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Randomized Trial of Two Irradiation Regimens (AML)
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Total Marrow and Lymphoid Irradiation in Combination
with Post-Transplant Cyclophosphamide-Based Graft
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Study schema

Cyclophosphamide
50 mg/kg

R/

3 4

Mon Tues Wed Thurs Fn Sat Sun Mon  Tues ‘Wed

4

BM/PBSC
infusion

« Target regions (up to 20 Gy): skeletal bone, major lymph node chains, testes, spleen, ribs,
sternum, skull.

+ Target regions kept at 12 Gy: liver, brain.

* Non-target regions: all other organs (e.g., lungs, heart, intestines, kidneys, eyes, bladder,
stomach).

« Maintenance therapy was allowed.




Patient characteristics

DiseaseStatus |
Bl % 0

2nd Remission 3 (11.6%
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Results: Bearman Toxicities

Grade
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No >grade 2 toxicities were encountered




Results: OS/RFS
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Results: Relapse and NRM

Relapse and NRM
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Results: aGVHD and cGVHD
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Results: GRFS
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Conclusions

100%

Gesamtiiberleben (0S)

6 und 12 Monate
(KM-Schdtzer)

%
9%
Akute GVHD Grad II-IV

bei 100 Tagen
(CIF 0,09)

%
0%
Non-Relapse Mortality

0% bei 6 und
12 Monaten

23%

Chronische GVHD (any)

Universitatsklinikum
Tibingen

bei 6 Monaten
Mdfig/Schwer: 7%

88%

Rezidivfreies Uberleben (PFS)

12 Monate
(95% Cl: 74-95%)

67%

GRFS - Primarendpunkt

GVHD-freies
rezidivfreies Uberleben




i

Koy




MYELOABLATIVE IS NOT ALWAYS BETTER:
DISMANTLING THE ONE-SIZE-FITS-ALL
APPROACH TO HAPLOIDENTICAL
CONDITIONING INTENSITY
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Study Design and Methods

« CIBMTR publicly available dataset 2017-2021
« Adult consecutive patients n= 5143
« First allogeneic HCT was included
« All patients received post-transplant cyclophosphamide (PTCy)- based GVHD
prophylaxis.
« Patient age:
« AML: <55 vs > 55 years
« MPN/MDS: < 60 vs > 60 years
« ALL: <40 vs > 40 years




Distribution of Conditioning Regimens
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Distribution of Conditioning Regimens

Myeloablative Conditioning (MAC)
Frequency % of MAC

1. MAC/ TBI 1088 53%
TBI/Flu 897 44%
*other 191 8%

2. MAC/ no TBI 969 47%

Flu/Bu +/-TT 619 30%

Bu/Cy 259 13%

**other 91 4%

* Other MAC/TBI: TBI + (Flu/Cy, Mel, Cy, FIu/Cy/TT)
** Other MAC/ no TBI: TBI + (Bu/Mel, Flu/Mel+/-TT,
Flu/cy, treosulfan)
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Distribution of Conditioning Regimens

|
Reduced Intensity Conditioning (RIC) Myeloablative Conditioning (MAC)
Frequency % of RIC Frequency % of MAC
3. RIC/ Flu/Cy/TBI 1869 61% 1. MAC/ TBI 1088 53%
Flu/Cy/TBI 1869 61% TBI/Flu 897 44%
*other 191 8%
4, RIC/ all other 1211 39%
2. MAC/ no TBI 969 47%
TBI/Mel 399 13%
Flu/Bu +/- TT 619 30%
TBI/Flu 262 8% BU/Cy 259 13%
Flu/Mel +/-TT 260 8% **ather 91 4%
Flu/Bu +/-TT 201 7%
* Other MAC/TBI: TBI + (FIu/Cy, Mel, Cy, FIu/Cy/TT)
*Other 85 3% ** Other MAC/ no TBI: TBI + (Bu/Mel, Flu/Mel+/-TT,

Flu/cy, treosulfan)
* Other: Bulcy, Flu/cy







AML = 55 years: Myeloablative Regimens Are Not
Associated With Survival Advantage
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AML =< 55 years: Myeloablative Regimens Are Not
Associated With Survival Advantage
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AML =< 55 years: Myeloablative Regimens Are Not

Associated With Survival Advantage
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AML > 55 Years: Myeloablative Regimens Are Not
Associated With Survival Advantage
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AML > 55 Years: Myeloablative Regimens Are Not
Associated With Survival Advantage
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AML > 55 Years: Myeloablative Regimens Are Not
Associated With Survival Advantage
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ALL Patients £ 40 Years: MAC/TBI and
Flu/ Cy/ TBI Show Comparable 0S
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ALL Patients < 40 Years: MAC/TBI and
Flu/ Cy/ TBI Show Comparable 0OS
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»  |Univariale OS
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ALL > 40 Years: Flu/ Cy/ TBI is Associated With
Superior OS Compared to Other Regimens
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ALL > 40 Years: Flu/ Cy/ TBI is Associated With
Superior OS Compared to Other Regimens
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ALL > 40 Years: Flu/ Cy/ TBI is Associated With
Superior OS Compared to Other Regimens
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MPN/MDS =< 60 Years: Myeloablative Regimens
Are Not Associated With Survival Advantage
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MPN/MDS < 60 Years: Myeloablative Regimens
Are Not Associated With Survival Advantage

Probability of Overall Survival
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MPN/MDS < 60 Years: Myeloablative Regimens
Are Not Associated With Survival Advantage
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MPN/MDS > 60 Years: Reduced Intensity
Regimens Show Superior OS Compared to
MAC/ TBI
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MPN/MDS > 60 Years: Reduced Intensity
Regimens Show Superior OS Compared to
MAC/ TBI
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MPN/MDS > 60 Years: Reduced Intensity
Regimens Show Superior OS Compared to

MAC/ TBI
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Conclusions: No One Regimen Fits All

MAC nicht besser als RIC MAC nicht besser als RIC

RIC/Flu-Cy-TBI: niedrigste NRM (3% bei 1 J., HR 0,50; p=0,017). OS MAC/kein TBI: sign. hdhere NRM (HR 2,16; p=0,003). Flu-Cy-TBI: bestes
vergleichbar. NRM/Rezidiv-Gleichgewicht.

MAC nicht besser als RIC RIC klar liberlegen

Kein OS-Unterschied (p=0,40). Relapse unter RIC/andere tendenziell hoher. RIC-Regime signifikant besser als MAC/TBI (HR 0,60-0,61; p<0,05).
ALL £40J.

MAC/TBI und Flu-Cy-TBI vergleichbar Flu-Cy-TBI klar Giberlegen

Flu-Cy-TBI: niedrigste NRM (HR 0,22; p=0,046). Hoheres Rezidivrisiko (HR
2,32; p=0,002).

Bestes OS: 82%/64% (1J./3).). MVA OS HR 0,57 (p=0,006). Niedrigste NRM.
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