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Naturelofdisease

1. Agroup
of trans

oietic stem cell malignancies with heterogenous
te myeloid leukemia.

n age gt diagnosis is 70-77. (86% of patients were aged 260)

Y [al

2. The me +

3. Transplant associated mortality ranges from (11-73%) Carre et al. BBMT 2020

Rate of Leukemic Transplant mortality

Transformation

Transplant mortality

Carre et al. BBMT 2020. Evaluated 1245 adult EBMT patients transplanted from 2003-2014
Four year Non relapse mortality and overall survival was 32% and 47%.
Age and HCT-CI were associated with higher TRM. Carre et al. BBMT 2020

8/17/2022



Trans‘ﬂﬁtst;l?ased on MDS Prognostic

~
w

100 4
FE;ﬂ\:'." e

T 1
HeLy -
\

J
-
T so \ Rl PN
; | A £ timing
g~ ‘ + 184 non transpla
S , High i Int-1 490 transplant Pts

T T T T T T T T T T

o 25 50 75 100 125 150 175 200 225

Sion Months «  Pts with Int 2 & high
9 5.% risk benefited from
= 71514 early transplant.
: ‘\"‘ I Low
é so { N\ St ol Int-l _ _
= b ‘ -——'—*T_ * Int 2 median survival
§ s Tt e L 2 was 2.5 years with no
S High transplant
0 T T T T T T T L T
o 25 50 7s 00 125 150 175 200 225
Months
Cutler et al. Blood 2004

\uNMh

Markov model to examine transpla

961 Pts with no transplant, 499 Pts wi
transplant, & 278 Pts with HMA

The estimated life expectancy was maximized
when transplantation was delayed until
progression from the very low or low risk to the
intermediate risk.

Intermediate risk median survival was 5 years
with no transplant

Compared to IPSS, IPSSR upstaged 29% of the
pts to higher risk stage which benefited from
transplant

Della Porta et al. Leukemia 2018
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Disease status

S Prognostic Model |

Disease status

according to IPSS *§

Optimal Transplant

Policy

according to IPSS-R**§

Vey Low Risk

Low Risk

* Cutler CS, Blood 2004; 104:579-85

Delayed Transplant

Low Risk

** Della Porta MG, Leukemia 2017, in press

Della Porta et al. Leukemia 2018

profiled
genes

TP53, MLL, FLT3 (IT|
had the highest negative
prognostic impact

Mutations in ASXL1, BCOR,
EZH2, NRAS, RUNX1, STAG2,
and U2AF1 were associated
with adverse risk

SF3B1a had a good prognostic
impact

Bernard et al. NEJM 2022
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* The IPSS-M model changed the staging for 46% of the patients.

Upstaged in 74% and down staged in 26%

SF3B1 a is the SF3B1 mutation without co-mutations in BCOR, BCORL1, RUNX1, NRAS, STAG2,

SRSF2, and del(5q).

Bernard et al. NEJM 2022

CIBMTR,

\uNMh

"ﬁzAllogenic Transplant Outcomes

CIBMTR prospectively evalu
688 pts = 65 with 592 pts aged
2010-2014.

For older Pts, med age was 68(65-79

No difference in patient or disease
characteristics

NRM at 3 years 28 vs 25%

Overall survival rate were not significantly
different

Overall survival factors: HCT-CI =2 4, IPSS-R
scores, bone marrow blast 211%, and GVHD
prophylaxis calcineurin inhibitor and
methotrexate.

Attalah et al. JAMA 2020
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Transp]ant Vs no tr

P=0.0001

ansplant for MDS
50-75 years

BMT-CTN biologically randc_oml

years old Pts 2014-2018.
RIC transplant regimen and HLA Matched don
260 donor vs 124 no donor

TRM 20.6%, relapse 29.6% at 27 months

Leukemia-free survival at 3 years was greater in
the donor arm 35.8% vs. 20.6% in no donor
(P=0.003).

High IPSS risk score, no response to HMA before
HCT had poor prognostic effect.

BMT CTN 1102 Nakamura et al. JCO 2021
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efor Pre-Transplant

Bridging

Della Porta et al. in a large ret
decision analysis of transplant b
IPSSR.

HMAs given before transplantation in
advanced MDS stages is associated with a
gain of life expectancy, specially in older
patients.

No prospective data to confirm heterogenous
literature suggestions

Can pre-transplant therapy exert mutational
pressure to select for more resistant clones?

Della Porta et al. Leukemia 2018
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* Phase lll randomized BMT-CTN tria
e 27 MDS pts per arm
* RFS approached significance

*  Phase lll randomized EBMT trial

* 60 pts perarm

» Busulfan/Cyclophosphamide for MA
*  50% of Pts received ATG

Kroger et al. JCO 2017 Scott et al. JCO 2017
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Utijization of transplant Fo

(N=362)

Eligible for HCT
(N =294/362, 81.2%)

v v

MCT Indicated HCT not Indicated HCT Indicated
(N=244/294, 83.0%) (N =50/294, 17.0%) (N=61/68, 89.7%) (N=7/68, 10.3%)

HCT not Indicated

Referred for HCT Referred for HCT Referred for HCT Referred for HCT
assessment assessment assessment assessment
(N=158/244,64.8%) | = | ___ (N=21/50, 42%) (N=10/61,16.4%) | = | | (N=1/7,14.3%) |
Median time to referral Median time to referral Median time to referral Median time to referral
from diagnosis from diagnosis from diagnosis from diagnosis
3 months (0-60) 4 months (0-15) 7 months (0-28) 9 months

Underwent HCT Underwent HCT Underwent HCT Underwent HCT
(N=109/158, 69.0%) (N=11/21, 52.4%) (N=0/10) (N=0/1)

Median time to HCT Median time to HCT
From BMT review From BMT review
3 months (0-35) 6 months (1-32)
| ]

v

Total who underwent HCT
(N=120/362, 33.1%)
Median time to HCT from diagnosis
7 months (2-62) Getta et al. BBMT 2017
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Util ion of transplant Fo

Memorial S
N=326
newly dx M

Reasons for non referral:

« Dx 2008-2015
* Age =265
* Low blast %

65% (158) raferredlbGVHCT

33% underwent HCT

Getta et al. BBMT 2017
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Summary
* New IPS N/I cal orporated gene mutation data into the prognostic
forecast
* Age by it I]f is nqQt a barrier to transplant
S NMﬁ

* Non relapse mortality in MDS have improved over the last decade

« Early transplant evaluation is important for all newly diagnosed MDS patients
16
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