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Matched unrelated vs. Haploidentical donor for
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acute leukemia with identical GvHD prophylaxis -

a randomized prospective european trial
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#171 Matched unrelated vs haploidentical donor for SZT
with identical GVHD prophylaxis

European Multicenter Study (HaploMUD)

AML 1. CR (ELN intermediate Il or high risk)

Other major inclusion criteria: AML2.CR
. ECOGEI ALL 1. CR (high risk according ESMO)
- ALL 2.CR
* Sufficient organ function high risk MDS in1. CRor 2. CR
| | |
age: 18 - 70 years
| I
donor search
| I
10/10 matched unrelated and HLA-identical sibling
haploidentical donor available 2 off study
|
I no 10/10 MUD
Randomization 1:1 > off study
1 1
allogeneic SCT || allogeneic SCT from no haploidentical donor = off
from MUD haploidentical donor - study

‘% American Society of Hematology |



#171 Matched unrelated vs haploidentical donor for SZT

with identical GVHD prophylaxis

HaploMUD Study

Conditioning in both arms:

< 50 years:

Busulfan (12.8 mg/kg) w/o Thiotepa (10mg/kg) and fludarabine (160 mglmz) or
TBI (12 Gy) / fludarabine (160 mglmz)

> 50 years (or Sorror score 2 3):

Busulfan (9.6 mg/kg) w/o Thiotepa (5mg/kg) and fludarabine (160 mglmz) or
TBI (8 Gy) / fludarabine (160 mglmz)

GVHD prophylaxis in both arms:

Cyclophosphamide 50 mg/kg on day +3 and +4

Statistics

» To detect a difference of 10% in

Countries n=7 centers n=22

relapse incidence at 2 years,
220 patients per arm are needed.

A planned interim and_futility analysis )
was performed after 171 pts were ’

included and 158 pts were randomized )

to MUD (n=78) or HaploHCT (n= 80) '

Tacrolimus from day +5 until day +120
MMF from day +5 until day +35
Stem Cell Source: Results
PBSC
‘., American Society of Hematology | Primary graft failure

Engraftment
ANC > 1.0x10e9/L days(range)
platelets > 20x10e9/L days(range)

Infectious complications

SAE grade 3 or higher

Acute GvHD
Grade I-IV
Grade lI/IV

Chronic GvHD
Mild
Moderate

Severe

G American Society of Hematology |

L
~ %
MUD Haplo F

0 (0%) 3 (5%) -
18(13-49) | 19(13-36)
16(1-76) |23 (6-87)
40% 231%
40% 36%
25(36%) | 30 (42%)
3 (4%) 5(7%)
15(22%) | 12(17%)
9(1%) 5(7%)
5 (7%) 5(7%)
1(1%) 2(3%)
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#171 Matched unrelated vs haploidentical donor for SZT
with identical GVHD prophylaxis

Relapse RES Teoatment amn [ Haplo B MU0

Conclusion q

-

The planned interims analysis of our prospective randomized multi-center

study comparing 10/10 MUD with haplo-identical HCT in acute leukemias
J using identical PTCy based GvHD prophylaxis showed similar relapse

incidence, comparable?‘toxicity, low GvHD incidence,, low NRM and
w“ favourable outcome in both arms.

Cumulative incidence
o

The DSMB recommend stopping recruitment because it is unlikely to show
GFRS a 10% superiority regarding endpoint of relapse incidence by HaploHCT to
100 —i MUD with the planned sample size.
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Haplo-identical transplantation in patients with myelofibrosis

67th ASH' Annual Meeting

A phase two prospective multicentric study

A}

Rational of the study (2019)

Marie Robin’, Michael Loschi?, Marie-Thérése Rubio?, Etienne Daguindau?, Felipe Suarez®, Anouk Walter-Petrich®, Alban
Villate?, Ibrahim Yakoub-Agha®, Martin Carre?, Sylvain Thepot'?, Mathilde Ruggiu’, Patrice Chevallier'’, Anne Huynh'2,
Pascal Turlure'3, Raynier Devillier'#, Bruno Cassinat'®, Tony Marchand'®, Clémence Mediavilla'” and Sylvie Chevret®

» High mortality after transplantation from HLA-mismatched unrelated donor

1- Hematology Department, Saint-Louis Hospital, AP-HP, Paris Cité University, Paris; 2- Hematology Department, UHC Nice; 3- Hematology Department, CHRU Nancy;
4- Hematology Department, UHC Besangon; 5- Hematology Department, UHC Necker, AP-HP, Paris; 6- Biostatistics and Medical Informatics Department, Saint-Louis Hospital,

Paris Cité University, AP-HP, Paris; 7- Hematology Department, Tours UHC; 8- Hematology Department, Lille RUHC; 9- Hematology Department, Grenoble UHC; 10- Hematology a Donor HR (95% Cl)
Department, Angers UHC; 11- Hematology Department, Nantes UHC; 12- Hematology Department, Toulouse UCIT; 13- Hematology Department, UHC Limoges; 14-Institut
Paoli Calmette, Hematology Department, Marseille; 15- Cell Biology Laboratory, Saint-Louis Hospital, AP-HP, Paris Cité University, Paris; 16- Hematology Department, UHC Sibling 1 (ref)
Rennes; 17- Hematology Department, UHC Bordeaux : = FLU 90 mg/mz Unrelated 10/10 4101 .4122) JAK ALLO prospective trial
’
- 10 4 1 Unrelated 9/10 7.8(2 4-255)
Fomice Wicronoe SFGM%; * MEL 140 mg/m2 k NCT01795677
On behalf of the vé s No 20(0.82-103)
§ | SYNDROMES MYELOPROLIFERATIFS Société Francophone
GREFFEDEMOELLE | | * +/-ATG 08 4 e
« CSA ] Bone Marrow Transplant.
- 06
2 2 " + 2 g S s 5 Hopital 5 ;% 4 . . 2
Marie Robin, Associate Professor, Saint-Louis University Hospital, Paris, France Saint-Louis W Université * MMF . 2021 Aug;56(8):1888-1899.
AP-HP Paris Cité 04 —
02| — s ‘ g nes

67th ASH" Annual Meeting and Expositi TN
nnual Meeting and Exposition e L B D 598
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#506 Haploidentical SZT for Myelofibrosis

Objectives

* Primary: To assess the event-free survival 12 months after haplo-
identical transplantation.

» Secondary
* Incidence of acute GVHD grade 2/4 and 3/4 at 100 days
* Engraftment at 100 days & Rejection incidence at 12 months
* Incidence of chronic GVHD at 12 months
* Non-relapse mortality at 12 months
* Overall survival at 12 months
* Relapse/progression incidence at 12 months
* Time to neutrophil and platelet engraftment at 60 days
* Infection incidence at 100 days and at 12 months
» Cytokine profile during transplantation
* Impact of genetic alterations on outcome
* Amendment : assessment at 24 months

Qs TN i WA vt
Inclusion criteria

* Diagnosis: Primary myelofibrosis or myelofibrosis secondary to essential thrombocythemia or
polycythemia vera proven by marrow biopsy
* Disease criteria, at least two of the following criteria:

* Constitutional symptoms: weight loss > 10% in one year, fever (without infection), recurrent
muscle, bone or join pains, extreme fatigue

* Anemia with hemoglobin < 10 gr/dL or red blood cell transfusion
* Thrombocytopenia < 100 G/L
* Peripheral blast > 1%
* White blood cell count > 25 G/L (before a cytoreductive treatment)
* Karyotype: +8, -7/7qg-, i(17q), -5, 59-, 12p-, inv(3), 1123
* ASXL1 or TP53 mutation
* Patient criteria
* Age <70years
* Performance status accordingto ECOG at 0, 1or2

* Donor criteria: No HLA-matched donor




#506 Haploidentical SZT for Myelofibrosis

Hopital : .
hP. int-Lovi Université
@I.u.‘.::.,... SF G«-Fe i Paris Cité

Conditioning regimen and GVHD prophylaxis Do M [ 5 W b
Enrollment

F F F F F

30 mg/m2 D-5-D-1 Patients screened

T =) = N B N=33 8 g B
o
H Bl IR IR c c Screen failure =
- Q
! B IE & Y Y e T =
= o & o cC M A— =
S M 50mgkgD3&D5 Patients included S ¢
Smg/kgD-6 10 g/m2 D-4-D-2 N=29 &
N = g f
o - e
o &
a w p
- - - - - + + S S
e I N N B 2 8 B Not transplanted € =
N=1 S g Y YT e
Patients transpla nted & 2021 2021 2021 2021 2022 2022 2022 2022 2023 2023 2023 2023 2024

Dates

analyzed
N=28




#506 Haploidentical SZT for Myelofibrosis

hP HEpiw) Université
@pwmm SFG 2 oo Paris Cite

Patient characteristics Primary end point: Event-free survival
Median age (years, IQR) 65 (58-67) L
Patient sex male at birth 19 (68%)
HCT-comorbidity index < 3 22 (79%) Reminder: 0.7

EFS > 55% to prove that

Disease risk - .
haplo-identical

Disease- and rejection-free survival probability

’ GenarsLayimptoms 18 transplantation is better 050

b pEmiasieed el than the historical 9/10 UD

. Platelet count <100 G/L 13 (46%)

.+ Peripheralblast > 1% 13 (46%) Bt

. WBC > 25 G/L 7 (25%) 0251 * One-year EFS: 64.3% (95%CI: 48.8-84.7)
Molecular risk

. Complex karyotype 3/16 (19%) 500

. JAK2, CALR, MPL mutated, triple neg 19 (61%) / 6 (21%)/ 1 (4%)/ 2 (7%) T & = =5 =32 =

. ASXL1, TET2, EZH2, RUNX1 mutated 19 (68%) /7 (25%) /6 (21%) /5 (18%) Time since graft (months)
DIPSS low, int-1, int-2, high 0/12(43%) /8 (29%) / 8 (29%) Number at risk

28 22 21 20 18 18 16 16 9 1 0




#506 Haploidentical SZT for Myelofibrosis

(a) Grade 2/3/4 acute GVHD (b) Grade 3/4 acute GVHD

g
:

Day 100 cumulative incidence
64.3% (95%CI: 43-79.4)

Day 100cumulative incidence
25% (95%CI:10.8-42.2)
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Cumulative incidence of grade 2/3/4 acute GVHD
o
3

Cumulative incidence of grade 3/4 acute GVHD

0.00 0.00-
0 10 20 30 40 50 60 70 80 90 100 0 10 20 30 40 50 60 70 8 90 100
Time since graft (days) Time since graft (days)
1.00 1 1.00+1 ™
Limited GVHD Extensive GVHD

One-year cumulative incidence
21.4%[8.4 to 38.3]

One-year cumulative incidence
10.7%[2.6 to 25.5]
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#506 Haploidentical SZT for Myelofibrosis

One-year cumulative incidence of NRM: 32.1% (95%CI: 15.8 - 49.7)

5., 1.001
E
E L]
Conclusion
T:;
g
5 050 * The primary objective of the trial was achieved
[}]
[&]
% * Haplo-identical transplantation using treosulfan, thiotepa and fludarabine + PTCY, CSA, MMF
; 0.251 appears better than results expected with mismatched unrelated donor (historical cohort, FLU
% MEL, CSA, MMF, ATG)
© 000 w * This platform may also be used for mismatched unrelated donors or matched unrelated donors
0 2 4 6 & 10 12 14 16 18 20 22 24 ) ) ) L
Time since graft (months) * The only cause of death is NRM, including one non-engraftment and one rejection

* The incidence of acute GVHD is relatively high: the challenge may be to improve GVHD prevention
without worsening the engraftment, role of ruxolitinib? Role of thiotepa?

* The incidence of infections is also high

* More analyses with the 24-month endpoint will be available soon, as well as the cytokine profile




#936: Jimenez: ACCESS Trial Mismatched MUD Post Cy

C l B l l l R!
A RESEARCH COLLABORATION BETWEEN THE
MEDICAL COLLEGE OF WISCONSIN AND NMDP

Mismatching of unrelated donors beyond a single HLA-
locus does not adversely impact outcome~ ~* ~== =~~~
following transplantation: Results from t

sponsored ACCESS Study Bac k g foun d by

Monzr M. Al Malki, Stephanie Bo-Subait, Brent Logan, Sarah Smith, E
Jeffery Auletta, Stephen Spellman, Craig Malmberg, Medhat Askar, R
Modi, Farhad Khimani, Mahasweta Gooptu, Mehdi Hamadani, Marti Historically, unrelated donor HLA mismatching associated with clinically important and statistically
Meade, Uttam Rao, Jordan Milner, Ramzi Abboud, Katarzyna Jamiesc e i i X . -

William Hogan, Ran Reshef, Satyajit Kosuri, Rachel Cook, Karen Ballel significantly worse survival using standard calcineurin-based GVHD prophylaxis

Muna Qayed, Sung Choi, Larisa Broglie, Bronwen Shaw, Steven Devir

A 1o
9 -
- 8 Overall One year Five year
: 0 5 8/8 HLA Matched (n = 835) Survival
. > 61 7/8 HLA Matched (n = 378)
::: nmdp - : 11 Match level
NCT04904588 : at vty 8/8 63% 50%
5 .31 - S
0w 2 6/8 HLA Matched (n = 241) 7/8 52% 39%
1 Log-rank P = <. 001 6/8 39% 28%
.0 .

1'2 24 36 4s 60
Months after transplant

=

®
0
v
=

2

*Lee et al. Blood. 2007 Dec 15;110(13):4576-83 2
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#936: Jimenez: ACCESS Trial Mismatched MUD Post Cy

Ba Ckgro und Matchina Reauirement Impacts
100 — A FrNIASr—r7r~r~\L r~i1 I r~ _ _ =~ __
HLA match 90
likelihood (%) at
5/8 to 8/8 levels ~
with donors of all . 70
89851 % 60
B 5/8 match g 50 -
Woesmach S Current analysis focused on all o 70 adulls
it T adult recipients of <7/8 grafts
B s/8 match - 45 (n=75 MAC
4 enrolled on the study across both  iicnts reported
o conditioning strata, with >
i - - - = ir exceeded
& descriptive comparison to patients ool
£ who received 7/8 MMUD PBSC Sl
¥
@crevTr DEeages.

of PTCy-based GVHD

, :al malignancies. 4
v MEDICAL COLLEGE OF WItCONSIN AND NMDP . . . . -

&
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#936: Jimenez: ACCESS Trial Mismatched MUD Post Cy

Hematological malignancy requiring HCT Availability of a suitable HLA-matched
related or 8/8 high resolution matched URD
HCT-CI: 0-4
Presence of donor-specific HLA antibodies to
PBSC donor product any mismatched allele/antigen with mean
fluorescence intensity > 3000
Patient age > 18 years
Prior allogeneic HSC transplant
KPS of > 60%
Primary myelofibrosis
Available MMUD (4/8-7/8 match at HLA-A, -
B, -C, and -DRB1) < 35 years old Concurrent enrollment on other
interventional GVHD clinical trial
Estimated creatinine clearance > 60 mL/min

Day 0 Days 5 to 35: vwmr

Study consent and MMUD PBSCT Days 5 to 90/100: Tacrolimus

eligibility

Post-transplant follow-up timepoints
Days 7, 14, 28, 56, 100, 180, 365

Conditioning Days 3 and 4
RIC/NMA or MAC PTCy 50 mg/kg/day %@

I




#936: Jimenez: ACCESS Trial Mismatched MUD Post Cy

Patient Demographics

No of patients 183
No. of centers 30
Age at HCT
Median (min- 63.3 (20.4-
max) 78.9)
Sex
Male 951(519)
Female 88 (48.1)
Cryopreservation
Cryopreserved 117 (60.6)
Fresh 76 (39.4)
COST score Median (range)
NHW 30 (4-44)
Diverse 23 (0-40)

21

57.4 (24.3-
77.9)

42 (49.4)
43 (50.6)

58177 3)
272 (2287))
Median (range)
26.5 (11-44)
19 (4-41)

Patient
Race/ethnicity

Non-Hispanic
White (NHW)
Hispanic
Black/African-
American

Asian or Pacific

Islander

Native American

Mult/unknown

SVI

NHW

Diverse

Pat/ent Demograph/cs

Condutlonmg Intensity

MAC
98 (53.6) 30 (35.3) RIC
45 (24.6) 21 (24.7) NMA
20 (23.5) Conditioning
15 (8.2) regimen detail
15 (8.2 — Bu/Flu MAC
L {Fe Flu/TBI MAC
205 1) 1(1.2) Bu/Flu RIC
8 (4.3) 6(7.1) Flu/Mel RIC
Median (range) Median (range) Flu/Cy/TBI NMA
0.46 (0.01- i EEhar
0.95) 0.38 (0.01-0.86)
0.78 (0.06-
0.97) 0.80 (0.02-0.99)

A riomTo

52 (28.4)
114 (62.3)
17 ( 9.3)

19 (10.4)
33 (18.0)
29 (15.8)
83 (45.4)
17 (9.3)

2 (1.1)

23 (27.1)
47 (55.3)
15 (17.6)

18 (21.2)
5 (5.9)
9 (10.6)

37 (43.5)
15 (17.6)

1(1.2)

Prlmary diagnosis
ALL

AML
MDS

Lymphoma
Other Leukemia
CLL
CML
KPS
80-100
<80
HCT-CI
0-2
>3

40 (21.9)
82 (44.8)
39 (21.3)

11 (6.0)
3(1.6)
1 (0.5)
7 (3.8)

169 (92.3)
14 (7.7)

124 (67.8)
59 (32.2)

9 (10.6)

47 (55.3)
13 (15.3)

12 (14.1)
3 (3.5)
1(1.2)
0 (0.0)

75 (88.2)
10 (11.8)

53 (62.4)
32 (37.6)




#936: Jimenez: ACCESS Trial Mismatched MUD Post Cy

Donor Characteristics

Donor Age HLA match level
Median (min- 25.8 (18.7- 25.0 (18.3-34.8) 7/8 183 (100)
max) 35.7) 6/8 0 (0.0) 70 (82.4
18-24 79 (43.2) 41 (48.2) 5/8 0 (0.0) 7 21 2 1;
25-29 67 (36.6) 32 (37.6) 4/8 0 (0.0) 3 (3.5)
30-35 37 (20.2) 12 (14.1)

= SO (pa e 2s) (R
Male 86 (47.0) 37 (43.5)
Female 97 (53.0) 48 (56.5) :"A o e

y conditioning

Cell Dose intensity

med'arr\‘(range) YR ERY . 7/8 52 (69.3) 131 (67.9)
ez 1'2_3)( 13- 5.50(2.47-18.7) g9 19 (25.3) 51 (26.4)
Cryopreserved 5.99 (2.30- 5.52 (2.47-18.7) 5/8 3 (4.0) 9 (4.7)

22.4) 4/8 1 (1.3) 2 (1.0)




#936: Jimenez: ACCESS Trial Mismatched MUD Post Cy

Results — Primary Endpoint

100 4

ﬁ == Censored
1 <7/8=85.6% (76.0-91.5%)
80 M

60 -

7/8=78.6% (71.9-83.9%)

40 |

20

J Total N of subjects 268
N if censored HLA match 7/8 = 143, HLA match <7/8 = 72
0 N of events HLA match 7/8= 40, HLA match <7/8 = 13

I e e

[
Months Post
T‘:;‘ns;aﬁo i 2 3 4 5 6 7 8 9 10 11 12
N at Risk

HLA match 7/8 183 177 172 169 162 161 156 152 150 146 145 144 88
HLAmatch<7/8 85 82 81 78 76 76 73 73 72 69 69 69 40

Overall Survival Probability, %

HLA match 7/8

HLA match <7/8

Results - Primary Endpoint, RIC Results - Primary Endpoint, MAC

100
100 e

- | ‘—\1—’—‘—‘—‘“ <7/8=90.9% (68.1-97.6%)
3
=t Censored =
. ] E‘E <7/8=83.7% (719-9190/0) = 80 4 7/8=80.6% (67.0-89.1%)
= d
~ 80 1 s —— Censored
g 7/8=77.8% (69.7-84.0%) 8 ity
o . S
I E
o 604 : 40
& 3
® b g 20 1
=~ > Total N of subjects 75
= 40 4 o 1 Nif censored HLA match 7/8 = 42, HLA match <7/8 = 21
5 0. N of events HLA match 7/8 = 10, HLA match <7/8 = 2
0 A TN I [ | I | I I I I I I [ I
= tonca s R0 NN 1IN > B s B G R Z 5 B o B 1 OB (11 0
© 20 N at Risk
g Total N of subj 193 HAmatch7/8 52 50 46 45 45 44 44 43 43 42 42 42 22
> otal N of subjects
o 1 Nif censored HLA match 7/8 = 101, HLA match <7/8 = 51 SATE AR 22 G222 R OB 20 ORI 0NN LA 10
0| Nofevents HLA match 7/8 = 30, HLA match <7/8 = 11 ‘ CIBMTR HLA mateh 7/8 HLA match <7/8 P




#936: Jimenez: ACCESS Trial Mismatched MUD Post Cy

Results — Secondary Endpoints

linical Endpoint* ]
Coneitsions

1yr est. (95% CI) 1yr est. (95% CI) « Among adult recipients of <7/8 MMUD PBSC grafts with PTCy-based GVHD
GVHD-free, relapse free survival 51% (43.5-58.2%) 53% (41.2-63.6%) prophylaxis enrolled on the ACCESS study, 1-year OS exceeded 80% and was
(GRFS) comparable to 7/8 recipients.
Acute GVHD grade II-1V 39% (31.7-45.8%) 34% (24.3-44.4%) « Relapse, NRM, and GVHD rates were similarly favorable and consistent with
Acute GVHD grade I1I-1V 8% (4.8-12.8%) 7% (2.9-14.0%) outcomes reported in 7/8 recipients.
NIH moderate/severe chronic 11% (7.1-16.4%) 8% (3.1-15.1%) + Ongoing (OPTIMIZE; NCT06001385 and ACCELERATE; NCT06859424) and future
GVHD studies will target improvements in acute and chronic GVHD, infection and
Primary graft failure by Day 28 3% (0.8-7.6%) 7% (1.8-15.7%) relapse rates.
» These findings support extending suitable MMUD match considerations to include
Non-relapse mortality (NRM) 14% (9.2-19.1%) 8% (3.7-15.6%) all match levels in the context of PTCy, potentially enabling near-universal donor
access regardless of ancestry, while allowing for optimization of other non-HLA
Relapse 17% (12.0-22.9%) 23% (14.1-32.8%) donor factors.

-IBMTR

15




#570: Wang: CD19/CD22 bispecific CAR-T cells for R/R LBCL

og\f;W O

< <3 . .
‘,’g American Society of Hematology ‘ |
&
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%‘ Helping hematologists conquer blood diseases worldwide
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67th ASH" Annual Meeting

| | .
| 'm.,: } CD19/CD22 Bispecific CAR-T Cell Therapy for Relapsed/Refractory Large B-cell

Lymphoma: a Prospective, Single-arm, Single-center, Phase 2 Clinical Trial
CD19/CD22 bispecific CAR-T cell"
relapsed/refractory large b-cell lymphon

single-arm, single-center, phase 2 ClinicalTrials.gov Identifier: o T
NCT06081478
Xin-di Liu'", He-nan Wang'", Yuan-zheng Liang'*, Jin Ye!, Na Yao', Jing Yang?,
Beijing Tongren Hospital, CMU el .
Beijing Tongren Hospital Protocol AR

Record CAR-TO01/TR,

CD19/CD22 Bispecific CAR-T Cell
Therapy for Relapsed/Refractory B-cell
Lymphoma or Acute Lymphoblastic
Leukemia,

is registered and will be posted on the
ClinicalTrials.gov public website.

CD19sctv
CD8hinge+TM

tEGFR

[cp22scFv | (EAAAK)3 | cD19scFv [ cD8 hinge | cD8T™ [ 4-188 | D3t | T2A | tecrr |

CAR2219 consisted of a single-chain variable fragment (scFv) derived from the anti-CD22 monoclonal antibody fused
to a second scFv derived from the anti-CD19 monoclonal antibody, and the cytoplasmic signaling domains of human
4-1BB and CD3¢, and parallel Truncated Epidermal Growth Factor Receptor (tEGFR) expression was used to detect the
expression efficiency of CAR.




#570: Wang: CD19/CD22 bispecific CAR-T cells for R/R LBCL

Patients’ characteristics With a median follow-up of 8.1 months after CAR-T cells infusion, the best ORR was 100%,
comprising a CRR of 67.7% (21/31) and a partial response (PR) rate of 32.3% (10/31)
Lines of therapy, n (%)
<=2 14 (45) Figure 2
>2 17 (55) rs
The efficacy of bridging therapy, n (%)* - . 4
xR 134) e ? :
PR 9 31) b= : :
sD 18 (62.1) e
PD 1(34) oo . ;
No bridging therapy 2 == A ' Riann Yty
_Lognostic marker per central laboratory, n (%) . - 4 ORR=93.5%
DEL/DHL 12 (39) i . : < CRR=61.3%
P53 (+) 13 (42) s . '
more than two extranodal sites invasion, n (%) 17 (55) e r oS
LDH > ULN, n (%) 19 (61) penc . . ,
Lymphoma present in bone marrow, n (%) 4 (13) : . " o . b

Response & CR A PD A PR A SO  Death 0o @1




#570: Wang: CD19/CD22 bispecific CAR-T cells for R/R LBCL

VAR ALl m e e o B WM aaa s B N A el aBhhe o AP AN T oWl 2K o Al e Mo AT

CAR2219 was well tolerated for most patients, and no AE-related deaths were reported.
74% patients suffered from grade 1-2 CRS, and only one patient had grade 3 ICANS.

Changes in CAR-T cell counts

Adverse events All patients(N=31) |
any grade grade =3 .

Neutropenia 29(93%) 28(90%) f

Thrombocytopenia 24(77%) 14(45%)

Anemia 22(71%) 10(32%) )

Cytokine release syndrome 23(74%) 0 X

Immune effector cell-associated | 2(6%) 1(3%)

neurotoxicity syndrome




#1041: Chiesa: Universal CAR-T targeting CD7 for T-ALL

A Allogeneic T Cells

[ Automated Manufacture L

T cells obtained e Base editing o Lentivirus (LV)
from healthy S mRNAbase editor transduction
volunteer donor « sgRNAs (targeting CD52,

TCReB, and CD7) C Enrollment and Screening of Patients and Administration of BE-CAR7 T Cells

(

11 Children were recruited and screened for eligibility 2 Adults were enrolled under a U.K. compassionate-use special licence
1 9 Were recruited from national pediatric leukemia panels
—}\_ in the United Kingdom and Ireland
@ 2 Were recruited from Europe
A2 Infusion
given to multiple

2 Were excluded

f/\

recipients 1 Had disease progression
3 . with active infections ~—]
sgRNAs %}’““° Termination of 1 Did not meet eligibility
e CD52, TCRap, and CD7 criteria

I

9 Children received BE-CAR7 T cells
2 Adults received BE-CAR7 T cells

}%ﬁ expression

CD52
{ 4 2 Children were withdrawn to receive palliative
cp? l Cytidine =) \Modified o Evade serotherapy (no CD52) care for ongoing residual disease at day 28 ~
TCRapB deamination Cas9 protein o Prevent GVHD (no TCRe3)
enzyme Base editor * Avoid fratricide (no CD7) ’ 9 Patients were in remission at day 28 and proceeded to stem-cell transplantation
2 Children were withdrawn
B Timeline of Treatment 1 Had transplantation-related death —
BE-CAR7 Bone Marrow Allogeneic Stem-Cell 1 Received palliative care for CD7- relapse
T-Cell Infusion Assessment Transplantation
Remiove Conditioning | 7 Patients were in ongoing remission after stem-cell transplantation |
Consent and Host Immunity Empty bone marrow niches
Screening Lymphodepletion BE-CAR7 and remove BE-CAR7 T cells Post-Transplantation

Exposure Period | Follow-up

Day -21 -14 -7 0 7 14 21 28 // Mo0O 2 4 6 8 10 12




A Allogeneic T Cells

T cells obtained
from healthy
volunteer donor

e Base editing

« mRNA base editor

« sgRNAs (targeting CD52,
TCRap, and CD7
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AR N
/?‘%ﬁ

\4
o £bz Cytidine -

<

Termination of
CD52, TCRap, and CD7

expression

7

Automated Manufacture

Lentivirus (LV)
transduction

>

CAR7

o7 il

o Quality control

~ S

Medical
Research

Great Ormond

\

C Enrollment and Screening of Patients and Administration of BE-CAR7 T Cells
Infusion

11 Children were recruited and screened for eligibility
9 Were recruited from national pediatric leukemia panels
in the United Kingdom and Ireland
2 Were recruited from Europe

given to multiple
recipients

2 Were excluded

2 Adults were enrolled under a U.K. compassionate-use special licence

1 Had disease progression
with active infections

1 Did not meet eligibility
criteria

!}

9 Children received BE-CAR7 T cells
2 Adults received BE-CAR7 T cells
2 Children were withdrawn to receive palliative

care for ongoing residual disease at day 28

> ) Modified o Evade serotherapy (no CD52)
deamination Cas9 protein e Prevent GVHD (no TCRe3)
enzyme « Avoid fratricide (no CD7)
Base editor
B Timeline of Treatment
BE-CAR7 Bone Marrow Allogeneic Stem-Cell
T-Cell Infusion Assessment
Remove

Consent and Host Immunity

Screening Lymphodepletion

—l
Day -21

14

Transplantation
Conditioning

Empty bone marrow niches
and remove BE-CAR7 T cells

21

28

//M0024681012

‘ 9 Patients were in remission at day

2 Children were withdrawn

1 Had transplantation-related death

28 and proceeded to stem-cell transplantation ‘

1 Received palliative care for CD7- relapse

|

Abstract 1041, 67t ASH Annual Meeting, Orlando — 8t December 2025

‘ 7 Patients were in ongoing remission after stem-cell transplantation |

NEJM Published December 8, 2025; DOI: 10.1056/NEJMo0a2505478




#1041: Chiesa: Universal CAR-T targeting CD7 for T-ALL

INHS] .
& B Allogeneic CD7 CART cells

sy - TvT CAR7 Study

Virus arms with — Hospital for Children
NHS Foundation Trust

CAR

,‘fcmm’ Dlssssind T cell Leukemia
Base editor L**" TCRa
CBE ‘ g .
mMRNA
;"f A . _ + Phase 1 study;
e o Screening of patients (enrollment and consent)
_E%Es—z I Ly phacpieticn - Feasibility, safety and efficacy

* e of BE-CD7 CART-cells in children
. Single-Dose Infusion of BE-CAR7 T Cells . 3 .
T marker flag down ’\ ‘\\ ' — Bone marrow assessment & adUItS W|th r/f T ALL,
iti i d . - apge
Monitoring, —édltlomng procedure . Ellglblllty: r/r CD7 +ve T-ALL,
SUPURTING CFE, ahead of allo-SCT;
and treatment of

complications Allogeneic Stem-Cell .
Transplantation « >99% expression CD7 on blasts;
Monitoring [ N=11 children recruited, n= 9

LR R RERR R LRARERANRARRRRRNRRRRRRRERERRRRRY! LLLLLLLN JNEL NN BN NN BN RN NN SN AN AN AN | il dosed;

-21 -14 -7 0 7 14 21 28 - 0 6
Days Days Months

TRBC ﬁ_

« N= 2 adults (compassionate);




(0] o] gggt%rmondstreet BE CAR7 Study
i~ L’l::stltﬂllton; Cl;uldren

Patients and SCT characteristics
_mmm-mmm spl

T-ALL T-ALL ETP ETP N-ETP T-ALL T-ALL T-ALL
Previous SCT Y Y N N N N N N N N
Pre-LD (LAIP) % EX! 0.5 86.9 53.0 3.0 0.2 15.6 0.5 0.02 63.1

SCT Donor 10/10 10/10 N/A N/A 9/10 9/10 8/10 10/10 Haplo 10/10
MUD MUD MMUD UCB UCB ucs MUD

N B F160* F120* N/A N/A  E60 F150* EGO E60 E6O0 €120
€120 €120 T42000 Rtx200*
*
ATG Y Y N/A N/A Y N Y N Y N
12Gy 4Gy 12Gy 8Gy 12Gy 13Gy

Radiotherapy PpAqY 2 Gy N/A N/A

Chiesa et al. NEJM in press 2025

Sp2

Y

8.4
10/10
MUD

F150*

M140*

N/A

Hospital for Children

QO Great Ormond Street
~

BE CAR7 Study
CD7 CART toxicity

P1 QQW’/V//, 5@
P2+ DR ONO oRoXoRoXoXoXoXo
P3- ©o @ 8 o o o /R
P4+ > o ofol
P5- 20000000 POOOOE —
P74 ©0e CRS G2
P8 % mm CRS G3
P - mm CRS G4
7z ICANS
P10+ 000 Skin rash
Sp1
Sp2- ¢
T T T 1
0 7 14 21 28

Days from BE-CAR7

N=9/11 grade 1-2 CRS;
N=2/11 grade 3-4 CRS;
N=3/11 grade 1 ICANS;

N= 10/11 skin rash (day 6-
10)

Chiesa et al. NEJM in press 2025

R
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#1041: Chiesa: Universal CAR-T targeting CD7 for T-ALL

iid - - BE CAR7 Study BE CAR7 Study

~ Hospital for Children QO Great Ormond Street
CART expansion and disease response

NHS Foundation Trust «~ _Hospital for Children
S Foundation Trust

outcomes
BE-CAR?7 tracking by vector copies MRD response after CD7 CART
100 ¢ I PR P001 ——>>
106+ ~— P002 . >>>
W P002 S :

2 100 - T P003 X w BECAR7perod  * 82% deep remission = SCT;
= A- P003 P004 X mm Complete response

4.4
E 10 3 | x == R/R disease * N=2 reffactory (1 CD7 _Ve);
§ 10° A o [0S A sCT -
~ 1024 e Poo7 POQT >>>  >>>Ongoing remission o N=1 CD7 —-ve relapse pOSt
% g 1021 P008 > Besin BMT:
Q 101 = -m- P008 ’
lg P009 >>>

0 ! inite A= PO09

10 T T T+ 104 N D A."P.??I?'.‘?‘."""V_v_ s P010 >>> * N=1TRM;
Time Sp1 [=—E+34 li
Spi .
. - s o2 " 64% alive & CR post SCT.
+ sz I T T T : ; 1) 1
DO D28 M1 M3 M6 Y1 Y2 Y3
T Time since BE-CAR7
Pre-LD D+28
Chiesa et al. NEJM in press 2025 Time

- s _» - - sa® Chi .NEJM i 2025
- First clinical application of base-editing; SR

» Good CART clinical safety profile and
anticipated toxicity;

+ Anti-leukemic response in 82% patients;

+ High risk of infections due to augmented
LD/CD7 CART effect;

» Subsequent allo-HCT ensured normal
donor-derived T-cell / immune
reconstitution;

n

- Phase 1 study extended for 2 years. Sy




Obecabtagene autoleucel (obe-cel), a CD19-targeting
chimeric antigen receptor (CAR) T-cell therapy, in patients
with severe, refractory systemic lupus erythematosus (SLE)
in the Phase | CARLYSLE study: initial safety, preliminary
efficacy, pharmacokinetics, and biomarker results

Claire Roddie!?, Maria Leandro'?, Ben Parker?, Eleni Tholouli?, David Jayne®, Ben Uttenthal®,

Josefina Cortés-Hernandez®, Pere Barba®, José Andrés Roman Ivorra’, Yanging Hu®, Wolfram Brugger®,
Silvia Basilico'®, Davide Germano'°, Ruth Pepper’2:11

University College London, London, UK; “University College London Hospital, London, UK; *NIHR Manchester CRF, Manchester Royal Infirmary, Manchester, UK;

‘Manchester Royal Infirmary, Manchester, UK; *Cambridge University Hospitals NHS Foundation Trust, Cambridge, UK; ®Hospital Universitari Vall d"Hebron-Universitat Auténoma

de Barcelona, Barcelona, Spain; "Hospital Universitari | Politécnic La Fe, Valencia, Spain; *Autolus Therapeutics, Rockville, MD, USA; *Autolus Therapeutics, Munich, Germany;
Autolus Therapeutics, Basel, Switzerland; *'Royal Free Hospital NHS Trust, London, UK




#815: Roddie: CD19 CAR-T for SLE

CARLYSLE study design and dose administration
Obe-cel was infused at a single target dose of 50x10° or 100x10°6 CAR T-cells

* Dose level 1 (50%10° CAR T-cells)

* Dose level 2 (100x10° CAR T-cells)
Obe-cel manufacturing

Leukapheresis Obe-cel infusion

. FIuZSm‘/mlll: @ Monthly safety and
. . — mewmz efficacy follow-up

Screening® Enrolment Lymphodepletion

L

Patient disposition
Nine adult patients were infused with obe-cel at the 50M (n=6) or 100M (n=3) dose

Screened
N=15

{ oi inued before e (n=2) |

Enrolled
obe-cel 50M:
adults
n=7

Discontinued w/o obe-cel,
withdrawal by subject (n=1)

Obe-cel infused
n=6

Enrolled
obe-cel 50M:
adolescents
n=3

Enrolled
obe-cel 100M:
adults
n=3

Obe-cel infused
n=3

Obe-cel infusion
pending (n-1)

* Adult patients infused with 50x10° CAR T-cells had a median follow-up of 11.4 months (range: 8.5-16.3)*
* Adult patients infused with 100x10° CAR T-cells had a median follow-up of 3.3 months (range: 3.1-7.2)*




#815: Roddie: CD19 CAR-T for SLE

Efficacy outcomes: DORIS and renal response
Five (83.3%) patients in the 50M adult cohort achieved DORIS with a median onset
of 5.1 months (range: 4.9-8.9)

Safety o utcom es Swimmer plot showing DORIS over time in the 50M adult cohort (n=6)
Obe-cel was well tolerated in all patients, with no ICANS or Grade 22 CRS

Patient 1
? Patient 2
Infused adult patients, 50M (n=6) Infused adult patients, 100M (n=3) 2 e
Any grade, n (%) Grade 23, n (%) Any grade, n (%) Grade 23, n(%) E ::::Z:::
CRS 3 (50.0) 0 3 (100) 0 +
1 2 3 4 5 6 7 8 9 10 11 12
ICANS 0 0 0 0 Time since obe-cel infusion (month)

Any treatment-emergent adverse event -
Y & 50M adult cohort (n=6) 100M adult cohort (n=3) espondsy SOGRIS spober
t R
Neutropenia Patient 1 Patient 2 Patient 3 Patient 1 Patient 2
lnfection 30 30 30 30 30 . "
.51 R g . 0 5 2 %S JDNA antibodies
Hypertension* § o § 20 m g 20 g 20 § 2
" E 15 - % 15 X 44 % 15 (Normal range 0-10 1U/ml)
Anemia B z 2 3 o
20 g 1 2 S 10 S 10
Febrile neutropenia LI ¥ s - 3 s 3 s o 2
% ok
(4] 0 0 0
i NG
Thrombocytopenia Jf"‘\& e e P f(& LELY 60\04, LEPP f(& DP f(& & @
. P § § & & &
Liver injury i & & < 4
Patient 4 Patient 5 Patient 6 Patient 3
= One case of liver injury was observed, \ 30 30 30 30 ®= Mucosal ulcers
- . . . e . Em Alopecia
medication-related toxicity (anti-infecti ~ , 25 § 25 o 25 . B Vasculitis
§ 20 § 20 § 20 § 20 W increased DNA binding
% 154 mm x 15 - x 15 »® 154 . Low complement
é ) é E‘ E’ Fever 10
g 10 g 10 g 10 g 10 = Pericarditis
i v v i
5 t t 5 5 5 . Rash
* ’ - = = Arthritis
0 O oD 0 & 5D 0 & O H 0 o a 2 W Renal involvement
e?’é\o P F Qg’{\‘(\ ¥ zz(\‘e L ze,‘.‘\o L = | eukopenia
o o o o




#815: Roddie: CD19 CAR-T for SLE

CAR T-cell kinetics and B-cell depletion

Robust and rapid CAR T-cell expansion and B-cell depletion were observed

Median (Q1-Q3) in CAR T-cell expansion/persistence and B-cell depletion over time

Visit not reached

mm Transitional
. Naive
W Pre-switched memory

Em Switched memory
Bl Double negative memory

No B-cells No B-cells Visit not reached EE plasmablasts

#5

CAR T-cell expansion/persistence B-cell depletion
3% "‘: e - Gl <ot 10084 fh) g__{ ": - oarte= rord ]
ol . ;f “1 B-cell phenotypes following repopulation (50M adult cohort)
;? . g% -1 Early findings suggest that obe-cel induces a reset of the B-cell population
. \";., M P " _Patient Day -5 Month 3 Month 6 Month 9 Month 12
Analysis visit {e,ab F n No sample No B-cells . .
of potionts e ik available
e = . ® o &
#3 No B-cells . .

E

#6

Overall, >90% of reconstituted B-cells at the time of recovery were transitional or naive

%gri__




Klinische Studien Zelltherapie Tubingen
Entity  Deseripton st

Allogeneic SCT/GVHD

Lymphomas/ALL

Autoimmune Diseases

Lymphomas

Lymphomas/
Car-T cells

A Randomised, Open-label, Multicentre, Phase 3 Trial of First-line Treatment with
Mesenchymal Stromal Cells MC0518 Versus Best Available Therapy in Adult and
Adolescent Subjects with Steroid-refractory Acute Graft-versus-host Disease After
Allogeneic Haematopoietic Stem Cell Transplantation (IDUNN Trial)

A phase I/l dose finding and efficacy study of MB-CART-CD19/CD22 in patients with
relapsed/refractory B-cell malignancies

An open-label phase I/lla, multicentre, interventional single-arm trial of MBCART19.1 in
patients with refractory SLE

Use of MB-CART19 also for autoimmune diseases: Basjet (SLE, MS, myositis)

A phase /1l safety, tolerability and preliminary efficacy study of UKT-CART-19.1 in
patients with primary progressive multiple sclerosis

Phase-lI-Studie zur Bewertung der Wirksamkeit und Sicherheit von MB-CART2019.1 im
Vergleich zur Standardtherapie bei Teilnehmern mit rezidiviertem/refraktarem diffus-
grof3zelligem B-Zell-Lymphom (R-R DLBCL) | DALY 2-EU

Phase Il study to evaluate the efficacy and safety of MB-CART2019.1 compared with
standard therapy in participants with relapsed/refractory diffuse large B-cell lymphoma
(RR DLBCL) | DALY 2-EU

open
Infos:
Prof. Dr. Bethge

open
Infos:
Prof. Dr. Bethge

open
Info:
Prof. Dr. Henes

planned
Info:
Prof. Dr. Henes

planned
Info:
Dr. Malte Rorden

open

Infos:
Prof. Dr. Bethge

reopened
Info:
Prof. Dr. Bethge
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