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¢Cual es el propésito de esta guia?

¢Qué es RELIDAS®?

¢Para qué esta indicado RELIDAS®?

¢Cuando esta contraindicado el uso de RELIDAS ©?

¢Qué dosis de RELIDAS® debo prescribir y como se debe tomar?

¢Cuales son las advertencias y precauciones especiales de uso?

¢Cuales son las reacciones adversas descriptas para RELIDAS®?

¢Como debo informar los eventos adversos, incluidos el embarazo
y los resultados del embarazo con RELIDAS®?
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¢CUAL ES EL PROPOSITO DE ESTA GUIA?

Esta guia es proporcionada por Laboratorio Gador S.A. para los médicos prescriptores que
participan en el tratamiento de pacientes a largo plazo de adultos y adolescentes de 12 afos
de edad y mayores con un diagndstico confirmado de enfermedad de Fabry (deficiencia de
a-galactosidasa A) y portadores de mutaciones susceptibles de responder al tratamiento (ver
Tabla 1: Tabla de mutaciones susceptibles a Migalastat).

Este documento resume informacién importante sobre el riesgo potencial de diferentes
toxicidades, y orientacién sobre su prevencién y manejo.

Este folleto le permitira:

Comprender para qué estd indicado RELIDAS * y como se debe utilizar.

» Conocer las advertencias y precauciones de uso.

Brindar informacién de seguridad importante a sus pacientes.

Conocer el mecanismo para informar eventos adversos.

Este documento no reemplaza al Prospecto de RELIDAS°, que debe leerse
detenidamente antes de prescribir o dispensar RELIDAS".

También se debe advertir al familiar del paciente que lea la Informacion
para el Paciente de RELIDAS".

¢ QUE ES RELIDAS®?

RELIDAS® contiene la sustancia activa migalastat, que pertenece a un grupo de medicamentos
que actlan en el aparato digestivo y metabolismo. RELIDAS® se usa para tratar una enfermedad
genética llamada Enfermedad de Fabry.

La enfermedad de Fabry es un trastorno por almacenamiento lisosémico progresivo li-
gado al cromosoma X, que afecta a hombres y mujeres. Las mutaciones que causa la en-
fermedad de Fabry en el gen GLA resultan en una deficiencia de la enzima lisosémica, la
o-galactosidasa A (a-Gal A), que es necesaria para el metabolismo del sustrato glicoesfingo-
lipido (por ejemplo, GL-3, lyso-Gb3). Por consiguiente, una actividad reducida de la a-Gal A
produce la acumulacién progresiva de sustrato en érganos y tejidos vulnerables, lo que
deriva en la morbilidad y la mortalidad asociadas con la enfermedad de Fabry.

RELIDAS® contiene migalastat, una chaperona farmacolégica, disefiada para unirse de
forma selectiva y reversible con alta afinidad a los sitios activos de algunas formas mutan-
tes de la a-Gal A, cuyos genotipos se denominan mutaciones susceptibles de responder
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al tratamiento. La unién de Migalastat estabiliza estas formas mutantes de a-Gal A en el
reticulo endoplasmico y facilita su adecuada circulacién hacia los lisosomas. Una vez en los
lisosomas, la disociacién de Migalastat restablece la actividad de la a-Gal A, lo que conduce
al catabolismo de la GL-3 y los sustratos relacionados.

Las mutaciones de GLA susceptibles al tratamiento con RELIDAS® figuran en la Tabla 1 (Tabla
de mutaciones susceptibles a Migalastat).

Los cambios en los nucleétidos enumerados representan posibles cambios en la secuencia
del ADN, que dan lugar a mutacion del aminoacido. La mutacion del aminoécido (cambio en
la secuencia de la proteina) es especialmente relevante cuando determina susceptibilidad. Si
hay una doble mutacién presente en el mismo cromosoma (varones y mujeres), dicho paciente
es susceptible si la doble mutaciéon esté presente en una entrada de la tabla 1 (por ejemplo,
D55V/Q57L). Si hay una doble mutacion presente en diferentes cromosomas (solo en mujeres),
dicho paciente es susceptible si una de las mutaciones individuales esté presente en la tabla 1.

¢:PARA QUE ESTA INDICADO RELIDAS®?

RELIDAS® estéd indicado para el tratamiento a largo plazo de adultos y adolescentes de 12 afios
de edad y mayores con un diagnéstico confirmado de enfermedad de Fabry (deficiencia de
a-galactosidasa A) y portadores de mutaciones susceptibles de responder al tratamiento
(ver Tabla 1: Tabla de mutaciones susceptibles a Migalastat).

Tabla 1: Tabla de mutaciones susceptibles a migalastat

Nucleétido Nucleétido Secugncia Nucleétido Nucleétido Secugncia
modificado modificado zg;?;f:ada modificado modificado g:::!?il‘f:ada
c.7C>G c.C7G L3V c.26A>G c.A26G H9R
c8T>C cT8C L3P Dl c26AsT CA26T HoL
c.[11G>T; 620A>C] c.G11T/A620C R4M/Y207S c.27T>A cT27A H9Q
135G CA13G NSD Ll co8ceA c.C28A L10M
c15C>G cC15G NSK Ll 280G c.C28G L10v
c.16C>A c.C16A P6T c.29T>A cT29A L10Q
c.16C>T c.C16T P6S c.29T>C cT29C L10P
c.17C>A c.C17A P6Q c.29T>G cT29G L10R
c17C>G cC17G P6R D c31GoA CG31A G11s
c.17C>T c.C17T P6L c.31G>C c.G31C G11R
c19G>A cG19A E7K Ll e31GsT cG31T G11C
c.20A5T cA20T E7V Dl c30GeA G32A G11D
C21AST CA21T E7D D c30GsT G32T G11V
c.22C>A c.C22A L8l SRS N CT34A c12s
c23T>A cT23A L8Q D1 caaTsC cT34C C12R
€23T>C cT23C L8P L 346 T34G C12G
c25C>T c.C25T HoY L1 c35GeA .G35A ci2y
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Nucleétido Nucleétido Secue.ncia Nucleétido Nucleétido Secue.ncia
modificado modificado m:;eiil‘?:ada modificado modificado ﬂg;?;?:ada
c.37G>A c.G37A A13T © 1 c83G>A c.G83A G28E
c.37G>C ¢.G37C A13P D1 e85G>C .G85C A29P
c.38C>A c.C38A A13E Dl c86CoA c.C86A A29D
c.38C>G c.C38G A13G D 86C>G c.C86G A29G
c40C>G ¢.C40G L1av Ll c86CsT c.C86T P29V
c.40C>T c.C40T L14F D C88ASG c.A88G R30G
cAIT>A cT41A L14H .1 coacsA c.Co4A L32M
c43G>A cGA3A A15T L 940G ¢ C94G L32v
c.44C>G c.C44G A15G D C.95T>A cT95A 1320
c.49C>A c.C49A R17S L c95T>C <T95C L32P
c.49C>G c.C49G R17G D c95T>G cT95G L32R
c.49C>T c.C49T R17C c.97G>C c.G97C D33H
c.50G>A c.G50A R17H D c97GsT c.G97T D33Y
¢.50G>C ¢.G50C R17P D C98ASC c.A98C D33A
c.52T>A cT52A F18l D C98A>G c.A98G D33G
c.53T>G cT53G F18C D C98AST c.A98T D33V
c.54C>G c.C54G F1sL L c99C>G c.C99G D33E
c.58G>C c.G58C A20P LD C100ASC c.A100C N34H
c59C>A c.C59A A20D L1 C100A5G c.A100G N34D
¢.59C>G c.C59G A20G 1 c101ASC cA101C N34T
c.62T>A cT62A L21H L C101AG cA101G N34S
C.64G>A c.G64A V22| L 102T>Go cT102G o

C.64G>C .G64C v22L DD cl02T>A ALz N34K
c.64G>T c.G64T V22F c.103G>Co c.G103Co

c.65T>C cT65C V22A I cG103A o
C4ETSG CT5G V292G c.104G>A c.G104A G35E
C4TTA CT6TA 3T c.104G>C c.G104C G35A
C4TToC 167 <23p c.104G>T c.G104T G35V

. > 5

cromscocrota ST wask o o e
c.70T>G cT70G W24G Dol c07TsC cT107C L36S
c.71G>C c.G71C W24S Dl c107T>G cT107G L36W
.72G>C 0 c.72G>T zgggo W24C 22183229’ z:glgggo L36F
c.73G>C c.G73C D25H Ll C109G5A c.G109A A37T
c.77T>A cT77A 126N D c109GsT c.G109T A37S
c.79C>A c.C79A P27T Dl c110CoA c.C110A A37E
c.79C>G c.C79G P27A Dl 110656 c.C110G A37G
c.79C>T c.C79T P27S Dl c110CsT c.C110T A37V
c.80C>T c.C80T P27L D C112A5G cA112G R38G
c.82G>C c.G82C G28R D c112a5T cA112T R38W
c.82G>T c.G82T G28W c.113G>T c.G113T R38M
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Nucleétido Nucleétido
modificado modificado
c.114G>C c.G114C
c.115A>G c.A115G
c.T15A>T c.A115T
c.116C>A c.C116A
c.116C>G c.C116G
c.116C>T c.C116T
c.121A>G c.A121G
c.122C>A c.C122A
c.122C>G c.C122G
c.122C>T c.C122T
c.124A>Co c.A124Co
c.124A>T c.A124T
c.124A>G c.A124G
c.125T>A cT125A
c.125T>C cT125C
c.125T>G cT125G
c.126G>Ao c.G126A o
c.126G>C o c.G126C o
c.126G>T c.G126T
c.128G>C c.G128C
c.133C>A c.C133A
c.133C>G c.C133G
c.136C>A c.C136A
c.136C>G c.C136G
c.137A>C c.A137C
c.138C>G c.C138G
c.142G>C c.G142C
c.143A>C c.A143C
c. 149T>A cT149A
c.151A>G c.A151G
c.152T>A cT152A
c.152T>C cT152C
c.152T>G cT152G
c.153G>Ao c.G153A 0
c.153G>T o c.G153To
c.153G>C c.G153C
c.157A>C c.A157C
c[157A5C; 158A5T) A1/
c.157A>G c.A157G
c.157A>T c.A157T
c.158A>C c.A158C
c.158A>G c.A158G
c.158A>T c.A158T
c.159C>G o c.C159G o
c.159C>A c.C159A
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Secuencia
proteica
modificada

R38S

T39A
T39S

T39K

T39R

T39M
T41A
T41N
T41S

T411

M42L

M42V
M42K
M42T
M42R

M42|

G43A
L45M
L45V
H46N
H46D
H46P
H46Q
E48Q
E48A
F50Y
M51V
M5 1K
MS1T
M51R

M511

N53H

N53L

N53D
N53Y
N53T
N53S
N53I

N53K

Nucleétido
modificado

c.160C>G
c.160C>T
c.161T>A
c.161T>C
c.161T>G
c.163G>C
c.163G>T
c.164A>C
c.164A>G
c.164A>T
c.[164A>T; 170A>T]

c.165C>G
c.167G>A
c.167G>T
c.168C>G
c.170A>G
c.170A>T
c.172G>A
c.175G>A
c.175G>C
c.176A>C
c.176A>G
c.176A>T
c.177G>C
c.178C>A
c.178C>G
c.178C>T
c.179C>A
c.179C>G
c.179C>T
c.182A>T
c.183T>A
c.184_185insTAG
c.184T>C
c.184T>G
c.185C>A
c.185C>G
c.185C>T
c.190A>C
c.190A>G
c.193A>G
c.193A>T

Nucleétido Secugnda
modificado zg;?;ffada
c.C160G L54v
c.C160T L54F
cT161A L54H
cT161C L54P
cT161G L54R
c.G163C DS5H
c.G163T DS5Y
c.A164C DS5A
c.A164G D55G
c.A164T D55V
Z1A71 06T4T/ D55V/Q57L
c.C165G DS5E
c.G167A C56Y
c.G167T C56F
c.C168G Coew
c.A170G Q57R
c.A170T Q57L
c.G172A ES8K
c.G175A ES9K
c.G175C E59Q
c.A176C ES9A
c.A176G ES9G
cA176T ES9V
c.G177C ES9D
c.C178A P60T
c.C178G P60A
c.C178T P60S
c.C179A P60Q
c.C179G P60R
c.C179T P60L
c.A182T D61V
cT183A D61E

c.184_185insTAG ~ Sé62delinsLA :

cT184C

cT184G

c.C185A
c.C185G
c.C185T
c.A190C
c.A190G
c.A193G
c.A193T

S62P
S62A
S62Y
S62C
S62F
64L

164V

S65G
S65C
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Nucleétido Nucleétido
modificado modificado
c.195T>A cT195A
c.196G>A c.G196A
c.197A>G c.A197G
c.197A>T c.A197T
c.198G>C c.G198C
c.199A>C c.A199C
c.199A>G c.A199G
c.200A>C c.A200C
c.200A>T c.A200T
c.201G>C c.G201C
c.202C>A c.C202A
c.205T>A cT205A
c.206T>A cT206A
c.207C>Ao c.C207A o
c.207C>G c.C207G
c.208A>T c.A208T
c.209T>A cT209A
c.209T>G cT209G
c.210G>C c.G210C
c.211G>C c.G211C
c.212A>C c.A212C
c.212A>G c.A212G
c.212A>T c.A212T
c.213G>C c.G213C
c.214A>G c.A214G
c.214A>T c.A214T
c.215T>C cT215C
c.216G>Ao c.G216A 0
c.216G>T o c.G216T o
c.216G>C c.G216C
c.217G>A c.G217A
c.217G>T c.G217T
c.218C>T c.C218T
c.220G>A c.G220A
c.221A>G c.A221G
Cc.221A>T c.A221T
c.222G>C c.G222C
c.223C>T c.C223T
c.224T>C cT224C
c.226A>G c.A226G
c.227T>C cT227C
c.229G>A c.G229A
c.229G>C c.G229C
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Secuencia
proteica
modificada

S65R
E66K
E66G
E66V
E66D
Ké67Q
K67E
Ké67T
K67M
K67N
L68I
F69I
F69Y

F69L

M70L
M70K
M70R
M70I

E71Q
E71A
E71G
E71V

E71D
M72V
M72L
M72T

M72I

A73T
A73S
A73V
E74K
E74G
E74V
E74D
L75F
L75P
M76V
M76T
V771
V77L

Nucleétido
modificado

c.232T>C
c.233C>T
c.235G>A
c.235G>C
c.236A>C
c.236A>G
c.236A>T
c.237A>T
c.238G>A
c.238G>T
c.239G>A
c.239G>C
c.239G>T
c.242G>T
c.244A>G
c.245A>C
c.245A>G
c.245A>T
c.246G>C
c.247G>A
c.248A>C
c.248A>G
c.248A>T
c.249T>A
c.250G>A
c.250G>C
c.250G>T
c.251C>A
c.251C>G
c.251C>T
c.253G>A

c.[253G>A;
254G>A]

c[253G>A;
254G>T; 255T>G]

c.253G>C
c.253G>T
c.254G>A
c.254G>C
c.257A>T
c.260A>G

c.261G>Co
c.261G>T

Nucleétido Secuencia
modificado g:g;ei;f; -
cT232C 578P
c.C233T S78L
c.G235A E79K
c.G235C E79Q
c.A236C E79A
c.A236G E79G
c.A236T E79V
c.A237T E79D
c.G238A G80S
c.G238T G80C
c.G23%9A G80D
c.G239C G80A
c.G239T G80V
c.G242T W81L
c.A244G K82E
c.A245C K82T
c.A245G K82R
c.A245T K82M
c.G246C K82N
c.G247A D83N
c.A248C D83A
c.A248G D83G
c.A248T D83V
cT249A D83E
c.G250A A8AT
c.G250C A84P
c.G250T A84S
c.C251A A84E
c.C251G A84G
c.C251T A84V
c.G253A G85S
Gosan GB5N
c.G253A/

G254T/T255G ~ G85M
c.G253C G85R
c.G253T G85C
c.G254A G85D
c.G254C GS85A
c.A257T Y86F
c.A260G E87G
SCoeiT .  E8D
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Nucleétido
modificado

Cc.262T>A
c.262T>C
c.263A>C
c.263A>G
c.265C>G
c.265C>T
c.271A>C
c.271A>T
c.272T>C
c.272T>G
c.273T>G
c.286A>G
c.286A>T
c.287T>C

c.288G>A o
c.288G>T o
c.288G>C

c.289G>A
c.289G>C
c.289G>T
c.290C>A
c.290C>T
c.293C>A
c.293C>G
c.293C>T
c.295C>G
c.296A>C
c.296A>G
c.296A>T
c.301G>C
c.302A>C
c.302A>G
c.302A>T
c.303T>A
c.304T>A
c.304T7>C
c.304T>G
c.305C>T
c.310G>A
c.311G>A
c.311G>C
c.311G>T
c.313A>G

Nucleétido
modificado

cT262A
cT262C
c.A263C
c.A263G
c.C265G
c.C265T
c.A271C
c.A271T
cT272C
cT272G
cT273G
c.A286G
c.A286T
cT1287C

c.G288A o
c.G288T o
c.G288C

c.G289A
c.G289C
c.G289T
c.C290A
c.C290T

c.C293A
c.C293G
c.C293T

c.C295G
c.A296C
c.A296G
c.A296T

c.G301C
c.A302C
c.A302G
c.A302T
cT303A

cT304A

cT304C

cT304G

c.C305T
c.G310A
c.G311A
c.G311C
c.G311T
c.A313G
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Secuencia
proteica
modificada

Y88N
Y88H
Y88S
Y88C
L8V
L89F
[91L
[91F
91T
191S
[91M
M96V
M96L
M96T

M96I

A97T
A97P
A97S
A97D
A97V
P98H
P98R
P98L
Q99E
Q99P
Q99R
Q99L
D101H
D101A
D101G
D101V
D101E
S102T
S102P
S102A
S102L
G104S
G104D
G104A
G104V
R105G

Nucleétido
modificado

c.314G>A
c.314G>C
c.314G>T
c.316C>A
c.316C>G
c.316C>T
c.317T>A
c.317T>C
c.319C>A
c.319C>G
c.320A>G
c.321G>C
c.322G>A
c.323C>A
c.323C>T
c.325G>A
c.325G>C
c.325G>T
c.326A>C
c.326A>G
c.327C>G
c.328C>A
c.334C>G
c.335G>A
c.335G>T
c.337T>A

c.337T>C o
c.339T>A o
c.339T>G

c.337T>G
c.338T>A
c.341C>T
c.343C>A
c.343C>G
c.346G>C
c.350T>C
c.351T>G
c.352C>T
c.361G>A
c.362C>T
c.367T>A
c.367T>G
c.368A>C

do Secuencia

Nucleoti i
modificado mg:!?fl:::ada
c.G314A R105K
c.G314C R105T
c.G314T R105I
c.C316A L106l
c.C316G L106V
c.C316T L106F
cT317A L106H
cT317C L106P
c.C319A Q107K
c.C319G Q107E
c.A320G Q107R
c.G321C Q107H
c.G322A A108T
c.C323A A108E
c.C323T A108V
c.G325A D109N
¢.G325C D109H
c.G325T D109Y
c.A326C D109A
c.A326G D109G
c.C327G D109E
c.C328A P110T
.C334G R112G
c.G335A R112H
c.G335T R112L
cT337A F113I
cT337Co

cT339A0 F113L
cT339G

cT337G F113v
cT338A F113Y
c.C341T P114L
c.C343A H115N
c.C343G H115D
c.G346C G116R
cT350C 17T
cT351G 1117m
.C352T R118C
c.G361A AT
c.C362T A121V
cT367A Y123N
cT367G Y123D
c.A368C Y1235
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Nucleétido
modificado

c.368A>G
c.368A>T
c.370G>A
c.3717>G
c.373C>A
c.373C>G
c.373C>T
c.374A>G
c.374A>T
c.376A>G
c.376A>T
c.377G>T
c.379A>G
c.383G>A
c.383G>C
c.385C>G
c.388A>C
c.389A>T
c.390G>C
c.391C>G
c.397A>C
c.397A>G
c.397A>T
c.398T7>C
c.399T>G

c[399T>G;
434T>C]

c.403G>A
c.403G>T
c.404C>A
c.404C>G
c.404C>T
c.406G>A
c.407A>C
c.407A>T

c.408T>A o
c.408T>G

c.409G>A
c.409G>C
c.410T>A
c.410T>C
c.410T>G
c.413G>C

Nucleétido
modificado

c.A368G
c.A368T
c.G370A
cT371G
c.C373A
c.C373G
c.C373T
c.A374G
c.A374T
c.A376G
c.A376T
c.G377T
c.A379G
c.G383A
c.G383C
c.C385G
c.A388C
c.A389T
c.G390C
c.C391G
c.A397C
c.A397G
c.A397T
cT398C
cT399G

cT399G/
T434C

c.G403A
c.G403T
c.C404A
c.C404G
c.C404T
c.G406A
c.A407C
c.A407T

c.T408A o
c.T408G

c.G409A
c.G409C
cT410A
cT410C
cT410G
c.G413C

Propiedad de Gador S.A. - Uso confidencial

Secuencia
proteica
modificada

Y123C
Y123F
V124]
V124G
H125N
H125D
H125Y
H125R
H125L
S126G
S126C
S126l
K127E
G128E
G128A
L129V
K130Q
K130M
K130N
L131V
1133L
133V
[133F
[133T
133M

[133M/
F145S

A135T
A135S
A135E
A135G
A135V
D136N
D136A
D136V

D136E

V1371
V137L
V137D
V137A
V137G
G138A

Nucleétido
modificado

c.415A>C
c.415A>T
c.416A>G
c.416A>T
c417T>A
c.418A>C
c.418A>G
c.419A>C
c.419A>G
c.A19A>T
c.420A>T
c.421A>T
c.427G>A
c.428C>A
c.428C>G
c.428C>T
c.430G>A
c.430G>C
c.430G>T
c.431G>A
c.431G>C
c.431G>T
c.433T>G
c.434T>A
c.434T>C
c.434T>G
c.435C>G
c.436C>A
c.436C>G
c.436C>T
c.437C>A
c.437C>G
c.437C>T
c.440G>C
c.442A>G
c.442A>T
c.443G>C
c.446T>G
c.449G>A
c.449G>T
c.4517>G
c.452A>C

do Secuencia

Nucleéti i
modificado mg;?flic:ada
c.A415C N139H
c.A415T N139Y
c.A416G N139S
cA416T N139I
cT417A N139K
c.A418C K140Q
c.A418G K140E
c.A419C K140T
c.A419G K140R
c.A419T K140l
c.A420T K140N
cA421T T1415
c.G427A A143T
c.C428A A143E
.C428G A143G
c.C428T A143V
c.G430A G144S
¢.G430C G144R
.G430T G144C
c.G431A G144D
c.G431C G144A
c.G431T G144v
cT433G F145v
cT434A F145Y
cT434C F1455
cT434G F145C
c.C435G F145L
c.C436A P146T
c.C436G P146A
c.C436T P1465
c.C437A P146H
c.C437G P146R
c.C437T el
¢.G440C G147A
c.A442G $148G
c.A442T $148C
¢.G443C S148T7
cT446G F149C
c.GA449A G150E
c.G449T G150V
cT451G Y151
c.A452C Y1518
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Nucleétido
modificado

c.452A>G
c.454T>A
c.454T>C
c.454T>G
c.455A>C
c.455A>G
c.455A>T
c.457G>A
c.457G>C
c.457G>T
c.458A>C
c.458A>T

c.465T>Ao
c.465T>G

c.466G>A
c.466G>T
c.467C>G
c.467C>T
c.469C>A
c.469C>G
c.470A>C
c.470A>T

c.471G>Co
c.471G>T

c.472A>G
c.472A>T
c.473C>A
c.473C>T
c.475T>A
c.475T>G
c.476T>A
c.476T>G
cA77T>A
c.478G>A
c.478G>T
c.479C>A
c.479C>G
c.479C>T
c.481G>A
c.481G>C
c.481G>T
c.482A>T
c.484T>G

Nucleétido
modificado

c.A452G
cT454A

cT454C

cT454G

c.A455C
c.A455G
c.A455T
c.G457A
c.G457C
c.G457T
c.A458C
c.A458T

cT465A 0
c.T465G

c.G466A
c.G466T
c.C467G
c.C467T
c.C469A
c.C469G
c.A470C
c.A470T

c.G471Co
c.G471T

c.A472G
c.A472T
c.C473A
c.C473T
c.T475A
cT475G
cT476A
cT476G
cT477A
c.G478A
c.G478T
c.C479A
c.C479G
c.C479T
c.G481A
c.G481C
c.G481T
c.A482T
c.T484G

Propiedad de Gador S.A. - Uso confidencial

Secuencia
proteica
modificada

Y151C
Y152N
Y152H
Y152D
Y152S

Y152C
Y152F

D153N
D153H
D153Y
D153A
D153V

D155E

A156T

A156S

A156G
A156V
Q157K
Q157E
Q157P
Q157L

Q157H

T158A
T158S
T158N
T158
F159
F159V
F159Y
F159C
F159L
A160T
A160S
A160D
A160G
A160V
D161N
D161H
D161Y
D161V
W162G

Nucleétido
modificado

c.485G>C
c.490G>A
c.490G>T
c.491T>C
c.493G>A
c.493G>C
c.494A>C
c.494A>G
c.495T>A
c.496_497delinsTC
c.496C>A
c.496C>G

c.[496C>G;
497T>G]

c.A97T>A
c.499C>A
c.499C>G
c.505T>A
c.505T>G
c.506T>A
c.506T>C
c.506T>G
c.507T>A
c.511G>A
c.512G>C
c.512G>T
c.5177>C
c.518A>C
c.518A>G
c.518A>T
c.520T>C
c.520T>G
c.523G>C
c.523G>T
c.524A>G
c.524A>T

c.525C>G o
c.525C>A

c.526A>T
c.528T>A
c.529T>A
c.529T>G
c.530T>C

Nucleétido Secue.ncia
modificado mg:!?fl:::ada
c.G485C W162S
c.G490A V164l
c.G490T V164L
cT491C V164A
c.G493A D165N
c.G493C D165H
c.A494C D165A
c.A494G D165G
c.T495A D165E
c.496_497delinsTC  L166S
c.C496A L166M
c.C496G L166V
s/ L166G
cT497A L166Q
c.C499A L1671
c.C499G L167V
c.T505A F169I
c.T505G F169V
c.T506A F169Y
c.T506C F169S
cT506G F169C
cT507A F169L
c.G511A G171S
c.G512C G171A
c.G512T G171V
cT517C Y173H
c.A518C Y173S
c.A518G Y173C
c.A518T Y173F
c.T520C C174R
cT520G C174G
c.G523C D175H
c.G523T D175Y
c.A524G D175G
c.A524T D175V
e e
c.A526T S176C
c.T528A S176R
cT529A L177M
c.T529G L177V
c.T530C L177S
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Nucleétido
modificado

c.530T>G
c.531G>C
c.532G>A
c.532G>C
c.533A>C
c.533A>G
c.538T>A
c.538T>G
c.539T>C
c.539T>G

c.540G>C o
c.540G>T

c.541G>A
c.541G>C
c.542C>T
c.544G>T
c.545A>C
c.545A>G
c.545A>T
c.546T>A
c.548G>A
c.548G>C
c.550T>A
c.550T>C
c.551A>C
c.551A>G
c.551A>T
c.553A>C
c.553A>G
c.554A>C
c.554A>T
c.555G>C
c.556C>A
c.556C>G
c.556C>T
c.557A>T
c.558C>G

¢.559_564dup

c.559A>T
c.559A>G
c.560T>C

Nucleétido
modificado

cT530G
c.G531C
c.G532A
c.G532C
c.A533C
c.A533G
c.T538A
cT538G
c.T539C
cT539G

c.G540C o
c.G540T

c.G541A
c.G541C
c.C542T
c.G544T
c.A545C
c.A545G
c.A545T
c.T546A
c.G548A
c.G548C
c.T550A
c.T550C
c.A551C
c.A551G
c.A551T
c.A553C
c.A553G
c.A554C
c.A554T
¢.G555C
c.C556A
c.C556G
c.C556T
c.A557T
c.C558G

¢.559_564dup

c.A559T
c.A559G
c.T560C

Propiedad de Gador S.A. - Uso confidencial

Secuencia
proteica
modificada

L177W
L177F
E178K
E178Q
E178A
E178G
L180M
L180V
L180S
L180W

L180F

A181T
A181P
A181V
D182Y
D182A
D182G
D182V
D182E
G183D
G183A
Y184N
Y184H
Y 184S
Y184C
Y184F
K185Q
K185E
K185T
K185M
K185N
H186N
H186D
H186Y
H186L
H186Q

p.M187_
$188dup

M187L
M187V
M187T

Nucleétido
modificado

c.561G>T o
c.561G>Ao
c.561G>C

c.562T>A
c.562T>C
c.562T>G
c.563C>A
c.563C>G
c.563C>T
c.565T>G
c.566T>C

c.567G>Co
c.567G>T

c.568G>A
c.568G>T
c.569C>A
c.569C>G
c.569C>T
c.571C>A
c.571C>G
c.572T>A
c.574A>C
c.574A>G
c.575A>C
c.575A>G
c.576T>A
c.577A>G
c.577A>T
c.578G>C
c.578G>T
c.580A>C
c.580A>G

c.580A>T o
c.581C>G

c.581C>A
c.581C>T
c.583G>A
c.583G>C
c.583G>T
c.584G>T
c.586A>G
c.587G>A
c.587G>C

Nucleétido Secuencia
modificado mg;?flic:ada
c.G561T o

c.G561A 0 M187I
c.G561C

cT562A 5188T
cT562C 5188P
cT562G S188A
c.C563A 5188Y
c.C563G 5188C
c.C563T S188F
cT565G L189V
cT566C L1895
G
c.G568A A190T
c.G568T A190S
c.C569A A190D
c.C569G A190G
c.C569T A190V
c.C571A L191M
c.C571G L191V
cT572A L191Q
c.A574C N192H
c.A574G N192D
c.A575C N192T
c.A575G N192S
cT576A N192K
c.A577G R193G
c.A577T R193W
c.G578C R193T
c.G578T R193M
c.A580C T194P
c.A580G T194A
=
c.C581A T194N
c.C581T T194|
c.G583A G195S
c.G583C G195R
c.G583T G195C
c.G584T G195V
c.A586G R196G
c.G587A R196K
c.G587C R196T
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Nucleétido
modificado

c.587G>T
c.589A>G
c.589A>T
c.590G>A
c.590G>C
c.590G>T
c.593T>C
c.593T>G
c.594T>G
c.595G>A
c.595G>C
c.596T>A
c.596T>C
c.596T>G
c.598T>A
c.599A>C
c.599A>G
c.601T>A
c.601T>G
c.602C>A
c.602C>G
c.602C>T
c.607G>C
c.608A>C
c.608A>G
c.608A>T

c.609G>Co
c.609G>T

c.610T>G
c.611G>C
c.611G>T
c.613C>A
c.613C>T
c.614C>T
c.616C>A
c.616C>G
c.616C>T
c.617T>A
c.6177>G
c.619T>C
c.620A>C
c.620A>T
c.623T>A

Nucleétido
modificado

c.G587T
c.A589G
c.A589T
c.G590A
¢.G590C
c.G590T
cT593C
cT593G
cT594G
c.G595A
c.G595C
cT596A
cT596C
cT596G
cT598A
c.A599C
c.A599G
cT601A
cT601G
c.C602A
c.C602G
c.C602T
c.G607C
c.A608C
c.A608G
c.A608T

c.G609C o
c.G609T

cT610G
c.G611C
c.G611T
c.C613A
c.C613T
c.C614T
c.C616A
c.C616G
c.C616T
cT617A
cT617G
cT619C
c.A620C
c.A620T
cT623A

Propiedad de Gador S.A. - Uso confidencial

Secuencia
proteica
modificada

R196
S197G
S197C
S197N
S197T
S197
[198T
1198S
[198M
V199M
V199L
V199E
V199A
V199G
Y200N
Y200S
Y200C
S201T
S201A
S201Y
S201C
S201F
E203Q
E203A
E203G
E203V

E203D

W204G
W204S
W204L
P205T
P205S
P205L
L20él
L206V
L206F
L206H
L206R
Y207H
Y207S
Y207F
M208K

Nucleétido
modificado

c.623T>G
c.625T>A
c.625T>G
c.627G>C
c.628C>A
c.628C>T
c.629C>A
c.629C>T
c.6317>C
c.631T>G
c.632T>A
c.632T>C
c.632T>G
c.635A>C
c.636A>T
c.637A>C
c.637A>G
c.638A>G
c.638A>T
c.640C>A
c.640C>G
c.640C>T
c.641C>A
c.641C>G
c.641C>T
c.643A>C
c.643A>G
c.643A>T
c.644A>C
c.644A>G

C[644A>G;
937G>T]

c.644A>T
c.645T>A
c.646T>A
c.646T>C
c.646T>G
c.647A>C
c.647A>G
c.647A>T
c.649A>C
c.649A>G
c.649A>T

Nucleétido Secuencia
modificado ﬁ:g:’?f'?:ada
cT623G M208R
cT625A W209R
cT625G W209G
c.G627C W209C
c.C628A P210T
c.C628T P210S
c.C629A P210H
c.C629T P210L
cT631C F211L
cT631G F211V
cT632A F211Y
cT632C F211S
cT632G F211C
c.A635C Q212P
c.A636T 0Q212H
c.A637C K213Q
c.A637G K213E
c.A638G K213R
c.A638T K213M
c.C640A P214T
c.C640G P214A
c.C640T P214S
c.C641A P214H
c.C641G P214R
c.C641T P214L
c.A643C N215H
c.A643G N215D
c.A643T N215Y
c.A644C N215T
c.A644G N215S
c.A644G/ N215S/
G937T D313Y
c.A644T N215I
c.T645A N215K
cT646A Y216N
cT646C Y216H
cT646G Y216D
c.A647C Y216S
c.A647G Y216C
c.A64TT Y216F
c.A649C T217P
c.A649G T217A
c.A649T T217S
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Nucleétido
modificado

c.650C>A
c.650C>G
c.650C>T
c.652G>A
c.652G>C
c.653A>C
c.653A>G
c.653A>T
c.654A>T
c.655A>C
c.655A>T
c.656T>A
c.656T>C
c.656T>G
c.657C>G
c.659G>A
c.659G>C
c.659G>T
c.661C>A
c.661C>G
c.662A>C
c.662A>G
Cc.662A>T
c.663G>C
c.664T>A
c.664T>C
c.664T>G
c.665A>C
c.665A>G
c.670A>C
c.671A>C
c.671A>G
c.673C>G
c.679C>G
c.682A>C
c.682A>G
c.683A>C
c.683A>G
c.683A>T
c.685T>A
c.686T>A
c.686T>C

Nucleétido
modificado

c.C650A
c.C650G
c.C650T
c.G652A
c.G652C
c.A653C
c.A653G
c.A653T
c.A654T
c.A655C
c.A655T
cT656A
cT656C
cT656G
c.C657G
c.G659A
c.G659C
c.G659T
c.C661A
c.C661G
c.A662C
c.A662G
c.A662T
c.G663C
cT664A
cT664C
cT664G
c.A665C
c.A665G
c.A670C
c.A671C
c.A671G
c.C673G
c.C679G
c.A682C
c.A682G
c.A683C
c.A683G
c.A683T
cT685A
cT686A
cT686C

Propiedad de Gador S.A. - Uso confidencial

Secuencia
proteica
modificada

T217K
T217R
T2171
E218K
E218Q
E218A
E218G
E218V
E218D
1219L
1219F
219N
1219T
1219S
1219M
R2200
R220P
R220L
Q221K
Q221E
Q221P
Q221R
Q221L
Q221H
Y222N
Y222H
Y222D
Y222S
Y222C
N224H
N224T
N224S
H225D
R227G
N228H
N228D
N228T
N228S
N228|
F229I

F229Y
F229S

Nucleétido
modificado

c.687T>A o
c.687T>G

c.688G>C
c.689C>A
c.689C>G
c.689C>T
c.694A>C
c.694A>G
c.695T>C
c.696T>G
c.698A>C
c.698A>G
c.698A>T
c.699T>A
c.703T>A
c.703T>G
c.710A>T
c.712A>G
c.712A>T
c.713G>A
c.713G>C
c.713G>T
c.715A>T
c.716T>C
c.717A>G
c.718A>G
c.719A>G
c.719A>T

c.720G>Co
c.720G>T

c.721A>T
c.722G>C

Y c722G>T

c.724A>C
c.724A>G
c.724A>T
c.725T>A
c.725T>C
c.725T>G
c.726C>G
c.727T>A
c.727T>G
c.728T>C

Secuencia

Nucleétido .
modificado zg;?;ffada
Creere. PO
c.G688C A230P
c.C689A A230D
c.C689G A230G
c.C689T A230V
c.A694C 1232L
c.A694G 1232v
cT695C 1232T
cT696G 1232M
c.A698C D233A
c.A698G D233G
c.Ab98T D233V
cT699A D233E
cT703A S235T
cT703G S235A
c.A710T K2371
cA712G 5238G
c.A712T 5238C
c.G713A S238N
c.G713C 5238T
c.G713T 5238l
c.A715T 1239L
cT716C 1239T
c.A717G 1239M
cA718G K240E
c.A719G K240R
CA719T K240M
z:gggg o K240N
cA721T S241C
c.G722C s241T
c.G722T 52411
c.A724C 12421
c.A724G 1242v
c.A724T 1242F
cT725A 1242N
cT725C 1242T
cT725G 12425
c.C726G 1242M
cT727A L243M
cT727G L243V
cT728C L2435
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Nucleétido
modificado

c.728T>G

c.729G>C o
c.729G>T

c.730G>A
c.730G>C
c.730G>T
c.731A>C
c.731A>G
c.731A>T
c.732C>G
c.733T>G
c.735G>C
c.736A>G
c.737C>A
c.737C>G
c.737C>T
c.739T>A
c.739T>G
c.740C>A
c.740C>G
c.740C>T
c.742T>G
c.743T>A
c.743T>G
c.744T>A
c.745A>C
c.745A>G
c.745A>T
c.746A>C
c.746A>G
c.746A>T

c.747C>G o
c.747C>A

c.748C>A
c.748C>G
c.749A>C
c.749A>G
c.749A>T
c.750G>C
c.751G>A
c.751G>C
c.752A>G
c.752A>T

Nucleétido
modificado

c.T728G

c.G729Co
c.G729T

c.G730A
c.G730C
c.G730T
c.A731C
c.A731G
cA731T
c.C732G
cT733G
c.G735C
c.A736G
c.C737A
c.C737G
c.C737T
cT739A
cT739G
c.C740A
c.C740G
c.C740T
cT742G
cT743A
cT743G
cT744A
c.A745C
c.A745G
c.A745T
c.A746C
c.A746G
c.A746T

c.C747G o
c.C747A

c.C748A
c.C748G
c.A749C
c.A749G
c.A749T
c.G750C
c.G751A
c.G751C
c.A752G
c.A752T

Propiedad de Gador S.A. - Uso confidencial

Secuencia
proteica
modificada

L243W
L243F

D244N
D244H
D244Y
D244A
D244G
D244V
D244E
W245G
W245C
T246A
T246K
T246R
T246
S247T
S247A
S247Y
$247C
S247F
F248V
F248Y
F248C
F248L
N249H
N249D
N249Y
N249T
N249S
N249I

N249K

Q250K
Q250E
Q250P
Q250R
Q250L
Q250H
E251K

E251Q
E251G
E251V

Nucleétido
modificado

c.754A>G
c.757A>G
c.757A>T
c.758T>A
c.758T>C
c.758T>G

¢.760-762delGTT o
c.761-763del

c.760G>T
c.761T>A
c.761T>C
c.761T>G
c.763G>A
c.763G>C
c.763G>T
c.764A>C
c.764A>T
c.765T>A
c.766G>C
c.767T>A
c.767T>G
c.769G>A
c.769G>C
c.769G>T
c.770C>G
c.770C>T

c.772G>C o
c.772G>A

c.773G>A
c.773G>T
c.775C>A
c.775C>G
c.775C>T
c.776C>A
c.776C>G
c.776C>T
c.778G>T
c.779G>A
c.779G>C
c.781G>A
c.781G>C
c.781G>T
c.782G>C

Nucleétido Secuencia
modificado m'g:’?f'f:ada
c.A754G R252G
c.A757G 1253V
c.A757T 1253F
cT758A 1253N
c.T758C 1253T
cT758G 12535
§Z§%{fi$ﬂSrT p.V254de
c.G760T V254F
cT761A V254D
cT761C V254A
cT761G V254G
c.G763A D255N
c.G763C D255H
c.G763T D255Y
c.A764C D255A
c.A764T D255V
cT765A D255E
c.G766C V2561
cT767A V256D
cT767G V256G
c.G769A A257T
c.G769C A257P
c.G769T A257S
c.C770G A257G
c.C770T A257V
e
c.G773A G258E
c.G773T G258V
c.C775A P259T
c.C775G P259A
c.C775T P2595
c.C776A P259Q
c.C776G P259R
c.C776T P259
c.G778T G260W
c.G779A G260E
c.G779C G260A
c.G781A G261S
c.G781C G261R
c.G781T G261C
c.G782C G261A
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Nucleétido Nucleétido Secue.ncia Nucleétido Nucleétido Secue_ncia
modificado modificado m:tti?fl;::ada modificado modificado mgzl?flic;da
c.787A>C c.A787C N263H : c840A>To c.A840T o Q280H
c.788A>C c.A788C N263T oG CAADE

788G CAT88G N263S c.841G>C c.G841C V281L
C790GoA CGTI0A 264N c.842T>A cT842A V281E
790GC CG790C D26aH .842T>C cT842C V281A
C790GT CG790T D264y c.842T>G cT842G V281G
c.793C>G c.C793G P265A c844A>G CABAAG 2824
C794CA C79aA 52650 c.844A>T c.A844T T2825
c.794C>T c.C794T P265L c845C>T c.C845T 1282l
J— CA799G V267V c.847C>G c.C847G Q283E
C.799AST cA799T M267L c848A-T CABAST Q283L
¢.800T>C cT800C M267T c849G>C c.G849C Q283H
c.802T>A cT802A L268l c850A>G cABS0G M284v
C804AST  ABOAT Lo68F c.850A>T c.A850T M284L
c.805G>A c.GBO5A V269M c851T>C cT851c M284T
.805G>C .G805C V2691 c852G>C cG852C M284l
.806T>C cT806C V269A c853G>A c.GES3A A285T
.808A>C .A808C 1270L c854C>G cC854G A285G
c.808A>G c.A808G 1270V c854C>T c.C854T AZ85V
S T809C 70T c.856C>G c.C856G L286V
.809T>G cT809G 12705 c856C>T cC836T L286F
c.810T>G cT810G 1270M c857T=A cT857A L286H
c811G>A c.G811A G2715 c860G>T c.G860T was7L
CI811G>A; c.G811A/ G271S/ : ] c862G>C cG862C A288P
937G>T] G937T D313Y D c862G>T c.G862T A2885
c.812G>A c.G812A G271D c.863C>G c.C863G A288G
c.812G>C c.G812C G271A i1 c863C>T c.C863T A288V
c.814A>G c.A814G N272D c.865A>C c.A865C 1289L
c.818T>A cT818A F273Y c.865A>G c.A865G 1289V
c.823C>A c.C823A L275] c.866T>C c.T866C 1289T
€.823C>G €.C823G L275V D1 c866T>G cT866G 12895
c.827G>A c.G827A S276N zgggﬁz? ° gﬁgzgg o M290L
€827G>C cG827C s276T .868A>G c.AB68G M290V
€8291>G c1829G w2776 c.869T>C cT869C M290T
c.830G>T c.G830T W277L . CG8T0AG

¢.831G>T o cG831To W277C : 1 c870G>Co c.G870C o M290I
c.831G>C c.G831C © 1 c870G>T c.G870T

c.832A>T c.A832T N278Y Dl c871G5A c.G871A A291T
c.833A>T c.A833T N278I D c871GsT c.G871T A291S
c.835C>G c.C835G Q279E D 0872056 c.C872G A291G
c.838C>A c.C838A Q280K Dl c874G>T c.G874T A2925S
c.839A>G c.A839G Q280R Dl 875G c.C875G A292G
c.839A>T c.A839T Q280L c.877C>A c.C877A P293T
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Nucleétido
modificado

c.880T>A
c.880T>G
c.881T>C
c.882A>T
c.883T>A
c.883T7>G
c.884T>A
c.884T>C
c.884T>G
c.886A>G

c.886A>T o
c.886A>C

c.887T>C

c.888G>A o
c.888G>T o
c.888G>C

c.889T>A
c.892A>G
c.893A>C
c.893A>G
c.893A>T
c.895G>A
c.895G>C

c.897C>G o
c.897C>A

c.898C>A
c.898C>G
c.898C>T
c.899T7>C
c.901C>G
c.902G>A
c.902G>C
c.902G>T
c.904C>A
c.904C>G
c.904C>T
c.905A>T
c.907A>G
c.907A>T
c.908T>A
c.908T>C
c.908T>G
c.211G>A
c.911G>C

Nucleétido
modificado

c.T880A
c.T880G
cT881C
c.A882T
cT883A
cT883G
c.T884A
cT884C
c.T884G
c.A886G

c.A886T o
c.A886C

c.T887C

c.G888A o
c.G888T o
c.G888C

c.T889A

c.A892G
c.A893C
c.A893G
c.A893T

c.G895A
c.G895C

c.C897G o
c.C897A

c.C898A
c.C898G
c.C898T
c.T899C
c.C901G
c.G902A
c.G902C
c.G902T
c.C904A
c.C904G
c.Co04T
c.A905T
c.A?07G
c.A907T
cT908A
c.T908C
cT908G
c.G9211A
c.G911C

Propiedad de Gador S.A. - Uso confidencial

Secuencia
proteica
modificada

L2941
L294V
L294S
L294F
F295I
F295V
F295Y
F295S
F295C
M296V

M296L

M296T

M296I

S297T

N298D
N298T
N298S
N298I

D299N
D299H

D299E

L300l
L300V
L300F
L300P
R301G
R301Q
R301P
R301L
H302N
H302D
H302Y
H302L
1303V
I303F
303N
1303T
1303S
S304N
S304T

Nucleétido
modificado

c.911G>T
c.916C>G
c.917A>C
c.917A>T
c.9219G>A
c.919G>C
c.919G>T
c.920C>A
c.920C>G
c.920C>T
c.922A>C
c.922A>G
c.923A>G
c.923A>T

c.924A>T o
c.924A>C

c.925G>A
c.925G>C
c.926C>A
c.926C>T
c.928C>A
c.928C>G
c.928C>T
c.931C>A
c.931C>G
c.934C>A
c.934C>G
c.935A>G
c.935A>T

c.936G>T o
c.936G>C

c.937G>T

c[937G>T;
1232G>A]

c.938A>G
c.938A>T
c.939T>A
c.940A>G
c.941A>C
c.941A>T
c.942G>C
c.943G>A
c.943G>C

Nucleétido Secuencia
modificado m'g:’?f'f:ada
c.Go11T 5304
c.C916G Q306E
c.A917C Q306P
c.A917T Q306L
c.G9219A A307T
c.G919C A307P
c.G219T A307S
c.C920A A307D
c.C920G A307G
c.C920T A307V
c.A922C K308Q
c.A922G K308E
c.A923G K308R
c.A923T K308l|
Chopac. KRN
c.G925A A309T
c.G925C A309P
c.C926A A309D
c.C926T A309V
c.C928A L310I
c.C928G L310V
c.C928T L310F
c.C931A L3111
c.C931G 1311V
c.C934A Q312K
c.C934G Q312E
c.A935G Q312R
c.A935T Q3121
e Q312H
c.G937T D313Y
c.G937T/ D313Y/
G1232A G411D
c.A938G D313G
c.A938T D313V
cT939A D313E
c.A940G K314E
c.A941C K314T
c.A941T K314M
c.G942C K314N
c.G943A D315N
c.G943C D315H
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Nucleétido Nucleétido Secue.ncia Nucleétido Nucleétido Secue.ncia
modificado modificado gg;?;f:ada modificado modificado zg;?;ffada
c.943G>T c.G943T D315Y © L c976A>C c.A976C K326Q
c.944A>C c.A944C D315A Dl C976A5G cA976G K326E
C.944A>G c.A944G D315G DD c977ASC c.A977C K326T
c.944A>T . A944T D315V Ll C977ASG CAI77G K326R
c.946G>A c.G946A V316l Dl corTAST C.A977T K326M
.946G>C .G946C V316L c.978G>C o c.G978C o 306N
c.947T>C cT947C V316A p SeeGel c.Go78T

04T 19476 V3166 c.979C>G c.C979G Q327E
COUOAC AO4OC 3171 c.980A>C c.A980C Q327P
049G A9G 317y c.980A>T c.A980T Q327L
.950T>C cT950C 1317T cIBIA>T CAIBTT Q3274
517G 19516 170 .983G>C .G983C G328A
C.952G>A c.G952A A318T c985T>A cT985A 329N
950G G952C A318p .985T>C cT985C Y329H
c.953C>A .C953A A318D c985T>G cT985G 329D
C953CaT 953 A318Y c.986A>G c.A986G Y329C
C.955A>T c.A955T 1319F c.986A>T cA986T v329F
CO5ETC T956C 3197 c.988C>A c.C988A Q330K
9570 957G 3190 .988C>G c.C988G Q330E
OSBALC A9SEC N320H c.989A>C c.A989C Q330P
c.959A>C c.A959C N320T C.989A>G CA989G Q330R
950G A9IG N320S €.990G>C ¢.G990C Q330H
C.959A>T c.A959T N320I c991C>G 991G L331V
COb1CaA COBIA Q321K C.992T>A cT992A L331H
C.962A>G c.A962G Q321R c9921>C c1992C L331P
CObIAST A6 03211 c.992T>G cT992G L331R
083G o G963C o - - C.994A>G c.A994G R332G
c.963G>T c.G963T © 1 c995G>C .G995C R332T
C.964G>A c.GY64A D322N D c995GST c.G995T R332
.964G>C .G964C D322H Dl C996AST c.A996T R3325
c.965A>C c.A965C D322A D c997C>G c.C997G Q333E
C.965A>T CA965T D322V DD C998ASC . A998C Q333P
c.966C>A o c.C966A o c.998A>T c.A998T Q333L
c966C>G cC966G PozeE L1 C1000G>C ¢.G1000C G334R
e LT SEzl L c1001G>A c.G1001A G334E
c.968C>G c.C968G P323R L c1001GST c.G1001T G334V
c.970T>G cT970G L324V D1 c1003GT ¢.G1003T D335Y
c971T>G cT971G L324W Ll C1008ASC c.A1004C D335A
c.973G>A c.G973A G325S Dl C1004A5G c.A1004G D335G
c.973G>C ¢.G973C G325R DD C1004AST c.A1004T D335V
c.973G>T c.G973T G325C D c1005C5G c.C1005G D335E
c.974G>C c.G974C G325A DL C1006A5G c.A1006G N336D
c.974G>T c.G974T G325V .1006A>T c.A1006T N336Y
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Nucleétido Nucleétido Secue.ncia Nucleétido Nucleétido Secue.ncia
modificado modificado m:;eifl;::ada modificado modificado zg;?;ffada
c.1007A>C ¢.A1007C N336T L1 c1054G>T .G1054T A3525
c.1007A>G c.A1007G N3365 D1 1055C5G .C1055G A352G
c1007AST c.A1007T N33l D C1055CsT .C1055T A352V
c1009T>G cT1009G F337V D1 1057AST C.A1057T M353L
c1010T>A cT1010A F337Y D1 C1058T>A cT1058A M353K
c.1010T>C cT1010C F3375 D1 c1058T>C cT1058C M353T
c1010T>G cT1010G F337C D C1061T>A cT1061A 1354K
c1011T>A cT1011A F337L D C1061T>G cT1061G 1354R
c.1012G>A cG1012A E338K D c1063A5C c.A1063C N355H
c1013A>C c.A1013C E338A D C1063A5G cA1063G N355D
c.1013A>G cA1013G E338G Dl C1063AST C.A1063T N355Y
c1013AST c.A1013T E338V Dl C1064A5G c.A1064G N3555
c1014AST C.A1014T E338D D 1066C>G .C1066G R356G
c.1015G>A c.G1015A V339M D c1066CST .C1066T R356W
c1016T>A cT1016A V339E D C1067G>A c.G1067A R356Q
c.1016T>C cT1016C V339A D1 1067G>C ¢.G1067C R356P
¢1021G>C ¢G1021C E341Q D 1067GST c.G1067T R356L
c.1022A>C c.A1022C E341A D c1069C>G .C1069G Q357E
c.1027C>A c.C1027A P343T Dl 1072G5C ¢.G1072C E358Q
c1027C>G ¢.C1027G P343A D c1073A5C ¢.A1073C E358A
c1027C>T ¢.C1027T P3435 Dl C1073A5G c.A1073G E358G
1028C>T .C1028T P343L L c1074G>To c.G1074T o £3580
c.1030C>G ¢.C1030G L344V P O SRS

1030CaT . C1030T L3aaF c1075A>C c.A1075C 1359L
c1031T>G cT1031G L344R G lEsmC Eales R
c.1033T>C <T1033C $345p S 072U i
c.1036G>T ¢.G1036T G346C SR e S
C1037GA CG1037A 346D 1076T>C cT1076C 1359T
¢.1037G>C ¢.G1037C G346A @IS IS RS
1037GoT CG1037T G346y c.1078G>A c.G1078A G3605
c1039T>A cT1039A L3471 arEEC elenirec GiRtellls
e A AT ©l c1078G>T <.G1078T G360C
I p— p——— T— D C1079G>A c.G1079A G360D
" G e Dl c107965C ¢.G1079C G360A
ppyy— ppy— —— L C1082G>A ¢.G1082A G361E
A - e L c1082G>C .G1082C G361A
.1048G>T c.G1048T A3505 L c1084C>A c.C1084A P362T
T e P Dl c1084C5G ¢.C1084G P362A
c.1049C>T c.C1049T A350V c.1084C>T c.C1084T P362S
c.1052T>A cT1052A V351E c.1085C>A c.C1085A P362H
c1052T>C cT1052C V3S1A . © c1085C>G ¢.C1085G P362R
C.1054G>A c.G1054A A352T L c1085C>T .C1085T P362L
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Nucleétido Nucleétido Secue.ncia Nucleétido Nucleétido Secugncia
modificado modificado m:;eifl;::ada modificado modificado ﬂg;?;?:ada
c.1087C>A c.C1087A R363S © 1 c1124G>C c.G1124C G375A
c.1087C>G c.C1087G R363G D C1126G5A c.G1126A V376M
c.1087C>T c.C1087T R363C Pl c1126G5C c.G1126C V376L
c.1088G>A c.G1088A R363H D c1127T>A cT1127A V376E
c.1088G>T .G1088T R363L Pl 1127156 cT1127G V376G
¢.1090T>C cT1090C S364P D C1129G>A c.G1129A A377T
c.1091C>G c.C1091G $364C D 01129G5C c.G1129C A377P
c.1093T>A cT1093A Y365N Dol c1129GST c.G1129T A377S
c.1093T>G cT1093G Y365D D1 c1130C5G c.C1130G A377G
c.1094A>C c.A1094C Y3655 D C1135A5G c.A1135G N379D
c.1094A>T c.A1094T Y365F Dl c1136A5C c.A1136C N379T
c.1096A>C c.A1096C T366P Do c1136AST c.A1136T N379I
c.1096A>T c.A1096T T3665 Dl c1137T>A cT1137A N379K
c.1097C>A c.C1097A T366N D1 c1138CoA c.C1138A P380T
c.1097C>T c.C1097T T366 D1 1138056 c.C1138G P380A
c.1099A>C c.A1099C 1367L D c1139CoA c.C1139A P380H
c.1099A>T c.A1099T 1367F D 1139056 c.C1139G P380R
c.1101C>G c.C1101G 1367M Dol c1139CsT c.C1139T P380L
c.1102G>A c.G1102A A368T Dl c114205A c.C1142A A381D
c.1102G>C ¢.G1102C A368P Do c1147T>A cT1147A F383I
c.1103C>G c.C1103G A368G Dl c1148T>A cT1148A F383Y
c.1105G>A c.G1105A V369! D1 c1148T>G cT1148G F383C
c.1105G>C ¢.G1105C V369L D c1150AST c.A1150T 1384F
c.1105G>T c.G1105T V369F D e1151T>C cT1151C 1384T
c1106T>C cT1106C V369A Pl c115205G c.C1152G 1384M
c.1106T>G cT1106G V369G D1 c1153A5G c.A1153G T385A
c.1108G>A c.G1108A A370T Dl c1154CsT c.C1154T T385I
c.1108G>C c.G1108C A370P D C1156C5A c.C1156A Q386K
c.1109C>A c.C1109A A370D Do c1157AST c.A1157T Q386L
c.1109C>G c.C1109G A370G D1 c1158G>C c.G1158C Q386H
c.1109C>T c.C1109T A370V DD C1159C>A c.C1159A L387
c1111T>A cT1111A S371T Dl c1159CsT c.C1159T L387F
c.1112C>G c.C1112G $371C D C1160T>A cT1160A L387H
c1117G>A c.G1117A G373S D c1160T>G cT1160G L387R
c1117G>T cG1117T G373C Do c11620oA c.C1162A L388|
c.1118G>C ¢.G1118C G373A D1 c1162C>G cC1162G L388V
c.1120A>G c.A1120G K374E Dol c1162CsT c.C1162T L388F
c.1121A>C c.A1121C K374T Dl C1163T>A cT1163A L388H
c1121A>G cA1121G K374R Dl c1163T>G cT1163G L388R
c1121AST cA1121T K374l D C1168G>A c.G1168A V390M
c.1123G>C c.G1123C G375R Dl c1171AC cA1171C K391Q
c.1124G>A c.G1124A G375E cM71A>G cA1171G K391E
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Nucleétido Nucleétido Secue.ncia Nucleétido Nucleétido Secue_ncia
modificado modificado m:;eifl;::ada modificado modificado mgzl?flic;da
c.1172A>C c.A1172C K391T © 1 c1202C>T c.C1202T S401L
c.1172A>G cA1172G K391R D C1204A5G c.A1204G R402G
c1172A>T cA1172T K391l D c1208AST c.A1204T R402W
c1173A>T cA1173T K391N D1 c1205G>C ¢.G1205C R402T
c.1174A>G cA1174G R392G D1 c1205G>T c.G1205T R402M
c1174A>T cA1174T R392W D1 £1206G>C ¢.G1206C R402S
c.1175G>A c.G1175A R392K D C1207T5G cT1207G L403V
c1175G>C c.G1175C R392T D1 c1208T>C T1208C L4035
c.1175G>T c.G1175T R392M D c1209AST c.A1209T L403F
c.1177A>C cA1177C K393Q Do C1210A5G c.A1210G R404G
c1177A>G cA1177G K393E Dl c1211G5A c.G1211A R404K
c.1178A>C c.A1178C K393T P c1211G5C c.G1211C R404T
c.1179G>C c.G1179C K393N P c1211GeT c.G1211T R4041
c.1180C>A c.C1180A L394] Dol c1212A5T cA1212T R404S
c1181T>A cT1181A L394Q D c1213A5G cA1213G $405G
c.1181T>C cT1181C L394P Dl c1216C5G c.C1216G H406D
c.1181T>G cT1181G L394R Do c1217AsT cA1217T H406L
c.1183G>C c.G1183C G395R D1 01218056 c.C1218G H406Q
c.1184G>A c.G1184A G395E Dol c1219AST cA1219T 1407L
c.1184G>C c.G1184C G395A § .1220T>C cT1220C 14077
c.1186T>A cT1186A F396l D C1221A5G cA1221G 1407M
c.1186T>G cT1186G F396V : L c1222A5C c.A1222C N408H
c.1187T>G cT1187G F396C : D C1222A5G c.A1222G N408D
c.1188C>G c.C1188G F396L Dl c12208sT CA1222T N408Y
C.1189T>A cT1189A Y397N D c1223AsC cA1223C N408T
C.1189T>C cT1189C Y397H LD c1025C5A c.C1225A P409T
c.1190A>C cA1190C Y3975 D 1225C>G c.C1225G P409A
¢ 1190A>G cA1190G Y397C D cr225CsT €.C1225T P409S
c.1190A>T c.A1190T Y397F L1 c1226CsT c.C1226T P40SL
c1192G>A cG1192A E398K | c1208A5G CA1228G T410A
€1192G>C cG1192C E398Q | c1228AST C.A1228T T4108
c.1193A>G cA1193G E398G c.1229C>T c.C1229T T410!
c.1195T>A cTT195A W399R : D C1231G>A c.G1231A G411S
c1195T>G cT1195G W399G D 1231G>T c.G1231T G411C
c.1198A>C cA1198C T400P D C1232G>A c.G1232A G411D
c.1198A>G c.A1198G T400A D c1232G>C c.G1232C G411A
c.1198A>T c.A1198T T4005 Dt c1232G>T c.G1232T G411V
c.1199C>A c.C1199A T400N D1 c1234A>C c.A1234C T412P
c1199C>T c.C1199T T400l C 1 C1234A5G CA1234G T412A
G SR S D c1234AST C.A1234T T4125
c1201T>G cT12016 SA40TA c.1235C>A c.C1235A T412N
c.1202_1203ins .1202_1203ins  p.T400_ :

GACTTC GACTTC S401dup  © : ©1235C>T c.C1235T T412l
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Nucleétido Nucleétido Secuencia Nucleétido Nucleétido Secuencia

modificado modificado &r:;?:i‘?a " modificado modificado ﬂgcti?flic;da
c.1237G>A c.G1237A V413 DD c1256AST c.A1256T N4191
c.1237G>T c.G1237T V413F c.1258A>C c.A1258C T420P
c.1238T>G cT1238G V413G c.1258A>T c.A1258T T420S
c.1240T>G cT1240G L414V c.1259C>A c.C1259A T420K
c.1242G>C c.G1242C L414F D c1259C>G c.C1259G T420R
c1243C>A ¢.C1243A L415! L c1261A5G CA1261G M421V
C.1244T>A cT1244A L415H c.1261A>T c.A1261T M421L
c1246C>G ¢.C1246G Q416E DL a1262T5A cT1262A M421K
c.1247A>T c.A1247T Q416L c.1262T>C cT1262C M421T
c.1248G>C c.G1248C Q416H c.1262T>G cT1262G M421R
c1249C>A .C1249A L4171 D1 c1263G>C ¢.G1263C M421|
c.1252G>A c.G1252A E418K c.1265A>C c.A1265C Q422pP
c.1252G>C c.G1252C E418Q c.1267A>T c.A1267T M423L
C1253A5C CA1253C E418A . i C1268T>A cT1268A M423K
c.1253A>G c.A1253G E418G c.1268T>C cT1268C M423T
Cc.1254A>T c.A1254T E418D c.1269G>C c.G1269C M423|
c.1255A>G c.A1255G N419D c.1271C>T c.C1271T S424L
c.1255A>T c.A1255T N419Y c.1275A>C c.A1275C L425F
c.1256A>C c.A1256C N419T c.1279G>A c.G1279A D427N
c.1256A>G c.A1256G N419S c.1286T>G cT1286G L429R

¢CUANDO ESTA CONTRAINDICADO EL USO DE RELIDAS®?

RELIDAS® esté contraindicado en pacientes que manifiesten hipersensibilidad al principio activo,
o a alguno de los excipientes incluidos en la seccion “Composicion” del producto.

¢QUE DOSIS DE RELIDAS® DEBO PRESCRIBIR Y COMO SE DEBE TOMAR?

El tratamiento con RELIDAS® debe ser iniciado y supervisado por médicos especialistas con
experiencia en el diagndstico y el tratamiento de la enfermedad de Fabry. RELIDAS® no esta
indicado para un uso simultdneo con la terapia de sustitucion enzimatica (ver seccién “Adver-

tencias y precauciones especiales de empleo”).

Posologia

La posologia recomendada es de 123 mg de Migalastat (1 cdpsula) en dias alternos a la misma
hora del dia.
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Forma de administracién

Las capsulas de RELIDAS® deben tomarse por via oral.

La exposicidon a Migalastat se reduce en un 40% aproximadamente cuando se ingiere con ali-
mentos y, por consiguiente, no se deben consumir alimentos al menos 2 horas antesy 2 horas
después de tomar RELIDAS® para permitir un ayuno minimo de 4 horas. Durante este periodo,
se pueden consumir liquidos claros, incluidas las bebidas con gas. RELIDAS® se debe tomar
en dias alternos a la misma hora del dia para que el paciente obtenga los mayores beneficios.
Las cépsulas deben tragarse enteras. Las cdpsulas no se deben partir, triturar ni masticar.

Dosis olvidadas

RELIDAS® no se debe tomar durante 2 dias consecutivos. Si se olvida una dosis durante
todo un dia, el paciente debe tomar la dosis olvidada de RELIDAS® solamente en el plazo
de 12 horas siguientes a la hora habitual a la que se toma la dosis. Si han transcurrido mas de
12 horas, el paciente debe volver atomar RELIDAS® el dia correspondiente a la siguiente dosis
y a la hora habitual, de acuerdo con la pauta posoldgica de dias alternos.

¢CUALES SON LAS ADVERTENCIAS Y PRECAUCIONES ESPECIALES DE USO?

Se recomienda supervisar periédicamente la funcién renal, los pardmetros ecocardiograficos
y los marcadores bioquimicos (cada 6 meses) en pacientes que han iniciado un tratamiento
con Migalastat o han cambiado a este ultimo. En caso de deterioro clinico significativo, debe
plantearse una evaluacién clinica posterior o la interrupciéon del tratamiento con RELIDAS®.

RELIDAS® no esté indicado en pacientes con mutaciones no susceptibles de responder al
tratamiento (ver seccién “Propiedades Farmacodindmicas”).

No se ha observado ninguna reduccién de la proteinuria en pacientes tratados con Migalastat.
RELIDAS® no estd recomendado en pacientes con insuficiencia renal grave, con una TFG esti-
mada inferior a 30 ml/min/1,73m2 (ver seccidn “Propiedades Farmacocinéticas”).

Datos limitados sugieren que la administraciéon conjunta de una dosis Unica de Migalastat
y de la terapia de sustitucién enzimatica estandar por perfusion resulta en una exposicién a la
agalsidasa de 1 a 5 veces mayor como maximo. Este estudio también demostré que la agal-
sidasa carece de efecto en la farmacocinética de Migalastat. RELIDAS® no esté indicado para
un uso concomitante con la terapia de sustitucidén enzimética.

Interacciones con otros medicamentos y otras formas de interaccion

De acuerdo con datos in vitro, Migalastat no es un inductor de CYP1A2, 2B6 o 3A4. Asimismo,
Migalastat no es un inhibidor ni un sustrato de CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 o
3A4/5. Migalastat no es un sustrato de MDR1 o BCRP, nitampoco un inhibidor de transportadores
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de eflujos en humanos BCRP, MDR1 o BSEP. Asimismo, Migalastat no es un sustrato de MATET,
MATE2-K, OAT1, OAT3 u OCT2, ni tampoco es un inhibidor de OATP1B1, OATP1B3, OAT1,
OAT3, OCT1, OCT2, MATE1 o de transportadores de absorcién en humanos MATE2-K.

Carcinogénesis, mutagénesis y trastornos de la fertilidad

Estudios no clinicos sugieren que no hay peligros especificos para los humanos con arreglo
a estudios de dosis Unica y repetida, a excepcién de una infertilidad temporal y totalmente
reversible en ratas macho asociada al tratamiento con Migalastat. La infertilidad asociada al
tratamiento con Migalastat fue indicada en exposiciones clinicamente importantes. La rever-
sibilidad completa se obtuvo 4 semanas después de la interrupcién del tratamiento. Se ob-
servaron hallazgos preclinicos similares a raiz de un tratamiento con otros iminoazucares. En
el estudio de toxicidad embrionaria y fetal del conejo, se observaron resultados entre los que
se incluyen muerte embrionaria y fetal, reduccidn del peso fetal promedio, retraso en la osifi-
cacion e incidencias ligeramente mayores de anomalias esqueléticas menores solamente en
dosis asociadas a la toxicidad de la madre.

En un estudio de carcinogenicidad de 104 semanas en ratas, se observé una mayor inciden-
cia de adenomas en células islote pancreéticas, en machos, a un nivel de dosis 19 veces mayor
que la exposicion (AUC) en la dosis clinicamente efectiva. Se trata de un tumor espontaneo
comun en ratas macho alimentadas ad libitum. En ausencia de hallazgos similares en hembras,
ausencia de hallazgos en la bateria de genotoxicidad o en el estudio de carcinogenicidad con
ratones Tg.rasH2 y ausencia de hallazgos pancreéticos preneoplésicos en roedores o monos,
esta observacion en ratas macho no se considera asociada al tratamiento y se desconoce su

pertinencia en humanos.

Poblaciones especiales

Mujeres en edad fértil, embarazo y lactancia
Mujeres en edad fértil y anticoncepcidn

No se recomienda utilizar RELIDAS® en mujeres en edad fértil que no estén utilizando mé-
todos anticonceptivos. No se han estudiado los efectos de RELIDAS® sobre la fertilidad en
el ser humano.

Embarazo

Existen datos limitados sobre el uso de Migalastat en mujeres embarazadas. En conejos, se
observd una toxicidad del desarrollo solamente en dosis toxicas para la madre (ver seccién
“Carcinogénesis, mutagénesis y trastornos de la fertilidad”). No se recomienda utilizar RELIDAS®
durante el embarazo.
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Lactancia

Se desconoce si RELIDAS® se secreta en la leche materna. No obstante, en ratas lactantes se ha
demostrado la presencia de Migalastat en la leche. Por consiguiente, no puede excluirse un
riesgo de exposicion a Migalastat en lactantes. Se debe decidir si es necesario interrumpir la
lactancia o interrumpir el tratamiento con RELIDAS® tras valorar el beneficio de la lactancia para
el nifo y el beneficio del tratamiento para la madre.

Poblacién pediatrica

Las capsulas de 123 mg de Migalastat no estén indicadas para nifos (= 12 aflos) de menos de
45 kg de peso corporal (ver seccién “Propiedades Farmacocinéticas”).

No se ha establecido todavia la seguridad y la eficacia de Migalastat en niflos menores de
12 anos. No se dispone de datos.

Pacientes de edad avanzada

No se requiere un ajuste de dosis en funcién de la edad (ver seccién “Propiedades farma-
cocinéticas”).

Pacientes con insuficiencia renal

RELIDAS® no estd recomendado en pacientes con la enfermedad de Fabry portadores de una
tasa de filtracion glomerular (TFG) estimada inferior a 30 ml/min/1,73 m2. (ver seccién "Adver-

tencias y precauciones especiales de empleo”).

Pacientes con insuficiencia hepatica

No se requiere un ajuste de dosis de RELIDAS® en pacientes con insuficiencia hepética (ver
seccion “"Propiedades farmacocinéticas”).

Efectos sobre la capacidad para conducir y utilizar maquinas

La influencia de Migalastat sobre la capacidad para conducir y utilizar maquinas es nula o
insignificante.

¢CUALES SON LAS REACCIONES ADVERSAS DESCRIPTAS PARA RELIDAS®?

Tabla de reacciones adversas

Las categorias de frecuencia se definen del modo siguiente: muy frecuentes (= 1/10); frecuentes
(=1/100 a < 1/10); poco frecuentes (= 1/1 000 a < 1/100); raras (= 1/10 000 a < 1/1 000); muy
raras (< 1/10 000); frecuencia no conocida (no puede estimarse a partir de los datos disponibles).

Dentro de cada grupo de frecuencia, las reacciones adversas se presentan en orden de
frecuencia decreciente dentro de la clasificacién por érganos y sistemas.
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Tabla 2: Reacciones adversas con Migalastat

Clasificacion por érganos y sistemas Muy frecuentes

Trastornos psiquiatricos Depresion
Trastornos del sistema nervioso 1 Cefalea ‘¢ Parestesia
: : Mareos

Hipoestesia

Trastornos del oido y del laberinto

: Vértigo

Trastornos cardiacos

. . Palpitaciones

Trastornos respiratorios, toracicos : . Disnea

y mediastinicos L} Epistaxis

Trastornos gastrointestinales ¢ Diarrea
Nauseas

: Dolor abdominal
: : Estrefiimiento

Sequedad de boca

. Necesidad urgente de defecar

Dispepsia
Trastornos de la piel y del tejido Exantema
subcutdneo : ! Prurito

Trastornos musculoesqueléticos

y del tejido conjuntivo

: : Espasmos musculares

¥ Mialgia

Torticolis

12 Dolor en las extremidades

Trastornos renales y urinarios . ¢ Proteinuria
Trastornos generales y alteraciones : ¢ Fatiga
en el lugar de administracién ‘1 Dolor

Exploraciones complementarias
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¢COMO DEBO INFORMAR LOS EVENTOS ADVERSOS, INCLUIDOS
EL EMBARAZO Y LOS RESULTADOS DEL EMBARAZO CON RELIDAS"?

Siguiendo pautas internacionales, el producto RELIDAS® se encuentra adherido a un Plan de
Gestion de Riesgo (PGR) aprobado por la ANMAT.

PGR: Conjunto de actividades e intervenciones en Farmacovigilancia disefadas para identificar,
caracterizar, prevenir o minimizar riesgos relacionados a productos medicinales, y la evaluacién
de la efectividad de esas intervenciones.

Ante cualquier consulta contactar al Departamento de Farmacovigilancia Gador a
farmacovigilancia@gador.com o al 0-800-220-2273 (CARE).

Notificacion de sospechas de reacciones adversas

Es importante notificar la sospecha de reacciones adversas al medicamento tras su
autorizacidn. Ello permite una supervision continuada de la relacién beneficio/ries-
go del medicamento. Se invita a los profesionales sanitarios a notificar las sospechas
de reacciones adversas al Sistema Nacional de Farmacovigilancia visitando el sitio
web de la ANMAT y/o al Departamento de Farmacovigilancia de GADOR S.A via
email a farmacovigilancia@gador.com o telefénicamente al 0800-220-227 3.
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