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Causes of Death after Unrelated Donor HCT
done in 2014-2015

Died within 100 days post-transplant  Died at or beyond 100 days post-transplant*
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A 0 |——— 0=3 polnts
‘ = 4 points
5=7 points

80/ P <.0001

Prognostic factors

Postrelapse OS

ATime to relapse
A> 24 mo (0), 6-24 mo (1), 3-6 mo (2),
<3 mo (3)
ADiseaserisk index
ALow: indolent NHL, CLL, CRCML (0)
Alnt: aggressive NHL, MDS (1)
AHigh: high-risk AML (2)
- 3% AMyeloabaltive conditioning (1)
o 2 2 APrior GVHD(1)

Months from Relapse

Overall Survival (%)
8

Thanarajasingam et al., BBMT 2013 [/
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by relapse type
1.00 1 i,
= - == morphologic
» 0.75% ' -= MRD
-; li'
| - .I
- e _
=0.50- Bl ‘et TP p =0.00019
o ; : :
Q I 1 = S
> 0.251 [ I
o : .
0.00- | |
0 12 24 36 48 60 72
months

Zuanelli Brambilla et al., TCT 2021
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Probability

Adjusted Overall Survival by Age

— = = 19-40 (N=433)
----- 0-18 (N=656)
—— 41-76 (N=699)

Overall test: P < .001

Years After Relapse

Bejanyan et al., BBMT 2015 RN
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Ph +we ALL (adults)
L 4
Pre-transplant risk AlloHSCT
ASSeLaTIent
Parst-transplant sk
\ ¥ ¥
MRLS Status TKI Resistance / MRD +ve or High MRD -ve and Low
Negative | Positive | Negative
L 3 3
1 High relapse Risk: Low Relapae risk
- m—— . Stronghy recomimiend Prre—am pive: use
Low Risk | | High Risk Q] Llow Risk R oroopiiacse Tk predamed
Prefer 2nd Gen TKI *
04 week monitoring for I ——
MRD status/relapse (penpheral biood
[High Risk but +ve GYHD pery
significant G| sy mptoms ;Ef::::l
Cond der Pre-emptive TKI) monthly
Use & months to 1 year after
MAD negative 1‘ A\
Lise & months Warraichet al. BBMT™ 102)(]
1o 1 year N
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A Censored + I::
Log-rank P= .013 EFS MRD+
100 HR, 0.39 {95% CI, 0.18 to 0.85) Sorafanib 14 o
Placabo — Gilteritinib —— Placebo
7 I_'-LI_'_I—H-IOI-N—l E 7
= 2 6
= 507 = No. of Events/
" et 0. of Event
e 10 a8 44 Total No. of Events
o= | 24-month RFS Py Gilteritinib 26/89
Sorafanib: 85.0%% (95% CI, 70% to 93%) LL 9 Placebo 4381
20 4 Placebo: 53.3% (95% Cl, 36% to 68%) = - HR, 0.615 (0316 to 0838}
Log-rank F = .002 P = [00EE
HR, 0.256 (95% CI, 0.10 to 0.65) [ - : : : : : |
' ' ' ' ' 0 12 24 36 48 &0 72
0 10 20 30 40 &0 Ti 1
. Ime {months
Time (months) ( ]'
Mo. at risk: Mo. at risk:
Placebo 40 24 19 17 14 0 Gilteritinib BA 68 e 43 . 1 0
Sorafenib 43 35 3 25 18 0 Placabo 91 B4 A8 A 74 1 i)

Burchertet al. JCO 2020 Levis et al. JCO 2024
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B
Intent-to-Treat Received Maintenance
1.0 4 1.0 4
0s
0.8 1 0s 0.8 1
PFS
£ 0.6 - PFS £ 0.6 -
= =
_E Relapse _g
a 0.4 - a 0.4 - Relapse
0.2 - 0.2 -
0.0 . ' : : 0.0 ; , ' ,
0 6 12 18 24 0 6 12 18 24
Months from transplantation Months from transplantation
Mo. at Risk Mo. at Risk
0S: 27 23 20 15 0 0S: 22 20 18 14 g
PFS: 27 18 15 13 8 PFS: 22 17 14 12 8
Relapse: 27 18 15 13 8 Relapse: 22 17 14 12 8

Garcia et al, Blood Adv 2024 1A
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35.3%][14.955.8] 62.1%[43.580.7] 0.118
(O 40.2%][19.3%1] 69.8%[52.287.3] 0.036
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Time from transplant (years) Time from transplant (years)
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/] N,
4 NN
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Schmid et al, BMT 2022 L [2))
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40 D+90

9
s l Persistent (n=37) 1.0 |
g. 30_ IR RN [N 1 '30.0% I\/IRD > lm (
A < r‘“'" 0.8 I
()
,: | PAL A e AR L A e 20.8% 0.6
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g J-i g o3 04- .p - . . ...
L 3 104 aF P=o09 P
.g Negative (n=37) 0.2 F.
E l_...L.l_L A AR A R 2.T% ’ P < .001
o 1] 1] 1 1 v 1] v L v U T T T T T
0 2 4 6 8 10 12 14 16 18 20 3 #» 7 %
Years after SCT Time (months)
MNeg T8 40 12 1 3
Kaeda et al. Blood 2006 <1 12 B 5 2 1
=10* 5 i ] ] ]
No. of Patients  No. of Events
MRD- ti 164 50
MRt o 20 Bader et al. JCO 2015
P<0.001
100- N 1.0 -
MRD-positive 86% § PR
A ;_\o_ 754 g 0.8 -
= 5
g»_ 50 ‘ g 06 Higher (>154copies/10*A81)
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254 £ 04 !
] N
2 N 4 $
B S T R R 202 1
o | St

Years since Remission : T T T T T T

No. at Risk 0 12 24 36 48 60
i o S S Morn e spanat
Ivey et al. NEJM 2016 Yoon et al. BBMT 2015
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C Cumulative Incidence by D100 chimerism level

é 1.0 T
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Table 5
Predicted 1-Year OS and DFS Probabilities for 9 Combinations Obtained from 3 Specific Combinations of Patient Prognostic Covariates and 3 Pairs of Percent
Chimerism Values at Days 30 and 90

Patient Characteristics % Chimerism at Predicted Probabilities at 1 Year Post-SCT
Days (30, 90)

(rs)

e———— 95% CI P 95% (I
omplete remission 95, 95 .689, .884 737 .643, .845
Allotype = MRD 95, 100 918, 1.000 .638 459, .887
Cytogenetics = good 95, 90 .616, .836 .615 478, .792
Activedh 95, 95 .269, .601 412 287, .593
Allotype = MUD 95, 100 .648, 1.000 272 .083, .895
Cytogenetics = poor 95, 90 176, 498 244 113, .529
Active disease 95, 95 724, 978 .687 505, .935
Allotype = MRD 95, 100 .816, 1.000 576 .326, 1.000
Cytogenetics = intermediate 95, 90 581 367, .918 .550 322, .940

Cl indicates confidence interval; MUD, matched unrelated donor; MRD, matched related donor.
Predicted values are based on the fitted joint models for percentage of T cell or myeloid cell chimerism and OS or DFS summarized in Table 3.

Tang etal BBMT 2014 RN\
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Low (~108 CD3+/kg)  High (~107 CD3+/kg)

MRD

Mixed Chimerism
Indolent disease I Aggressive disease
Unrelated 1 Sibling
1
]

Frank Relapse

Early after SCT Late after SCT
History of GvHD No history of GvHD
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A
50- 100 -
48% _ EDR (n=20) 91%
40 80 -
P=0.028 BDR (n=25) O 67%
60 - N BDR (n=28)

Grade 2-4 AGVHD %
(2]
<
Cytogenetic remission (%)

20+ 40 -
EDR (n=12)
10 20 -
S — 8%
)
0 I % I ! ! 0':'l"l"l"i"l"I"l"l
0 20 40 60 80 100 0o 3 6 9 12 15 18 21 24
Days post last DLI Months post first DLI
Dazziet al. Blood 2000 PR
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—4— gPCR neg/sDCC 88-94%, n=9
==di== gPCR/SDCC pos, no intervention, n=10

—i— qPCR/SDCC pos, with intervention, n=11 21 relapsesvithin 2 years(N=94)

100 4
F 5. 12 relapsadetectedby gPCRand/or sDCC
g
= 501
:
=
2 25-
Sensitivity
0 y by : . | 75% forcombinedgPCRsDCC
0 30 80 %0 120 69% forgPCR

Days after gPCR/sDCC positivity 56% forsDCC

A

Wethmaret al, BMT 2020 C 19))
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WHEN?
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GvHD?
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a) Genomic loss b) epigenetic downregulation (HLA class 1)
. . HLA
Genomic Loss class N ey
and epigenetic .
@ downregulation —
of HLA
HLA
- o cless |
AML blast AML blast
e nn_socralion TIM-Z  CD200
p : . CD47 1 /‘
umlﬂm 5|p:|:l-'|,§:!-___ --".___‘- !I .
Downregulation of o e 3 '-
@ inhibitory/activating| E ( . .-'
checkpoints and e 1"..5% o
ligands
9 / AML blast macrophage LSC
Sauereret al. Mol Cancer 2023 C19))
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FirstStep: WITHDRAWAL OF IMMUNOSUPPRESSION (} TREAT

[ ] Gaadeaidic(n %
O A a HCT, median ( 5(21-71) 58(27-10) 08 | 1.0
Patients Gender
[ ] Mee Q (663 24(706) 08B | os L P=0.58
Femele 3 D(RY) 10(204) ———
2 Do | zos - —
e leukermia 61(635 9(265 <000l |5 Lo
AL 1(11) 4(118 £
[ ] ’ disease 3(34) 4(118) & 0.4+ \
RD 1(1 2(59
ir \ Koute lyrphooyticleukenia 2(22) 0 oo
MDS 0(1.2 8(239 — Impending rolapse Q
[ ] MFD 6(67) 0 -
Mixed MDSMFD 1(12) 0 °-07 ] 'S A x 5
mwn disease 4(45) 7(2.).@ &Xfrom IS taper
@ ~
[ ] Myeloid diagnosis (876 17(500) <0000L
Kekre et al. Haematologica 2015 [i ||\||
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Posttransplant
AML Relapse

Complete NGS

- Reassessment
Immunosuppression taper

Fitness Assessment

SecondStep: ACHIEVING REMISSION

Imminent Relapse .

Dropping chimerism,
reemergent mutations on
standard NGS, or newly MRD+

IS taper, hypomethylating agents,
preemptive DLI, clinical trial

! ' ! !

. . .. . Older/Frail with Older/Frail without
Fit with FLT3 mutation --- Fit without FLT3 mutation --- Torgetable Mutation TErs e e

HMA + Ven Mutant IDH1/IDH2 inhibitors HMA =+ Ven
Menin inhibitors

Clinical trial Clinical trial Clinical trial Clinical trial

Consolidate with Cellular Therapy. Consider:
1. DLI in the setting of adequate T-cell chimerism and low disease
burden. Can be intercalated with HMA or other targeted therapies
2. 2nd HSCT reserved for fit patients
3. Prioritizing clinical trials

Gilteritinib (ADMIRAL) Intensive Chemotherapy HMA =+ Ven or Targeted Agent:  Nonintensive therapy:

!

Extramedullary-Only Disease

Low disease burden/Leukemia Cutis:
Consider Ipilimumab

Organ compromise: Radiation
oncology consultation

Gooptu et al. Blood 2025
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All diseases
1001
No DLI/retransplant
T DLI
ey Retransplant
m_
&
5 9
>
-
(77}
g m‘
20
P <.0001
0 12 24 36

Months from Relapse

Thanarajasingam et al., BBMT 2013

AML

DLI/2d SCT
b e e i
]
=
1
L i Chemoalone
ot ) 7 ] L !
Schmid et al., Blood 2012 C 2))
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A B KRemission duration c Stage at HSC 12
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E 1 ——— o= — — — o
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YOUNGER
LONGER REMISSIO DLI
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Schmid et al., Haematologica2018 N //
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