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La Enfermedad de Gaucher: definicion

Enfermedad de Gaucher: équé es?
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Ple’s not just a fish.
He’s hope.

Aspectos
. fisiopatologicos
- mal conocidos

This zebrafish can heal his own heart.
With your help, maybe we can heal ours too.

Existe un modelo animal de experimentacion

poco vdlido



EVALUACION DE LA
AFECTACION OSEA
EN LA E. GAUCHER




EVALUACION DE LA
AFECTACION OSEA
'RADIOGRAFIA EN LA E. GAUCHER

GAMMAGRAFIA
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PERMITE MONITORIZAR LA
RESPUESTA DEL HUESO AL
TRATAMIENTO
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EVALUACION DE LA
RESONANCIA MAGNETICA COMO METODO CUANTITATIVO AFECTACION OSEA

EN LA E. GAUCHER

RESONANCIA MAGNETICA COMO METODO CUANTITATIVO:
ABSORCIOMETRIA DE DORLE ENFRGIA DE RX (DEXA)

MARCADORES BIOLOGICOS CLASICO

(QUITOTRIOSIDASA PLASMATICA (QT):
DE ELECCION ACTU.

A TR : + Se eleva x 1000 veces en pacientes con sintomas.

+ Método mas utilizado para iniciar el tratamiento y
monitorizarlo.

+ INCONVENIENTES:
* 6% poblacion déficit absoluto.
* 35% duplicacion de 24 bp en el Exén 10.

METODOS TECNICA UTIL F [2. CCL 18/ PARC:

CUANTITATIVO + Se eleva de 10 a 50 veces .

« Alternativa para pacientes deficientes de QT.

MALA CORRELACION CON LA AFECTACION OSEA
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El fratamiento en la Enfermedad de Gaucher




El fratamiento en la Enfermedad de Gaucher

IMIGLUCERASA ES SEGURA Y ALTAMENTE EFICA
== CONTROL DE LAS MANIFESTACIONES
Bl HEMATOLOGICAS, LAS VISCEROMEGALIAS Y EN
PREVENCION Y TRATAMIENTO DE LA AFECTA CIO

Weinreb NJ. Expert Opin Pharmacother 2008
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Hollak C. BCMD Sept 2009
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Total number of On ERT On SRT Children® Type III Drug interruption
living Gaucher or significant
disease patients dose reduction
France 530 240 25 39 10 240
Israel =800 250° 0 30 2 200
Czech Republic 31 23 5 2 1 17
Italy unknown 224° B 39 18 71
Spain 324 170 40 25 10 140
Greece 99 51° 3 11 6 unknown
Germany 300 250° unknown 40 10 200
Poland 54 0 13 17 20
Portugal B0° 4 2 0 80
United Kingdom 232 =20 39 unknown 200
The Netherlands 59 4 8 ! 46
Hungary 25 23 unknown ! unknown

Eastern European Countries® Unknown unknown 33
‘Eb 271 78
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Access to unlicensed treatments: since the companies Protalix and
Wniﬁes for expanded access use of
their enzymes (taliglucerase and velaglucerase, respectively)
before licensing, how can this be managed and by what means

can consolidated applications for patients with urgent need be
g Mmade?
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Carla E.M. Hollak **, Stephan vom Dahl o) Johannes M.E.G. Aerts , Nadia Belmatoug 4 Bruno Bembi ¢,



EMEA (2009) Miglustat (Z'avesca@’) summary of product character-
istics. Retrieved 15 May, 2009, from http://www.emea.europa.eu/
humandocs/PDFs/EPAR/zavesca/H-435-Pl-en.pdf

¥ ZAVESCA 0.

(miglustat) capsules

Balance

by Substrate Reduction

Healthcare B B gionts
Professionals

The first and only oral
substrate reduction therapy (SRT)

Prescribing Information |

Important Safety Information

Tratamiento oral con Miglustat
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The role of the iminosugar
N-butyldeoxynojirimycin (miglustat)

in the management of type I
—~=athic) Gaucher disease:

Patients,
;lq);scantmuanans n (%)
Ldsans, n 3
Tolerability 19 (5830 1 13
Non-medic,) 4 (692)" 4 (3130 6
S"fll:f?menr efficacy I ;2 - 2 (336 8 (621 115
ch ~ 4
Death? O ERT ~ 1 2 2 1 ‘ 49 (43%)c
) 3 1 ! . 6
- - - 32 (283)+
S ! ) : 1 7 (6%)°
LO 1SSuLs . . - - 1 5 (4%)¢
) _ 4(3%)c

1{1%)¢

e A discussion of potential adverse ciiee.. -
compared with imiglucerase, should be undertaken with wic pa.._

drug 1s prescribed.
1 + disease

(1.e. those with haemoglobin 9 g/dL or less, platelet co
and rapidly evolving osseus disease) has not been established.
|
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srapeutics/Volume 29, Number 8, 2007

Bone Disease in Adults with Type 1
oled Analysis of Three Multinational,

srah Elstein, PhD?; Martin Hrebicek, PhD3; and

o

Partients Withour Bone Pain (%)

{n=17)

Baseline,
Site/Time Point Mean (SD) Mean (SE) 95% Cl P
. ! Lumbar spine
ERT Naive . Month 6 (n=29) -0.83 (1.16) 0.15(0.06) 0.02-0.27 0.022
(= Month 12 (n = 26) -0.98 (1.17) 0.19(0.07) 0.05-0.34 0.012
. Month 24 (n = 17) -146 (1.11) 0.21(0.08) 0.05-0.38 0.015
Last value (n = 47) -1.18 (1.16) 0.21(0.05) 0.11-0.32 <0.001
80+ Femoral neck
Month 6 (n = 30) -0.63 (1.43) 0.23 (0.06) 0.12-0.34 <0.001
“ Month 12 (n = 23) -0.73 (0.96) 0.21(0.08) 0.04-0.38 0.017
ol Month 24 (n = 13) -0.82(0.78) 0.18 (0.08) 0.01-0.18 0.039
Last value (n = 43) -0.76 (1.27) 0.27 (0.06) 0.15-0.38 <0.001
oy AT N G ool Sl
8/39 (21) 11/61 (18)
. Baseline - 1 Years 41{(41 (‘] 0) 9‘;?2 (1 3)
Splenectomized 3/41 (7) 7/72 (10)
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¢, Es Velaglucerasa una opcion en la
enfermedad 6sea de los pacientes con
Enf de Gaucher tipo 1?




IMIGLUCERASA VELAGLUCERASA

Human Fbrosarcoma Cells
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® Velaglucarase alfa
N Imiglucerase

A Velaglucerase + mannan
Imiglucerase + mannan

¥ Velaglucerase vehicle

B Imiglucerase vehicle

40 60 80 100 120 140
Glucacerebrosidase (pg/mi)

Brumshtein B, et al. Glycobiology 20 24
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2010 115: 4651-4656 = 100 [ | .
Prepublished online March 18, 2010; 4 ‘
doi:10.1182/blood-2010-02-268649 5

Phase 1/2 and extension study of velaglucerase alfa replacement j,éi+ra—r"‘*+4-r+~m —
therapy in adults with type 1 Gaucher disease: 48-month experier \

R | A VEL AGLUCERASA ES SEGURA Y ALTAMENTE E
EL CONTROL DE LAS MANIFESTACIONES
HEMATOLOGICAS Y REVERTIR LAS VISCEROMEGA

Change (+SEM)

Mea
(=]

Contents lists available at ScienceDirect

Achievement of
= Mesndose (LkQ): therapeutic goals (%)

100 =100

-

Blood Cells, Molecules, and Diseases

journal homepage: www.elsevier.com/locate/ybcmd
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Early achievement and maintenance of the therapeutic goals using velaglucerase alfa
in type 1 Gaucher disease

(63/n) esop ues|y

D. Elstein **, G.M. Cohn ®, N. Wang®, M. Djordjevic ¢, C. Brutaru 9, A. Zimran® - 20

Achievement of
therapeutic goals (%)

04— : : : 0
9 24 36 48 57

Time (months)
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Enzyme replacement therapy with velaglucerase alfa in Gaucher

Safety and efficacy of velaglucerase alfa in Gaucher disease type 1

Velaglucerase alfa enzyme replacement therapy compared with
imiglucerase in patients with Gaucher disease

Hadhami Ben Turkia,! Derlis E. Gonzalez,? Norman W. Barton,® Ari Zimran,* Madhulika Kabra,®
Elena A. Lukina,® Pilar Giraldo,” Isaac Kisinovsky,® Ashish Bavdekar,® Marie-Francoise Ben Dridi,*
Neerja Gupta, Priya S. Kishnani,'® Sureshkumar E.K.,!! Nan Wang,? Eric Crombez,* Kiran Bhirangi,
and Atul Mehta!2*

Enzyme replacement therapy for Gaucher disease (GD) has been available since 1991. This study compared
the efficacy and safety of velaglucerase alfa with imiglucerase, the previous standard of care. A 9-month,
global, randomized, double-blind, non-inferiority study compared velaglucerase alfa with imiglucerase (60
U/kg every other week) in treatment-naive patients aged 3-73 years with anemia and either thrombocytope-
nia or organomegaly. The primary endpoint was the difference between groups in mean change from base-
line to 9 months in hemoglobin concentration. 35 patients were randomized: 34 received study drug
(intent-to-treat: 17 per arm), 20 were splenectomized. Baseline characteristics were similar in the two
groups. The per-protocol population included 15 patients per arm. The mean treatment difference for hemo-
globin concentration from baseline to 9 months (velaglucerase alfa minus imiglucerase) was 0.14 and 0.16
g/dL in the intent-to-treat and per-protocol populations, respectively. The lower bound of the 97.5% one-
sided confidence interval in both populations lay within the pre-defined non-inferiority margin of —1.0 g/dL,
confirming that velaglucerase alfa is non-inferior to imiglucerase. There were no statistically significant dif-
ferences in the secondary endpoints. Most adverse events were mild to moderate. No patient receiving
velaglucerase alfa developed antibodies to either drug, whereas four patients (23.5%) receiving imiglucer-
ase developed IgG antibodies to imiglucerase, which were cross-reactive with velaglucerase alfa in one
patient. This study demonstrates the efficacy and safety of velaglucerase alfa compared with imiglucerase
in adult and pediatric patients with GD clinically characterized as Type 1. Differences in immunogenicity
were also observed. Am. J. Hematol. 88:179—184, 2013. © 2012 Wiley Periodicals, Inc.
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Blood Cells, Molecules, and Diseases

journal homepage: www.elsevier.com/locate/ybcmd

Significant and continuous improvement in bone mineral density among type 1 -1.51
Gaucher disease patients treated with velaglucerase alfa: 69-month experience, -2.01
including dose reduction 25
Deborah Elstein **, A. Joseph Foldes ®, David Zahrieh ¢, Gabriel M. Cohn ¢, Maja Djordjevic 9, '
Costin Brutaru®, Ari Zimran ? -3.0 1
-35 - . - - - '
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GRADOS DE AFECTACION
(desde un punto de vista Radioldgico)
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ROC Curve
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ES
EL TRATAMIENTO
DE ELECCION EN
LAAFECTACION
OSEA DE LA ENF.
DE GAUCHER

Blood Cells, Molecules and Diseases 50 (2013) 206-211

Contents lists available at SciVerse ScienceDirect Blood Cll
Yood Cells
Molecules
Diseases

Blood Cells, Molecules and Diseases

journal homepage: www.elsevier.com/locate/bcmd
e ——

Taliglucerase alfa leads to favorable bone marrow responses in patients with type I
Gaucher disease
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