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What motivated the clinical trial

FANCONI

Eltrombopag ANEMIA
addition

15tIST cycle I I 2nd ST cycle I NM_000135.2:¢.2303T>C (p.L768P) and
NM_000135.2:c.1115_1118delTTGG (p.V372fs) in FANCA

% MMC resistance in BM (10nM)
80 14
" ; BMA: 77,2% BMA: 72,6%
E;‘:E o Somatic
30 Molecular analysis (PCR Sanger) mosaicism in
. : bone marro
0 - 6 Mutation 1: ¢.2303T>C p.L768P (Exon 25)-> reverted
\}\,Pc’ _@of@ ; @‘ipﬁ"{a & q,.zs\“{b a\“@ g&b‘” \,p,@ 8_,‘5,3 é\'g o\ﬁo@ _y@
gr oF B B8 § M Mutation 2: ¢.1115_1118delTTGG p.V372fs (Exon 13)=> not reverted
Eltrombopag ——— PLATELETS (X 10e9/L) === HEMOGLOBIN (g/dL)
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- Primary endpoint: Efficacy after 6 >12 years 150mg/day
months of treatment.

6-11 years 75mg/day
- Secondary endpoint: Safety (CTCAE) *50% reduction in

4-> years 2Ry patients of Asian origin

TREATMENT PERIOD >

6M

2 1 of the following:

* Hemoglobin <9gr/dl or
transfusion dependency

* Neutrophils <0.75 x10 °/L
* Platelets <50 x10 °/L
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- Primary endpoint: Efficacy after 6 >12 years 150mg/day
months of treatment.

6-11 years 75mg/day
- Secondary endpoint: Safety (CTCAE) *50% reduction in

4-> years P Y patients of Asian origin

N
___________________________ D
TREATMENT PERIOD > ___________________________ //
|
6M CR 0 PR-> CONTINUE 12M
EVALUATION of
> 1 of the following: PERIFERAL BLOOD RESPONSE
v" CR: Platelets>50x10 °/L and Hemoglobin>10 gr/dL and
* Hemoglobin <9gr/dl or Neutrophils>1 x10 2/L with no transfusional support
transfusion dependency needed in the last 4 weeks
* Neutrophils <0.75 x10 °/L v PR: Unilinear response without the need for
. Platelets <50 x10 ¢/L transfusional support in the last 4 weeks
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Patients’ characteristics

Sex

Male 3/8
Female 5/8
Age at study enrollment

Median years (range) 7 (4-12)
<12 7/8
>12 1/8
Complementation group

FANCA 7
FANCG 1
Reverse mutation

Somatic mosaicism 1/8
Gene therapy 2/8
Concomitant treatments for BMF
Androgens 1/8
Others 0/8
Cytopenias

Hemoglobin <100 g/L 3/8
ANC <0.75 x10°/L 3/8
Platelets <50 x10°/L 8/8

8- losprantanti - EUDRACT 2020-002703-18

Universitario

SaludMadrid  Nifio Jesus (FANCREV)
BB comunidad de Ma drid
Mild (0/8)
Bone
marrow
failure*®
Moderate Severe
(5/8) (3/8)

- Moderate: Hemoglobin =8 <10 g/dl, platelets >20 <50 x10° /L,
g ANC >0.5 <1.0 x10° /L
: -Severe: Hemoglobin <8 g/dl, platelets<20 x10° /L, ANC <0.5 x10° /L
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0 3M 6

NR Efficacy endpoint (response at 6 mo):
(3}—» Withdrawal for HLA id MUD HSCT > PR 3/8 (37’5%)

NR

[ Wild Type ][ Gene Therapy ][ Somatic Mosaicism ]
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Evolution and response
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__________________________ IN
\
> _________________________ 'I//
0 3M 6M 12M
PR NR
NR
NR

(3}—» Withdrawal for HLA id MUD HSCT

NR

Response at 12 montbhs:
 PR:1/8(12.5%)

[ Wild Type ][ Gene Therapy ][ Somatic Mosaicism ]

NR P
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Safety

-nnn

AEs related to eltrombopag: 5/8 (62,5%). Increased bilirubin 4 (50) 1
3 patients required dose adjustments: Increased ALT 3 (37.5) 1 1 1
e 2 due to grade 3-4 liver toxicity.
* 1duetointolerance (nausea, vomiting) Increased AST 3 (37.5) 1 )
No SAEs related to the study drug Increased GGT 2 (25) 2
Vomiting 2 (25) 2

No occurrence of marrow fibrosis or clonal evolution
defined as: abnormalities on standard karyotype or overt Abdominal pain 1(12.5) 1
clinical transformation to MDS/AML

Anorexia 1(12.5) 1
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Safety
Time on

However, somatic variant analysis by NGS on a T
119 myeloid neoplasm-related-gene panel:

m 12 Negative

m 6 Negative

m 6 Negative
Presence of an acquired somatic variant in RUNXZin [N 3 Negative
1 patient, not present at screening. m 12 Negative
- No morphologic evidence of transformation nor 006 | 6 Negative
cytogenetic abnormalities. 007 6 Negative

Variant in RUNX1
12 (NM_001754:exon9:c.1202_1203insTCGCC:p

.S402Rfs*194), VAF 35%

* Most frequently affected gene by somatic point

mutations in FA (14,5%). Marion et al, Leukemia 2023.
. . . . Quentin et al, Blood 2011.
e High risk of malignant transformation. Olson et al, Hematology 2023
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Patients’ clinical course beyond FANCREV

On trial Off-label use
12M

0 3M 6M

01-001 N
01-002 @ — usar

01-003

01-004 (3) s uscr

01-005 R
01-006 > HSCT

01-007 @_‘—» HSCT

01-008 .

Somatic ]
Mosaicism

[ Wild Type ][ Gene Therapy ][




Patients’ clinical course beyond FANCREV

On trial Off-label use
0 3M 6M 12M
01-001 | PR

N
01-005 [PR| L




Patients’ clinical course beyond FANCREV

01-001: 3 yearson treatment
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Patients’ clinical course beyond FANCREV

01-005: 2.5 years on treatment. | Previous gene therapy (Fancolen-I) |

Platelets (x10e9/L) Hemoglobin (g/L)
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20
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Patients’ clinical course beyond FANCREV

01_005’ VCN eVO| Ution VCN (transgene copies/cell) in BM
(48,600 cCD34+/Kg)
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EPAG and gene therapy

01-004, VCN evolution
(135,000 cCD34*/Kg)

BM VCN evolution before/after EPAG
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EPAG and somatic mosaicism e

FANCREV 01-008:

v Somatic mosaicism

Hemoglobin (g/L)
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* Dose reduction

Platelets (x10e9/L)

12 months
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FANCREV 01-008: * Dose reduction
v" Somatic mosaicism
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| Somatic variant in RUNX1 |



http://www.madrid.org/cs/Satellite?language=es&pagename=HospitalNinoJesus/Page/HNIJ_home

M G (Elgllb“%ﬁg, )2020-002703-18
Saludviadrid  Nifio Jesus
EPAG and somatic mosaicism s

FANCREV 01-008: | somatic variant in RUNX1 |
v' Somatic mosaicism

),
,

May 2023 End of treatment. RUNX1 variant, VAF 35%.

March 2024

(10 months after end of treatment) RUNX1 variant undetectable.

Spontaneously reverted?

Further studies in progress
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Concluding remarks

* No serious adverse effects, including clonal events requiring treatment cessation,
were observed during eltrombopag treatment.

* However, 3 out of 8 patients required dose adjustments = impact on efficacy?

* One patient acquired a somatic variant in RUNX1 - related to treatment?
Spontaneous reversion after cessation?

EPAG & FA * The evolution of peripheral blood cell counts does not allow us to conclude that
eltrombopag mediated clinically relevant hematologic responses.

* At least during the trial 2 a matter of time?

* Nonetheless, in the 4 patients previously infused with very low numbers of gene
corrected CD34* cells, the proportion of gene-corrected cells in BM increased, which
suggests that eltrombopag promoted a more marked proliferative advantage of
corrected cells.

* Could this also happen in somatic mosaicism?
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