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La ciclofosfamide post-trapianto é preferibile rispetto al
siero antilinfocitario nella profilassi della GVHD acuta
del trapianto da donatore HLA compatibile?
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«La ragione e il torto non si dividono mai con un taglio cosi netto Esistono soltanto due cose: scienza ed opinione; la prima
che ogni parte abbia soltanto dell'uno e dell'altra» genera conoscenza, la seconda ignoranza.
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ORIGINAL ARTICLE

Post-Transplantation Cyclophosphamide-
Based Graft-versus-Host Disease Prophylaxis

]. Bolafios-Meade, M. Hamadani, |. Wu, M.M. Al Malki, M_]. Martens, L. Runaas,
H. Elmariah, A.R. Rezvani, M. Gooptu, K.T. Larkin, B.C. Shaffer, M. El Jurdi,
AW, Loren, M. Solh, A.C. Hall, A.M. Alousi, O.H. Jamy, M.-A. Perales, |.M. Yao,
K. Applegate, A.5. Bhatt, L.5. Kean, ¥.A. Efebera, R. Reshef, W. Clark,
M.L. DiFronzo, E. Leifer, M.M. Horowitz, R.]. Jones, and 5.G. Holtan, 2023
for the BMT CTHN 1703 Investigators®

431 Patients were enrolled and undersent
randamizatiaon

L L

214 Were assigned to recgive 217 Were assigned to receive standard

experirnental prophylaxis prophylacis
6 Did not receive reducsd-intensity 4 Oid not receive reduced-inbensity
canditioning canditioning
196 Received sxperirnental proghyl aeis 202 Received standard prophylaxis
12 Did not receive experimental 11 Did not receive standard

praphylaxis prophylaxis

L L

203 Completed trial follow-up (indweding 208 Completed trial follow-up (incuding
thase wha died) thase wha died)
T withdrew 2 Withdrew
1 Was last to fellow-wp 1 Had other rexson
3 Had other reason

L L

214 Were included in the intention-to- 217 Were included in the intention-to-
treat populatiorn treat population

208 Were incleded in the tramnsplantation 213 Were incleded in the transplaniation
population populatiorn
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Multicenter phase 3 trial random (1:1)
Cyclophosphamide—tacrolimus—MMF(experimental)

Tacrolimus—methotrexate (standard).
The patients underwent HSCT from an
HLA-is sibl.or a MUD or 7/8 misMUD, after RIC.

Table 1. Baseline Characteristics of the Patients in the Intention-to-Treat Population.
Experimental- Standard-
Prophylaxis Group ~ Prophylaxis Group  All Patients

Characteristic (N=214) (N=217) (N=431)
Male sex— na. (%) 134 (62.6) 126 (58.1) 260 {60.3)
Age

Mean — yr 642485 64.5+8.9 64 3487

=65 yr — no. (%) 120 (56.1) 125 (57.6) 245 (56.8)
Kamofsky performance-status score =90 — no. (36)§ 106 [49.5) 108 [49.8) 214 (49.7)
Primary disease — no. (%)

Arute lymphoblastic leukemia 12 (5.6) 27 (12.4) 39 (9.0)

Acute myeloid leukemia 107 {50.0) 100 {45.1) 207 (48.0)

Myelodysplastic syndrome 63 (29.4) 65 (30u0) 128 (29.7)

Otherf 32 (15.0) 25 (11.5) 57 (13.2)
Donor type and HLA matching — no. [3)

Related donor 6/6 60 (28.0) 68 (31.3) 128 (29.7)

Unrelated donor 7/8 7(33) E(3.7) 15 (3.5)

Unrelated donor 8/8 147 (68.7) 141 (65.0) 288 (66.8)
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A Adjusted GVHD-free, Relapse- fre=

Mo. at Risk
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““GRFS: HR 0.64; P=0.001

Experimental prophylaxis
Standard proplyl avis

B Acute GVHD, Grade 111 or W

Cumulative Incidence [3)

Mo, at Risk
Experimental

prophrplacs
Standard

prophrplacis

1000~

40 14.7 (859 CI, 10.3-19.8)
30+ 6.3 (95% CI, 3.5-10.2)

o T T T T T T T T T
o 110 20 30 40 50 B0 T EO0 90 10D
Days since Transplantation
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Month £ dimce Tr o

208 200 195 136 175 164 154 155 131 137 123 131 30

212 207 19K 193 179 199 1438 129 116 105 5S4 3K 17

Table 2. Secondary End Points.®
Experimental- Standard-
End Paint Praphylaxis Greup Praphylaxis Group
percent (95% comfidence intenal)
Adjusted Ly survival
Crverall TR0 (T0a-82.1) 72.2 [B5.7-77.8)
Disease-free 67.0 (B0.2-72.8) 62.4 [55.6-65.4)

Cumulative incidence af 1-yr transplantation-related death 12.3 (8.2-172)

0.8 (15 5-26.7)

17.2 [12.4-22.8)
Curmulative incidence of 1-yr relapse and progression 20.2 {15.0-25.9)

Cumulative incidence of scute GVHD at day 100§

Grade Il te ¥ 53.8 (46.7—60.4) 51.9 [44.9-55.4)
Grade |1l ar |V 6.3 (3.5-102) 14.7 (10.3-19.8)
Cumulative incidence of chronic GYHD at 1 yr 21.9 (16.4-27.9) 351 (28.7-4l.6)
Cumulative incidence of neutroghil recovery at day 28 90.3 (85.3-93.8) 93.4 (89.0-946.1)
Cumulative incidence of platelet recovery to =20,000 platelets) 90.3 (85.3-93.7) 92.8 (&8.2-95.8)

micraliter at day 100

Cumulative incidence of infections at 1 yr

Grade 2 or 3 40,0 (33.2-46.7) 304 (24.3-36.7)
Grade 2 33.7 (27.3-40.3) 205 (15.3-26.3)
Grade 3 12.2 (8.2-171) 13.3 (9.1-183)

Cumulative incidence of CMVY reactivation at day 100 7.3 (4.3-11.4)

50 (42.8-57.2)

71 (4.1-111

Immunosuppression-free survival at 1 yrf 39.7 (32.9-45.8)

Ho. at Risk
Experimental

prophrplacis
Standard

prophylais

7.0 [95% CLL 60.2-T2.B)

E2.4 (353 Cl, 55.6-68.4)

o T T T T T T T T T
o 1 2 3 4 F & 7 & 9

Manths since Transplantation

e

T T
i 11

20E 153 190 177 167 L&2 159 152 147 146 143 140 29

247 20& 193 182 173 16T 155 145 142 157 132 130 32

Percentage of Patlents

Mo at Risk

Experimenital
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208 200 195 139 132 179 17€ 170 165 163 159 158 37
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No significative differences in:

relapse

engraftment and hematopoietic recovery
NRM

severe infections

0s BUT WITHOUT ATG!!
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Why ATG??

aGVHDII- aGVHD Ill -IV [cGVHD cGVHD RELAPSE
mod/ sev

ATG NO ATG NO ATG NO

kae 2017 & 33% 51% 11% 24% 14% 52% 30%
MAC 202 = = <0-

(ATG - F) 20 p=0.011 p=0.054 p<0-0001

Kroger 2016 |l 10% 18% 2% 8% 10,8 46% 32%

(ATG - F) aLAACIifB p=0-15 p=0-15 % p<0.001

Soiffer 2017 [ 23% 40% 4%  11%  12% 33% 16%

JCO (ATG - F)  [npimnens p=0.004 p=0-09 p<0.001

\WEILC gpop o Pr203MUD 50% 37% 28% 28% 13% 18% 26%

MMUD(20%) p=0-012 _ .
- p=1 p=0-15
Lancet oncol R -1V

(Thymo) PB 88%
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NO ATG NO
58% 21% 34%

p<0-000 p=0-15
1

68% 14% 12%

p<0.001 p=0.6

38% 21% 13%

p<0.001 p=0-5

41% 21% 31%
p=0:06 p=0.16

ATG
35%

32%

32%

17%

NO

30%
p=0-15

25%
p=0-21

21%
p=0-1

16%
p=0:73

ATG NO ATG
44% 36% 34% 13%

p=0-15 p=0-000
3

59% 64% 36% 16%
p=0-21 p=0.054

47% 65% 48% 18%
p=0-04 p=0-15

45% 24%
p=0-003
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Prophylaxis and management of graft versus host disease
after stem-cell transplantation for haematological
malignancies: updated consensus recommendations of the 7«7

RECOMMENDATIONS

Lamcet Haematol 2020;

European Society for Blood and Marrow Transplantation

Olaf Penack, Monia Marchetti, Tapani Ruutu, Mahmouwd Aljurf, Andrea Bacigalupo, Francesca Bonifazi, Fabio Ciceri, Jan Cornelissen,
Ram Malladi, Rafael F Duarte, Sebastian Giebel, Hildegard Greinix, Ernst Holler, Anita Lawitschka, Stephan Mielke, Mohamad Mohty,
Mutlu Arat, Arnon Nagler, Jakob Passweg. Héléne Schoemans, Gerard Socié, Carlos Solane, Radovan Vrhovac, Robert Zeiser, Nicolaus Krdger,

Grzegorz W Basak

Anti-thymocyte globulin as graft-versus-host
disease prevention in the setting of allogeneic
peripheral blood stem cell transplantation:

a review from the Acute Leukemia Working
Party of the European Society for Blood

and Marrow Transplantation

Haematologica 2017
Volume 102(2):224-234

Frédéric Baron," Mohamad Mohty,** Didier Blaise,” Gérard Socié,* Myriam
Labopin,®* Jordi Esteve,” Fablo Cicer,® Sebastian Giebel,” Norbert Claude
Gorin,”* Bipin N Savani,** Christoph Schmid** and Arnon Nagler=*

Lympho-depletion GyHD prevention
Antithymocyte globulin (ATG)
ATGAM (ATG-h) Palyclonal 1gG from horses immunized with human thymocytes +- -
ATG-Thymoglobuline (ATG-T) Polyclonal 196 from rabbits immunized with human thymocytes + +
(2510 mp/kg)
ATG-Fresenius / Neovil (ATG-F) Palyclonal 1gG from rabbits immunized with human Jurkat + +
T leukemia cell line i 15-60 mg'kg)
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rATG (Thymoglobulin [Sanaf, Paris, France] or Grafalon 100 1
[Neovii, St Gallen, Switzerland]) is recommended for

preventing GYHD in patients undergaing matched

unrefated donor allogeneic stem-cell transplantationt

rATG can also be recommended for preventing GVHDin -+ 95 pl:
patients undergoing MRD allogeneic peripheral blood

dllogeneic stem-cell transplantation; rATG s

recommendad for patients who are at a high risk of GVHD

Table 4. Proposed indications for immunoregulation with ATG in patients given PBSC from allogeneic donors.

Recommendation for AT6  Dose and timing of ATG

Myeloablative PBSCT from matched sibling donors® standard of care ATG-F 10 mg/kg/day on days -3, -2 and -1.
Myeloablative PBSCT from HLA-matchedunrelated donors™* standard of care ATG-F 20 mgkg/day on days -3, -2 and -1*.

ATG-T .5 mgkg on day -2 and 2 mg/kg on days -1 and +1.
RIC-PBSCT ludarabine-busulfan® recommended ATG-T 2.5 mg/kg/day on days -2 and -1.
Non-myeloablative PBSCT developmental /
HLA-haplo-identical stem cell transplantation (Bejing approach)®  standard of care ATG-T 25 mg/kg/day from days 5 to-2.

* some centers use smaller doses such as 15 mg/kg total dose.
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Serum weaknesses
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1) ATG formulations are not the same: there are not comparative head — to — head study.

Liu et al.,, 2021, [27],
Polverelli et al., 2018, [25], ( = 77) Qostenbrink et al., 2019, [26], "::-aZM-Tnta], Butera et al., 2021, [29], Wang et al., 2023, [25],
v e (n = 58) n = 67-Selected for ATG-T, (1 = 395) (n = 186) ATG ) . Recommended Dose for GvHD
e Formulation Type of Antibodies Prophylaxis (Total, mg/kg)
Type of ATG ATG-T ATG-G ATG-T ATG-G ATG-T ATG-G ATG-T ATG-T ATG-G ATG-T Py !
utilised
’ h-ATG Polyelonal 1gC from horses immunised with human thymocytes -
n =42 (72%) n =16 (28%) h _— 5 A
High-dose High-dose B B B ATG-T Polyelonal 1gG from rabbits immunised with human thymocytes 25-10
Number of ~ 31 (407 — 46 (60 —04 -9 44 (66% — 93 (34% n=197 n=198 n =107 — 79 (427 — - -
patients 1 =31 (40%) =46 (60%) e =D | TR mE B s (50%) (sewy 1T TPEZR) - Folyclonal IgG from rabbits immunised with human Jurkat T 560
n=18 n=7 AL leukaemia cell ling
Age (years), R
MT;: 45(17-61) 48 (18-66) 9 (1-18) 6 (1-17) 27 (6-50) 26 (3-52) [20_:7‘,2_;19_ 9 (20.?0-:6_8} 25 (3-59) 30 (3-65)
(range)
Sex. (% n=27 n=13 n=63 n=>50
\’;; ::3 n =23 (74%) 1 =29 (63%) NER NER (61.36%) (56.52%) n=99 (50%) =117 (59% (58.9%) (63.3%)
Female =8 (26%) n =19 (37%) . n= 1?_} n= 19[:1 ; 1n=98 (50%) n =81 (41% (:;1;:; (;;7‘23}
_ _ : - . 7% e s s .
Doseof ATG sl (MR It is important to know that antilymphocyte
e 7.5 mg/kg 30 mg kg MBI ME/KE 2 MK g Smg/ 6-75mg/ 20 mg/k 10 mg/
mg/kg 5/ ke y ] g /kg 5/ kg 5/ kg 5/kg
(total, mg/kg) Low-dose Low-dose Haplo Haplo ° ° . . . .
i comg/ks  smp/kg |\ W0mg/ks  20ms globulin is produced in rabbits after vaccination
Follow-up 51 815 815
(days/months), 2615 1 1 » H H
el e e B ool o alier s I with the human Jurkat T-cell line, whereas
o o o
_ i vt 2001, 271, antithymocyte globulin is produced after
- R Oostenbrink et al., 2019, [26], (nt = 214-Total, Butera et al., 2021, [29], Wang et al., 2023, [258],
olverelli et al., 2015, (25, br = 77) (1 = 58) = 67-Selected for ATG-T, (1 = 395) (1 = 186) . t . 'th h th t B
oo vaccination with human thymocytes. Because of
e AL =4 ALALN °
(3.7%) (5.1%) o . . [
pesteeataemis Acuie luisN ALLLE A the different immunologic properties of these
n =17 (56%) n =24 (52%) AML =42  AML n = 43|
MDS n =1 (3%) MDS n =7 (15%) ALLn =17 (39.3%) (54.4%) o I o .
Dignass | MR i) Mezaen | Taes T aracie | Sme o S distinct preparations and the lack of reliable
Lymphoproliferative Lymphoproliferative] AML n =25 (100%:) anaemia anaemia (0.9%6) {0%%)
ncnplusx:\:; n=11 ncop].':sm“s n=12 (60%:) CMLn : 23 CML ‘r‘l =6 - - -
P N comparative studies, the different brands and
(7.6%) 4
. o
doses are not interchangeable and our results
I \/
o o o
AU ¥ with antilymphocyte globulin may not be
H_::I jEF-Y H_[:I; t(j MAC MAC n = 1 (2:16‘,‘{'1) n=3(3.8%)
: _ o e o1 o n=154 ) " Haplo® . . /)
Condutonios | ety mSRE [ SO (et ) | BT ST e () e generalizable to antithymocyte globulin”.
&2 ]| TEwr e
— {0.9%)
Stem cell BMn=34 BM =14 "LI;:SC BN:‘LII BMn =25 BM i = 303
source, (%) BM 1 = 5 (16%) BM s =5 (11%) (81%) (87%) ;ﬁgfﬂj éﬁ?f’fg t}}&ﬁl (1;;;&5) NE: NER
BM PBSC n =26 (84%)  PBSC n =41 (89%) PBSC n =8 PBSC 22.73%) B7%) He 172 e 168
PBSC (19%) n=2(13%) PBSCn==6 PBSCn= (B7.3%) (B4.85%) ~ H H
o (13049 = Ao N. Kroger, C.Solano, F. Bonifazi NEJM 2016
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Annals of Hematolagy

High dose PT Cyclophosphamide as GVHD prophylaxis is a standard (drug, time , doses)

Arcuri et al.
Table 1 Swdies with matched-sibling and vorelated donors
Aurthaor Year Population Giraft Conditioning FTCy mgike  Other N aGVHD II-IV aGVWVHD II-1V cGVHD oGVHD, NEM 08
/\ extimod’
s

Lusnik [3] (F) 22 HLA-matched BM MAC 1060 - 10 3B% 10% MNR 7% 16% Te% @2y
Zu [4]{F) X2 URD PRSC MAC 40 ATG +C5A + MMF 53 5% B 14% 8% 13% To% @2y
Bolaftos-Meade [5]1(F) 2019 MSD and URD PRSC RIC 1060 TALC + MMF a2 7% i 4 IR% L 1% TI% @y
Kanakry [&] (F) 2004 HLA-matched BEM MAC 1060 - a2 3% 15% 14% 14% 16% 6T% @2y
Maoiseew [T] (F) 6 URD PRSC MAC and RI 1060 TALC + MMF f:01 19% 4% MNR 16% 16% 6% @2y
Gooptu [E] (CIBMTR)) 2021 URD B% PRBSC  RIC 1060 CRATAC + MMF 187 0% 4% 0% NR 8% 6T% @2y
Gooptu [E] (CIBMTR)) 2021 URD B% PRSC MAC 1060 CRATAC + MMF o7 % 4% 5% NR 15% TH% @1y
Brizsot [9] (EBMT) 220 URD 9% PBSC  MAC and RI 1060 NR 174 20% o% % 19% 15% 63% @2y
Mehta [10] (R 2022 MSD 0% PBSC  MAC and RI 1060 TAC + MMF 140 4% 1% 19% 10% 1% 65% @3y
Mehta [10] (R 222 URD TT% PBSC  MAC and R 1060 TAC + MMF 246 2% 2% 18% o% 13% 6l% @3y
Berro [11] (R) 2020 URD 26% PBSC  80% MAC 1060 TAC + MMF 28 5% 4% NR 4% 25% 6l% @2y
Coppeer [12] (R} 2020 MSD and URD 4% PBSC  TER MAC 1060 TAC + MMF 49 NR 6% NR 2% 9% BN @2y
Holitan [13] (F) 2022 MSD and URD PBSC RIC 1060 TAC + MMF 214 NR 6% 1% NR MNE T @1y
Broers [14] (F) 2122  HLA-matched PRSC RIC JLH] CREa o 3% 6% 5% 2% 1075 6% @3y
Brissot [15] () 221 HLA-matched PFRSC RIC JLH] CREa 43 35% 9% % MR 14% To% @1y
Carnevale-Schianca 2021 HLA-matched PRSC NR 100 TAC + MMF 85 6% MR T% T% 4% BIR @ly

[16] [P}y
Chevallier [17] (P) 2021 MSD and URD FRSC RIC - 27 59% 19% NE 3% 15% Bl%aly
Solomon [18] {P) 2014 HLA-matched FRSC RIC 51K 26 A6% 15% % NE a5 TI% @2y
Greco [19] (R} 2006 MSD and URD FBSC MAC SIR + MMF 28 23% A% 13% 4% 14% 6% @2y
Kunacheewa [20] 2020 MSD FBSC MAC ATG 21 19% 10%: 18% 0% 19% 52% @35y
Spyridonidis [21] 222 URD FBSC ATG + thers 151 23% 2% LR 10% 13% 6T% @2y

(EBMT)
Kwon [22] (R) 2019 MSD B6% PRSC C5A + MMF30 57 23% 9% % 17% o TER @2y
Shaw [23] (F) 2021 MMUD BM TAC + MMF 40 33% 0% 18% MNR 1% To% @1y
Shaw [23] (F) 221 MMUD BM TAC + MMF 40 43% 18% % MNRE a% 2% @ly
Battipaglia [24] 19 MMUD 1% PRSC NR a3 % o% % 17% 16% S56% @2y

(EBMT)
Jimenez Jimenez [25]) 22 MMUD 50% PBSC TAC + MMF or B2 MR 15% 0% NR 195 6T @2y

(CIBMTE ) SIR +MMF
Maodi [26] (R) M2l MMUD 6% PRSC TALC + MMF30 25 2% MR 16% NR 17% TO% @ 1y
Mehta [27] (R) 22 HLA-matched H5% PRSC TALC 242 3B% B 14% B 1% GRE% @2y
Koura [ 28] (P)y 2021 HLA-matched NR Abatacept 10 NE % NR 0% NE NE
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2)Delayed immune reconstitution: higher incidence of infectious complications

ATG and infectious complications

aGVHDII- aGVHD Ill -IV [cGVHD cGVHD RELAPSE
mod/ sev

ATG NO ATG NO ATG NO NO ATG NO ATG NO ATG NO AIG
kae 2017 Pr 33% 51% 11% 24% 14% 52% 30% 58% 21% 34% 35% 30% 44% 36% 34% 13%
(ATG - F) wlGAtr! p=0.011 p=0.054 p<0-0001 p<0-000 p=0-15 p=0-15 p=0-15 p=0-000

PB 164 BM 37

Kroger 2016 g 10% 18% 2% 8% 10,8 46% 32% 68% 14% 12% 32% 25% 59% 64% 36% 16%

(ATG - F) HLA id PB p=0-15 p=0-15 o  p<0.001 p<0.001 p=0.6 p=0-21 p=0-21 p=0.054
MAC AL
The rate of CMV and EBV reactivation and fungal infection was not different.
Soiffer 2017 ki 23% 40% 4% 11% 12% 33% 16% 38% 21% 13% 32% 21% 47% 65% 48% 18%

MAC MUD 224 p=0.004 p=0-09 p<0.001 p<0.001 p=0-5 p=0-1 p=0-04 p=0-15

JCO (ATLG) AL

1y. Cl of CMV reactivation was 62 % vs 44% for ATLG and placebo (P=.03).
\WEV [ av oy o 88 Pr203MUD 50% 37% 28% 28% 13% 18% 26% 41% 21% 31% 17% 16% 45% 24%

MMUD(20% o - o - - iy 0
e e 70(% 6) ||y P=0012 p=1 p=0-15 p=0-06 p=0.16 p=0-73 p=0-003

(Thymo) PB 88%

The incidence of serious infections did not differ between the treatment groups
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ELSEVIER

Effect of Antihuman T Lymphocyte Globulin on Immune Recovery after
Myeloablative Allogeneic Stem Cell Transplantation with Matched
Unrelated Donors: Analysis of Immune Reconstitution in a
Double-Blind Randomized Controlled Trial

Chack for
] M.Gooptu et al. 24(2018)2216-2223

Table 2
Multivariable Cox Regression Models for Clinical Outcomes, Treating Each Phenotypic Parameter as a Time-Dependent Variable {Tregs, Tconv, CD19” B-lymphocytes)

aTreg’ alconv® aCD19™
A ——— B T c S Event HR 9 P HR 5% P HR - 95xd p
— e - 05 2® M 74 0099 14 06 31 _<001 59 3 9% 035
so0 - "o o PFS 34 15 I F: T | Nl A6 <0001 83 52 133 A4
wo 3 - _\/ oo NRM 06 0 30 _0008 01 00 0 <0001 S0 21 119 .12
o ~ 150 ~ . Relapse 52 20 1.35 A8 A8 22 1.04 06 1.08 64 186 .18
200 ‘: oo Moderate/severe GVHD-free survival 49 B 1M 06 36 20 6 0007 0 46 106 M9
B ° o tGVHD 145 43 539 56 284 82 1057 A0 121 63 244 59
me e AP B e . Ry e e e ml Be Moderate/severe cGVHD 141 39 571 62 279 14 1135 A3 95 A8 200 80
All absolute cell counts were logyg transformed (*a) before modeling, HR reflects relative risk for unit change on the logio scale. Each phenotypic parameter was
D E treated as a time-dependent variable in the models. HR indicates hazard ratio; I, confidence interval.
Absolute Treg count Absolute Tcon count
= \//‘ - _,// Conclusions: ATLG severely compromises the generation of
= /\ e / naive CD4+ cells (Treg and Tconv), potentially affecting
«=— _ ___ ___ e— the diversity of the TCR repertoire and T cell responses
- = = = 3 = *= = = against malignancy and infection.

Figure 1. (A) Post-allogeneic transplant reconstitution of major T cell populations (CD3*, CD4", CD8* CD4°25%127 [Tregs. CD4°25-127"/Tconvs) by conditioning regi-
men at days 30, 100, 180, and 360. The median cell counts/uL for each population is represented at each time point. Significant P values are represented by an asterisk
at each time point. Absolute CD3* and CD4" counts were significantly lower in the ATLG arm at days 30, 100. and 180 but not at day 360 (Figure 1A and 1)B. CD8*
counts were significantly lower in the ATLG arm only at day 30 post-transplant (Figure 1C). Treg counts were significantly lower in the ATLG arm at days 30 and 100
but normalized thereafter (Figure 1D). Tconv counts were significantly lower in the ATLG arm at days 30, 100, and 180 but normalized at 1 year (Figure 1E).
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in Imrmunology

Nonmyeloablative Bone Marrow Transplantation from
Partially HLA-Mismatched Related Donors Using
Posttransplantation Cyclophosphamide

Mechanisms of Graft-versus-Host
Disease Prevention by
Post-transplantation
Cyclophosphamide: An Evolving
Understanding

Natalia S. Nunes and Christopher G. Kanakry™

P V. O’Donnell, L. Luznik, R. 7. Jones, G. B. Vogelsang, M. S. Leffell, M. Phelps, P. Rbubart, K. Cowan,
S. Piantadosi, E. §. Fuchs

1) Reduction of l 2>mwmmuiwuwmmmmrwu] Bone Marrow
PTCY =hf::;'¢ CD‘;::"W Infusion
It - 4
proke IE y of GO requisiony Tcets | Cy 14.5 mglkg/day ral | GCSE S pgikgid
Cohort 2 o) ;
Day +3 Days +3,+4 ! n 200¢Gy | MMF 15 mgikg bid
At transplant (Pre-PTCy) (Post-PTCy) Day +21 BMT FK-506
Day 6§ & 4 3 =2 4 0 45 20 30 40 50 60
; e | AR IR SR A
S = Fludara 30 mngzfday Cy 50 mo'kg
—_—> ,
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2 Same Ro:;mmm
cell death sunaving cells
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High level Some Reduced proliferation 2 40 e g 40 ﬁ " Lymphoid (n=36)
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PTCy as GVHD prophylaxis after HLA matched transplant

High-dose cyclophosphamide as single-agent, short-course prophylaxis of A, B.
graft-versus-host disease § g e—“—— I
Leo Luznik," Javier Bolanos-Meade,' Marianna Zahurak,? Allen B. Ghen,? B. Douglas Smith,' Robert Brodsky,! gl i I Pov— MAC
Carol Ann Huff,! lvan Borrallo, William Matsui," Jonathan D. Powell,! Yvette Kasaman,' Steven M. Goodman,? Allan Hess, ! E * * -
Hyam I. Levitsky,! Richard F. Ambinder,' Richard J. Jones,! and Ephraim J. Fuchs! e (ﬁ L I P ——
Blood 2010 EEEE I T % e me &
et i T Bk AN Cury® BRET 1ras il et
~ n
100
Posttransplantation cyclophosphamide for prevention of graft-versus-host - | T
disease after HLA-matched mobilized blood cell transplantation I = e MAC
Marco Mielcarek,'® Terry Furlong,” Paul V. O’'Donnell,’® Barry E. Storer,® Jeannine S. McCune," Rainer Storb,'# 20 S IR S
1.5 1.2 & 1.2 =12 _.‘_-’:J'—'-
Paul A. Carpenter, " Mary E. D. Flowers, - Frederick R. Appelbaum,” and Paul J. Martin Blood 2016 ol — — — - |
Months from transplant
A Corticosteroid Calcineurin Inhibitor
Low immunosuppressive burden after HLA-matched related or b B it
unrelated BMT using posttransplantation cyclophosphamide U2 e, _°* e
I et — 2]
Christopher G. Kanakry,' Javier Bolafios-Meade,’ Yvette L. Kasamon,” Marianna Zahurak,” Nadira Durakovic,’ g 0 : """"""""" N
Terry Furlong,® Marco Mielcarek,” Marta Medeot,' Ivana Gojo,' B. Douglas Smith," Jennifer A. Kanakry,' lvan M. Borrello,’ = SN
Robert A. Brodsky,' Douglas E. Gladstone,’ Carol Ann Huff,' William H. Matsui,’ Lode J. Swinnen,” Kenneth R. Cooke,” 021 021
Richard F. Ambinder,” Ephraim J. Fuchs," Marcos J. de Lima,® Borje S. Andersson,® Ravi Varadhan,! Paul V. O'Donnell,® o4y o4
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Post-transplantation Cyclophosphamide Versus Antithymocyte
Globulin in Patients with Acute Myeloid Leukemia Undergoing
Allogeneic Stem Cell Transplantation From HLA-ldentical Sibling
Donors: A Retrospective Analysis From the Acute Leukemia
Working Party of the European Society for Blood and Marrow
Transplantation

Inclusion criteria

Age 2 18 years

Diagnosis of AML in CR1

Transplant from HLA identical sibling
EBMT registry

ATG vs PTCy as

Transplant performed between 2008-2018

N. patients

n=1913 n=197

ATG ‘ PTCy

Battipaglia et al Cancer 2021

CONVEGNO EDUCAZIONALE GITMO

Post-transplant cyclophosphamide versus
antithymocyte globulin in patients with
acute myeloid leukemia in first complete
remission undergoing allogeneic stem cell
transplantation from 10/10 HLA-matched
unrelated donors

Inclusion criteria

Age 2 18 years
Diagnosis of AML in CR1
Transplant from 10/10 MUD HR
EBMT registry
ATG (Thymoglobuline 5 mg/kg) vs PTCy as
Transplant performed between 2010-2017

N. patients

ATG PTCy
n=1452 n=174

Journal of

Hematology & Oncology Brissot 2020
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Results
TABLE 2. Cumulative Incidence (95% CI) of GVHD
and 2-Year Survival OQutcomes B NRM
PTCY P 10
S 00 — PTCY
GVHD ¥ — ATG
100-d grade IV aGVHD 17 (16-19) 19 (13-25) B g 08 ~
100-d grade lll-IV 6(5-7) 6 (3-10) % 9 07
aGVHD 2
2-y cGVHD, any grade 30 (28-32) 37 (29-46) 02]3
2-y 6GVHD, extensive 12 (10-14) 16(11-23) <01 |
PrEr—— ppr— (4
LFS . «po
S cGVHD at 2 years, was significantly
R

N lower in the ATG group compared with

ATG vs PTCY HR (95% Cl) P A Relapse
LFS 1.00(077-131) % 8. — prey
03 097 (072432 U — AT
GRFS 0.5 (067-1.09 6 5 -

RI 097 072-131) B8 o

NRM 115(063-2.11) 8 8 osd

Grade IV acute GVHD 096 (066-1.41) 82

Grade IV acute GVHD 0.82 043158 562 034

Chronic GVHD, al grades 0.71(052:097) ] B o

Extensive chronic GVHD 060 038-0.99 ] § o

0.0

Battipaglia et al Cancer 2021
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Table 2 Cumulative incidence of GYHD

Results

180-day acute GVHD -V

180-day acute GVHD -V

2-year chronic GYHD

2-year ext. chronic GVHD

PTCY 28806 (222-357)
ATG 20.2%[26.8-314]
p value 068

88% [51-137)
0% [76-108]
089

314% [233-398) 185% [12-26.]
136% [31-36. 131% [11.2-15]
043 0l

Abbreviations: ATG antithymocyte globulin, Ext extensive, GVHD graft-versus host disease, PTCY post-transplantation cyclophosphamide

NRM

A

Cumulative inodence of NRM
04 06 08 |0

0 02
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a2 ss? £
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g = — AT
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i . >
S I 1 ] 1
0 [ 3
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runcer of at-fisk panents
174 " aQ
1452 L4 64

Journal of
Hematology & Oncology
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1452 sar tod 300
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Brissot 2020
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ATG versus PTCy in matched unrelated donor haematopoietic stem
cell transplantations with non-myeloablative conditioning

Mesire Aydin' © % | David C. de Leeuw” | Caroline E. Rutten' | Otto]. Visser® |
Man Wai Tang' ©® | Cinthy van Roessel® | Jeroen]. W. Janssen® | Bart]. Biemond'® |
Arjan A. van de Loosdrecht” | Mette D. Hazenberg' @ | Ellen Meijer® | Erfan Nur?o®

2023

Inclusion criteria

Acute GyHD 11-1V Chronic GYHD modfsev 08 GRFS Relapse incidence NEM

HR@3%CI)  p HR(95%CI)  p HR(93%CT) HR(95%CI) HR(95%CI)  p HR(E3%C)

A" hemat0|0glca| mall : ATGvs. PTCy 0.40(0.23-0.68)  0.001 LO7 (057-2.00) 0. 0.78 (0.49-1.20) 085 (0.57-1.30 . 1.06 {0.64-1.70) 0.46(020-110) 0.072

10/10 MUD Age(sdD,>40)  099(045-219) 098  L85(057-600) 0 178 (0.81-3.90) 143 (0.74-2.80) 082 (0.41-170) 446 (058-340) 015
2 centres from Netherl Disesserisk (non-  117(064-215) 061 138(0.62-310) 0 164 (091-3.00) L83(L09-310) 0. 346(1.73-6.90) 095(036-250) 091
NMAC regimen ﬂ:z::z;ﬂs-

PBSC in 99% of patient Diseaseresponse 121 (069-214) 051  067(032-140) 0. 16(0.74-220) 0. LI (069-180) 0. L15(063-210) 0. 128{053-310) .38
ATG (total dose 8 mg/ (CRI v. other

Transplant performed Diagnosis (AML/ ~ L19(063-223) 060  176(0.80-390) 0, 085(0.46-160) 0. L11{066-190) 0. 147 (076-280) 0. 0.67(025-180) 043

MDS vs. ather)

=)
8

Gray's test P = 0.0002

0.25

Cumulative Incidence of Acutd
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GVHD prophylaxis with post-transplant cyclophosphamide Single center experience/ retrospective study

results in lower incidence of GVHD and allows faster ATG vs HD PTCy GVHD prophylaxis.
immunosuppressive treatment reduction compared to " .
. -Cy P
antithymocyte globulin in 10/10 HLA-matched unrelated A A
- - - - n % n %
allogeneic hematopoietic cell transplantation Age, median g 55 @270 R RT3 5529
Frangois Dachy(®", Sabine Furst’, Boris Calmels (3™, Thomas Pagliardini’, Samia Harbi’, Benjamin Bouchacourt{®', Anne Calleja’, CO;EIEI_::;EQ 0 0% 4 13% < 0.001
Claude Lemarie™®, Aude Collignon’, Guillaume Morel’, Faezeh Legrand’, Elena Bekrieva®', Angela Granata', Pierre Jean Weiller (3", TBE-RIC 0 0% 5 17%
Christian Chabannon %%, Jean Marc Schiano(®’, Norbert Vey (™, Didier Blaise ™ and Raynier Devillier (5 *= FB2 &4 100% 0 0%
BMT 2023 CyFIUTBI2 0 0% 21 70%
a ¢ Prevalence of GVHD d Prevalence of IST
Grade II-1V acute GVHD 100% 100%
100% - 100% 100%
- ATG 45% at 100 days ATG
= PT-Cy 23% at 100 days
75% = PT-Cy
p=0.014 75% 75%
50%
50% 50%
* *
25% 26% 33%
(o) ()
25% o, 25%
0% - - 13%
3 30 27 22 13 0% :
: . . : : 0% 0%
0 30 60 90 120 DO M3 M6 M9 M12 DO M3 M6 M9 M12
Days after allo-HCT Time after allo-HCT Time after allo-HCT
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A) Grade lI-IV acute GVHD
Age = 60 years

100%
—— ATG 30% at 100 days
— PT-Cy 14% at 100 days
75% p=0.225
50% -
25% ’_rrrr,_n—‘
Lo I
0% 27 22 17 17 16
14 14 14 11 [
T T T T T
0 30 60 90 120
Days after allo-HCT
C) Moderate or Severe cGVHD
100% - Age =z 60 years
— ATG 26% at 1year
= PT-Cy 7% at 1year
75% - b=0.114
50%
25%
0% 1,7 11 6 6 3 3
14 4 1 0 0 0
0 1 2 3 4 5

Years after allo-HCT
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B) Grade lI-1V acute GVHD

All patients engrafted.
Age < 60 years

100% PT Cy ATG
—— ATG 57% at 100 days .
Jeyy | T PTOySI%a 100y neutrophil recovery os6/1) +19 +17 (p = 0.049)
p=0035 platelet recovery (2061 +26 + 10 (p < 0.001)
50%
25% Supplemental Table 3: Multivariate analysis, with a focus on the impact of PT-Cy
versus ATG as GVHD prophylaxis (Reference arm is ATG HR=1)
0% - 37 26 19 17 15
16 16 13 11 7
0 30 60 90 120 HR 95% Cl p
Acute GVHD
Days after allo-HCT G:ade 2-4 0.42 (0.18-0.97) 0.043
Grade 34 000 (0.28-3.13) 0975
D) Moderate or Severe cGVHD Chronic GVHD
Al grad 058  (0.20-167) 0.310
100% - Age < 60 years Mogre?a?es to 0.54 (0.16- 1.84) 0.327
— ATG 27% at 1year severe
— PT-Cy 12% at 1year Relapse 091  (0.32- 2.56) 0.860
75% - NRM 023 (0.03- 1.92) 0.175
p=0.182 PFS 064  (0.26- 1.56) 0.324
0s___ __ 051 (017-154) 0231
50% -
“The samples sizes does not allow firm
25% - conclusions, notably in case of non-
oo significant difference that should not be
$ 02 18 14 10 4 interpreted as an equivalence”.
o 1 2 3 4 5

Years after allo-HCT
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PTCy would seem less GVHD ........then more relapse???
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Impact of anti-thymocyte globulin on results of allogeneic
peripheral blood stem cell transplantation for patients  *
with Philadelphia-positive acute lymphoblastic

leukaemia: An analysis by the Acute Leukemia Working
P&I’ty Of the EBMT S. Giebel et al. | European Journal of Cancer 106 (2019) 212—219

CGVHD  h0.0001 NRM
2= ' =~ p=ns
=] : ]
g = : —
2 = _| I
k-] = - = =
= -
§ 37 = -
£ = o I A ey ep=spunppnpy -
- .
= s | T
3
b=
Tirme from transplant (years) Time from transplant (years)
number of at-risk patients number of at-risk patients z
— o ATG 583 143 58 a5 2z — noATG 520 320 20 144 108 ar
-- ATG 528 185 104 74 50 35 -~ ATG 550 278 193 127 0 e =
=
ext.cGVHD RI .
= _ = =
o = 2
5 =l 0.0001 ] =0.02 E 2
g = p<U. s 27 p= 0. : 3
£ T z . -
g == g =
£ | = — =
L4 - _ == i memmmemsa—-———— =
L. R S :
e .7 o
H =R I i 2 -
g & ] - = | =
= T T T T 1 = I T 1 .
1 5 § =
Time from transplant (years)
Time from transplant (y=ars) 5 !
number of at-risk patients e "“""’:” bl p:":“"’ \
— noATG 583 232 139 £ 67 51 . ::g 2722 fg& b :: :a — ToATG
-=- ATG 528 226 152 105 v 57 ? ATG

CONVEGNO EDUCAZIONALE GITMO

Inclusion criteria

Age 2 18 years

Diagnosis of ALL Ph+ in CR1

Transplant from MSD or10/10 MUD HR
PBSC

EBMT registry

Transplant performed between 2007-2016

ATG NO
n= 620 n= 550
GRFS

620 20 Lol == &0 45

580 721 143 101 T4 54

Udine, 13-14 novembre 2023

HOT QUESTIONS IN TRASPLANTATION AND CELLULAR THERAPIES

Aula Polifunzionale - Ospedale di Udine



Anti-Thymocyte Globulin Improves Survival Free From Relapse
and Graft-Versus-Host Disease After Allogeneic Peripheral

Blood Stem Cell Transplantation in Patients With Philadelphia- Inclusion criteria
Negative Acute Lymphoblastic Leukemia: An Analysis Age 2 18 years
by the Acute Leukemia Working Party of the EBMT Diagnosis of ALL Ph-in CR1
Czrew et al. Cancer 2018 Transplant from MSD or10/10 MUD HR
NRM PBSC
- A cGVHD N A EBMT registry
. ] ;=] . Transplant performed between 2007-
= I P 2016
.- p<0.0001 I R S
' T T ' = T T T 1 ATG NO I
jasiae ey b i gt n= 420 n= 520
s 0 _ w = e s e o mB Qs o
Extensive cGVHD Relapse
p<0.0001

Adjusted incklance of reapse

I I |

00 02 04 06 08 10

Adjusted incidence of extensive cGVHD
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=) . . .
GVHD occurrence does not reduce AML i Inclusion criteria
relapse following PTCy-based haploidentical Diagnosis of AML, PIF or relapsed
transplantation: a study from the ALWP :':“f/'lfrp'a"_t :fom HAPLO
Journal of regls ry

of the EBMT _ remarelosy & oncolosy 2023 PTCy as GVHD prophylaxis
Frédlélnc Ballrc-n",ll';ﬂynamILabc:-gn:'!I*‘T";EJc:hanna Tischn_z-3r'5, Anlna Maria Haicl“a?,_lan‘-.-’ydra‘“, D:|Ed|er E:Iaisleg, . Transp|ant performed between 2010-2020
Patrizia Chiusolo™, Friedrich Stolzel’ ', Renato Fanin'?, Patrice Chevallier’™, Arnon Magler', Fabio Ciceri™" and
Mohamad Mohty****f

aGVHD . newe |[SGVHD

A Relapse

Larmuinirm Ircdencs ol Halspss
I 11l iiiil

n.= 670

“In conclusion, these data suggest a dissociation of graft-
versus-leukemia effects from GVHD in patients with active

Lol Frisi Sanwiwiil

AML treated with PTCy-based Haplo-HCT.”
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Post-transplant cyclophosphamide prevents GVHD : GVL

xenogeneic graft-versus-host disease
while depleting proliferating regulatory T cells

Caroline Ritacco,’ Murat Cem Kase,! Justine Courtois,' Lorenzo Canti,” Charline Beguin,’ Sophie Dubois,’ iScience 26, March 17, 2023

Benoit Vandenhove,' Sophie Servais, ' Jo Caers, '~ Yves Beguin, = Grégory Ehx,'-*" and Frédéric Baron '~~~

Signatures of GVHD and relapse after posttransplant cyclophosphamide revealed by
immune profiling and machine learning

Shannon R. McCurdy, Vedran Radojcic, [...], and Leo Luznik 2022

’.':. Check for updates

ARTICLE
The association of graft-versus-leukemia effect and graft-versus

host disease in haploidentical transplantation with post-
transplant cyclophosphamide for AML

Relapsa MAM

— o G HD
= Limited cGWHD
- = Extensive oGVHD

Cumnuative incidance of mBpss
Cumuaiva ncidanca of HAM

g R B B B =
B ok BB B B

Mumber of at-risk patients

Avichai Shimoni' =, Myriam Labopin([°, Emanuele Angelucci®, Didier Blaise (9°, Fabio Ciceri{®®, Yener Koc®, Zafer Gilbas’, .. .cuo ;
J. L. Diez-Martin®, Benedetto Bruno®, Luca Castagna'®, Massimo Martino ("', Montserrat Rovira'*, Mohamad Mohty (3*'* and Pty b S B sowo
Amon Nagler ('

BMT (2022) 57:384 — 39
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Posttransplant cyclophosphamide versus antithymocyte
globulin in patients with acute lymphoblastic leukemia
treated with allogeneic hematopoietic cell transplantation
from matched unrelated donors: A study from the Acute
Leukemia Working Party of the European Society for Blood
and Marrow Transplantation

Giebel et al. Cancer. 2023;129:3735-3745.

RI
I NncC I usion C rlte ria o 1.0 TABLE 2 Univariate comparison of posttransplant cyclophosphamide and antithymocyte globulin.
o 08
& Variable PTCY, n = 117 ATG, n = 779 p
S 2 0.6
Age 218 years 5 g"; Relapse incidence 18.0% (10.0%-27.5%) 25.0% (22.0%-29.0%) 046
a X . 5 O .ﬁ—__;f:
Dia gnosis of ALL in CR1 0.0 — == , ; , Nonrelapse mortality 110% (6.0%-18.0%) 16.0% (13.0%-19.0%) 29
Tra nsp | ant f rom 10 / 10 M U D |.| R 0 1 2 3 Leukemia-free survival 71.0% (60.0%-69.5%) 59.0% (55.0%-63.0%) 01
. Time from transplant (years) L .
EBMT registry . o . - Multivariate analysis
. ATG:779 407 242 138 RI NRM LFS
ATG VS PTcy as GVH D prophylaXIs Factor HR (95% C1) p HR (95% CI) p HR (95% CI) P
Tra ns p I ant pe rfo rm ed betwe en 20 1 5-2020 Immunosuppression: ATG vs. PTCY 154 (0.88-2.68) .13 162 (0.78-3.36) .19 157 (101-245)° .045°
Diagnosis
LFS .
. _ Ph-negative BCP-ALL 100 1.00 100
N. patients 5
€ 10 Ph-pasitive BCP-ALL 087 (0.61-125) .46 089 (058-136) .58 087 (0.66-115) .33
@ 08 : \\_ TCP-ALL 079 (051-122) .28 059 (0.32-108) 085 071(05-101) 06
ATG PTC § gf Patient age per 10 years 097 (085-1.1) .59 124 (106-146° 009" 107 (0.96-118) .22
Y 8 e Karnofsky score: 290 vs. <90 094 (0.63-13%) .74  12(072-201) 48 103 (075-14) .87
n= 779 n=197 £ 0‘0 Patient sex: Female vs. male 083 (0.6-115) .26 073 (049-109) .12 079 (0.61-101) .06
T T T 1
k., : ; 8 e Donor sex: Female vs. male 059 (0.4-0.87° .008° 071(044-114) .16 064 (0.47-086)° .003°
Conditioning: RIC vs. MAC 137 (0.88-2.14) .17  071(041-125) .24 105 (074-149) .76
Time from transplant (years) Conditioning: TBI vs. CHT 078 (0.55-1.11) .16 083 (0.54-127) .39  08(061-105) .11
P:fé;;; 46;)77 2342 11338 Source of stem cells: PB vs. BM 051(0.32-08° .004° 133 (0.58-307) .5 069 (0.46-102) 065
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Posttransplantation Cyclophosphamide Improves aGVHD Il -IV
Transplantation Outcomes in Patients With AML/MDS Who
Are Treated With Checkpoint Inhibitors

Betil Oran, MD, MS G” Guillermeo Garcia-Manero, MD'[B’ Rima M. Saliba, PhD"; Mansour Alfayez, MD®:

Cummulitha ineidens o acubs SVHD
g B B B B B

Gheath Al-Atrash, DO, PhD", Stefan O. Clurea, MD G‘ Elias J. Jabbour, MD@ % Rohtesh S. Mehta, r-'1IZ'.+'|’.B1

Uday R. Popat, MBA, MD B, Farhad Ravandi, MD? Amingietlassl ol Tocae it o e () 2
Marina Konopleva, MD, PhD® Courtney [ DiNarda, MD@ %

Padmance Sharma, MD, PO Hagop M. Kantarjan, M0 ©% ric SERVYTIT P awaiting prospective clinical trials, PTCy-based

Cancer  May 15,2020 GVHD prophylaxis may be considered the optimal

transplantation strategy for this patient population.

Allogeneic transplantation after PD-
Hodgkin lymphoma |
Merrymanetal.  Leukemia (2021) 35:2672-2683

Table 3 Multivariable analysis for CIR, NRM. and GVHID.

OCKade 10r ciassic

WVariable CIR NRM G2—4 aGVHD cGVHD A GRFS B
HER HR p HR P HR g
Age
=50 (n = 187)
>50 (n = 22) 1.9 0.26 2.5 0.069

Remission status at allo

MNon-CR (n — 88)

CR (n= 121) 0.4 0018 0.7 038
Intervening salvage

Mo (n = 109)

o]
B .

=]

Cumdave incidencs of aote GuHD
e &8 &8 @ 8 B 8 @8
= kW R W@

Cumalative Progortion Surdving
a = o o

aGVHD llI-1V
No-PTCy 22%
J P=2
= D-I'F;pustlra:gplanl =
05
PTCy 81%
No-PTCy 33%
F=03
20 2 n

Monihs Postiraraplant

PFS
= ey
[ NowmtoghiNoa—iTCY
.
|
s
» £ » *

Yes (n = 100) 20 0003 07 034
Haplo/PTCY

No/No (n=91) » =

Yes/Yes (n = 87) 0.2 0.006 0.7 0.4 07 012 0.5 0.026

NofYes (n=25) 0.7 0.53 0.2 0056 0.5  0.07 0.2 0.011 > e L ...
ATG L L] » - k) » » ° .

Mo (n = 163)
Yes (n=46) 0.9 078 0.5 0.25 0.5 0.058 0.8 0.42
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March

47" Annual Meeting 2021
of the EBMT #EBMT2]

G52-2 POST-TRANSPLANTATION CYCLOPHOSPHAMIDE VERSUS ANTITHYMOCYTE GLOBULIN AFTER RIC REGIMEN ALLO-HCT: FIRST ANALYSIS OF A PROSPECTIVE
RANDOMIZED MULTICENTER TRIAL IN RECIPIENTS OF 10/10 MATCHED DONORS

Eolia Brissot (France) _-
Cy PT __

aGVHD Il - IV  34,9% 24,3%
All diagnosis

Transplant from MSD MUD 10/10 aGVHD il - 9,3% 2,7% n.s.
PTCy vs Thymoglobulin (5 mg/kg) as GVHD prophylaxis IV

Conditioning regimen of FB2 1y cGVHD 26% 30% n.s.

The stem cell source was PB. 1y.PFS 68,5% 67,1% n.s.

o v)

ATG PTCy 1y PFS 78,9% 80,4% n.s.

n= 37 n 43 NRM 14% 22,1% n.s.

GRFS 52,2 42,2% n.s.

Conclusions: the use of PTCY for GVHD prophylaxis resulted in similar outcomes to ATG
NCT02876679
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La ciclofosfamide post-trapianto e preferibile
rispetto al siero antilinfocitario nella profilassi
della GVHD acuta del trapianto da donatore
HLA compatibile?

Le ragioni del si.

1) PT Cy: strategia consolidata, standardizzata e riproducibile.

2) In alcuni lavori

Mancano studi prospettici

3) Nessuno studi S
randomizzati di confronto

4) E’ possibile che

5) In alcuni casi potrebbe la profilassi con PT Cy potrebbe essere vantaggiosa.
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