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Agenda

» Questions to be addressed before referring
to a transplant center.

— Referring
— Who

— When

— A few data
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Other questions

» Transplant eligibility

» Donor availability / selection

» Conditioning regimen (intensity /age/ HCT-CI/ mutations)
» TRM

» GvHD prophylaxis

» Post transplant treatment

28 maggio 2022



Clinica e Terapia delle Sindromi Mielodisplastiche m‘hi il

& EBMT

ACCREDITED BY:

JACIE®y

Joint Accreditation Committee

Referring to a transplant center
EBMT-JACIE Benchmarking project.

Allogeneic transplantation (288 centers, 49612 patients)
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Statement

» Allogeneic HCT is the only available
possibility to cure MDS

— No curative alternatives
— Survival vs disease free survival
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< 2 [TALANA
SINDROMI
MIELODISPLASTICHE

1.00
S .
. pain b
1.00 = 1.00
-4- Conventional therapy -}' -k Conventional therapy . 0.75+
=2
~l= Azacitidine treatment ~k Azacitidine treatment E;,
| ©
0.75 - 075 - ; FONDAZIONE
£ £ S 0504 TALIANA
3 e i SINDROMI
9 9 ® MIELODISPLASTICHE
a 0.50 4 a 0.50 = (T,
E: g 2
2 2 o
@ @ 0.25+
0.25 + . 0.25 +
) :\,T\I-hdmh&-l_l R e L
000 {1 T 0.00 4 — ’ 0.00 T T T T T T
0 12 24 36 48 60 72 84 96 108 120 132 144 0 12 24 36 48 60 72 84 96 108 120 132 14. 0 1 2 i 3 4 5
e et e i) Time (years)
At risk:
- a 1.00 z Total Falure 363 219 111 54 26 9
Azacitidine 66 51
"1‘ BSC only 37 36
1 Log-rank P =0.062 100% A
& 076 N
ﬁ 1
° - 80%
@ 050 i = 7 — AZA
= = - DEC
S 60% 1
N I @ 025 =
Median OS (95% CI) L E_ Letters to Blood
Azacitidine:  16.9 (12.5-21.4) S 40% - fep—
0.00 4 BSC only: 7.3 (34-10.8) = Long-term survival of older patients with MDS treated with
T T T T T T T = HMA therapy without subsequent stem cell transplantation
0 6 12 18 24 30 36 w o S b ol s .
: 20%
Time from start of treatment (months)
No. at risk
Azacitidine 66 55 41 25 12 2 1 0%
BSConly 37 21 12 9 7 5 4 ° ' ! ! ' ' '
0 12 24 36 48 60 72

Follow-up month from diagnosis

28 maggio 2022




Clinica e Terapia delle Sindromi Mielodisplastiche

Questions

» Question 1-Who ?

— Who are the patients for whom a curative
intent is reasonable.

» Question 2 — When ?

— How to maximize curative possibility.
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Question 1

» Who are the patients for whom a curative
intent is reasonable.

— Disease

— Age

— wiliness

— Clinical condition, organ damage (HCT-CI)
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Revised International Prognostic Scoring System (IPSS-R)

RISK CATEGORY RISK SCORE
Variables (units) [usual range] Value
Hemoglobin (g/dL) [4-20] Very Low =15
A possible conversion for Hb values:
10 g/dL= 6.2 mmol/L, 8 g/dL= 5.0 mmol/L Low >1.5-3
Absolute Neutrophil Count (x10%/L) [0-15] Intermediate >3-45

Platelets (x10%/L) [0-2000]
Bone Marrow Blasts (percent) [0-30]

Cytogenetic Category

Very Good Good Intermediate Poor Very

Poor ( ‘

IPSS-R SCORE IPSS-R CATEGORY

(> _CIIEE
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Kaplan-Meier analysis of survival following allogeneic stem cell transplantation in patients with myelodysplastic syndrome
stratified according to each risk group of the EBMT transplant-specific risk score.
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2021

Classification and
Personalized Prognostic
Assessment on the Basis
of Clinical and Genomic
Features in
Myelodysplastic
Syndromes

MIELODISPLASTIBHE

Fraction of explained variation that was attributable
to different prognostic factors for overall survival
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ASH 2021. #3678 Genomic Subgroups Impact Post-Transplant Survival in Patients with Myelodysplastic

Syndrome: A CIBMTR Analysis
Tao Zhang, PhD*",
494 patients

Figure.1 The characteristics of molecular signatures and survival outcomes in MDS
patient genomic subgroups. A. Survival curve of post-transplant overall survival outcome
in different MDS patient subgroups. B. Cumulative risk curve of relapse in different MDS
patient subgroups. C. Cumulative risk curve of transplant-related mortality in different

MDS patient subgroups.
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Conclusion

Molecular signatures from
MDS patient genomes at
HCT may provide an
independent prognosis of
post-transplant survival.
The choice of regimen
intensity could be
informed by knowledge of
the individual genomic
signature of a given MDS
patient.
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Answer- 1

» Who are the patients for whom a curative intent is
reasonable ?

— Disease: Intermediate/ high/ very high R-IPSS and
lower risk with well defined clinical and/or molecular

risk
— Age <70-75 years
— Clinical condition, organ damage (HCT-Cl)
— wiliness
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Question 2 — When ?

» How to maximize curative possibility.
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Feasibility of allogeneic stem-cell transplantation
after azacitidine bridge in higher-risk myelodysplastic
syndromes and low blast count acute myeloid
leukemia: results of the BMT-AZA prospective study

Assessed for Eligibility (n=102)

Excluded (n=5)
Rapid disease progression (n=2) —
Consent withdrawal (n=3

( Patients started AZA (n=97)
N

Discontinued AZA (median of 2 cycles, range 1-4, n=10)
Adverse event: 6 pts —

Other: 4 pt
Analyzed for response to AZA (n=87)

_— e Did not receive HSCT (n=33)
\ donor not identifed: (n=9)

Performed HSCT (n=54) disease progression (n=16)

(1 after 1 AZA cycle) adverse event (n=3)
consent withdrawal (n=4)
re-staging as low-risk MDS (n=1)

Voso MT et al. Ann of Onc 2017
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Bz o 2T German MDS Study Group and the German
Cooperative Transplant Study Group

Screening failures
(n = 20)

Prospective multicenter phase 3 study comparing
Registered for the trial 5-azacytidine (5-Aza) induction followed by SCT vs
continuous 5-Aza according to donor availability in
S et L = elderly MDS pts (55-70 years) (VidazaAllo Study)

Other reasons (= 1)

({m = 1740)

Start 5-aza
(n = 162)

_
D-MDS

Deutsche MDS-Studiengruppe

Patient died during 5-aza
Patient progressed (n = 26)
Adverse events (E=7.)
Consent withdrawn (n =2)
Others

Treatment according to
donor availability
(n = 108)
|
| 1

Continous 5-aza Allogeneic HSCT
(n = 27) (n =81)
Refused HSCT
(n =2)
Received allocated Received allocated
treatment treatment
(Im = Z7/) (IE=W79)

FIG 1. Flow diagram. 5-aza, 5-azacytidine; HSCT, allogeneic stem-cell transplantation.

Published in: Nicolaus Kroger; Katja Sockel; Christine Wolschke; Wolfgang Bethge; Richard F. Schlenk; Dominik Wolf; Michael Stadler; Guido Kobbe; Gerald Wulf; Gesine Bug; Kerstin Schafer-Eckart; Christof Scheid; Florian Nolte; Jan Kronke; Matthias
Stelljes; Dietrich Beelen; Marion Heinzelmann; Detlef Haase; Hannes Buchner; Gabriele Bleckert; Aristoteles Giagounidis; Uwe Platzbecker; Journal of Clinical Oncology 2021 393318-3327.
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1.0
Group  Events/Total  Median (95% Cl) HR (95% Cl)  Time Point KM Estimate (95% CI)
0.9
5-aza 22/27 1.4 (1.1 to 1.5) Reference 3.31 years 0.00 (NE to NE)
0.8 1 HSCT a5/81 1.8 (1.1102.7) 0.55(0.32 10 0.92) 3.31 years  0.34 (0.22 to 0.47)
0.7 Log-rank P = .0220 + Censored
= Ztest P<.0001
£ o6
2
S 0.5
=
v 0.4+
ke
e}
0.3
0.2
0.1
0.0
0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5 4.0
Time Since Study Inclusion (years)
No. at risk:
5-aza 27 26 18 6 2 % o
HSCT 81 69 a9 36 29 19 13 1 o
1.0
05 Group Events/Total ~ Median (95% CI) HR (95% CI)  Time Point KM Estimate (95% CI)
i — S5aza 16/27 2.4(15t0 NE)  Reference  3.31years  0.32 (0.14 10 0.52)
0.8 — wuscT 39/81 NE (1.6 to NE) 0.83 (0.46 to 1.48) 3.31years  0.50 (0.39 to 0.61)
07 J Log-rank P= .5193 + Censored
. Ztest P= .12
=
.S 0.6
©
2
S 05 1
=
o« 041
S
0.3
0.2
0.1
0.0
0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5 4.0
Time Since Study Inclusion (years)
No. at risk:
5-aza 7 27 23 19 15 - 7 1 o
HSCT 81 74 60 53 a7 a3 32 7 1

FIG 2. Kaplan-Meier estimates of (A) EFS and (B) OS after allocation to 5-aza or HSCT. 5-aza, 5-azacytidine; EFS, event-free survival;, FAS, full analysis data set; HR, hazard ratio; HSCT, allogeneic stem-cell transplantation; KM, Kaplan-Meier; NE, not
evaluable; OS, not evaluable, overall survival.
Published in: Nicolaus Kroger; Katja Sockel; Christine Wolschke; Wolfgang Bethge; Richard F. Schlenk; Dominik Wolf; Michael Stadler; Guido Kobbe; Gerald Wulf; Gesine Bug; Kerstin Schafer-Eckart; Christof Scheid; Florian Nolte; Jan Kronke; Matthias Stelljes;

Dietrich Beelen; Marion Heinzelmann; Detlef Haase; Hannes Buchner; Gabriele Bleckert; Aristoteles Giagounidis; Uwe Platzbecker; Journal of Clinical Oncology 2021 393318-3327.
DOI: 10.1200/JC0O.20.02724. Copyright © 2021 American Society of Clinical Oncology
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HSCT in MDS

San Martino experience 2018-2022.
| mMDS_ | Secondary AML _

Patients 25 24
R-IPSS Low/Intermediate /high very high 7 /8 /1 O ______
Pre HSCT therapy no /yes 21 / 4 3 /21

(AZA 4) (chemo 8; CPX 9;

AZA 2; AZA/VEN 2)

Source (BM/PB) 1 6 /9 1 3 /1 1
Donor MSD/MUD/HAPLO /MMUD 5/6/1 4/0 0/5/1 7/2
AGE 63 (43-75) 67 (18-73)
Median duration follow up 25 mo (interquartile range 15-35)
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SHDALE POUCUNICO AN ARTIG HSCT in MDS
San Martino experience 2018-2022.
49 consecutive patients (MDS + Secondary AML)

Global, Overall Survival Global, Progression Free Survival

10 10

08 03 1

06 L + +—t +——+

24-Mo DFS 63.4%
(95% Cl 48.4— 78.4)

06

24-Mo OS 70.8%
(95% Cl 56.7 - 84.9)

04 04

02 02

Probability of Overall Survival
Probability of Progression+Free Survival

00 00

0 10 20 30 40 50 60 70 0 10 20 30 40 50 60 70

0S, months PFS, months
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4

HSCT in MDS and secondary AML
San Martino experience 2018-2022. 49 consecutive patients
MDS vs sAML
MDS vs sAML
0 MDS. 24 mo OS 90% (95% Cl 76.5- NR) "
- MDS. 24 mo DFS 77.4% (95% Cl 57.8-97)
2 08
g 038 5
c @ — + ——
a SAML. 24 mo OS 52.1 % (95% Cl 30.5-73.6) g .
3 o ! sAML 24 mo DFS 50.2% (95% Cl 30.6-69.8)
] ‘D + + + - ———
> 7]
2
g 04 04
2 o Two-sided P = 0.008 5 02 Two-sided P = 0.07
. 8
o
0,0 00
0 10 2 30 40 0 0 10 20 30 40 50 60 70
0S, months PFS, months
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San Martino experience 2018-2022. 25 consecutive patients

MDS, R-IPSS int vs high-very high MDS, R-IPSS int vs high-very-high
intermediate , intermediate
10 ~+ +—t- ~+ +~—+- -+ 1, =
—i
= _;ﬂ|

S o o .hlgh/very high | o g 08
2 e |
g @
@ 3
= 06 06
o]
S 04 é e . .
2 24-Mo OS rate, R-IPSS o 24-Mo PFS rate, R-IPSS high/very high
= (95% Cl) ; (95% Cl) .
8 02 int ne (NR - NR) 3 o2 int ne (NR - NR)
[ high/vh 77.1 (48.1 - NR) E high/vh 54 (20.1 - 87.9)
o Two-sided P = n.s. & Two-sided P = 0.02

00 00

0 10 20 30 40 50 60 70 0 10 20 30 40 S0 60
0S, months PFS, months
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s oo s e HSCT in MDS
San Martino experience 2018-2022. 25 consecutive patients

MDS R-IPSS All patients, MDS R-IPSS high / very high,
cumulative incidence of relapse cumulative incidence of relapse

§_ 08 3 08

& 24-Mo CIR 24.6% g

g " (95%Cl 15.6 — 40.8)

g« ﬁ — 24-Mo CIR 40%

g £ S (95% Cl 4.4 - 75.6)

o

Months since transplant months since transplant
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Answer 2 —When ?

» How to maximize curative possibility.
— Transplant consultation ASAP
— Work together with transplanters
— Post transplant treatment for higher risk

28 maggio 2022



'y

s& a FONDAZIONE
ITALIANA
SINDROMI
MIELODISPLASTICHE

Clinica e Terapia delle Sindromi

Mielodisplastiche

28 maggio 2022

féwz/a%ow/wa%om kind altention

......... o - i
AT RT R T s
1 TR N AT I




