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Allo Transplant for Acute Leukemia &
MDS

PROS: Curative.

CONS: Limited by:

1) Access

e 75%: no matched sibling.

« URD: 8/8 HLA-A,B, + DRB1or 10/10 HLA-A,B,” + DRB1 DO
allele matching limits access.

* Majority non-Europeans: no matched URD.

» Lengthy URD searches (2-4 months).

2) Transplant-related mortality
» Especially if mismatch.




Variables that Determine Outcome

*Biology of Malignhancy: determines need for hi dose @p vs reliance on GVL
sPatient Characteristics (age, extent of prior therap, comorbidities):
determines ability to tolerate hi dose prep, tac/CA, GVHD.




Variables that Determine Outcome

«Conditioning: *HSC source:

Midi eg Cy/ Thio/ Flu/ TBI 400 URD: availability depends on ancestry
Mini eg Cy/ Flu/ TBI 200 CB: > 90% (patient weight & ancestry)
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0 +28 ~ +100 +180  +lyea
slmmunosuppression (rejection/ GVHD)

sSupportive care: infection, bleeding, nutrition etc

*Biology of Malighancy: determines need for hi dose @p vs reliance on GVL
sPatient Characteristics (age, extent of prior Rx, cmorbidities): determines
ability to tolerate hi dose prep, tac/CSA, GVHD.







Unlimited Supply- (?)

» Collect from all racial groups r., ,
e Current inventory: |
NMDP: 200,000
NYBC: 50,000
Global: 600,000
e Limitation: $$$$$







Unrelated Donor CB: Cryopreserved Product
Product

Admit revolves
around patient, not donor.
Easy to reschedule.
Easy shipment.

Easy thaw.










NMA (n=19):

94% Ablative
(n=35): 94%

OS:65% @ 1 yr

DFS: 56% @ 1 yr




Further Benefit of Double CBT: Reduced Relapse’

Supported by other US & Eurocord analyses.
Due to unit vs unit interactions?
Verneris et al, Blood 20(






Why Is This Remarkable?



CB. URD

HLA-Match for CB units
. 6/6 (n=5): 4/10 - 9/10

. 5/6 (n=82): 4/10 - 9/10
. 4/6 (n=63): 2/10 - 7/10




CBT with high dose myeloablative
conditioning associated with
relatively high early TRM risk:

Is NMA (“mini”) prep the answer?



p =0.03






3 Yr EF Survival

/Doubles

3 Yr Overall Survival

/Doubles
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Suitable CB Graft
(match/ dose):
4-6/6 A,B antigen, DRB1 allele
2 units: each > 2 x 10NC/kg

Hi Dose Prep
Children
(Young adults)

CB search



Adults (n = 52)

Children (n = 23)

N —g

Median Age 41 yrs (range 16-69) 9 yrs (range 0.9-15
Median Weight 69 kg (range 47-105) 37 kg (range 7-72]
Diagnosis* 63% AML 43% AML
27% ALL 52% ALL
10% MDS/ MPD 4% MDS/ MPD
Conditioning 50% high 100% high
Intensity 50% midi
Recipient CMV+ 69% CMV+ 26% CMV+
Unit-Recipient 3% 6/6 2% 6/6
HLA-match 47% 5/6 63% 5/6
50% 4/6 35% 4/6
Median Inf. TNC 2.7 +1.9 3.3+2.6

Dose/Unit x 10/kg




Adults (n =52)

Children (n = 23)

Engraftment 94% 91%
Neut Recovery 26 days 20 days
Day 180 58% 44%

I1-IV aGVHD
Day 100 TRM 19% 9%

2 yr Relapse*

6%

9%




Disease-Free Survival

Children 0-15 yrs (n = 23): 78%

Adults 16-69 yrs (n = 52): 64%

Time Post-Transplant (Months)



Disease-Free Survival

Age <16 (n=23): 78%
Age 16-44 (n = 28): 67%

Age > 45 (n = 24): 61%

Time Post Transplant (Months)



Disease-Free Survival

CR1 (n=41): 69%

All others (n = 34): 67%

P =0.663

Time Post Transplant (Months)



Disease-Free Survival

High dose (n =49): 71%

Midi (n = 26): 62%

P = NS

Time Post Transplant (months)



Disease-Free Survival

Negative (n = 16): 88%

Positive (n = 36): 54%

Time Post Transplant (Months)



Disease-Free Survival

>3.0x10/kg(n=19): 77%

< 3.0 x 10/kg (n = 56): 65%

P =0.307

Time Post Transplant (Months)



Disease-Free Survival

7-10/10 (n = 34): 73%

2-6/10 (n = 41): 64%

P=0.418

Time Post Transplant (Months)



Why are These Results
Important?
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Disease-Free Survival

Children 0-15 yrs (n = 23): 78%
(Europeans 86%,
Non-Europeans 75%)

Adults 16-69 yrs (n = 52): 64%
(Europeans 62%,
Non-Europeans 66% )

Time Post-Transplant (Months)



Conclusions



Challenges for MDS Patients Remain



