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Outline

From guidelines to clinical practice: positioning of PTCy vs ATG
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PTCy in Haploidentical Transplantation: A Pivotal Study

Two trials (Seattle and Baltimore, 1999-2006) enrolled 68 high-risk patients ineligible for standard allo-HCT.

T S N Y
. Infusion
Median age, years (range) 46 (1-71) Cyclophosphamide (Cy) G-CSF
14.5 mg/kg/day TBI —
No. (%) 200 cGy MMF ‘
Sex, Male (%) 42 (62%) BMT f 1 Tac;ghmus
Diagnosis, No. (%) Day -? ? -; ? ? 10 ?5 10 20 30 40”7 90 180
AML 2730 Fludarabine 30 mg/m?/day G 50,makgiday,
CR1/CR>1/ Not in CR 12/13/2 days 3,4 (n=40)
ALL 4 (6% 4 ;
_ (6%) 100 Acute GVHD %91 Extensive chronic GVHD
CR1/CR>1/ Not in CR 2/1/1 —_
X
MDS 1(1%) 5 807 801
CML/CMML 6 (9%) £
T 60 1 60 4
CLL/HL/NHL 26 (38%) S
0,
MM/plasmacytoma 3 (4%) g 40 | Grades LIV 40 1
PNH 1(1%) 2 ~ Cy d 3 (Seattle; n=28)
No. prior treatment regimens (range) 4 (0-10) 3 20 P
Grades llI-IV . o Cy d 3,4 (Baltimore; n=40)‘ »
Sensitive to prior treatment (%) 49 (77%) ] 0 revesesereeti ™ i
I 1 I I I I I I I 1
Prior autologous transplant (%) 21 (31%) 0 50 100 150 200 0 100 200 300 400
Days after transplantation Days after transplantation

Luznik L et al. BBMT 2008; 14:641-50
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CNI-free cGVHD prophylaxis: the BMT CNT 1301 Study

Phase Il trial (n=346 AML/MDS low blast, MAC matched donor transplant): 1:1:1 randomization to ex vivo TCD
(PB) vs PTCy (BM) vs MTX/TAC (BM). Primary endpoint: 2-year CRFS.
CRFS oS

1.0 4 1.0 4
Log-rank test Pvalue
CD34 v Tac and MTX: 0.24
PTCy v Tac and MTX: 0.41
0.8 1 CD34 vPTCy: 0.72 0.8 1
= =
o= k=
o] - — .
S 06 = 06
Q0 ©
=) =
— o
= *5_ — CD34 1 year: 75.7% (95% Cl, 66.4 to 82.8)
@ e == CD34 1 year: 60.2% (95% Cl, 50.3 to 68. o 041 —PTCy 1year:84.6% (95% Cl, 764 t0 90.1)
o — PTCy 1 year:60.3% (95% Cl, 50.5 to 68.7) o) — Tac and MTX 1 year: 84.2% (95% Cl, 76.1 to 89.7)
(] — Tac and MTX 1 year: 52.6% (95% Cl, 43.1 to 61.3)
c— . 0 0y
0.2 — CD34 2years:50.6% (95% Cl, 40.8 to 59.6) 0.2 - E?g‘i 2 years: ;30.1;. (SSD/A, (C:: 5;): to 68.?)
— PTCy 2 years: 48.1% (95% Cl, 38.5 to 57.1) - i i dzh;:':(r; 6.2 °;251:/ (s;;/‘crc’;aé 4 2
— Tac and MTX 2 years: 41.0% (95% Cl, 32.0 to 49.9) ammatloct o LA SO L
T T T T T T T T T T T T T T T T
0 3 6 9 =92 15 48, 21 24 0 3 6 9 “12¢ 45 18 21 ‘24
Time After Random Assignment (months) Time After Random Assignment (months)
No. at risk: . at risk:
CD34 114 101 81 72 64 56 54 51 49 34 114 105 90 8 80 69 68 64 59
PTCy 114 104 83 70 66 63 59 57 47 Cy 114 108 101 95 92 89 84 83 75
cand MTX 118 112 107 103 95 92 89 87 81

Tacand MTX 118 110 92 73 60 52 49 48 42

Luznik L et al. JCO 2022; 40:356-68
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PTCy in 8/8 matched transplantation: HOVON NL2128 study

Phase Il randomized trial enrolling 151 high-risk patients receiving NMA conditioning randomized 2:1 to PTCy/CSA
(short course) vs CSA/MMEF. Primary endpoint: non severe GVHD" within 180 days

754
504 CsA/MPA
P=.007
25 - PT-Cy/CsA
0' T T T 1
0 3 6 9
Months
At risk:
CsA/MPA 52 25 20 19
PT-Cy/CsA 99 66 59 53 51

12

19

100- Extensive cGVHD
75 4
504 CsA/MPA
P<.001
25 -
PT-Cy/CsA
0' T T T 1
0 6 12 18 24
Months
At risk:
CsA/MPA 52 36 21 15 13
PT-Cy/CsA 99 75 59 52 46

*defined as grade | or grade Il aGVHD without gastrointestinal involvement, and cGVHD not requiring systemic treatment)

Broers A.E.C. et al. Blood Adv 2023; 11:3378-85
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PTCy in 8/8 or 7/8 matched transplantation: a practice-changing study

Phase lll randomized trial enrolling 431 onco-hematological patients receiving RIC randomized 1:1 to PTCy/TAC/MMF
vs MTX/TAC. Primary endpoint: 1y GRFS

GRFS g3-4 aGVHD Mod-severe cGVHD
100+ ! 100+ | 100+ ,
I
90+ | 90 i 90 !
| — 1 — |
@ 807 52.7 (95% Cl, 45.8-59.2) | & 804 i & 807 !
g 70 ! g 704 ! g 701 !
S o i g 60 ! S 60 35.1 (95% Cl, 28.7-41.6) i
— o= I (%]
o 50 | 2 sod ! = 50 i
on 1
g 40 | 2 a0 14.7 (95% Cl, 10.3-19.8)! g 40 :
[ < 1 —_ i
g 301 ! 2 30 6.3 (95% Cl, 3.5-10.2) ! 2 30 i
& 204 ! 5 20 S ! 3 20- .
34.9 (95% CI,28.6-413) 1| o S ' 1o !
104 ! 104 : 219 (95% Cl, 16.4-27.9)
0 T T T T T T T T T T T | 0 —r T T T T T T T ] 0 T T I T T T T T T T |
0 1 2 3 4 5 6 7 8 9 10 11 12 0 10 20 30 40 50 60 70 80 90 100 0 1 2 3 4 5 6 7 8 9 10 11 12
Months since Transplantation Days since Transplantation Months since Transplantation
No. at Risk No. at Risk No. at Risk
Experimental 214 197 187 172 155 149 138 123 117 116 112 109 24 Experimental ~ 208 203 199 195 192 190 186 185 181 179 176  Experimental ~ 208 200 195 186 175 164 154 139 131 127 123 121 30
prophylaxis prophylaxis prophylaxis
Standard 217 199 174 164 150 142 125 106 97 87 80 78 14 Standard 212 209 204 193 187 178 174 172 170 170 169  Standard 212 207 198 193 179 169 148 129 116 105 94 88 17
prophylaxis prophylaxis prophylaxis

OS, DFS and transplant-related deaths were similar among the two groups

Bolafios-Meade J et al. NEJM 2023; 388:2338-48
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Role of AT(L)G in the prevention of GVHD

Product: ATLG (60mg/Kg)
Setting: AL/MDS/CML/MPN
Transplant year: 2003-2007

Setting: MUD
Ext cGVHD
1.00
075
non-ATLG

ATLG

Incidence of cGvHD (extensive)

1 T T T T
0 6 12 18 24 30 36 4

Months post transplantation
Number at risk

ATGF 90 70 54 43 28 14 13 4
Control 80 43 26 17 8 4 1 0

Event-free survival (%)

80

60

40

20

Setting: AL/MDS/CML/others
Transplant year: 2010-2013

Product: ATG (4,5mg/Kg)

Setting: MUD/MMUD

EFS

Y'=870

Log-rank p=0-0031

T T T

T
4 6 8 10
Time from transplantation (months)

N -

87 73 55 42 36
94 82 64 54 53

19
44

Incidence of Chronic GVHD (%)

No. at Risk
ATG
Non-ATG

100+
90
80
70
60
50
40
30
20
10

83
72

Product: ATLG (30mg/Kg)
Setting: AML/ALL
Transplant year: 2006-2012

Setting: MRD
cGVHD
non-ATLG
P<0.001
-
L ATLG
é fli EI) 1]2 1‘5 1]8 2‘1 2‘4
Months since SCT
78 55 46 42 40 38 38 25
68 34 23 21 20 18 17 9

No statistically significant difference in relapse incidence with the inclusion of AT(L)G compared with standard GVHD prophylaxis

Finke J et al. Lancet Oncol 2009; 10: 855-64; Finke J et al. Lancet Haematol 2017; 4: e293—-301; Walker | et al. Lancet Oncol 2016; 17: 164—73; Kroger N et al. NEJM 2016; 374:43-53



7%31—1]\/19, . XX Congresso della Societa GITMO - RIUNIONE NAZIONALE GITMO

The current EBMT 2024 recommendations on GVHD prophylaxis

PTCy or rATG PTCy or rATG
houl houl
PTCy should not should be ks
. preferred over preferred over
Recommendations be preferred to ) . Not covered
ATG prophylaxis prophylaxis
without either without either
agent agent
Grading NCCN 2A NCCN 1 NCCN 2A -

Penack O et al. Lancet Haematology 2024; 11: e147-e159
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GVHD prophylaxis in contemporary Italian transplant practice

MRD MUD
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Epidemiology of Acute and Chronic GVHD: GITMO GVHD24 survey

Acute GVHD Chronic GVHD

163; 9%

265; 14%

1236; 66%

No aGVHD Gradel = Gradell = Grade lll-IV No cGVHD Mild = Moderate-Severe

Data on 1862 transplants (93.0% of 2023 Italian transplant activity) performed in 56 GITMO Centers (90.3%)

Polverelli N et al. AJH 2026; 101: 350-355
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Outline

Limitations of standard PTCy: toxicity and unmet clinical needs
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Infectious risk in patients receiving PTCy-based prophylaxis

PTCy effectively suppresses allo-reactive T cells, but this benefit comes at the cost of delayed engraftment and
immune reconstitution and a higher risk of infections

Multicenter IRl e
Goldsmith (2021) | (" 20122017 2765 MRD-PTCy ) _ 37%
Sib-CNI 23%
(p<0.001)
Single center Haplo-PTCy 40.9% 20% 59.1% 8.9%
L ) USA 2011-2018 187\ tched (Tac/MTX) 415%  9.2%  23.8% 1.4%
(p=0.06) (p<0.01) (p=0.03)

Mikulska M et al. Blood Reviews 2023; 62:101092; Goldsmith SR et al. Blood 2021;137(23):3291-305; Chang G et al. J Blood Med 2019;10:135-43
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The impact of PTCy on cardiac toxicity

05 4 Day 3780 CIF of *UE Variable HR(95% CI) P Value
0.4 Other prophylaxis: 3.8%
2047 PTCy without TBI 3.79 (1.05-13.60)  .041
P TBI without PTCy 6.00 (1.24-34.07)  .027
£
2 %27 PTCy with TBI 6.98 (2.01-24.24)  .002
= PTCY-based
* o1 A §— ¢t = C s
L No PTCY Prior history of cardiac disease 5.28 (2.63-10.60) <.001
f .
0.0 4 = . .
T T T T Prior treatment with CY 1.66 (0.78-3.52) .190
0 50 100 150
Follow-up (days)
Number at risk History of HTN showed a trend toward a higher incidence of
PTCY 158 150 143 130 cardiac events: HR 1.94 (CI95%: 0.94-4.03, 0.073)

No PTCY 258 234 208 194

Perez-Valencia Al et al. Blood Adv 2022;7(10):2018-2031
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Can the risk of relapse be affected by PTCy?

In 107 Mayo Clinic patients with high-risk myeloid neoplasms undergoing RIC/NMA allo-HCT, PTCy independently
predicted relapse (HR 6.7, 95% Cl 2.63—-17.09; p<0.001).

Non-relapse mortality Relapse
x 60 GVHD prophylaxis P=0.10 P < 0.001
© — -
8 TAC/MTX |
=Py e k-
S 40+ o
‘& o
k= e
2
E 201
-
£
-
O o

Time since alloHCT, years

Hassan K et al. AJH 2025; 100:2134-39
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Outline

Optimizing PTCy dosing: can we reduce dose while preserving efficacy?
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Reduced-dose PTCy for MAC/RIC PBSC-haplo transplants

Retrospective study on 93 patients who received a PBSC-haplo transplant at 3 European Centers

a Non-relapse mortality b GRFS
PT-Cy 80 mg/kg | PT-Cy 100 mg/kg 100% 100% -
Parameter — PT-Cy 100 mg/kg: 31% at 2 years
n=38 n=55 — PT-Cy 80 mg/kg: 16% at 2 years .
75% - P=0.11 5% -|
Age, median (range) 69 (63-77) 68 (65—-75) 0.19 s
Male (%) 50 67 0.15 90z i
AML (%) 11 (29) o (34) 0.25 25% 25% -| — PT-Cy 100 mg/kg: 36% at 2 years
— PT-Cy 80 mg/kg: 52% at 2 years
Sl G 19 (0) 27(49) : - I 0
High/very high DRI (%) 10 (26) 28 (51) 0.06 3; & 217 = 12‘ 2 Z 2 Z 3: £ 21‘ & Z 2 Z 2 Z
HCT-CI 23 (%) 16 (42) 26 (47) 0.78 Years after HCT Years after HCT
Prior Cardiac event (%) 6 (16) 10 (18) 098 < Progression-free survival d Overall survival
Conditioning regimen 0.16 100% 7 100% 1
NMA TBI-based (%) 24 (63) 38 (69) 75% 75% -
TBF (%) 11 (29) 8 (15)
50% - 50% -
Sequential (%) 3(8) 9 (16)
GVHD prOphylaXiS 25% - — PT-Cy 100 mg“K.g 49% at 2 years 25% - — PT-Cy 100 mg/kg: 56% at 2 years
— PT-Cy 80 mg/kg: 65% at 2 years — PT-Cy 80 mg/kg: 70% at 2 years
CyClOSpOFIne + MMF (%) 100 100 1 0% P=O.08N7umber of patients at risk 0% - P:O'ljlﬁriber of patients at risk
ATG (%) 19 (50) 15 (27) 0.04 R R RN EN8ERTY 08
: 0 1 2 3 4 0 1 2 3 4
Years after HCT Years after HCT

Dulery R et al. BMT 2023; 58:386-92
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Comparison of different PTCy doses by propensity score matching

Japanese registry study including 1507 haplo transplant recipients (2010-2011) treated with PTCy 100 or 80 mg/kg

(A) Grade II-IV acute GVHD (B) Grade IlI-IV acute GVHD (©) Chronic GVHD
1.0
Dose of PTCY 1.01 Dose of ATCY <. 07 Dose of PTCY
3 o084 -- g(ea%udcaer?lg%ssee ° -~ Standard-dose 3 04 = gd"lg:ﬁggss%
2 | .
. 2 os £ 087 P=0.28
P=0.22 £ o _ =0.
2, P=030 s ] Long-term transplant outcomes
g g 04 e .
---------------- S
g “/—' E £l were similar between the two
3 o
001 , . , I ood—" groups in terms of OS, NRM, and
0 50 100 150 0 50 100 150 0.0 0.5 1.0 1.5 20
D
Dose of PTCY Number at risk e Dose of PTCY Number at risk Days Dose of PTCY  Number at risk Years re I a pse .
Reduced-dose 425 318 270 253 Reduced-dose 425 381 343 324 Reduced-dose 425 261 146 76 52
Standard-dose 425 299 249 219 Standard-dose 425 366 331 300 Standard-dose 425 241 153 91 65
(D) Extensive chronic GVHD (E) GRFS (F) Discontinuation of immunosuppressive drn .
10 . 10 Dose of PTCY 107 However, faster neutrophil
ose of PTCY — Reduced-dose — Reduced-dose
o - 5%‘1'1?1%%%553 08 == Standard-dose -- Standard-dose¢
g oo 051 oor engraftment and lower rates of
T 2 8
S 06 £ 06 2 o061 H H H
P02 3 50 e bacterial infections were observed
5 041 S 0.4 2 o L .
2 . with the lower PTCy dose
3 0.2 0.2 ® 4 Y/
(5] fmm P=0.69 E 0.2 Iy
00, : : : : X e e —
0.0 0.5 Ye1a.ps 1.5 20 0 1 2 3 4 5 0 1 2 3 4 5
Dose of PTCY Number at risk Number at risk Years Dose of PTCY Number at risk ' 22"
Reduceddose 425 202 186 108 76 Done o bTCY Mo ek 4 26 7  Reduceddose 307 62 20 10 3 1
Standard-dose 425 270 185 117 85 Standard-dose 425 174 83 55 37 23 Standard-dose 317 81 27 12 5 3

The PS was calculated using the following variables: age, disease risk, HCT-CI, conditioning regimen intensity and PS

Fuji S et al. BJH 2024; 204: F959-966
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Intermediate-dose PTCy for MAC haplo BM transplants

Phase 1/2 NIH trial to reduce PTCY dose with primary endpoint grade IlI-IV aGVHD

Parameter

N (patients)

cGVHD

Relapse (2y)

NRM (2y)

GRFS (2y)

aGVHD grade II-1V

ANC Engraftment

Immune recovery

9%
~27%
19 days
Slower
~18%
~18%

~45%

23
0%
13%
14 days
Faster
22%
17%

52%

ND

ND

ND

ND

ND

Hyder MA et al. Blood Adv 2025; 9:2553-69

Cumuativ incdence (%)

Cumulative incidence (%)

2]

Probabilty (%)

Acute GVHD B Chronic GVHD
100 100
% 21200 days: %0 2 years:
a0 ] — alacuter s @5l 11025) S g — llchonc:35% (6% 0, 161054
— grade IMV: 0% £ — reaquiing systemic therapy: 13%
70 g 7 (95% Cl, 3 to 30)
60 £ 60
50 2 s
40 £ w0
30 R
2 S 20
10 10
o4 o o4
0 50 100 150 200 o & 12 18 20 30 36
Days post-HCT Months post-HCT
No. atrsk No.atrisk
—o2 10 ” 15 12 —2 4 s s 6 2 o0
—2 20 18 16 12 —2 6 11 10 9 2 o0
Relapse Non-Relapse Mortality
100 100
% at 2 years: %0 at 2 years:
80 22% (95% Cl, 8 to 40) g 80 17% (95% Cl, 5 to 36)
7 F
60 £ 60
50 2 50
wo £ o
30 ERE
S 20

c

Patients (%)

m

Probability (%)

No. of Systemic Immunosuppressive
Agents

100 i

%0

o

70

o0

50

P

2

2

10

o

12345678 010112
Wonths post-HCT
memimo
Disease-Free Survival

2 yoars:
619 (95% CI, 38 t0 77)

2
10 ’_H
o+
0 6 12 18 24 30 36 42 48
Months post-HCT

No. at risk.
28 20 14 14 12 4 1 1 0

10 r_r_‘
o0+
0 6 12 18 24 30 36 42 48
Months post-HCT

No.at risk

23 20 14 14 12 4 1 1 0

0 6 12 18 24 30 36 42 48
Months post-HCT
No. at risk
28 20 14 14 12 4 1 1 0

Overall Survival H  Overall Sunival by Disease-Risk Index | GVHD-Free Relapse-Free Survival (GRFS|
100 100
% %0
80 80
7 = &
0 € 3
s Z £
40 2 £
2 £ £
2 at 2 years: 204 arzyears at 2 years:
o 619% (95% C1, 380 77) o | — Lowlntemedate: 85% (95% C1 51 10 96) 520 (95% C, 31 to 70)
101 — HighiVery High: 30% (95% CI, 7 to 58)
o+ o
o & 12 18 24 30 3 42 48 0 6 12 18 24 30 36 42 48 6 12 18 24 30 3
Months post-HCT Months post-HCT Months post-HCT
No.atrsk No.atrisk No.at risk
23 20 16 15 12 4 1 1 0 —1 1 on e 4 1 1 o0 8 18 18 12 10 3 0
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Reducing PTCy dose is matched transplant is feasible

Spanish retrospective study on 115 patients who underwent transplant with 10/10 HLA-matched donors with PTCy

PTCy 40 PTCy 50 10 i B
Age, median (range) 57/ (18—74) 55 (23 70) £oo | e Eo.a Frovanzi T
Age >65 (%) 23.2 22.0 647 Foe | smmecs.
Male (%) 64.3 62.7 861 Y et fo: fﬁﬁ
AML (%) 41.1 33.9 637 ol IR E anil—
Hypertension (%) 37.5 27.1 460 N° b \w: Tahiicullbs Nobem: o
Diabetes (%) 17.9 8.5 354 oo % m @ s S SR
Cardiac history (%) 8.9 6.8 792
KPS <90% (%) 21.4 32.2 193 ] sose e 9 —
HCT-CI >3 (%) 25.0 32.2 429 i v m] = .
Myeloablative (%) 41.1 47.5 491 Son | Sirme
MUD donor (%) 53.6 67.8 - o] = 80| PR
CD34+ dose (x10¢/kg) 6.6 6.01 .019 202 ]
Letermovir (%) 83.6 19.6 <.001 YR [ i T— o4 00
G-CSF (%) 88.9 0 <.001 w T me o o e
Follow-up (months) 14.6 34.9 <.001 provso ?:mbmms;g “ 2 e Frover Nggm“jik 2 & B

Pinto F.R. et al. TCT 2026; 32: 298.e1-298.e13
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Review of the available studies on dose reduced PTCy in haplo

Studies from databases/registers (n = 7799)
Embase (n = 2809)
Scopus (n = 2146)
Web of Science (n = 1898)
MEDLINE (n = 728)
CENTRAL (n =121)
CINAHL (n = 97)

References from other sources (n =0)
Citation searching (n =0)
Grey literature (n = 0)

<
9
®
&
e
]
3

References removed (n = 3734)
Duplicates identified manually (n = 2)
Duplicates identified by Covidence (n = 3732)
Marked as ineligible by automation tools (n =

0)
Other reasons (n = 0)

Studies screened (n = 4065)

Studies excluded (n = 4010)

Studies sought for retrieval (n = 55)

Studies not retrieved (n = 0)

Screening

Studies assessed for eligibility (n = 55)

Studies excluded (n = 29)
Non-English Article (n = 1)
Duplicate (n = 6)

Wrong dose (n = 5)

abstract only (n = 11)

Wrong intervention (n = 1)
Wrong study design (n = 4)
Wrong patient population (n = 1)

Studies included in review (n = 26)

Updated Search (n = 33)

Included

Shafqat A et al. TCT 2026; 32: 320-336

<" 1. Feasibility
Low-dose PTCy is feasible and likely maintains
efficacy for aGVHD prevention

<" 2. Uncertainty
Impact on cGVHD, infections and survival remains
unclear

< 3. Heterogeneity problem
“Low-dose” is not a defined entity

<" 4. Future
Need for randomized trials and patient selection



%!IMQ.WWM,__ XX Congresso della Societa GITMO - RIUNIONE NAZIONALE GITMO

Outline

PTCy plus ATG combination: rationale and current evidence
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Combining PTCy with ATG may be complementary

CIBMTR study evaluating the impact of different GVHD prophylaxis strategies on GVHD manifestations

o—

Prevalence of aGVHD
40 39
Parent . .
. Subsets of interest Study population 35
population
( 30 27
) Grade 2-4 =
— Haploidentical SCT Acute GvHD 3\— 22 20
PTCy + TAC + MMF N=264 €20
(8]
N=758 Chronic GvHD* o 14
o
Allogeneic SCT J N=206
2013-2017 Grade 2-4 10
8/8 HLA-matched Acute GVHD
unrelated SCT N=1163
TAC + MMF + MTX — 0
— i *
N=2586 Chronic GvHD Grade IIHVaGVHD
S ) N=1018

Saliba R.M. et al. TCT 2022; 3228: 681-693

Stage 3-4 Lower GI

mno ATG mATG mPTCy
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PTCy + ATG vs PTCy alone in haploidentical transplantation for AML

An ALWP study on 441 adult patients with AML in CR1
N=374) | (N=67 submitted to haplo-transplant from 2011 to 2019

Patient age, yr, median 56 (18-75) 56 (26-74)
Sex, females, n (%) 150 (40) 34 (51) .10
Secondary AML, n (%) 80(21)  10(15) .23 = -
Unfavorable cytogenetics, n (%) 89 (24) 17 (25) o — p=0.06 : PTCy
KPS <90, n (%) 80(21) 11(16) .35 =8 — ATG+PTCy
Months from dx to allo-HCT 5(2-24) 4.6(2-23) .03 § - : HR 0.46 (95%Cl 0.23-0.93; p=0.03)
ATG total dose, mg/kg, n (%) E o _
25 - 22 P 33% [95% CI 27-39)
5 - 28 e =
7.5-10 = 10 2 a8
40 _ 1 E S 7 21% [95% Cl 10-35]
Missing - 6 © — SR
Conditioning regimen, n (%) .54 s I | !
MAC 160 (43) 26 (39) : 1 . \
RIC 214 (57) 41 (61) Time from transplant (years)
Follow-up, mo, median (range) 19 (9-36) 15(4-36) .59 No between-group differences in the other outcomes seen

Battipaglia G. et al. TCT 2022; 28: 587.e1-587.e7
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PTCy vs ATG vs combination in haploidentical transplantation for AML

An ALWP study on 441 adult patients with AML in CR
submitted to haplo-transplant from 2007 to 2021

Year of transplant 2018
Donor age, years 36.5
Donor sex

Male 1861 (62.2%)
Donor CMV

Positive 1858 (63.4%)

Conditioning intensity

MAC 1448 (48.3%)

RIC 1551 (51.7%)
Stem cell source

BM 925 (30.9%)

PB 2074 (69.1%)

Bazarbachi A. et al. Cancer 2024; 130: 3123-3136

2015
37.5

2018
36.4

213 (59.8%) 197 (67.7%)

216 (64.7%) 168 (58.5%)

205 (57.3%) 139 (47.6%)
153 (42.7%) 153 (52.4%)

157 (43.9%) 55 (18.8%)
201 (56.1%) 237 (81.2%)

(n=2999) | (n=358) | (n=292)

<.0001
.76
A

.22

.005

<.001

acute GVHD II-IV

Q

g 1.0

g o8 =

g 0.6 == PTCy+ATG

Z 04

©

E 0.2

3 0.0 I T T T T T 1
0 30 60 90 120 180
) Time from transplant (days)

No.risk

PTCy2867 2424 1983 1845 1559 1471 1406
ATG:351 303 238 215 190 176 166
PTCy+ATG:269 231 208 194 145 137 130

chronic GVHD
(o]
% 1.0
3 o8 =N
'aE: 0.6 = PTCy+ATG
% 0.4
(0l T
3 00 T T 1
0 1 2 3
Time from transplant (years)
No.risk
PTCy2919 1022 583 366
ATG:340 110 60 43
PTCy+ATG: 284 89 54 30

acute GVHD IllI-IV

[0}

§ 1.0

g 08 =

,Oc_) 0.6 = PTCy+ATG

Z 04

©

E 0.2

3 0.0 I T T T T T 1
0 30 60 90 120 180
_ Time from transplant (days)

No.risk

PTCy2867 2424 1983 1845 1559 1471 1406
ATG:351 303 238 215 190 176 166
PTCy+ATG:269 231 208 194 145 137 130

GRFS
1.0
_ 08
©
= 06
c
a 04 — PTCy
0.2 — ATG
= PTCy+ATG
0.0
I T T 1
0 1 2 3
) Time from transplant (years)
No.risk
PTCy2993 1338 853 575
ATG:357 149 99 82
PTCy+ATG: 292 108 71 42
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Meta-analysis of studies on combination of ATG and PTCy

1164 records identified through
searching Medline, Embase,
Cochrane library and CBM

GRFS

A

800 records screened

364 duplicates removed

730 records excluded after

A 4

reviewing title and abstract

70 full-text records assessed
for eligibility

A4

26 records (14 eligible studies)
included for meta-analysis

44 records excluded, with reasons:
» Comparison with other regimens (n = 9)

.| * Comparison between ATG and PTCy (n = 5)

« Studies in nonhematological disease (n = 6)

» Non-comparative studies (n = 8)

* Dose-finding studies (n = 5)

» Studies of effects on immune reconstitution (n = 6)
« Studies in other types of donors (n = 5)

Luo C. et al. Transplant Cell Ther 2025; 31:32.e1-32.e15.

Barkhordar 2022 -0.1054 0.2468 20.1%
Cao 2023 (1) -0.6781 0.3086 12.8%
Cao 2023 (2) -0.7573 0.4495  6.0%
Tsai 2022 0.0129 0.2427 20.7%
Wang 2019 -0.5276 0.2267 23.8%
Zhang 2023 -0.6162 0.2718 16.5%
Total (95% CI) 100.0%

Heterogeneity: Chi? = 6.68, df = 5 (P = 0.25); I* = 25%
Test for overall effect: Z = 3.43 (P = 0.0006)

-0.0726  0.205 57.4%
-0.844 0.4044 14.7%
-0.6895 0.294 27.9%

Battipaglia 2022
Jullien 2023
Tsai 2022

Total (95% Cl) 100.0%
Heterogeneity: Chi? = 4.65, df = 2 (P = 0.10); I = 57%
Test for overall effect: Z =2.31 (P = 0.02)

Hazard Ratio

i % Cl

Hazard Ratio

1V. Fixed. 95% Cl

0.90 [0.55, 1.46]
0.51[0.28,0.93]
0.47[0.19, 1.13]
1.01[0.63, 1.63]
0.590.38,0.92]
0.54[0.32,0.92)

0.68 [0.55, 0.85]

Hazard Ratio

_Study or Subgroup log[Hazard Ratio]  SE Weight IV, Fixed. 95% Cl

JES —

—_—

—
—_——

——
I i

A 4

01 02 0.5 1 2
Favours ATG/PTCy Favours ATG

Hazard Ratio

0.93[0.62, 1.39]
0.43[0.19, 0.95]
0.50[0.28, 0.89]

0.70 [0.52, 0.95]

1V, w% Cl

—_—
_—

>

01 02 05 1 2
Favours ATG/PTCy Favours PTCy

Meta-analysis results suggest that ATG + PTCy is associated with
significantly lower rates of grade II-1V acute GVHD, with similar
relapse risk and improved overall survival and GRFS.
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Conclusions

¢ PTCy is a cornerstone of modern GVHD prophylaxis, widely adopted across transplant settings, while ATG still plays a
major role in current Italian practice, particularly in MUD and MRD.

. However, standard PTCy is not optimal, with delayed immune reconstitution leading to increased infections, along
with cardiotoxicity concerns and a possible impact on relapse in high-risk disease

© Dose optimization is feasible: reduced-dose PTCy may preserve efficacy and improve engraftment and toxicity profile,
although it remains not standardized

& Combination strategies (PTCy + ATG) are biologically sound and associated with reduced GVHD and encouraging
signals in GRFS and survival

? Key gaps remain, including optimal dose, product and schedule, patient selection, and the long-term impact on
chronic GVHD, relapse, and immune recovery, with evidence still mainly retrospective

% Future direction: moving beyond a one-size-fits-all approach toward personalized, biology-driven prophylaxis, shifting
from GVHD prevention to immune modulation



},Q‘?J'EMQ_‘ . XX Congresso della Societa GITMO - RIUNIONE NAZIONALE GITMO

Sistema Socio Sanitario

", Fondazione IRCCS $ Regione
 Policlinico San Matteo Lombardia Unit of BMT and Cellular Therapies

Medical Transplant Team

Nicola Polverelli }

Antonio Bianchessi GITMO
Irene Defrancesco
Gianluca Martini
Caterina Zerbi

Maria Grazia Benevento
Case Managers & Nurses EBMT

Maria Luciana Dellepiane '

Angela Correddu

Chiara Giacon Mi n.polverelli@smatteo.pv.it
Valentina Zoboli ﬁ @NicolaPolverelliEmatologia
® @N_Polverelli

m nicola-polverelli-410513107

Study Coordinator
Alessia Taurino




%!IMQ ________ XX Congresso della Societa GITMO - RIUNIONE NAZIONALE GITMO

Back up




},Q‘?JIMQ . XX Congresso della Societd GITMO - RIUNIONE NAZIONALE GITMO

PTCy plus Aba in 8/8 matched donor

Phase Il randomized trial on 43 patients with heamtological malignancies TAC/MTX vs PTCy+Aba as GVHD
prophylaxis in 8/8 MUD/MRD. Primary endpoint: moderate-severe GVHD

PT&L;Sba (:=01C5) Moderate/Severe Chronic GVHD
14 11

100% 4 4 Censor

\ Sex, Male (%) + Gensored

‘ Age (mean * SD), years 48 (+15.5) 47 (£16.5) —

‘ Disease 3

 AL/AML 17 12 g om 4 Al_l—‘

~ MDS/MPN 8 g

‘ Lymphoma 0 1 % 40%

‘ Disease status s

R 17 14 20% -

~sD 8 1

‘ Conditioning 0% * *

PTCY+Aba - 24 24 22 22 0

‘ TBI/Cy 6 4 soc 4 14 13 10 5 0

. Flu/Bud 13 6 : ; ; ' '
0 100 200 300 400

‘ Flu/Mel 6 > Days since transplant

‘ Donor Arm —— PTCY+Aba — SOC

~ MRD/MUD 8/17 6/9

No differences on aGVHD and other transplant-related outcomes

Koura D et al. Blood Adv 2025; 16: 4336-44



