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CETG / Maladie de Gaucher

Comlté d’Evaluatlon du Traltement de E L C:C-l’ﬂit’.:_:' dE‘"&"ElIJE!L'i on IZ:JI_J traitement
Ci.M | et des maladies lysosomales

la maladie de Gaucher.







ICGG registry annual report 2010 (Weinreb N & Vom Dahl) (n=5710)

Au diagnostic (n=2223) :
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ICGG registry annual report 2010 (Weinreb N & Vom Dahl) (n=5710)

Total Number of Registry Patients, N=3769

Clinical At Not At
Parameter Therapeutic Goal Therapeutic Goal
n (%)

Hemoglobin 3304 (91) 343 (9)

Platelets 2958 (81) 686 (19)
Liver ; 1838 (85)

Spleen

Bone pain

Bone crisis 120 (4)

Les anomalies hématologiques réagissent bien au traitement...




... mais de facon variable

Figure 1 Figure 2
Hemoglobin Following Initiation of Imiglucerase in All Type 1 Patientst* Platelet Count Following Initiation of Imiglucerase in All Type 1 Patients
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Figure 3
Spleen Multiples of Normal Following Initiation of Imiglucerase in All Type 1 Patients ¥
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_ Weinreb NJ et al., Am J Med 2002
ICGG registry annual report 2010 (Weinreb N & Vom Dabhl)
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Phase | /Il and extension study of VELAGLUCERASE al pha (Gene-Activated™ human glucocerebrosidase)
replacement therapy in adults with type 1 Gaucherd  isease: 48 month experience
Ari Zimran, et al., Blood 2010
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A phase 2 study of eliglustat tartrate (Genz-112638), an oral substrate | blood
reduction therapy for Gaucher disease type 1
- i ‘ i i 2010 116: 893-899
Elena Lukina, Nora Watman, Elsa Avila Arreguin, Maryam Banikazemi, Marta Dragosky, Marcelo Prepublished online May 3, 2010:

lastrebner, Hanna Rosenbaum, Mici Phillips, Gregory M. Pastores, Daniel |. Rosenthal, Mathilde € C
Kaper, Tejdip Singh, Ana Cristina Puga, Peter L. Bonate and M. Judith Peterschmitt doi:10.1182/blood-2010-03-273151
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Figure 2. Effect of eliglustat tartrate on hematelogic parameters and organ wolumes over time. Data are reported as the mean and 95% Cl. TP = .05; #P = .
*P < .001 {comparison of mean change or mean percentage change from baseline).
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#* Correction partielle  gérer les situations a risque ?
Téemoin d’une maladie plus agressive ?

Lien entre la thrombopénie et la symptomatologie osseuse ?
(Stirnemann J et al., 2010)
Evolution au long cours d’une cytopénie isolée ?
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Significant Disease Manifestations in “Asymptomatic” Homogzygotes

Arch Intern Med. 2010:170(16):1463-1469

Manisha Balwani, MD, MS; Laura Fuerstman, MA; Ruth Kornreich, PhD;
Lisa Edelmann, ; Robert |. Desnick, PhD, M

Table 2. Clinical Manifestations of Gaucher Disease Homozygotes at Baseline Evaluation?

DEXA Score, Mean
Palient No./

1
Sex/Age,y  Genotype RS [ Infarction Osteopenia Lucencies fScore  z Score

1M/21 N370S/L444P B S8.9,H1.7
2F29  N370S/L444P NA
IrH7  N37CS/N3T0S £0.9,H1.0
4fF21 N370S/N370S h S3.1,H0.9
5/F/21 N370S/N370S
6/F/21 N370S/N370S
7M/22  N370S/N370S
824 N370S/N370S
9M/26  N370S/N370S
10H27  N37US/N3T0S
11/F29  N370S/N370S
12/F/30  N37C3/N3703
13/F/30  N370S/N370S
14/F/30  N370S/N3708 §1.2,H1.0
15/F/31 N370S/N370S S56.6, H1.4
16/F/31 N370S/N370S S51.8,H0.9
17/F/31 N370S/N370S NA
18/F/32  N370S/N370S S2.3,H1A
19/F/32  N370S/N370S S4.9,H1.3
20732 N370S/N370S 52.9,H1.1
21M/32  N3705/N370S 54.0,H1.3
22M/33  N370S/N370S S3.0,H1.0
23F/34  N37CS/N3T0S NA
24/F/34  N370S/N370S S1.9,H1.0
25/F/35  N37CS/N370S S14.6, H22
26/F/35  N370S/N370S S1.7,H1.2
27M/36  N370S/N370S B, BP, S4.2, H1.0
28/F/37  N370S/N370S
20/F/37  N370S/N370S
3037 N37CS/N3T0S
31/F/40  N370S/N370S
32F/40  N37CS/N3T0S
33F/40  N370S/N370S
3AM/30  N370SA394L $3.9,H1.0
35//28  N370S/R496H 52.5, H1.1 =
36//29  N370S/R496H - NA NA NA
37F/31  N370S/R496H - A+P S52.6,H1.0 - - - + - ++, B ++ B
No. (%) 13/37 (35) 18/37 (49) S28/29 (97) 29/29(100) 4/28 (14) 10/23 (43) 13/23 (57) 5/23(22) 15/25(60) 14/25 (56)
H16/29 (55)

- + - - ks
NA NA NA NA NA
- NA NA - -

NA

= _ == = =
=+ + +EE+++++E++EH+

x-

NA
NA

E+++E+++++++HEF A+ + 4+

=]

Abbreviations: A, anemia; E, easy bruising and/or bleeding; BF, bone pain; DEXA, dual energy X-ray absorptiometry; EFU, Erlenmeyer flask deformity; F, tatigue;
Fx, history of fracture; H, liver volums; HF, hematologic findings; MI, marrow infiltration; NA, not available; P. pregnant; RS, review of systems; 5, spleen volume;
T, thrombocytopenia; VM, visceromagaly.

Sl conversion factors: To convert hemoglobin to grams per liter, multiply by 10.0; to convert platelet counts to »10%L, multiply by 1.0.

3For anemia: +, men: hemoglobin level lower than 12 g/dL; women: hemoglobin level lower than 11 g/dL. Thrombocytepenia: platelet counts, +, mild
(120-150 < 10%uL); ++, moderate (60-119 < 10%uL); +++, severe (<60 > 10%pL). Visceromegaly: S: spleen volume > N; H: liver volume x N.

CEXA ¢ and 7 test scores: —, mild or none (>-1) at all sites measured; +, moderate (>-2.5 to =-1) at 1 or more sites; ++, sevare (=-2.5) at 1 or more sites.
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#* Correction partielle  gérer les situations a risque ?
Téemoin d’une maladie plus agressive ?
Lien entre la thrombopénie et la symptomatologie osseuse ?
(Stirnemann J et al., 2010)
Evolution au long cours d’une cytopénie isolée ?
Aggravation potentielle
Témoin de I'évolution de la maladie ?
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# Cellules de Gaucher,? hypersplénisme
e




Berger J et al., BJH 2010

Bratosin D, Cytom part B, 2010
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F, 46 ans / Indications : Thrombopénie + hématomes  spontanés
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} Penser a la M de Gaucher

A évaluer

Anomalies hémato bénignes sensibles++ au
TTT mais :
- Réponse variable Asituations a risque (grossesse,
L 7 chirurgie...)
' 8 Suivi des formes « non évolutives »
Relation médecin/patient

- Effets directs et plus complexes ) Developpement de strategies
sur 'hématopoiese thérapeutiques
- Conseéquences fonctionnelles complémentaires
Mieux comprendre ces (transitoires, moins onéreuses ?)
anomalies pour proposer : Nouveaux biomarqueurs
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