1 Chula

vvvvvvv

Management of Refractory Severe Aplastic Anemia:
What Are the Options?
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Classification of Aplastic Anemia

Acquired (immune) Inherited
~70% (15-20%)
Non-severe Hypocellular bone marrow with peripheral blood values not meeting the criteria for

severe or very severe aplastic anemia

Severe Bone marrow cellularity equal to 25% of the normal control, or 25-50% of the normal
control with <30% residual HSCs

AND two of the following peripheral blood criteria:

 Neutrophil count: < 500/uL

* Platelet count: < 20,000/pl

» Reticulocyte count: < 20,000/ul or < 60,000/uL (automated count)

Very severe Severe aplastic anemia with neutrophil count < 200/l

Br J Haematol. 2016;172:187-207; Hematology Am Soc Hematol Educ Program. 2011;2011:76-81. 2



Pathophysiology of AA 2 saula
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Telomere Disease
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Stem Cell Number may be a Limiting

» Blood counts may reflect stem cell Factor in Responsiveness to IST
reserve and predict response to IST

+ Alack of response to IST may be due to '”.,;‘{{;L;’;GX'SHT;;’QWMM “
the limited number of HSCs to maintain >
hematopoiesis of the bone marrow 0

* IST in combination with a factor to Probability
stimulate stem cell production may o failure
overcome the limit of response to IST
alone

» G-CSF and ESA have failed to improve

Stem cell number

O UtCO m eS In SAA Adapted from Young NS et al. Hematology Am Soc Hematol Educ Program. 2013;76-81.



Pathophysiology and treatment target in SAA

 Bone marrow aplasia = Allogeneic stem cell transplantation

* Cytotoxic T-cell -mediated HSC injury > ATG and CSA or other T-cell targeted IST
* Telomere disease > Anabolic steroids

« Stem cell exhaustion = Stem cell growth factor = TPO receptor agonist (TPO-RA)
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Guidelines for diagnosis and management of aplastic anemia in

Thailand 2020

Wiy Welsuaty’ myaw Wndge’ Yoy weenwing’  gmiin wmgaleut uayr Saedenin®

i [3

LY a a = a v aw  F a
@i Agnienade A Useyyiiant usy gawa dasinada®
MOFTDIEIMETT AUANENEGS PNAINTUBNINENGE  “MAINDIINERT AMSUWLANERT MINNSLTOUNIU  MeATNaHnTMaas
ADAUWYIEFNERS AANTWENNG  MAINNAMINTENERS ALLUENEES PNAINIVBINMENGE  *MATNNININTENER3 AnUwWnEena@slamenna

TWFUR  "MAINLIENENT AULUNMEANERS FITTWENNG  TNEIDEINTIN LIIWEMNaNIEIINgIN




Treatment for Acquired AA: SAA and VSAA

Severe acquired
aplastic anemia
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Age of patient Br J Haematol 2024;204:784
Co-morbidities
<40 yr* [ >40 yr* ]
4 v
HLA-identical ATG + CSA
sibling donor +/- eltrombopa
9 Pag (Non-transplant \
| If no response options:
.- *_ . - > « Eltrombopag
s 1 »  Second ATG
’ « D |
! Yes | If no suitable . Naer:na;zuozumab
[ — unrelated donor i
-, \’ Novel therapies )
‘a
HLA-matched E Children > Matched unrelated Alternative donor
sibling HSCT ' ! If matched unrelated donor donor HSCT HSCT
L —— - readily available**

Treatment of acquired severe aplastic anemia. *For patients aged between 40 and 50 years, an individual patient assessment based on comorbidities, performance status,

expertise of transplant center and rapid availability of sibling donor can be made to help decide whether to treat with first line IST or MSD HSCT. **Within 8 weeks. IST, 9
immunosuppressive therapy; MSD, matched sibling donor



ASH 2024: Initial therapy for medical fit patients & Chula
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If best available donor- MRD If best available donor—- MMUD or haplo
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HSCT triple IST  IST without TPO-RA triple IST ST without TPO-RA 10T =ATG+CSA

Patient Age Triple IST = ATG+CSA+TPO-RA

B 0-20years @ 21-40years A 41-60years V over 60 years Blood Adv 202418:3946



ASH 2024: High- and low-intensity therapeutic options @ Caula
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High-intensity therapy Low-intensity therapy

* Horse or rabbit ATG + CsA w/wo eltrombopag  CsA w/wo eltrombopag

* Horse or rabbit ATG + other non-CsA * Other non-CsA immunosuppressant (eg, tacrolimus)
Immunosuppressant (eg, tacrolimus) w/wo  CsA + androgens
eltrombopag  Androgens (single agent)

 Alemtuzumab » Growth factors (single agent; eg, ESA or G-CSF)

* Horse or rabbit ATG + CsA + androgens or » Eltrombopag (single agent)

growth factors

 w/wo, with or without

* These are examples of common therapy combinations. Cyclophosphamide has also shown efficacy for AA
but is associated with high levels of toxicity and is no longer routinely recommended.

 Romiplostim can also be combined with horse or rabbit ATG + CsA or non-CsA immunosuppressant or
used as a single agent.

Blood Adv 2024,8:3946



ASH 2024: Subsequent therapy in medically fit patients

refractory to initial treatment

A Medically fit, refractory to Triple IST B Medically fit, refractory to IST without TPO-RA
If best available donor- MRD If best available donor- MRD
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ASH 2024: Subsequent therapy in medically fit patients Olula

Chulalongkorn

refractory to initial treatment

Refractory to triple therapy Refractory to IST without TPO-RA

If best available donor- MUD

If best available donor— MUD
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ASH 2024: Subsec,uent therapy in medically unfit patients /g Olula
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Treatment of relapsed/refractory SAAA in children:

Evidence-based recommendations

Initial Diagnosis
of SAA

Perform HLA
typing on
patient and
full Siblings

Yes MSD

i1 —___Available
l No Early referral
MSD HSCT to HSCT
lST-# = - evalua::n of
alternative
donor HSCT
options

Alternative
Donor
HSCT

Continue

IST le—Yes

Minimum 6 months
of treatment & CR
with stable counts

for 3-6 months

Pediatr Blood Cancer 2024571:¢31075



Treatment options for refractory SAA

« HSCT. MRD > MUD > MMUD/Haploidentical/Cord blood
« Second ATG

* Alternative IST
* High-intensity: Alemtuzumab
* Low-intensity: CSA or other T-cell targeted IST (tacrolimus, sirolimus, MMF)

 Thrombopoietin receptor agonists: eltrombopag, romiplostim
 Anabolic steroids: oxymetholone, danazol
« Supportive treatment: transfusion support

16



Repeat rATG vs alternative donor HSCT in pediatric SAA after

failure to IST

¥ Chula
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Response (+)
n=138

)

n=201

\ /

Response (-)

Alternative
donor SCT
n=31

P

Repeated IST
n=21

Dead
n=3

T

Autologous recovery Alive
n=1 — n=1
Engraftment (-) / Alive
n=5 — ann-S|CT > a=1
\ Dead
n=3
Engraftment (+ Alive
"E n=26 ( ) > =26
Anaphylactoid Alive
reaction P =2
n=3
Response (+)
n=18 \ n=2 n=2
Response (- Alive*
:16 “‘ > n=16

Estimated failure free survival (FFS), defined as survival with response,
was 83.9% (+ 16.1%, SD) in the SCT group compared with 9.5% (+ 9.0%)
in the IST group (P = 0.001).

Probability of Survival

SCT

0.8 -

0.6 1

IST (95.2 + 6.7%) vs SCT (93.5 + 4.2%)

0.4 -

0.2 1

o L L v L} v L}
30 40 50 60 70 80

Months after second treatment
BMT from an HLA-matched unrelated donor
(UBMT; n = 25), cord blood transplantation from
an unrelated donor (UCBT; n = 2), and BMT from
an HLA-mismatched family donor (n = 4)

0 10 20

Blood 2008:111:1054



Alternative donor SCT, in SAA after IST: a retrospective Olula

study from the EBMT-SAA working part

100
Table 1. Clinical data of the 100 transplanted patients with SAA. i g 79%
FCA FCATBI  Pvalue < e 3%

Patients n=52 n=48 s

Sex (male/female) 2507 29/19 0.15 3

Median age 13 (3-51) 27 (7-53) <0.001

Source BM/PB/CB 48/3/1 40/1/1 0.33

Median year Tx 2003 (1998-2009) 2006 (2002-2009)  <0.001 0 1000 2000 3000 4000

Donor relation Days from transplant
Unrelated donor 46 4] 0.40 FCA B
HLA matching yes/no* 20/14 26/15 0.68 100 FCA-TBI
Family mismatched donor b 7 II g79, 100

Interval Dx-Tx 530 (92-3919) 461 (158-7437) 043 75 \_‘_\ Age < 13 years; n=26 DOUE £1 Noils; =21 9%
<365 days 16 16 § ] - - : Age > 27 years; n=24 o
365-730 days 14 13 S 50 Age>13years; n=26 _ . SRS
>730 days 20 17 087 ¢ ]
Unknown 2 2 251  P-0.03 -

0 —————————————————
0 1000 2000 3000 4000 O+—————————r———————————

Days from transplant 0 1000 2000 3000 4000

Days from transplant
18

Haematologica 2010;95:976



IST for Adult Severe Aplastic Anemia in Thailand
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ORR in SAA/VSAA treated
with rATG + CSA, CSA and
anabolic steroids (44.4% vs
36.4% and 31.2%, P <0.001)

> 60% of SAA/VSAA patients
require second-line treatment

A Patients receiving specific treatment B Patients receiving ATG
10 10 ——— Responder _
0.8 0.8
- -CSA-based p
HR vs ATG2CsA: 0,95 (5% O, 0.38-2.38) t“a
S LN ATG+CsA 206 N
s D.E_' [ k . -—~
g " e ' = Y
wn \'EL__ w g
E tebegy E v
a 0.4— 1*1.+'--I-.-+-I\+-¢I- -------- =t a D.4_ :H.'.i;,l'
Anabolic steroid L
HR vs. ATG:CsA: 1.56 (85% CI, 1.10-2.23) e, E‘“F"?Epﬂndeﬁ
02 0.2 HR 47.5 (95% Cl, 11.6-195.3)
_ P < 0.001
0.0 P =0.037 0.0
T T T I T T I | | | | | | 1
W8S G S S0 O oS 0 6 12 18 24 30 36months
Time from starting the treatment (months) Time from starting treatment (months)
a ATG:CsA 153 111 ¢0 8 26 11 3 Responder 68 68 66 66 17 8 2
< CsA 1 &8 7 7 0 0 0 .
= Non-responder g5 43 24 19 9 3 1
* AnabolicS. g3 52 41 33 11 2 0

Ann Hematol 2021:100:2443



IST for Adult Severe Aplastic Anemia in Thailand

Table 2 Treatment modalities according to the frontline and subse-
quent treatments for patients with SAA and VSAA

2280 Frontline meatment n (%) Sub —— ORR in SAA/VSAA treated with rATG +
" rontine IEEMERL BT aey o Ement CSA, CSA and anabolic steroids (44.4% vs
36.4% and 31.2%, P < 0.001)

rATG + CsA* 143 (51.1) rATG +CsA 20 (14.0)
Anabolic ster- 20 (14.0)
oids
CsA-based 5@3.5)
Anabolic ster- 102 (36.4) rATG +CsA 9 (8.8) - About 60% of SAA/VSAA patients require
oids CsA-based 1(1.0) second-line treatment
CsA-based” 12 (4.3) rATG+CsA 1(8.3)
Anabolic ster- 1 (8.3) - Only 20% of SAA/VSAA patients
oids received second-line treatment

No specific treat- 23 (8.2) -
ment

*Did not include 3 patients who underwent HSCT

*rATG +CsA: rATG with or without CsA: rATG with CsA (n =
123): rATG without CsA (n = 20)

#CsA-based: CsA contained treatment without ATG
"Subjects without subsequent treatment were not included
rATG, rabbit anti-thymocyte globulin; CsA, cyclosporin A Ann Hematol 2021:100:2443



IST for Adult Aplastic Anemia in Thailand
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Table 3 Response rates over time after rATG + CsA and anabolic steroids treatments in SAA/VSAA

Month 3

Month 6

Month 12

Month 24

First ATG +CsA+ (N=153)

ORR, % (95% CI)

CR. n (%)

PR, n (%)

Not evaluable*® n (%)
ORR in evaluable patients** no. (%)
Second ATG+CsA (N=20)

ORR. % (95% CI)

CR, n (%)

PR, n (%)

Not evaluable* n (%)

A nabolic steroids (N=93)

ORR, % (95% CI)

CR, n (%)

PR, n (%)

Not evaluable*® n (%)

17.6 (12.0-24.6)

30.1 (22.9-38.0)

34.0 (26.5-42.1)

37.9 (30.2-46.1)

0 () 3(2.0) 3(2.0) 8(5.2)

27 (17.6) 43 (28.1) 49 (32.0) 50 (32.7)

40 (26.1) 48 (31.4) 77 (50.3) 88 (57.5)
27/113 (23.9) 46/105 (43.8) 52/76 (68.4) 58/65 (89.2)
10.0 (0—-8-14) 10.0 (0-8-14) 25 (6.0-44.0) 35 (14.1-55.9)
0(0.0) 0 (0.0) 1(5.0) 1(5.0)
2(10.0) 2 (10.0) 4 (20.0) 6 (30.0)
0(0.0) 3(15.0) 5(25.0) 8 (40.0)

11.8 (6.1-20.2)
0 (0.0)

11 (11.8)

37 (39.8)

18.3 (11.0-27.6)
0 (0.0)

17 (18.3)

47 (50.5)

28.0 (19.1-38.2)
5G4

21 (22.6)

52 (55.9)

21.5(13.7-31.2)
33.2)

17 (18.3)

71 (76.3)

TIncluding patients receiving first ATG + CsA as initial (n= 143) and subsequent treatment (n= 10)

“Not evaluable due to lost to follow-up or death

“*Excluding non-evaluable patients at each time point

rATG, rabbit anti-thymocyte globulin; CsA, cyclosporin A; ORR, overall response rate; CR, complete response; PR, partial response

Ann Hematol 2021:100:2443 21



Repeat Course of ATG in Severe Aplastic Anemia O“da

Table 1. Summary of response, 0S, and clonal evolution in refractory AA patients treated with second-line IST using ATG

Reference N ATG first course ATG second course Response 0S Clonal evolution
Scheinberg etal® 27  hATG + CSA rATG + CSA 33% 60% at3y 2 with -7, 1 with t(6;14),
1 with trisomy 6

Scheinbergetal™ 22  hATG + CSA + MMF rATG + CSA + MMF 30% 70% atd +1000 2 (MDS: +6, -7), 2 (AML)

or sirolimus or sirolimus
Di Bona et al' 30 hATG + CSA + G-CSF  rATG + CSA + G-CSF d +1-90 7% 93% atd +914 2 (MDS), 1 (MGUS)

(until d 90)
Tichelli et al* 25  hATG + androgens + hATG + androgens + CSA after 1991 64% 55% at 10y NK

CSA after 1991
Marsh et al*® 18 hATG + androgens rATG + androgens 22% NK NK

hATG indicates horse ATG; rATG, rabbit ATG; MMF, mycophenolate mofetil; MGUS, monoclonal gammopathy of unknown significance; AML, acute myeloid leukemia;
and NK, not known.

ORR of rATG were 22%-77% in refractory cases to hATG
ORR of rATG refractory to rATG was 22% at 6 months

Blood 2013;122:3561
Haematologica 2015;100:€345



N O
Alemtuzumab for Refractory SAA A Q“Ila

RCT: Refractory N = 54 Response rate 37-50% in refractory to ATG patients
C 100+ _ . - .
Alemtuzumab, 3-year surv = 83% Study design Indication N Alemtuzumab regimen CSA  Response 0S
80 - - - Prospective ~ Refractoryto hATG + CSA 27 10 mgkg/d X 101V None 37% 83%at 3y
§ randomized
E 60 A ' Prospective Untreated (n = 6); 11 3,10,30,30and 30 mg/d SC 1 mgkgd 8/11 (73%) 73%
> R-ATG/CsA, 3-year surv = 60% phase 2 refractory (n = 5) (total dose 103 mg) (4/6 untreated)
€ 40
8 Retrospective  Refractory 8 3/8 (37%)
é 207 Log-rank p = 0.16 Prospective dose Untreated (n = 1) 17 Cohort:10,20,30mgV  3mghkgd 4/13(31%) 816%at2y
escalating  Refractory to ATG + Cohort II: 30 mg/d x 3 IV 2/4 (50%)
01 : : . . : ; CSAlGanazol (n = 4)
0 10 20 30 40 50 60
Months
Blood 2012;119:345
Response rate at 6 months for alemtuzumab was 37% (95%ClI, 18%-57%) Blood 2013;122:3561

and for rabbit ATG 33% (95%Cl, 14%-52%; P = 0.78)

23



Androgenic steroids & Chula

Danazol 300 mg/day, response rate 31.3%, (male 17%, female 75%)

TABLE I. Patient Characteristics

Grade of AA at
Immnosuppressive the start of danazol
Age Gender therapy/outcome treatment Cytogenetics
74 Male ATG+CsA/relapse moderate normal
42 Female CsA/ineffective moderate normal
48 Male CsAlineffective severe normal
28 Male ATG+CsA/ relapse—ATG/CsA ineffective severe normal
22 Male ATG+CsA/ineffective severe normal
28 Male CsAlineffective moderate normal
69 Male CsAlineffective moderate 45X
70 Male ATG+CsA/relapse moderate normal
74 Male ATG+CsA/relapse moderate normal
26 Male ATG+CsA/ineffective severe normal
28 Female CsAlineffective moderate normal
72 Male CsAlineffective moderate normal
26 Female ATG+CsA/ineffective moderate normal
62 Female ATG+CsA/ineffective severe normal
40 Male ATG+CsA/ineffective moderate normal
62 Male ATG+CsA/ineffective severe normal

ATG, antitymocyte globulin; CsA, cyclosporine.

Am J Hematol 2008:83:387



Role of eltrombopag as second line treatment of SAA

Phase Il Study: Eltrombopag for Refractory SAA

Primary objective: Safety and efficacy of

eltrombopag in refractory aplastic anemia

East or SEA 25 mg daily (Max 125 mg) ¢
Clinicaltrials.gov identifier: NCT00922883 _

1st cohort N = 26 (NEJM 2012), 2" cohort N = 18
Combined 2 cohorts: N =43 (Blood 2014)

25
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Median follow-up 9 months
(range 3-47)

17 responders (40%)
* 11 platelet responses

+ Additional 1 at >16 wks
“ 4 erythroid responses

» Additional 7 at >16 wks
= 8 neutrophil responses

+ Additional 3 at >16 wks

26 non-responders

© 2 had responses >16 weeks
© 1 died of progression

“ 6 clonal evolution

SAA, severe aplastic anemia
Desmond R et al. Blood. 2014;123:1816-1825.

26



Eltrombopag can produce multilineage responses over time
in refraCtO SAA 3Gy Chulalongkorn University

Trilineage = 1
Bilineage = 4
Unilineage = 12

Trilineage =7
Bilineage = 2
Unilineage = 9

Platelets

Hemoglobin

Neutrophils
Durable multilineage responses are possible after treatment with

eltrombopagin refractory AA
Patients can become red blood cell and platelet transfusion independent

AA, aplastic anemia
Desmond R et al. Blood . 2014;123:1818-1825.

27



Eltrombopag discontinuation

Trilineage response by
>8 weeks, without
transfusion

= Platelets >50x10°/L

= Hb =10 g/dL

= Neutrophils >1x10°/L

l

Eltrombopag dose was
tapered

l

Counts remain above limits for 8
weeks

!

Discontinue drug

« 5 fulfilled these criteria
* 4 after robust response
« 1 cataract misdiagnosis

 All remain in remission after a median
follow-up of 13 months (range, 1-15)

Blood 2014;123:1818

28



Eltrombopag-tacrolimus vs Eltrombopag in Refractory SAA

4&a>; Chulalongkorn University

%00 1 @CR rate OPR rate : =

75.0
° ORR=61.8% ORI ORR=60.5%
< 80.0
g ORR=38.2% pR=4T1%
9 45.0 ; . ORR=39.5%
§ ORR=31.6% ORR=34.2%

30.0 {
8

16.0 { |

a B
0.0 -
(<]
& & f” & & & f&’ &
& 8 &
Number of total patients: 76 38 76 38 62 34 76 38
Numberofpaﬁentson EPAG: 76 38 76 38 23 15 34 17
34 month of 6" month of 12™ month of
follow-up follow-up follow-up Last follow-up
Blood Cancer J 2023;13:146

A Age <60 years
100 = P=0.048
if [
g 80
o8
®
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Romiplostim in patients with refractory aplastic anemia

oreviously treated with immunosuppressive therap

« 35 patients were enrolled and randomly assigned to one of four dose cohorts of
romiplostim

* 10 ug/kg (n=10)
* Dose in second-line treatment of ITP: 1-10 ug/kg SC weekly (median 3 pg/kg)

* 10 (30%) of 33 evaluable patients achieved a platelet response at week 9, including
7 (70%) of 10 patients in the 10 ug/kg cohort, 3 (33%) of 9 patients in the 6 ug/kg
cohort, and no patients in both the 3 ug/kg and 1 ug/kg cohorts.

* The initial dose of romiplostim in patients with refractory aplastic anemia previously
treated with IST should be 10 pg/kg

Lancet Haematol 2019;6: e563f—72



Efficacy and safety of romiplostim in refractory aplastic

anaemia: a Phase Il/lll, multicentre, o

« Romiplostim was administered subcutaneously at L
a fixed dose of 10 pg/kg once weekly for 4 weeks
(weeks 1-4) followed by weekly doses (5, 10, 15 :
and 20 pg/kg) titrated by platelet response for up j
to 52 weeks (weeks 5-52).

itk -
‘||||||

» Atotal of 31 patients with AA who were refractory [T ARSI,
o mmnomitessre ey e o R

N ¥ M 3 2 29 28 28 2Fr 27 2 ¥ T 7

thrombocytopenia (platelet count of <30 x 10%/1)
were enrolled.

* The primary efficacy endpoint of the proportion of
patients achieving any hematological response at
week 27 was 84%.

* No AEs necessitated romiplostim discontinuation.

— Platelets
= Redblood cells
= Meutrophils

Br J Haematol 2021:192:190 31



Efficacy and Safety of Long-Term Romiplostim Use for A Olula

Refractory Aplastic Anemia @y Chsngiom?

g

 Of 31 patients, 27 completed the 53-week assessment.

« 25 responders and 2 non-responders entered the
extension phase.

« ROMI was administered for 2 years in 23 patients, 3
years in 7 patients, and 3.5 years in 6 patients The
median dose of ROMI was 20 ug/kg at Week 53, which

2

g

&

Progadion of patients (%)

=

L=
L

was reduced to 15 ug/kg at 2 yrs, and 7.5 pg/kg at 3.5 yrs g RO SRETCECEE SR
» Of the 2 non-responders, 1 patient showed platelet . :
response at 2 years, while the other failed to respond oy Rodbioodcal

« Of the patients who failed to achieve the platelet (n=7)
and erythrocyte (n=6) responses at 1 year, 3 (43%) and 1
(17%) showed responses at 2 years

* Cytogenetic abnormality (-7) led to discontinuation of
ROMI in 1 case. 2 had unknown significant chromosomal
abnormalities: 46,XX,t(11;17) at W108 and 46,XX,add(10) "Gasoina 52 | 104 100 162 " Basais 52 | 104 | 130 102
at W134. No transformation to AML or MDS occurred. vt [ . . oo [ - o

.0. Il Independent from blood transfusi Il Independent from blood transfusi
BlOOd Adv 2024’8141 5 Il Dependent on blood transfusion Il Dependent on blood transfusion

80
60 60

40 40

Proportion of patients (%)
Propartion of patients (%)
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Romiplostim is effective for eltrombopag-refractory

aplastic anemia: results of a retrosp

4&a>; Chulalongkorn University

Patient Age/Sex Previous Before switching ROM
be th
number crapy Last EPAG | Duration Concomitant  Severity of ROM dose  Duration Concomitant
dose (mg/ of EPAG, therapy the disease (ng/kg/ of ROM therapy
kg) (months) week) (months)

1 84 F ATG(once) 2.5 22 Danazole Severe 20 12 Danazole
CSA dana-
zole

2 94 M CSA met- 2 22 CSA Non severe 20 12 None
enolone

3 88 F CSA danazole 2.4 22 CSA Non severe 20 7 CSA

4 45 M CSA 1.4 26 CSA met- Non severe 20 9 CSA met-

enolone enolone

5 53 M ATG(once) 1.3 22 ATG(once) Non severe 20 12 CSA met-

CSA CSA met- enolone
enolone

6 55 M ATG(once) 1.7 22 CSA met- Non severe 20 12 CSA met-
CSA met- enolone enolone
enolone

7 62 F ATG(twice) 2 22 CSA danazole Non severe 20 11 CSA danazole
CSA met-
enolone

8 29 M ATG(twice) 1.8 22 CSA met- Non severe 20 12 CSA met-
CSA met- enolone enolone
enolone

9 32 F CSA met- 2.2 3 CSA Non severe 20 8 none
enolone

10 77 F ATG(once) 2 4 metenolone Severe 20 11 CSA met-
CSA enolone

Int J Hematol 2020;112:787



Romiplostim is effective for eltrombopag-refractory Olula

aplastic anemia: results of a retrospective stud vy colingon

* At a median follow-up of 12 months, 7/10 patients (70%) had achieved either neutrophil, erythroid,
or platelet response, including one complete response.
 None of the patients stopped the ROM treatment because of adverse events.

Complete blood counts after ROM (median ROM duration, 12 months)

Absolute neutrophil count, X 10%/1, median (range) 2.066 (1.566-7.436)
Hemoglobin count, x g/dl, median (range) 10.25 (7.0-15.1)
Platelet count, x 10”1, median (range) 20.5 (4.0-105.0)
Maximum dose of ROM for responders, x pg/kg/week 20
Efficacy of the switch on AA*, n (%)
Complete response 1(10)
Neutrophil response 1(10)
Erythroid » Platelet response 2 (20)
Erythroid response 1(10)
Platelet response 2(20)
No response 3(30)

Int J Hematol 2020;112:787



High-dose romiplostim in patients with aplastic anemia

refractory to eltrombopag

b

Platelet count (10%1L)
N22B3REREE
E L
38838
i

* Retrospective cohort in Japan: romiplostim 20 ug/kg
in 21 patients with eltrombopag-refractory AA

* 16 of 21 (76%) achieved a hematologic response in = .
at least one lineage at 3 months. -

Hemoglobin (g/dL)
888858
2
diitite
EEAABAR
BEES

« 5 0f 10 (50%) patients became independent of oo | = ==
platelet (n = 2) or red cell (n = 3) transfusions. c oMo e

* All 21 patients tolerated ROMI and showed no £ = e
severe treatment-related adverse events that ) = =
necessitated ROMI discontinuation. W

Leukemia 2021:35:906 . 35



Treatment for Acquired AA: SAA and VSAA in 2025

Severe acquired
aplastic anemia

219 > 60 U KSd Tuitkn=au 219 <50 U ua:u MSD
na:lASu ATG l
919 < 18 U ua:[ui MSD \’
CSA+ | | ATG-CSA- MSD-HSCT
eltrombopag eltrombopag [~ " MUD-RSCT

‘ Wansnauauavi 3-4 1ou

i | l T

1K CSA risuarAsganglav Second line treatment
lunaUsznu1U . 2nd ATG + CSA

* HSCT if available suitable donors  [+------7----
* Romiplostim* nauvud
* Eltrombopag™ *Previous or no previous eltrombopag

* Anabolic steroids exposure
e Alternative IST ** No previous eltrombopag exposure

« Transfusion support X

1

|

- |
nauvtldugn !
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Treatment for severe aplastic anemia in 2025: Now i) Qlula

» ATG-CSA-Eltrombopag is the standard first-line treatment for transplant-ineligible SAA
» CSA plus eltrombopag is an alternative first-line treatment of ATG-ineligible SAA

* TPRAs are effective as second-line treatment for SAA patients who failed IST
* High-dose romiplostim 5-10 ug/kg: without prior eltrombopag exposure
* Very high-dose romiplostim 10-20 ug/kg: with prior eltrombopag exposure
« Eltrombopag monotherapy (+ tacrolimus) without prior eltrombopag exposure

« HSCT may not be a practical second-line treatment for refractory SAA in Thailand

* Asecond course of rATG has a low response rate and may not be cost-effective as a
second-line treatment for adults with refractory SAA in Thailand

» Alternative low-intensity IST and/or anabolic steroids have limited evidence and low
response rates but may be considered when no other options are available
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