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TRATAMIENTO SINTOMATICO

Crisis de dolor neuropatico y acroparestesias: carbamacepina,
gabapentina o fenitoina.

Angioqueratomas: terapia laser con argon.

Afectacion renal: control estricto de la tension arterial con IECA o
ARA-II (también en proteinuria). Si progresa a IR terminal, dialisis
o trasplante renal.

Prevencion de accidentes cerebrovasculares: si antiagregacion
(anticoagulacion?)

Sintomas gastrointestinales: dieta pobre en grasas, procinéticos,
espasmoliticos.

Kidney Int 2002;61:249-55



TERAPIA DE SUSTITUCION ENZIMATICA
(DESDE 2001)

Agalsidasa Alfa (Replagal®)

Obtencion Recombinacion genética
Dosis 0,2 mg/Kg de peso

Via Intravenosa

Velocidad de administracion 40 minutos
Intervalo Cada 2 semanas

Agalsidasa Beta (Fabrazyme®)

Obtencion Origen animal

Dosis 1 mg/kg de peso

Via Intravenosa

Velocidad de administracion 15 mg/hora (inicial). Aprox 2 horas
Intervalo Cada 2 semanas

JAMA 2001;285:2743-2749.
Am J Hum Genet 2001;68:711-722.
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More Headlines

Virus closes Genzyme plant, holds up drugs for 8,000 ... Boston Globe,
June 17, 2009

Genzyme'’s plight leaves patients uneasy ... Boston Globe, June 18, 2009

After a virus invades, Genzyme scrubs down ... Boston Globe, June 25,
2009

Genzyme Plant Shutdown Could Mean up to $300M in Lost Sales ... Genetic
Engineering News, July 2, 2009

Genzyme Rival, Actelion, Seeks to Fill Void Created by Cerezyme Shortage
... Xconomy.com, July 9, 2009

Genzyme Corporation hit by Shareholder Class Action Lawsuit ... PR-
inside.com, July 29, 2009

Shire’s Gaucher Drug Passes Key Trial, Putting More Heat on Genzyme
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TSE: reduccion dosis Agalsidasa Beta

- Empeoramiento de los sintomas subjetivos de QoL

-No incremento en incidencia de eventos clinicos, pero si
incremento en los depositos de lysoGb3 (;recurrencia

actividad de la enfermedad?)

- Evidencia de deterioro aclaramiento Gb3 en algunos

pacientes con reduccion dosis de 1Img/kg a 0,3 mg/kg
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Effects of Switching from Agalsidase
in 10 Patients with Anderson-Fabry

A. Pisani + L. Spinelli- B. Visciano - I. Capuano -
M. Sabbatini - E. Riceio - G. Messalli - M. Imbrisco
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Beta to Agalsidase Alfa
Disease

2012 online: 21 Octaber 2012

) SSIEM and Springer-Verlag Beorlin Heidelberz 2012

Abstract Anderson-Fabry disease (AFD) is a multiorgan
X-linked lysosomal storage disease that particularly affects
the heart, kidneys, and cerebrovascular system. Current
treatment is enzyme replacement therapy (ERT) with
agalsidase beta (Fabrazyme®, Genzyme Corporation, Canm-
bridge. MA. USA) or agalsidase alfa (Replagal™, Shire

|[= cambic de beta = aifa...

filration rate =%0 mL/min/1.73 m) in 8 of 10 patients
prior to agalsidase alfa and generally remained stable afier
the switch. Cardiac mass decreased significantly (p <= 0.05
vs pre-ERT) after agalsidase beta and remained unchanged
after switching to agalsidase alfa. Symptoms of pain and
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[E] Effocts of Switthing from
Agalsidase Beta to
Agalsidase Alfa in 10
Patients with
Anderson-Fabry Disease

Cam-
Shire
L was

filtration rate >90 mL/min/1.73 m?) in 8 of 10 patients

prior to agalsidase alfa and generally remained stable after

the switch. Cardiac mass decreased significantly (p < 0.05
vs pre-ERT) after agalsidase beta and remained unchanged
after switching to agalsidase alfa. Symptoms of pain and
health status scores did not deteriorate during agalsidase
alfa therapy. Adverse events were mostly mild and infusion
related. In conclusion, switching to agalsidase alfa was
relatively well tolerated and associated with stable clinical
status and preserved renal and cardiac function.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

22 October 2010
EMA/CHMP/653 389/2010
Press Office

Press release

European Medicines Agency reviews treatment
recommendations for Fabrazyme
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The CHMP also noted that monitoring plasma or urine GL-3 levels does not appear to add value to the
clinical management of the patients while on a lower dose.

The updated CHMP temporary treatment recommendations for Fabrazyme are as follows:

- Patients who require enzyme replacement therapy for Fabry disease should be prescribed the
authorised dose of either Fabrazyme (1.0 mag/kg once every two weeks) or Replagal (0.2 ma/skag
once every two weeks).

- Low doses of Fabrazyme should be limited to those patients who are stable and prefer to remain
on a low dose.

- Patients and prescribers are advised that a deterioration of the condition has been observed in
patients on the lower dose. Pain, cardiac manifestations and deafness are the usual manifestations
of Fabry disease progression.

These recommendations do not change the currently approved product information for Fabrazyme.

The supply shortage of Fabrazyme began in June 2009 and was caused by a series of manufacturing
problems at the production site in Allston Landing, in the United States of America. Because the
current productivity at Allston Landing is still lower than expected, supply of Fabrazyme will not return
to normal before the second half of 2011, according to Genzyme.

The CHMP remains concerned about the continued supply shortages of Genzyme's medicines and is

closely monitoring the implementation of their improvement measures to prevent similar

manufacturing and quality problems in the future. _|
-
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CEFICACIAY SEGURIDAD DE LA TSE?

ANTICUERPOS

- Positividad para IgG con agalsidasa alfa y beta (mayor con beta)

- Positividad para IgE solo con agalsidasa beta

- JRepercusion en la clinica, en los AA 'y en la respuesta al tratamiento?
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Resecarch Article

Enzyme replacement therapy for Fabry disease:
A systematic review and meta-analysis

Taciane Alegra', Filippo WVairo'?, Monica V. de Souza®, Barbarma C. Krug® and Ida V.D. Schwartz'-23%

! Programa de Pos-Graduacdo em Genédtica e Biologia Molecular,
Universidade Federal do Rio Grande do Swul. Porrto Alegre. RS, Brazii.

Rervico de Genédrica Médica, Hospital de Clinicas de Porto Alegre, Porto Alegre, RS, Brazil.
jPrOgrama de Pos-Graduacdo em Ciencias AMedicas, Universidade Federal do Rio Grande do Sul,

Porto Alegre, RS, Brazil.
*Departamento de Genérica, Universidade Federal do Rio Grande do Sul, Porto Alegre, RS, Brazil.

Abstract
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The specific treatment available for Fabry disease (FD) is enzyme replacement therapy (ERT) with agalsidase alfa or
TSE mMetasanalisis.pdf.. < W (o) G e 2si1s

) Inicio| I Fabry maya 2013 esque... || 05 Microsoft PowerPoint us... | @2 Enzyme replacement the. .. ||

NO EXISTEN DIFERENCIAS SIGNIFICATIVAS ENTRE
AGALSIDASA ALFA (0,2 mg/kg) Y AGALSIDASA BETA (1 mg/kg)
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the RMP for the above mentioned medicines.

6. Assessment of Periodic Safety Update Reports (PSURs)

6.1. Agalsidase alfa = REPLAGAL (CAP)
. Evaluation of a PSUR procedure

Regulatory details:

PRAC Rapporteur: Sabine Straus (NL)

Background

Agalsidase alfa is used to treat long-term enzyme replacement therapy in patients with a confirmed
diagnosis of Fabry Disease (a-galactosidase A deficiency).

Based on the assessment of the PSUR, the PRAC reviewed the benefit-risk balance of Replagal, a
centrally authorised medicine containing agalsidase alfa, and issued a recommendation on its
marketing authorisation.

Summary of recommmendation(s) and conclusions
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Based on the assessment of the PSUR, the PRAC reviewed the benefit-risk balance of Replagal, a
centrally authorised medicine containing agalsidase alfa, and issued a recommendation on it
marketing authorisation.
Summary of recommmendation(s) and conclusions
- Based on the rewview of the data on safety and efficacy, the risk-benefit balance of Replagal
(agalsidase alfa) in the approved indication(s) remains favourable.
- The PRAC recommended the maintenance of the current terms of the marketing authorisation.
=
- In the next PSUR, the MAH should continue to closely monitoring several ADRs including
- The MAH is requested to provide additional assessment of the cardiac adverse events reported
in relation to infusion-related reactions within 2 months.
The frequency of submission of PSURs should remain once yearly and the next PSUR should be
submitted to the EMA within 70 days of the data lock point.
6.2. Aripiprazole — ABILIFY (CAP)
- Ewvaluation of a PSUR procedure =1
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Agalsidase Benefits Renal Histology in Young Patients
with Fabry Disease

Camilla Tendel,*T Leif Bostad,#3 Kristin Kampevold Larsen,* Asle Hirth,T Bjern Egil Vikse,*T
Gunnar Houge,'** and Einar Svarstad*"

*Renal Research Group, Institute of Medicine, University of Bergen, Bergen, Norway: TDepantment of Pediatries,
fDepartment of Pathology, linstitute of Clinical Medicine, Department of Medicine, and **Center for Medical
Genetics and Molecular Medicine, Haukeland University Hospital, Bergen, Nonway; and SInstitute of Gade, University
of Bergen, Bergen, Norway

ABSTRACT

The effect of early-onset enzyme replacement therapy on renal morphologic features in Fabry disease is

largely unknown. Here, we evaluated the effect of 5 years of treatment with agalsidase alfa or agalsidase
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-Aclaramiento de GL3 en los podocitos renales de pacientes Fabry jovenes

-Mayor aclaramiento con mayor dosis del enzima (alfa o beta)

-No hubo progresion de la enf. renal en ningin grupo.

- .Relacion entre podocitos y disfuncion de células renales?

- .Aplicabilidad clinica?
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Cost-effectiveness of enzyme replacement
therapy for Fabry disease

Saskia M Rombach’', Carla EM Hollak', Gabor E Linthorst! and Marcel GW Dijkgraaf?‘

Abstract

Background: The cost-effectiveness of enzyme replacement therapy (ERT) compared to standard medical care was
evaluated in the Dutch cohort of patients with Fabry disease

Methods: Cost-effectiveness analysis vwas performed using a life-time state-transition model. Transition probabilities,

effectiveness data and costs were derived from retrospective data and prospective follow-up of the Dutch study | =1
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EN RESUMEN...

.. La TSE sigue siendo el anico tratamiento para la
enfermedad de Fabry que ha demostrado eficacia.

.. Tras el déficit de suministro de agalsidasa beta, han
aparecido “nuevas” pautas de tratamiento con dosis
inferiores a las aprobadas por las autoridades (EMA,
FDA), que no han demostrado la misma eficacia.

.. La situacion europea y mundial de crisis economica hace
replantear la relacion coste-efectividad de este tipo de
tratamientos, mas alla de las decisiones clinicas.
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