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From guidelines to clinical practice: positioning of PTCy vs ATG

Limitations of standard PTCy: toxicity and unmet clinical needs

Optimizing PTCy dosing: can we reduce dose while preserving efficacy?

PTCy plus ATG combination: rationale and current evidence
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5;#%."(0+{Skattle and Baltimore, 1999-2006) enrolled 68 high-risk patients (,*+(&(<+for -.0,)0")%0++#657

J%"%0$/&"="7"/(0&%$+(G=$+&01;4

Luznik L et al. BBMT 2008; 14:641-50
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4@0-*AAAXO0Hn=346 AML/MDS low blast, MAC matched donor transplant): 1:1:1 randomization to *B 8(8#56C

DAE#s 4567DEGHKs G5HI596 DEGR"#$%"&()*+#(, : 2-year CRFS.
I"#$ %%
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Log-rank test Pvalue
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= *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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4@0-*%AAA%"0,)#$(J*)80r¢0itE0151 high-risk patients receiving NMA conditioning randomized 2:1 to 456 16K9%
D-@#".%/#"-¥BKIIGG! . I"#$%"&-'()*+#(,.-non severe GVHD" within 180 days

100- &'()*+,, -,.-+(&./0 — 1004 123*45678&./0
754 75 -
50 CsA/MPA 504 CsA/MPA
P=.007

P<.001

25 - PT-Cy/CsA 25 -
PT-Cy/CsA
04 T T T 1 04 T T T 1
0 3 6 9 12 0 6 12 18 24
Months Months
At risk: At risk:
CsA/MPA 52 25 20 19 19  CsA/MPA 52 36 21 15 13
PT-Cy/CsA 99 66 59 53 51 PT-Cy/CsA 99 75 59 52 46

'0123410#56#78501#9#:8#4 8501 29@HA B@# 756 @8:34@ 16 @ 345C#3406;CRIE IHBEHBEBB4 7#616 @ LE3GH#@815@E14@(

Broers A.E.C. et al. Blood Adv 2023; 11:3378-85
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4@0-*%AAA%"0,)#$(J*)ebr¢0iE0431 onco-hematological patients receiving RIC randomized 1:1 to 456715961GG!%
vs G5HI596. I"#$%"&-'()*+#(,.-/&GRFS
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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

LK, CIKand ."0,-1+0,. #*+0.*) )*0.@- were -($(+0"among the two groups

Bolafios-Meade J et al. NEJM 2023; 388:2338-48
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Product: ATLG (60mg/Kg) Product: ATG (4,5mg/Kg) Product: ATLG (30mg/Kg)
Setting: AL/MDS/CML/MPN Setting: AL/MDS/CML/others Setting: AML/ALL
Transplant year: 2003-2007 Transplant year: 2010-2013 Transplant year: 2006-2012
Setting: MUD Setting: MUD/MMUD Setting: MRD
123&./0 1#$ 8&./0
100 e, x'=870 100+
g 100 Log-rank p=0-0031 o0
B _ 807 g s non-ATLG
& 075 - £
~ S " [
2 non-ATLG e g
G 3 = 50 P<0.001
% % 40+ ‘95 404
g ATLG £ ; 30 r
e B S T
B [ I [ | [ [ [ | 0 T T T T T 1 0 P T T T T T T 1
0 6 12 18 24 30 36 42 48 0 2 4 6 8 10 12 0 3 6 9 12 15 18 21 24
Months post transplantation Time from transplantation (months) Months since SCT
Number at risk No. at Risk
ATGF 90 70 54 43 28 14 B 4 2 o & B S5 4 36 19 Nowac 72 e 34 2z a2 2 13 17
Control 80 43 26 17 8 4 1 0 0 99 94 82 64 54 53 44

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
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Data on 1862 transplants (MN?OP%#3%Q0OQN%A.0+(0,%."0,-1perfui48(rv56 GITMO Centers (90.3%)

LSS $H(L2( /.3 (-9-.(:291:22
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4567 effectively -'11"*--*-% O++#*0/.(8*%5%/*;H3ut this benefit comes at the cost of )*+07*)%*,&"03.$*,.%0,)%
($%',¥%"*/#,-.(.".(#, and a @(&@*"%"(-X%#3%(,3*/.(#,-

610G, | E0L7(0 Voo
. Haplo-PTCy 42%
#4)-$(@%DQOC T 20122017 2765 MRD-PTCy _ _ 37%
Sib-CNI 23%
(*01211)
Single center Haplo-PTCy 40.9% 20% 59.1% 8.9%
0 -
BRI USA AU Matched (Tac/MTX) 41.5% 9.2% 23.8% 1.4%
(*31214 (*0121) (*31215
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R =Ml lve U0"(0<+* >W9%DMY PY%6AB6UO+
0.4 Other prophylaxis: 3.8%
27 4567:(.@# .%5EA 3.79 (1.05-13.60)  .041
P SEA%;(.@#A967 6.00 (1.24-34.07)  .027
S
2 027 4567;(.@%5EA 6.98 (2.01-24.24)  .002
= PTCY-based
- 01 - -I"'*-'_'_HH_ - _H-H n ] ] "
R No PTCY A" (#'%@ (- #"7%#3%/0")(0/%)(-*C 5.28 (2.63-10.60)  <.001
) —ri
o '
001, ; ; l A"(#'%."0.$*,.%;(. @%6S 1.66 (0.78-3.52)  .190
0 50 100 150
Follow-up (days)
Number at risk >(-#"7T%#3%>hb¥ed a trend toward a @ (&@*"%(,/()*,/6%0
PTCY 158 150 143 130 cardiac events: HR 1.94 (CI95%: 0.94-4.03, 0.073)
No PTCY 258 234 208 194

RIS S MIC)($H(4+**5'157 f.. ,0F-96.29-0H?9: -
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In VOZ%GO07#%6+(,(/%10a(th-@ (& X% $7*+#() %, *#1+0-Batkergoing WABITGIW 4465, 4567independently
predicted "*+01-*(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
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E 201
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Retrospective study on MN%.(*,.- who received a PBSC-haplo transplant at 3 European Centers
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100%
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Non-relapse mortality b GRFS
100% -
— PT-Cy 100 mg/kg: 31% at 2 years
— PT-Cy 80 mg/kg: 16% at 2 years
P=0.116 75% |
50%
25% - — PT-Cy 100 mg/kg: 36% at 2 years
— PT-Cy 80 mg/kg: 52% at 2 years
P=0.126
Number of patients at risk 0% - Number of patients at risk
55 38 30 27 26 21 19 16 6 55 33 24 20 19 15 13 11 4
38 31 27 24 11_0 0 0 0 33 26 21 19 9 0 0 0 0
T T T T T T
0 1 2 3 4 0 1 2 3 4
Years after HCT Years after HCT
: ; d :
Progression-free survival Overall survival
100% -
75% -
50%
— PT-Cy 100 mg/kg: 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
P=0.087 P=0.126
Number of patients at risk 0% - Number of patients at risk
55 38 30 27 26 21 19 16 6 55 40 32 29 29 23 21 18 9
38 31 27 24 1 3 381 29 27 12 1 0 0 0
T T T T T T T
0 1 2 3 4 0 1 2 3 4
Years after HCT Years after HCT
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Japanese registry study including VYOZ@01+#0,-1+0,.%ecipients (2010-2011) treated with 4567VOO%#"%\O%$&IX

(A) Grade II-IV acute GVHD (B) Grade IlI-IV acute GVHD © Chronic GVHD
"0 Dose of PTCY 1.0 4
Dose of PTCY 1.0 ose o : Dose of PTCY
3 o8- g U e o = Bedupedidose S os = Ed"::fmggss%
c 3 J 2 0.8+
S 2 o8 g
2 067 g 061 3 06+
P=0.22 £ 0. _ ° P=0.28 ! / *
£ .. P=0.20 g . Long-term transplant #'./#%$*-
3 5 o4] - .
-------------- F
° ”/—F_ ] . were similar between the two
o .
001 , , . 1o ool groups in terms of LK, TWG]Jand
0 50 100 150 0 50 100 150 0.0 0.5 1.0 1.5 2.0 g *
D: -
Dose of PTCY Number at risk e Dose of PTCY Number at risk Days Dose of PTCY  Number at risk Years + 0 1 .
Reduced-dose 425 318 270 253 Reduced-dose 425 381 343 324 Reduced-dose 425 261 146 76 52
Standard-dose 425 299 249 219 Standard-dose 425 366 331 300 Standard-dose 425 241 153 91 65
(D) Extensive chronic GVHD (E) GRFS (F) Discontinuation of immunosuppressive drt
*1 *1 1
1.01 101 Dose of PTCY 1.0 Dose of PTCY HOWEVEF, 30' %, . #1@(+%
P2 foducod dose = Eoueegdose = Beesgdoxs
b4 i -= Standard-dose 8 - | * n * el 1] *
g o8 o8 L . ,&"03.$*,.%and +#;*"%"0.*-%#3%
3 z 8
S 06 Z 06 £ 0671 "
P72 3 § o g <0/.*"(0+%(,3*/.(#,Were observed
F 041 S 041 £ 041 Pl .
2 . with the lower PTCy dose
3 0.2 0.2 ® 4 i
(&) _—//"-m P=0.69 5 0.2 Y
2 E
00, : : : : X e e —
00 05 10 15 20 o 1 2 3 ‘ 5 o 1 2 3 4 s
Dose of PTCY  Number at risk L Years Dose of PTCY  Number atrisk ' c2>
Numb K umber at ris|
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

OAL#XT#?56#G5CGBC5@10#B6347#@A1#2:CC:?347#D5835R CRBDFRHET UoB(3 6 VEBIHSB/ZEAA#GA @ 1463 @ 1#540#XT
T<U(D(")$+(42('./.0 ,(?9/.(T32313>>
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4@0-*%VIQ%TA L r{0ded PTCY dose with primary endpoint grade Ill-IV aGVHD

Parameter

N (patients)
aGVHD grade II-1V
cGVHD

ANC Engraftment
Immune recovery
Relapse (2y)

NRM (2y)

GRFS (2y)

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

~45%

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

52%

ND

ND

ND

ND

ND

>

Cumdatve incidence (%)

Cumlative incidence (%)

2]

Probability (%)

Acute GVHD B Chronic GVHD
100 100
ot a1 200 days: %
80 — all acute: 9% (95% Cl, 1 to 25) = w0 — al (95% Cl, 16 to 54)
— grade IHV: 0% £ — re therapy: 13%
7 g 0 t
50 & w0
50 2
w0 £ w
30 R
2 S 20
10 — 10
o+ t
0 50 100 150 200 o & 12 18 20 30
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No.atisk No.at sk
— 10 It 15 12 —2 14 & & & 2 0
— 20 18 1 12 —2 16 1 10 o 2 o
Relapse E Non-Relapse Mortality
100 100
920 at 2 years: 90 podrs:
oS 229% (95% C, 810 40) = w 1766 (95% CI, 5 10 36)
70 8 70
w0 £ w
50 2 50
wo £ o
30 E 30
3

2
10
o+

c
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No. of Systemic Immunosuppressive
Agents

100 i

%0

o

70

0

50

P

2

2

10

o

12345678 010112
Wonths post-HCT
memimo
Disease-Free Survival

at2 years:
619 (95% CI, 38 t0 77)

0 6 12 18 24 30 36 42 48
Months post-HCT
No. at risk
23 20 14 14 12 4 1 1 0

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 Survival by Disease-Risk Index | GVHD-Free Relapse-Free Survival (GRFS;
100
%
80
7 = 5
60 < <
40
b g g
2 2 years: 2 at2years at2 years:
o 61% (95% C,38 10 77) 1o ] — Lowlintermediate: 85% (5% G 51 10 96) 52% (85% C1, 31 to 70)
o1 o ] = HighverHgh 30% 0% 1. 710 58) |
0 & 12 18 24 30 365 42 48 0 & 12 18 24 30 36 42 48 o & 12 18 24 3 36
Months post-HCT Months post-HCT Months post-HCT
No. atrisk No. at risk No. at risk
23 20 16 15 12 4 1 1 0 —1 o118 4 1 1 0 25 18 13 12 10 3 0
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Spanish retrospective study on VVYPA.(*,.- who underwent transplant with VOIVO%=RQ./@*) )#,#"- with 4567

PTCy 40 PTCy 50 i . s
Age, median (range) 57 (18—74) 55 (23 70) %o-e : e Eo.a PrOvi0aL T
Age >65 (%) 23.2 22.0 647 Foe | smmecs.
Male (%) 64.3 62.7 861 oz Pros for] fﬁw—“
AML (%) 41.1 33.9 637 ol ol |
Hypertension (%) 37.5 271 460 O e
Diabetes (%) 17.9 8.5 354 o w  m m @ w s S SR

Cardiac history (%) 8.9 6.8 792
KPS <90% (%) 21.4 32.2 _193 1.0 DOSE PTCY 1.0 DOSE PTCY

0 — 50 —
40 — = 40 —

HCT-CI >3 (%) 25.0 32.2 429 =
Myeloablative (%) 41.1 47.5 491

MUD donor (%) 53.6 67.8 = 0ad TN oaq PN
CD34+ dose (x106/kg) 6.6 6.01 .019 -
Letermovir (%) 83.6 19.6 <.001 PR P s Y P T

T T T T T
0 100 200 300 400

G-CSF (%) 88.9 0 <.001 S Folowup (@)

Follow-up (days) "
Number at risk Number at risk

FoIIow-up (months) 14.6 34.9 <.001 PTCY50 59 50 4 2 2 EICHS0 580 48 a2 2 S

PTCY40 56 49 3 29 29 PICY:40; .58 4 &2 et 21

15-Months NRM
0.6 1 PTCY 50 8"6% 15-Months GRFS
PTCY 40 0% PTCY 50 58.3%

0.6

Non-Relapse Mortality
GRFS

VH)ATEA(")SHABA' /.3 ,(:2.(230+"-1230¢"- -
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Studies from databases/registers (n = 7799)
Eml 9)

Studies screened (n = 4065)

Studies excluded (n = 4010)

Studies sought for retrieval (n = 55)

Studies not retrieved (n = 0)

Studies assessed for eligibility (n = 55)

ies excluded (n = 29)
n-English Article (n = 1

Studies included in review (n = 26)

Updated Search (n = 33)

DCHWS)(M(")($H(ABA'..3 ,(:2.(:291: >

< 01+2)-#"3"%"45
" B &I+, -&(.1&-01'(/2%(1-3'1,(4/-25/-2&(
'.-6/6,(."7(/89:; <T7'='25-"2

< 61+78$)(4-"845
>4</65("2689:; ?(-2.'65-"2&(/2%(&@ 7=-=/1(7'4/
@261'/7

<7 9141)4)(&;)8)"45+<(&3%)=
Al"# $6"&'B(-&(2"5(/(%' .-2'%('25-5,

S >142'4()
C"%(."7(7/2%"4-D'%(57-11&(/2%(</5-'25(&'1'65-
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CIBMTR study evaluating the impact of different :U>C%1"#1@ 7+QB(a%egies on :U>C%$0,(3*-.0.(#,-

Parent

4"*80+*,[*%#3%0:U>C
4
. Subsets of interest Stud
population
3

tudy population

Ve

~N

0 39
35
- 0 27
Grade 2-4
) EEEE——— Haploidentical SCT 1 Acute GvHD 22 20
PTCy + TAC + MMF ‘ N=264
N=758 Chronic GvHD* 14
Allogeneic SCT \ Y, N=206
2013-2017 4 A Grade 2-4 10
8/8 HLA-matched Acute GvHD
unrelated SCT N=1163
TAC £ MMF + MTX 0
— i *
N=2586 Chronic GVHD Grade Ill1VaGVHD Stage 3-4 Lower Gl
L ) _ N=1018

mno ATG mATG mPTCy

Percent (%)
N
o
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it o @OLHF0-10, Fom20t1 o208
N=374) | (N=67 submitted to @01+#0,-1+0,. 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 e PTCy
KPS <90, n (%) 80(21) 11(16) .35 =8 — — ATGHTCy
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% Cl 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

Y$))1Z$37$(@+("")$H(ABA'./.. ,(?0.(200+""-1200+""0
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An ALWP study on V@)'+. 10.(*,.- with 9GR%(,%6W%
submitted to @01+#0,-1+0,. from 2007 to 2021

Conditioning intensity

YSKSEXSHCT Mi(")($(B"#$%C"./.Q(-:9.(:-?:1:- 2>

Year of transplant 2018
Donor age, years 36.5
Donor sex

Male 1861 (62.2%)
Donor CMV

Positive 1858 (63.4%)

MAC 1448 (48.3%)

RIC 1551 (51.7%)
Stem cell source

BM 925 (30.9%)

PB 2074 (69.1%)

2015 2018
37.5 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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1164 records identified through
searching Medline, Embase,
Cochrane library and CBM

? @ 2 A Barkhordar 2022

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)

[<A(14{")($H(AC" #:D+"#BYo++ AEY6C(£@r 7+ -1: 2+ -2+

-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)

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

-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 Hazard Ratio

i % Cl IV, Fixed, 95% Cl
0.90 [0.55, 1.46] ——
0.51[0.28,0.93] —_—
0.47[0.19, 1.13] B
1.01[0.63, 1.63] I
0.59[0.38, 0.92] —
0.54[0.32,0.92] —_—
0.68 [0.55, 0.85] <&

01 02 0.5 1 2

5 10
Favours ATG/PTCy Favours ATG
Hazard Ratio Hazard Ratio
1V, w% Cl

0.93[0.62, 1.39]
0.43[0.19, 0.95] ——a—
0.50 [0.28, 0.89] L
0.70 [0.52, 0.95] >

01 02 05 1 2 5 10

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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¢ 4567 (-%0%/#",*"- #,%f 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, -.0,)0") %4567 (-%,#.%#1_$0with delayed immune reconstitution leading to increased infections, along
with cardiotoxicity concerns and a possible impact on relapse in high-risk disease

o] C#-*%#1 _$(JO_#,%(-%3*0:(etiticed-dose PTCy may preserve efficacy and improve engraftment and toxicity profile,
although it remains not standardized

& 6#3$<(,0_#,%-."0.*&(*-%¥IB67 %95:Fare biologically sound and associated with reduced GVHD and encouraging
signals in GRFS and survival

? a*7%&01-%"*$0(ncluding optimal dose, product and schedule, patient selection, and the long-term impact on
chronic GVHD, relapse, and immune recovery, with evidence still mainly retrospective

4 I'"*00)("*/_#, :moving beyond a one-size-fits-all approach toward personalized, biology-driven prophylaxis, shifting
from GVHD prevention to immune modulation
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4@0-*%AA%"0,)#$(J*) %N @BHpatients with heamtological malignancies TAC/MTX vs PTCy+Aba as GVHD
prophylaxis in 8/8 MUD/MRD. !"#$%"&-'()*+#(,: moderate-severe GVHD

o) *N\

R$%'$\=- Jm{é$)K§4 1+¢CO4 o 4 Moderate/Severe Chronic GVHD

*—<805$:-01;4 %! %% + Censored

?7-01H-$+0*>4809-$%( VA %JIKI( PH#$] %"KJI( 80% -

>(8(- 3
2@@D?5@ % % 2 oo - 4,_|—‘
5>*D5J! / ) E
@9HGZ'H$ + % £ 0% -

> (-$(-0(&$&/( E
AB % %! 20% -
*> / %

AII+6I&III+I+7 0% - . +

R " PTCY+Aba 4 24 24 22 22
W'SDA9 [ soc 4 14 13 10 5 0
=/D’'/P %- " 4 T T T T
- 0 100 200 300 400

=/D5-= J Days since transplant

>"+"04 Arm —— PTCY+Aba — SOC
5B>D5a> 1,%' "

- No differences on aGVHD and other transplant-related outcomes
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