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Supplementary methods

French aplastic anemia reference center

The French aplastic anemia reference center (national rare disease network) gives all
French physicians the chance to review diagnosis patterns and treatment choices for
AA patients, as decided by a board of specialist biologists and hematology

physicians convened on a monthly basis.
Procedures:

Flow-FISH telomere length was measured only in the subset of patients (n=7) treated

in the national reference center, and was not assessed routinely during follow-up.

In France, paroxysmal nocturnal hemoglobinuria (PNH) clone assessment has been
standardized through the efforts of HPNAFC, a group of French flow cytometry
experts for PNH. All patients included in our survey were therefore tested by different
centers all using the same six-color combination (CD24, CD14, CD33, CD15, CD45,
and fluorescent aerolysin). PNH clone size detection was considered positive above
0.1% (test sensitivity in all centers).

Anti-thymocyte globulin was given to hospitalized patients, whereas ELT was

administered on an outpatient basis.

Antimicrobial prophylaxis was administered in accordance with local policy. Blood

product transfusions were provided in accordance with national guidelines.
Toxicities were graded using the CTCAE V4 scoring system.
Data collection

Case files were forwarded anonymously by local centers to the national reference
center. Baseline biological and clinical characteristics, pre- and post-ELT treatment
characteristics, as well as transfusion and follow-up data were extracted from the

local files to perform this analysis.
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details of all karyotype analysis performed

luded in this study before and after ELT therapy.
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CRF Retrospective study of AA management
A @ QEIBAUSLIEAIRE with TPO agonist in France:
A centre de référence
Patient ID (N/P): am/arF D.OB.._/ /|
CENTRE: Ref. Physician: Tel: e-mail:

AA Diagnosis: QO Idiopathic, O PNH, O Inherited, Q Toxic, O post-hepatitis, Q Other:

Diag date (marrow biopsy): CBC (at diag): Neutro: |_1 I 1 I/mm3Ly: 1 | I | I/mm3 Hb:l_ | | Igr/dL  VGM:
0 p3 Reticulo: |_| | | G/L Platelets: I_I_| 1 G/L According to CAMITA:
Hepatitis at diag:dYes / UNo / QUnknown Moderate:Qd Severe:Q Very severe:0
Fanconi anemia: Not searched: O Done: O normal: O Explain: (test/date/result)
Telomere length: Not done: 1  Done: U Date: _ / /  Result

Donor

availability Familial geno-id: Yes:Q / No: O Unrelated: Yes:Q / No Not searched: O

Explain:

At AA DIAGNOSIS
BM aspiration diag: Date: _/ /  Cellularity: Dysplasia: Y / N
Karyotype BM diag: Notdone:d Done: 0 Mitoses analysed (no.): |_|_| ; Result:
FISH7 5 8: Notdone:d  Done: QUQ  FISH normal: Q Abnormal: U Precise:
PNH Clone diag: Notdone:d  Done: U Date: Size: I_I_I % (Neutro) I_I_I % (Mono)
Liver test diag: Transaminase I_|_IxN  Bilirubin: I_I_I xN

BIOLOGICAL PARAMETERS BEFORE Eltrombopag
(Closest to the date of Eltrombopag start)

CBC before ELT: Date: _/ /  WBC: LI I INeutro: |_I_I_I_ILyl I I I IReticl ||| IG/LHbI I IgrdL Pql_I I G/L
BM aspiration diag: Date: _/ / Cellularity: Dysplasia: Y /N

Karyotype BM diag: Notdone:Qd Done: 0 Mitoses analysed (no.): |_|_| ; Result:

FISH7 5 8: Notdone:d  Done: QUQ  FISH normal: O Abnormal: U Precise:

PNH Clone diag: Notdone: d  Done: U date: Size: I_I_I % (Neutro) I_I_I % (Mono)
Liver test diag: Transaminase I_|_IxN  Bilirubin: I_I_I xN

Transfusions: RBC pack: Nb /month: |_| Platelets Unit: Nb /month: |_I

BIOLOGIE AFTER Eltrombopag

(Closest to the Last eltrombopag administration)

CBC before ELT: Date: _/ /  WBC: LI I INeutro: |_I_I_I_ Lyl I I I IReticl ||| IG/LHbI | IgrdL Pql_I I G/L
BM aspiration diag: date: _/ [/ Cellularity: Dysplasia: Y /N

Karyotype BM diag: Notdone:d Done: 0 Mitoses analysed (no.): |_|_| ; Result:

FISH7 5 8: Notdone:d  Done: QUQ  FISH normal: Q Abnormal: U Precise:

PNH Clone diag: Notdone:d  Done: Q date: Size: I_I_I % (Neutro) I_I_I % (Mono)
Liver test diag: Transaminase I_|_IxN maximum Bilirubin: I_|_I xN maximum =>» Date:

Transfusions: RBC pack: Nb /month: |_| Platelets Unit: Nb /month: |_I

PREVIOUS TREATMENTS

ATG course #1: Type: Date: Date of evaluation: Result: d CR U PR O Refractory
Concomitant medications: QCSA USteroids UGCSF QAndrogen UEpo O Others tx:

ATG course #2: Type: Date: Date of evaluation: Result: d CR U PR O Refractory
Concomitant medications: QCSA USteroids UQGCSF QAndrogen UQEpo O Others tx:

ATG course #3: Type: Date: Date of evaluation: Result: d CR U PR O Refractory
Concomitant medications: QCSA USteroids UGCSF QAndrogen UEpo O Others tx:

ATG course #4: Type: Date: Date of evaluation: Result: O CR U PR O Refractory

Concomitant medications: QCSA USteroids UGCSF QAndrogen UQEpo O Others tx:

* For all dates: dd/mm/yyyy.



Number of ATG courses: |_|_| please indicate: AA: O Primary refractory / O Relapse

START DATE Eltrombopag (MO0): 1
ELT Interruption NbI_|I | / Cumulative no. of days with interrupted ELT |_1_|I
END DATE Eltrombopag: -

Purpose of ELT stop: qToxicity / qFailure / qRobust response (NIH criteria)

Maximal Dosage: mg/d Date of max dosage: _ / [/
Transfusion Dependence before ELT: RBC pack: AYES/ANO Platelets Unit: QYES/ANO
Transfusion Dependence after (or during) ELT: RBC pack: AYES/ANO Platelets Unit: QYES/ANO

Hematological / transfusion parameters during ELT Treatment:

M1 Date: WBC:I_I_I_I Neutro: L I IPtl_ILI IReticl_I_|_ 1G/LHbI_I_Igr/dL RBC pack: nb/mo: |_I Pt: Unit/mo: |_|I
M3 Date: WBC:I_I_I_I Neutro: LI I IPtl_ILI IReticl_I | 1G/LHbI_I_Igr/dL RBC pack: nb/mo: |_I Pt: Unit /mo: |_|I
M6 Date: WBC:I_I_I_I Neutro: LI IPtl_IL_I IReticl_I_| 1G/LHbI_I_Igr/dL RBC pack: nb/mo: |_I Pt: Unit /mo: |_|I
M12 Date: WBC:I_I_I_I Neutro: LI I IPtl_ILI IReticl_I | 1G/LHbI_I_Igr/dL RBC pack: nb/mo: |_I Pt: Unit/mo: |_|I
Last FU Date: WBC:I_I_I_I Neutro: LI I IPtl_ILI IReticl_I I 1G/LHbI_I_Igr/dL RBC pack: nb/mo: |_I Pt: Unit /mo: |_|I

Concomitant medications: QCSA Usteroids QGCSF OAndrogen QEpo O Others tx:

Date(s) of concomitant medications

Adverse event during ELT treatment period:

+ Infection: UYES/UNO / Grade (CTCAE V4) ||

« Liver transaminase elevation: UYES/UNO / Grade (CTCAE V4) ||

+ Bleeding: UYES/ONO / Grade (CTCAE V4) ||

« Other toxicity: UYES/UNO / Grade (CTCAE V4) |_| Explain:
BM biopsy after ELT: Not done: O Done: O Date: Cellularity:

BM Fibrosis: AYES/NO / Grade (CTCAE V4) I_I

Allo-HSCT: LYES/UNO

Date HSCT: UMatched sibling / UMatched Unrelated 10/10 / Mismatch / U Cord blood/ UHaplo

Last Follow-up: Status LFU: Q Alive U Dead

* For all dates: dd/mm/yyyy.




