 B A BE

77 7 VIR, NRIEBMRE SRR R B BIAHIEE,  d6 K ORI EER R B A EE DO R IR T
H5.

INVRB PR E R R B BRI &1L, NROREERE B E LT, EREE A OB E
HE L7eFETHD. 777 U —hiE, NRBIEREERR O RIGHEFEEDRBEOT A V) —
DIRICFES TV D . NS PER E R E IR BRI EE 1L, HEE LIRS AR RED A S LB & 7
5. RO, BEERICI2ERERE BEE) PLETHY, EREREOERIT/NIEEME
BrERIRIEmR Y o #— DR —52— (https://www.shouman.jp/) £V, ZForno—RKT& 5. {HHL
AN X > THCAH ERENRE D720, BETHPLETHY, Kk 20 m (20 ki) £ CER
R DX G & 72 5.

FREEREREBAEIE CIE, 777V —IR/IE 71 VY — LRI EINTW5. fEEER COE
WEBAUT, S LERZRBEREORM A NEE L 0D, FEEORRICIL, f8EEIC X 2 MR A E A2
TWiE) BLETHY, BEARFHEFEANZOERIIERERE S ¥ — DA —L = (hitp://www,
nanbyouorjp/) LV, X7 n—RT&5 (T4 YV —LEOEBEES30). HHINAICL->THCA

0 ERREEN IR E D7D, BEEHBLETHD.

B O AE BIREEE, NRABVERRE IR IREMIIEEEOIT O MRV, 20 % £ TI/NER MR E R
JRT, 20 LA X 0 FREEHR COERE IR EZIT D ON RN TH S, F—ENICEROBE N
FAET D36, MmO X 7o X 0 ICHEHT N ORI GUEFHUE ZE U CAH EIREEZ 457 S il
ENRDD. £z, R—MHENI/NRIBMERERR TR EE L IREEHR I REE DO D55 6 [FERIZ,
A LRI T OHEN D D .

2 (ERERE, BAGRAMEAZ) OFMICERL, BMHEFHETITAMEK (V2 R5K), 50T
BB ARMEEE IR R O GLA TEMEDIR FORER, Zth~T o BE T REREE AR, 525 WITFERE
MOEMEANT O BETHDL 2 EOFENNEL 70D,
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77 7 V= ROBENCOWTIE, AALERAHFRFTFAZOR—L—=Y (FiL URL) XV FEEHRE
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