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EPIFLICLTRSY. 74— hY—EAL S > TRUENEN—LW 2~ AR 27+ TLTETL LEATVEZA, ThSE. R
OEMCRBEEMNITIC, REUSTIURSUC Z>TASHUERLIY-TATY,

PR Totadn ORE-BRA TR, SBEIIT A L ROSOMTONENAY &2 LT, FENRKRBIGROY YV —2EHK
FHTENTIETL. '

Za=A¥AL7 LAY =R
£53 w1 ANB
#Z wIE

(F 9 AFVUT « hAH—FHETOEEEERMAFEEADEHE
@ ~NIWNEZBITFD 77T —ROEEERMAFIEORSE
- 92020 44 B FIN (Fabry International Network) =Ef# Webinar " COVID19 & Fabry
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Disease” X0,
+ Dr. Evskens Francois KO )N F—TOFEEEMAREICYOBEZORE (>
5 — T DIRBNARA] 75 & OIS T)

® T7IPRIIBITBT 7 T —IROIEERER R IIE DR

- 2020 £ 4 A FIN (Fabry International Network) ZF:f&# Webinar ” COVID19 & Fabry
Disease” LU,

*Dr. Germain X0 75 > A TOREMHRIEEHEMAEE~OY OB ORE (H
RDHROIFEEANDEHEERD N =H)

@ AFVRAIBTD, I—2 IROMEERERHBITEDORE

<2020 10 B 1 HEAfE (EET—3 =z DH) @&t >S4 > EF—I2T
https://gaucheralliance. org/en/international_gaucher_day_rare_but_not_alone
7—<" Home Therapy” Dr. Derralvnn Hughes (UK)

ATFMITBT 2L FYADT—)IVT 4 T REICK DGR a2 8T 5 7=
. Dr. Hughes 2%E O #EADYI D FHZ XIECHH TOHEE SMBEEAOYOEZ %
HedE,

® Dr. Hughes #3B84>% EWGGD (European Working Group on Gaucher Discase) 7SR
MNTREZETEEERHATENEAZINTWIVWEOXZEEZERHA (K 10).

® 1517 TOR>NFO— M7 IEL R R o p i A B

* 777U, d— . AASEEIZDWTIE home infusion 232 T
FeIS, RN (BEREFA A A L) @ home infusion iZERAIE N TWM/M 5
s

* ZOREVD Covid-19 DX T2 w73, R ¥EA hone infusion (FFEEESHE
WFHEE) ORI E—NICZE (11 1),
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The IGA and European Working Group on
Gaucher Dzsasa (EWGGD) hava promiced
& o statoment o the vassination
program for COVID-18 in patonts with
Gaucher diseasa which can ba viewed o0

"7 aw & ovacts homa tharkgy with enzyms replacemant ..

Home Therapy with Enzyme Replacement Therapy For
Gaucher Disease: a Short Statement From the European
Working Group On Gaucher Disease (EWGGD)

Wy X

Statement on Home Therapy

Homa therapy with enzyme replacement therapy for Gaucher disease: a short statement
from the European Working Group on Gaucher Disease (EWGGD)

Since ha avalab ity of enzyme replacaman| tharapy for Gaucher diseass in 1690, many patients
have moarsod thar treatment &l homa. In sevarml countries in tha EU as wall as in isranl, homa
therapy has been mabkemented from sarty in the patient's reatment. An inverricry of exparences in
tha Notheriands, the UK and France somp years ago shawad that mos! patmnts profarred to have
Lalf-
suppontng, o RAMINISEN thar madication with AsusIaNca of their spouso or a family member Soma

their restment al home. Afler one of More ranng Leesians, mary patients are eithe

prefer suppor by a homecare team, moelly because they need 35t elante with venrous access
Imiglucornse as wal as Volaglucorase s wall krated with no 8¢vero INfusion relatod reactions
based upon experences over the lasl 30 years for imiglucersss and 10 yean for velaglucersse
This Irdia%s & very high safaty profila for both of these Uthorzed enzymas. In 1smeel, home

theragy eupported by hometare leam has also boen used safely for

s recetn ng
talglucarass

Cunng this challengng pencd of tha COVID-19 pandemic. we iaamard thal in soma courtins
traatments weee inberrupted, because hoeplal infusions were cancalled. In line with intematicnal
ot &l 2020), wa suppor tha viaw that missing & couple of Infusions wil in

recommeancations (Mistry

moet cases not lead 1o immeciate detedoration of diesase. However, ong irtemuptiong should be
avolded especialy In childiran and In such cases home therapy may ba & saltion to conbirug
freatment Same home infuson companies have immaedisiely sdopted safe measures 10 deliver
neMBCAM th oontiru of rarsfar eatmant to homes. The EWOGD & avalabla 1o offer suppon for
charging practice in countries where home therapy & nol yet approved. In acdson, itis important
10 krow that SO 1ar 88 Our axperiance is avalabla there is no indication that patents with Gauchar
dissase are specificaly viinensble lo become infected with SARS-CoV-2 or wil experance a more

if0 GiSEa0 COUMSsd

Refarance: Mistry P el al. Gaucher dsease ard SARS-CoV-2 infecton: CErmerging maragement
a5, Mol Gonet Metab. 2020 Jul, 130(3) 164-169. Published onilne 2020 May 11

(E 10) EWGGD (European Working Group on Gaucher Disease) #SBRM THRZIESE ERT A1
AZNTWAanEOREREZXRA (EigT—> cRBZIL—7HP X0k
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- 34d000

2 AL

DETERMINAZIONE

Oggetto: Raccomandazioni a carattere eccezionale per la somministrazione domiciliare dei farmaci
per terapia enzimatica sostitutiva - ERT

IL DIRETTORE GENERALE
Visti gli artt. 8 e 9 del decreto legislativo 30 luglio 1999, n. 300;
Visto I'art. 48 del decreto legge 30 settembre 2003, n. 269, recante “Disposizioni urgenti per favorire

lo sviluppo e per la correzione dell'andamento dei conti pubblici”, convertito, con madificazioni, nella
legge 24 novembre 2003, n. 326, che ha istituito I'Agenzia Italiana del Farmaco (AIFA);

(E 1D A ZVTTORNFIZBIT D EERE R FRIE — R/ A

21






FEW -5
3 1 0
’  GEEmARSE(STSE1A7E) _
(FEIEEERRE. F110ELXEERENEERR) ICHTLEEERBOMFHFMEER
: BRI EN DR ‘
s, e RIRHT SN 2 A RIR MG AR 5

-+ A RIS RS - K 1%2 TRBAGRERRICES | CRO_BRES | R | ol

~ ' ; ' (TEEERIHRIERD e ) %2 -

MRBSIEIHT 57 EY O AT LR E 3 AR 2F3FM
145 [RATRIMAREDAMRLS A MRBFE  |(KEACRMERARM) | tUs—hREN | GEHIEFEEISTEATS 6457 F FS 2157 F i AR E R
FE ) OSFHERRA ([ERBBHR) | rHBEREEEL)

X1 EEEEIEEICECSRIBZERDHDIIENTES,
X2 HEMGUESICET H2ERAELTHFEREEAMNGKHL-EE, (BEREALEDLOD)
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O SZEEEA
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) RAZFHEOREBEEDFEAXIIHEBEEDEILIMERZTFDEEEN
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EHEERB EHEHEFFHEER (FS B111)

FmEE EHES EH
BlES - ARk BEY  FB ) BMEMES : H18

SEERDBF VEBFEICRTHITEY O FERBSHROPAEREZD
A RRIVEUHATEY DS MEFEE
REFEEKEOELT | EMXMREAREAN BEALAMR L2 —PRER
EEEITOME HEOBFEICK T HEELEIL. BEEHMEOTE
VoI FEAMSSRAERVTEYV DS FFEETHD
N, BRIFDAREEZE>DTLTHIREFEFBLHKET,
- GARAEEDHERERIDELINT LS,

NABHIRITIEN A EBHIRE & LBk L THREHR R DMEEE
EITHETHY . EEBREORREGLAEENEZ 6N
TWd, LizA->T. BEBRZEZH COHICIE. HNARHE
fAZEME LIZABRORAENEELEZ oML, BEE
HIX2BBERFAEBEEDA FRILI UABFEDEESEAIC
VEEFENSINABFHIEZENE T LHaREMICER L,

ARERIE. MIRBFEIIHRTIENEELRETHSITE
VOS FHFEEICAMRILIOZEBMT S EITKY,
BREEFTOHBIERT M EINETHRETT HIFERMEER
THbd, IFRBFEIIRT SHHEESHEMTEZOMELRE
THATEVOS FHARSHRAERTROTEY QS K
HFFARIC, A FRILZVZHAT 5, A FRILE VHFE
TEYVOS FHFAEZ6 0 —XHEfTH, A FRILIVE
MAEEA MRV UERIRSEIBEAMND 360 BEETHE
595, Phase | iR TA FRILS VDHRREFREL.
Phase 11 #8%> Tl& Phase | TRE S 1-#E A= TEHIE
ZEh. REMHLAENMOT—2FNET S,
OXEZMIER : [Phase | E5n] A=HIPER=1 (Dose
limiting toxicity, DLT) RIRZE|E.

[Phase Il #5] 12 hAEBEEAFES
ORIRFHMEIEE : EEERREHEE. 6 MNAREEAFE
E.RHAEBELFIEG. 120AEFIE. SEFHM.
EMENE. AEERELEEE. O a—LABRSXEE
OFEEREARM : BHERMIEM 5 4 FMH

(B8R4 - 245, BEHR  &REF T O ba—)LAERREBN S
14, BBITHR . 149)
OBZ4EHI%L : [Phase 11 64| (X124

[Phase 11] Phase 1 &&hHh+ T 22 4l
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1. EREEEEF DR

2. HieERHRE O K

=3 =
X

3. EREMOBRAMLSF

DA ME: (TRE)] ELEBEICEIRTIRREHLSIEEL,)

ARKRILIODOEMNEEBBE=OIZIE. VEL ELERIENTH DBFEMIC
BETAINENH D, AILTIILAGEH (KEREREE) O V8 E1—T4+—LA
CEBERTOS 140-2 FALS OBBATT—5 (5 b) IZEAE, A b
RS0 THPREREN 1) EHB (TR, T<BELRRBANALR
REWEFEARVOT, RICMERMEP 68D £BBT & LTH. BET HE
S EMC I ETE A LVATEEE AN B B,

14C- 4 FARILE VOB T—2 (TY )

BT o iz UC-A bR D R Simeke #MEHEORE L L E OB -~-0 s TFoLE

hThot,

EOREE, FLAYOHEBREFERENESE 1 SHICANRE Lor L, R 2 HRIzED

TIRHER (F. B, B ke, WRECTRTEEL L, hehnldiiEtEo 49
FRUIAHE T, BOTER. 5, OB, BHEVEROEICH, APRED 18~13HT
o, TOMOEBETROEPRELTCHY ., WICETREZE? oL, Sl L0REED

AEIESE 4 FHE TERESHTHD, SALRRD 120 SHE TECHRET L. REEETwd
E#iIEY ohizhot,

S (g eq./ml or g)
pa— BB M (uz eq /ol or )

Ih [} 13h 24h 120h
AR 6.798 5448 1413 0252 0.016
L 7174 311 0.736 0.088 0.008
i ] 14658 2.065 0575 0.068 0.008
hai ] 21038 2540 0875 0089 0.011
] 2.636 1.717 0.783 0216 0.001
i 1276 0.865 0.360 0.080 0.001
Rw 1514 §.250 3857 0.862 0.013
R 2883 3116 1357 0832 0.025
BEER 1423 0.735 0.441 0.134 0.002
i 0.254 0159 0.096 0.025 0.000
W (PEMEED) 3121520 24,550 22350 0.165 0.023
48 (RS Ei) 543.586 58251 9544 0373 0.137
i (AFEEE) 343§ #2.050 144.350 §.248 1.79%
AERY 2853 0.770 0.192 0.051 0.001
Lit) 2525 1.365 1077 0.761 0.162
R 3356 201 0.742 0160 0.030
" 2003 1175 0353 0.023 0.001
wH 6.135 3.051 0.870 0.124 0.003
mift 4258 .47 0133 0.0 0.003
i 3373 1112 0.147 0.025 0.013

iR 3 RoTaEE T+

AUNTI R (KEAREREE) A V3E2—T7+—LKYSIH

BFEEEEODREICEVTLEDEEDA FRILE VOBZFENBLENIBALMNT
BOAREZXFIDIRITHRE LT—EOERBAENSIA ST S A vitro
DRTERASINIA FRILEVORER, 1-50mM THD, TDLSLGRREE 4
PRIV VDERIRTEIETE DAIRETEIXELY,

Vivo DR TIlE, * F7RJL T > 500mg/kg (ip) NS SNE-HEBEETILNIDATHE
FHRAERL TS, ZOBEDA FRILE VOBEREIFTHATHDD T, LT
EHOLHTETILELNH D, —MRICE FIEIRERERLG ETHYL 5 ANDEYE
BENMET HERICIE. LW 5 E FEfAE (Human equivalent dose: HED ) %K




FEENCHBEIND, BFEESIL. A F7RJLZ > 500mg/kd 0 HED (& 45mg/kg 2
E (AE50kg THIEX 2, 250 mg/day) fHiEE#HEL TS, —AT. Dowling
(2016) (X, ¥V REBIZE T DA FRILI DOEYEIRE LK ABRANDEKRDIT
[CDWTEAEFEIZEEL TS, NOD / SCID T XIZHLTA F7RJLT > 125
mg/kg ZRRERNITES#% 0.5h HEHWE ThZOFHMPEMEEIL. ThTh 184
M. 42 uMTH-7= (TRD,

Metfarmin (um)
]
a

0 1 2 3 4 5 [
Time Post injection (hrs)

Dowling RJ 5 (2015) KUY S|H

ChiF 500mg/kg 5 LB MPREICRBECENBIEZIRE LTHRET S
& T36uM 168 uMIZHHET 5, SEIDRERE. TEELABTUINER TSN,
2250mg/B  (750mgt.i.d.) FTRHEZHITHENTEAHTHAIM, RIZK
ARICAVWTHRERAEFTEBICRETELELTHLZED LS HEWVEREICE
EY HAREMEIFEELY,

ARRILIVDBEEBRER
(A FRILEVDHDF=% 165 & L TERLD)

ug/mL mM uM
8250 50 50000 vitro EBRTOEE
165 1 1000 vitro EERTOEE
148.5 0.9 900
132 0.8 800
123.75 0.75 750 Vivo EERCTORE (BB EHARHEEY)
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Vivo EERTCOEE (BEEHARHET™)

Vivo EERTCOEE (BEEHARHET™)

Vivo EERCOEE (BEEHARHET™)

Vivo EERCOEE (BB EHARHET™)

Vivo EERCODEE (BB EHARHET™)

Vivo EERTODERE (BB EHAHTEY)

ERIR M A EYRE (B35 £ D RHEE*)

ERIR M A EYRE (B35 £ D RHEE*)

ERIR M AR (B35 £ D RHEE*)

ERIR M A EYRE (B35 £ D RHEE*)

o A RRILIUVOERASETOEYERE (TH) NOHE




2,500
—o— 250mg
—=— H0mg

i 2000 Hi —a— To0mg
i T+ R
A 1,500
}\.
Yoo [
>
it N
£ s f SR
(ng/mL) i
0 e — -
0 6 12 18 24 30 36 42 48
5 R (h)
ype Tmax Crmax AUCq-48 Tyz
B5R (h) (ng/mL) (ng-h/mL) (h)
260mg (641) 1.9+ 1.1 898 = 168 | 4,861 = 577 |29 = 0.6
500me (6) 2309 | 1,341 =329 [ 8019 £ 2247 |40 £ 1.4
Th0mg (124) 21 £ 0.7 2163 £ 517 | 11,802 £ 2,221 | 47 £ 1.7

T E R

REERASBY BEEKZREROEMEBE (A FJTLIERAXELY)

b BRIRAEDA FRILIVZEREL-ELTY, ZOEYBEBIGHDE. A
MEERIEBETESDHLOLBBRBECIELLGVATEREADY . REERE LTERYT
REBEMGDH. TEDREEICONTREAITAREEEZ D, LM, LW<2HD
BEZWRICENT, A MRV OOFERADN, BERESEREOATRGEZRELE
EVSEHENHY BEMEBEBZRARELEZAMRLI ORI LEHDLON
EITLTWAESEN, DG ELEMRICET ST -2 EFRoATINS, HE—H
BRATT L. TORENMESINTLVS RCT & L TIE, Kordes 5 (2015) AVEST
MEEEEEEZNRICERB LTI EARRRO T —X 2HBENHHH A FRILS
COANERFTREINGN > EZLEOTERI ILENH D,

XAk

Dowling RJ, Lam S, Bassi C, Mouaaz S, Aman A, Kiyota T, Al-Awar R, Goodwin
PJ, Stambolic V. Metformin Pharmacokinetics in Mouse Tumors: Implications for
Human Therapy. Cell Metab. 2016 Apr 12;23(4) :567-8.

Kordes S, Pollak MN, Zwinderman AH, Mathot RA, Weterman MJ, Beeker A, Punt
CJ, Richel DJ, Wilmink JN. Metformin in patients with advanced pancreatic

cancer: a double-blind, randomised, placebo—controlled phase 2 trial. Lancet
Oncol. 2015 Jul;16(7) :839-47.
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FVIFRF/MREEL TN EVWSARMREZREERE NS HENIFETE MR
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