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New targeted agents in PTCL: could the light at the

end of the tunnel be near?
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PTCL: From empirical chemotherapy to 

biological precision
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Complex biological heterogeneity creates diagnostic and treatment 
selection difficulties

Clinical Challenge

Major subtypes demonstrate significant chemoresistance 
requiring innovative therapeutic strategies

Treatment Gap

Standard chemotherapy yields poor results with only 32% five-
year survival

Current Limitations

Heterogeneous group of aggressive mature post-thymic T/NK-
cell neoplasms requiring personalized treatment approaches

Disease Definition

PTCL Treatment Challenge Overview



: Advances in T cell Lymphoma: From 

“shoot first” to Precision targeting



Patients With Relapsed or Refractory Disease Have 

an Especially Poor Prognosis

2nd PFS (median, 3.7 months) of 
patients treated with chemotherapy 

(n = 89) with R/R PTCL

OS (median, 6.5 months) 

after first relapse or 

progression of PTCL.

2nd PFS = 3.7 months

Overall Survival from 

2nd Relapse  = 6.5 months

Mak et al. 2013



MDACC Outcomes for PTCL

PTCL-NOS, AITL: 321 pts (180 PTCL-NOS, 141 AITL) 

PFS1: PFS to front-line therapy

PFS2: PFS to 1st salvage

PFS3: PFS to 2nd salvage

Med OS1, OS2 and OS3 were 47.7, 15.1 and 8.1 mo.

Pralatrexate or Romidepsin at 1st or 2nd salvage TX 

were not associated with longer PFS2 or PFS3.

Chihara D, et al. Br J Haematol. 2017

Results: Med Mo

PFS1 PFS2 PFS3

All 10.3 4.1 2.5

PTCL 8.4 3.1 2.5

AITL 13.1 10.9 2.4



Pralatrexate and Belinostat: Primary Efficacy 

Data Supporting Accelerated Approval 

PROPEL Study

Pralatrexate1

N = 109

BELIEF Study

Belinostat2

N = 120

Overall response rate (ORR), n (%) 32 (29%) 31 (26%)

Best overall response 

Complete response (CR) 11 (10%) 13 (11%)

Complete response unconfirmed (CRu)* 1 (1%) -

Partial response (PR) 20 (18%) 18 (15%)

Duration of response, median (95% CI) 10.1 months (3.4–NE) 13.6 months (4.5–29.4)

Progression-free survival (PFS), median (95% CI) 3.5 months (1.7–4.8) 1.6 (1.4–2.7)

Overall survival (OS), median (95% CI) 14.5 months (10.6–22.5) 7.9 (6.1–13.9)

*CRu is a category between CR and PR (ie, does not strictly match either CR or PR); a CRu does not indicate a short-lasting CR

1. O’Connor, 2011; 2. O’Connor, 2015



CD30 as the predictive marker in TCL

PTCL
Salvage therapy/

Clinical trials

BV + CHP

CR or PR
ASCTCD30+ Histologies:

PTCL-NOS
AITL  (?)
ALK- ALCL 
ALK + ALCL 

No 
response 

or PD

Complete 
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PTCL
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• HOW  CAN WE HARNESS THE ADVANCES IN BIOLOGY?



Iqbal et al. Blood 2014; 123;2915-23

Gene expression signatures delineate biological and 
prognostic subgroups in peripheral T-cell lymphoma

TBX21
GATA3
Pan B-cell
Pan T-cell
Plasma cell



Sequential algorithm enables 
systematic subtype classification for 

treatment selection

Diagnostic Flow

CCR4 positivity (≥50%) provides 
additional GATA3 subtype 

confirmation when needed

CCR4 Confirmation

GATA3 immunohistochemistry (≥50%) 
identifies GATA3 subtype in 

appropriate cases

GATA3 Classification

Secondary CXCR3 positivity (≥20%) 
supports TBX21 subtype when TBX21 

negative

CXCR3 Marker

Positive TBX21 immunohistochemistry 
(≥20%) confirms TBX21 subtype 

classification

TBX21 Identification

Clinical Diagnostic Algorithm Development



COO based Diagnosis in PTCL

CD30ALK1

CD21 PD1 EBERAITL

ALCL

GATA3CXCR3TBX21

NOS

CXCR3

Vega F, EXABS-TCL-052.2020



5 Lenalidomide, Golcadamide, 
provide alternative mechanism for 
immune system activation against 
tumors

Immunomodulatory

4

Valemetostat, crizotinib, Alectinib and 
PI3K inhibitors (Duvelisib, Linperlisib, 
Tenalisib), JAK inhibitors (Ruxolitinib, 
Golidocitinib), Soquelitinib

Kinase Inhibitors

3

Anti-CD5 CAR-T and anti-CD70 & 
TRBC1

Cellular Therapies

2

Brentuximab vedotin and 
mogamulizumab provide targeted 
antibody-drug conjugate therapy.

Anti-PD1

Monoclonal mAbs/ADCs

1Romidepsin, belinostat, and 
chidamide and Azacytidine target 

epigenetic dysregulation 
mechanisms

Epigenetic modulators

Therapeutic Options Beyond Chemotherapy: 

disrupting dysregulated pathways



Single-Agent PTCL Treatments 

Overview



Single-Agent PTCL Treatments 

Overview



Emerging themes in T cell Lymphomas

• Epigenetic targeting of Tfh

• Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2, ITK

• Immunotherapy: checkpoint blockade and cellular

• Targeting cytotoxic, gamma-delta and NK subtypes

• Pan SIRP inhibitor for LA-HLH



Emerging themes in T cell Lymphomas

• Epigenetic targeting of Tfh
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• Targeting cytotoxic, gamma-delta and NK subtypes
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4 TFH phenotype provides framework for 
understanding disease mechanisms and 
targeting

Clinical Significance

3
Identifying cell origin reveals shared 

biological engine driving distinct 
classifications

Common Biology

2 Nodal lymphomas of TFH cell origin include 
AITL and follicular TCL

Lymphoma Origins

1PD1, ICOS, CXCL13, BCL6, and CD10 define 
follicular helper phenotype

TFH Markers

T-Follicular Helper Phenotype Biology
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Maintains malignant phenotype through transcriptional regulation of 
target genes

BCL-6 Expression

4
High microvessel density supports AITL tumor growth and 
progression

Vascular Development

3
PD-1/PD-L1 and ICOS/ICOSL pathways regulate T-cell and B-cell 
interactions

Immune Checkpoints

2
IL-21 and IL-6 promote B-cell activation and plasma cell 
differentiation

Cytokine Signaling

1
Malignant follicular helper T-cells interact with germinal center 
B-cells

Cellular Interactions

Malignant Microenvironment Mechanisms



Iqbal et al. Blood 2014; 123;2915-23, Ondrejkaet al. Am J SurgPathol2016: 40:335-41; Nagao R et al. Am J SurgPathol2016; 40:1041-50; Steinhilberet al. Mod Pathol2019; 32:1123-34

Nodal T-cell lymphomas with TfH phenotype

AITL, PTCL with TfH & Follicular TCL

• TFH markers: PD1, ICOS, CXCL13, BCL6 & CD10
• Partial overlapping genetic landscapes



Nodal Lymphomas with TFH Phenotype: 

Role of Epigenetic Modifiers 

1. Pro. Hematol Oncol. 2017;35:914. 2. Lemonnier. Blood. 2018;132:2305.
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ORACLE: Phase III study baseline 

characteristics

Dupuis J et al, ASH 2022 #959



ORACLE – did not meet primary 

endpoint PFS but OS

CC-486 Investigator’s choice

5.6 months

2.7 - 8.1 months

2.8 months

1.9 - 4.8 months95% CI
P=0.0421

median

>p=0.025

Dupuis J et al, ASH 2022 #959

CC-486 Investigator’s choice
18.4 months

12.9 – 31.5 months

10.3 months

4.2 – 13.5 months95% CI

P=0.0166*

median

* Descriptive p value



Ji MM et al. Haematologica 2018;103(4):679-687; 

Histone modifier gene mutations in peripheral T-cell 

lymphoma, not otherwise specified. 

histone acetylation

histone methylation

DNA methylation

chromatin remodeler
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Pembrolizumab and Romidepsin in 

r/r PTCL: Outcomes

OS OS by subtype
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CODEX analysis of the immune landscape in 

responders versus non-responders 12/14. 



Parallel architecture of immune aggregates: AITL TME vs. 

Cancer Tertiary Lymphoid Structure. 

Highlights shared spatial logic but divergent clinical implications

Zhang, X., Sun, Y., Wu, D., et al. (2026). Cell Death & Disease.Schumacher, T. N., & Thommen, D. S. (2022). Science. Gu-Trantien, C., et al. Cell. Pritchett, J. C., Yang, Z. Z., Kim, H. J., et al. (2022). 
Leukemia. Zhu, M., Li, N., Fan, L., et al. (2024). Blood.
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Global Differentiation Between 

Responders and Non-responders

Higher immune cell infiltration or 
activation of CD3e+ as a marker of 

response

Grouping of diagnostic subtypes based on response 
status, suggests that certain subtypes have a higher 

likelihood of responding to treatment.

t-SNE of cellular subtypes and responsesRADAR Plot of responses



TfH as the predictive marker in TCL: 

Lessons from Ro-CHOP Phase III

PTCL
Salvage therapy/

Clinical trials

CHOEP+
HDaCi

CR or PR
ASCT

TfH+ Histologies:
PTCL-NOS (TfH)
AITL  (?) No 

response 
or PD

Complete 
Rx

CR or PR

No 
response 

or PD
Rx as r/r 

PTCL

Rx as r/r 
PTCL

CHOP
CHOEP

CR or PR
ASCT

Non CD30, non TfH
PTCL Histologies:
PTCL-NOS

No 
response 

or PD

Complete 
Rx CR or PR

No 
response 

or PD

Rx as r/r 
PTCL Rx as r/r 

PTCL

TfH



Phase II Trial: Azacitidine + CHOP as

Initial Therapy for PTCL

Ruan. ASH 2020. Abstr 40. 

Patients with untreated PTCL (N = 20)

Nodal TCL w/TFH phenotype (per 

WHO 2016)

AITL

Follicular TCL

PTCL-NOS, TFH variant

PTCL-NOS

ALCL, ALK neg

ALCL, ALK pos w/IPI >2

Adult T-cell lymphoma/leukemia

▪ Primary objective: CR rate

▪ Secondary objectives: ORR, safety, survival

▪ Exploratory: genomic, transcriptomic, and 

methylomic biomarkers

▪ Azacitidine dosing: 300 mg/day, d-6 to 0, then D8-21 in Cycles 1-5

▪ Patients in CR/PR after 6 cycles can receive consolidative HSCT

-6 1 8 15 21 1 8 15 21 1 8 15 21

CHOP CHOP CHOP
Azacitidine Azacitidine Azacitidine

C1 C2 to C5 C6

Azacitidine: cycle 1, days -6 to 0; 1-5 days, days 8-21

Cyclophosphamide, doxorubicin, vincristine: day 1

Prednisone: days 1-5

Growth factor e.g., pegfilgrastim:

Treatment

Response Interim EOT

n
Evaluable, 

% (n = 20)

PTCL-TFH, 

% (n = 17)
n

Evaluable, 

% (n = 20)

PTCL-TFH, 

% (n = 17)

ORR 17 85 94 15 75 88

CR 11 55 59 15 75 88

PR 6 30 35 0 0 0

SD 2 10 0 1 5 0

PD 1 5 6 2 10 6

Discontinued 0 0 0 2 10 6

Median FU, mo 15 (range: 9-23)



Emerging themes in T cell Lymphomas

• Epigenetic targeting of Tfh

• Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2, ITK

• Targeting cytotoxic, gamma-delta and NK subtypes

• Immunotherapy: checkpoint blockade and cellular

• Pan SIRP inhibitor for LA-HLH



Emerging themes in T cell Lymphomas

Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2, ITK

• Targeting cytotoxic, gamma-delta and NK subtypes

• Immunotherapy: checkpoint blockade and cellular

• Pan SIRP inhibitor for LA-HLH
PI3K-δ and PI3K-γ

inhibitor

Demethylating agent

3 5

PI3K-δ and PI3K-γ
inhibitor

Tenalisib

PI3K-δ inhibitor

Golidocitinib
2

Duvelisib

Valemetostat
6

JAK/STAT pathway
inhibitor

EZH2 and EZH1
inhibitor

Linpersilib

PTCL Treatment Agents and Targets

1 7
Azacitidine

Soquelitinib

ITK inhibitor

4

Miller et al. ASH 2025

Zinzani PL, et al. Lancet Oncol. 2024

Huen A, et al. Cancers (Basel). 2020

Song Y, et al. Lancet Oncol. 2024

Mehta-Shah N, et al. PRIMO, ASH 2024 Iyer et al. ASH 2024

Dupuis J, et al. Lancet Haem, 2024



Efficacy of Novel agents

Name of 
Agent

Target / 
Pathway

N (Patients)
Median Prior 
Lines (Range)

ORR (Best 
Overall 
Response)

CR (Complete 
Response)

Median F/U
PFS (if 
available)

Author / 
Study 
Reference

Golidocitinib

JAK / STAT 
pathway (JAK1 
selective 
inhibitor)

104 (Enrolled) 
/ 88 (Efficacy)

2 (1–3)
44.3% (IRC-
assessed)

23.9% (IRC-
assessed)

NA (Data cut-
off Aug 31, 
2023)

NA (PFS 
secondary 
endpoint)

Song Y, et al. 
Lancet 
Oncol. 2024

Duvelisib

Dual PI3K 
inhibitor 
(PI3K-δ / PI3K-
γ)

123 (All PTCL) 2 (1–9)
48.0% (IRC-
assessed)

33.3%
Median PFS: 
6.24 months

3.45 months 
(95% CI: 1.84–
3.94)

Mehta-Shah 
N, et al. 
PRIMO, ASH 
2024

Linperlisib 
(YY-20394)

PI3K-δ 
inhibitor

35 (PTCL FAS)
≥1 prior 
therapy

45.7% 
(Investigator-
assessed)

31.4%
≥6 months 
follow-up

6-month PFS 
rate: 40.4% 
(95% CI: 23.5–
56.8)

Iyer et al. 
ASH 2024

Valemetostat
Dual EZH2 / 
EZH1 inhibitor

133 (Enrolled) 
/ 119 
(Efficacy)

2.0 (1–12)
52.1% (BICR, 
CT-based)

14.3% (PET-CT 
based)

NA NA
Zinzani PL, 
et al. Lancet 
Oncol. 2024

Soquelitinib 
(CPI-818)

ITK inhibitor
19 (Dose-
escalation 
total)

1–18 (range 
across 
cohorts)

37% 16% NA

NA (PFS 
primary 
endpoint in 
Phase 3)

Phase 1 Dose 
Escalation



Responses in AITL

Name of Agent Target / Pathway
N (AITL / TfH 

Subtype)

Subtype Context / 

Cohort

Median Prior Lines 

(Range)
ORR CR

Valemetostat
Dual EZH2 / EZH1 

inhibitor

53 (AITL: 42; Nodal 

PTCL-TfH: 8; FTL: 3)

ORR 52.1% overall 

in efficacy-
evaluable (N=119); 

≥1 52.1% —

Golidocitinib
JAK / STAT pathway 

(JAK1 selective 
inhibitor)

16 (AITL)
15.4% of cohort 

were AITL; overall 
ORR 44.3%, 

≥1 44.3%) —

Soquelitinib (CPI-

818)
ITK inhibitor 7 (AITL)**

AITL & TFH-NOS 

eligible in Phase 3; 
enrolled in dose-
escalation; no 

subtype-specific 
ORR reported

≥1 —

Linperlisib (YY-

20394)
PI3K-δ inhibitor

Not specified for 

AITL subset*

Conducted in PTCL 

(including AITL); 
follow-up ≥6 
months

≥1 65% 48% 

Duvelisib
Dual PI3K 
inhibitor (PI3K-δ 
/ PI3K-γ)

37
62.2% 51.4%



Adverse events of Novel agents

Name of Agent
Grade 3/4 Adverse Events 

(≥10%)
Special AEs / Key Toxicities Discontinuation Due to AEs Related Deaths

Golidocitinib(N = 104)

Any TRAE ≥ Grade 3: 

59.6%.Most common: ↓ 
platelets, ↓ WBC, ↓ 
neutrophils, ↓ lymphocytes.

TRAE 24.0%; primarily 

hematologic toxicities.
8.7% 1.0% (1 patient)

Duvelisib(Phase 2 PRIMO, N 

= 123)

ALT ↑ (21.1%), neutrophils 

↓ (17.9%), AST ↑ (17.1%).

Transaminase elevation 

(ALT/AST) most common 
special AE; Grade ≥ 3 
diarrhea 9.8%.

Not explicitly stated 

(intolerance criteria).

Cryptococcosis (1), EBV-LPD 

(1), pneumonitis (1), sepsis 
(1).

Linperlisib(Phase 2 US & EU, 

N = 98)

Neutropenia (32%), 

pneumonia (14%), 
leukopenia (10%).

Pneumonia (11%) most 

frequent drug-related SAE; 
immune-related ≥ G3 TRAEs 
(ALT/AST ↑, diarrhea, colitis, 

rash) < 5%.

9.2% (9 patients); dose 

reductions 22.4%.

Not detailed for N = 98 

cohort.

Valemetostat(N = 133) Thrombocytopenia (23.3%).

Cytopenias common; 

thrombocytopenia most 
frequent any grade (49.6%) 
and G3+ TEAE; 2 secondary 

AML cases.

9.8% (due to any TEAE).
2 patients with secondary 

AML (discontinued).

Soquelitinib (CPI-818)(Phase 

1 Dose Escalation, N = 45 
safety pop.)

Any TEAE ≥ G3: 53.3%. Most 

common TRAE ≥ G3: 
neutropenia (11.1%).

Serious TRAE 8.9%; non-

hematologic G3+ TRAEs 
included pneumonia (4.4%) 
and rash (4.4%).

Not stated.
No treatment-related 

deaths.
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Patient 

Characteristics

100 mg

(N=4)

200 mg

(N=31)

400 mg

(N=9)

600 mg

(N=16)

Age (yrs.), 

median (range)

51 

(29, 75)

60 

(29, 81)

69.0

(41, 80)

63.5

(34, 84)

Gender, male N (%) 3 (75)
14 

(45.2)
6 (66.7) 8 (50)

No. of prior 

therapies,

median (range)

3.5 (2, 

4)
3 (1,18) 5 (2, 15) 5 (1, 9)

Histologies

PTCL-NOS 1 13 2 9

AITL 1 4 2 0

ALCL 1 3 0 0

CTCL Sezary 0 2 4 1

CTCL Mycoses 0 5 1 5

Other 1 4 0 1

Data: 18 May 2023
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• Good occupancy achieved at 200 mg BID and beyond

• Excellent correlation between PBMC and tissue occupancy in both LN 
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Enrollment in US, AUS, KOR and China (n=60)

31 patients enrolled at 200 mg BID
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SOQUELITINIB: a selective ITK inhibitor skews the immune 

response to enhance anti-tumor activity



SOQUELITINIB shows durable responses in less 

heavily pre-treated patients



Data: 18 May 2023

Clinical Results in Optimum Dose Cohort



Randomized Phase 3 Trial

Belinostat,

Pralatrexate, or

Gemcitabine

R/R PTCL

N = 150

1:1

CPI-818 200 mg po BID

Standard of Care

Eligibility

• >1 and ≤3 prior therapies

• PTCL-NOS, ALCL, AITL, 

FHTCL-NOS, or FHTCL-

Follicular

Endpoints

• Primary: PFS

• Secondary:

• ORR

• OS

• DOR

CROSSOVER:

CPI-818 200 mg po BID

PD



Emerging themes in T cell Lymphomas

• Epigenetic targeting of Tfh

• Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2

• Targeting cytotoxic, gamma-delta and NK subtypes

• Immunotherapy: checkpoint blockade and cellular



45

DR-01 Targets Cytotoxic Lymphomas (CTLs): Rare with High Unmet Need

CTLs 

• Group of rare lymphoma subtypes (3%–6% of non-Hodgkin 

lymphoma)1

• Characterized by cytotoxic cells expressing CD94

• Few CTL patients are represented in randomized studies

Outcomes are poor

• Median overall survival (mOS) < 1 year in newly diagnosed 

HSTCL, EATL, and ENKTL patients2

• mOS of only ~3 months in R/R ENKTL3

DR-01 (non-fucosylated antibody) 

• Engages Fc-ɣ receptors, such as CD16a

• Triggers antibody-dependent cellular cytotoxicity (ADCC) by 

effector cells or fratricide, resulting in target cell depletion 

ENKTL, nasal type

EATL

MEITL

HSTCL

SPTCL

PCɣ𝛿TCL

PTCL-NOS*

ET-CTCL

ANKL

HVLPD

Cutaneous PTCL-NOS*

Cytotoxic Lymphoma Histologies

1Leukemia and Lymphoma Society 2024;  2Vose et al. JCO 2008 ;  3Bellei M et al. Haematologica 2018

*Selected patients with a cytotoxic phenotype 



Promising Response Rate, including CRs, in CTL Patients 

During Dose Escalation in Majority of Histologies

1

2

1 1 1 1 1

1

1

1 1

2

3

2

1

1

CR

PR

SD

PD

NE or Withdrew#

# One unrelated AE withdrawal and one PI withdrawal without assessment
*Includes cutaneous subtypes

Dose Level (mg/kg)

0.3

(N=1)

1

(N=6)

3 

(N=4)

6

(N=5)

10 

(N=3)

Total

(N=19)#

ORR, n (%) 0 4 (67) 1 (25) 2 (40) 9 7 (37)

CR 0 3 (50) 0 0 0 3 (16)

PR 0 1 (17) 1 (25) 2 (40) 0 4 (21)

SD 0 0 1 (25) 2 (40) 1 (33) 4 (21)

PD 1 (100) 2 (33) 2 (50) 1 (20) 2 (67) 8 (42)

Responses by Histology

Zain J, Iyer S et al. Abstract 980: DR-01 in R/R Cytotoxic Lymphomas
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Case Study: R/R Subcutaneous Panniculitis-like TCL

• 24-year-old M with stage IV SPTCL who received 

3 prior lines of therapy (corticosteroids, 

romidepsin, and cyclosporine)

• At C2D1 response assessment:

• PET scan showed increased FDG-avid lesions 

which was possibly related to inflammatory 

response  

▪ Biopsy of nodule showed residual SPTCL, 

some fat necrosis and decreased Ki-67 

• At C4D1 response assessment:

▪ Resolution of FDG-avid lesions 

▪ Achievement of CR

Baseline C2D1 C4D1

Images: courtesy of Dr. Christiane Querfeld (City of Hope)

CD8+ SPTCL 
Residual SPTCL

Fat necrosis 
Fat necrosis 



Choosing the right targets: expression of CD 

markers on T lineage and mature T αβ cells

Pre T-ALL
T cell 

lymphomas and 
leukemias

Stem Cell pre T immature T mature T
Or post thymic

pro T

CD5

CD1a

TRBC1

CD7
CD4
CD8

T cell 
lymphomas

mature T
After antigen exposure

CD30
CD37
CCR4

Fratricide

CD70



CTX130: An ”off the shelf” CAR-T Cell 

therapy for TCL



MF/SS: Response trends



American Society of Hematology  |

Interim analysis of 

safety and efficacy in a Phase 2 study of 

MB-105, a CD5.CAR-T therapy

for patients with 

relapsed/refractory T cell lymphoma

8  De ce mbe r  2025 |  Swaminat han Iyer

Salvia  Jain,  Aaron Good ma n, Jul ie Vose,  Er ic Mou,  LaQuisa Hil l ,  S te ve n Ho rwit z,  Natal ie  Grover ,  A nne Beaven,  Aleksand r  

Lazaryan,  Ma lco lm Brenner ,  Sarah Hein,  Fede ri ca Giordano ,  Er ic  Smith,  Rob ert Michel ,  A h -Reum Jeo ng,  M ichae l T ees ,  A ndy 

Chen,  Shashank Cinga m,  Ma ksi m Mamonkin,  A lice  Be xon



American Society of Hematology  |

MB-105 evades fratricide without additional engineering
CD5 protein is internalized and degraded in optimized CD5.CAR-T cells

Hill, L. C., et al. (2023). Blood. https://doi.org/10.1182/blood.2023022204 | Mamonkin et al. Blood (2015) | Ma et al. Cell Reports Medicine (2024)

CD5 expression in 

T cell lymphoma

• CD5 is a surface receptor 
expressed in T cells

• Expressed in ~70% of peripheral 
and cutaneous TCL

• Highly expressed in PTCL-NOS 
and TFH-like lymphomas

• Expression retained in 
relapsed/refractory disease

Phase 1 trial 

Responses in TCL

CR at 4 weeksPre-CD5 CAR 
T

CR in 4/11 patients
2/4 CR patients alive >6 years

Self degradation of CD5 reduces cost and complexity

of MB-105 CAR-T production

transduction

CAR-T cells

Internalization and 
degradation of CD5

T Cells

Selected T cells

expansion

Expanded MB-105 

CAR-T product

Robust expansion of CAR-
T cells without fratricide
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Demographics and baseline characteristics

Characteristic, n (%) Treated patients (n=7)
Age (years)

Median (range) 70 (60-76)
Sex female 3 (43)
Race

White 5 (71)
Black 1 (14)
Other 1 (14)

Karnofsky 90-100 5 (71)
Karnofsky 70-80 2 (29)
Type of lymphoma

PTCL 5 (71)
PTCL-NOS 3 (43)
AITL 2 (29)

CTCL (all MF) 2 (29)

Data cut 14 Nov 2025
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Characteristic: median (range)* Treated patients (n=7)
Baseline CD5 expression

Percent CD5 98 (15-100)
H-score 286 (43-300)
CD5low n (%) 1 (14)

Months since diagnosis 43 (13-109)
NCCN-IPI at initial diagnosis (PTCL) 2 (1-4)
TNMB at initial diagnosis (CTCL) T2N0M0B0-1
Months since last relapse 4 (1-19)
Prior lines of systemic therapy 3 (2-7)
Prior transplants, n (%) 5 (71)

Autologous 4 (45)
Allogeneic 1 (18)

Baseline LDH 243 (172-267)

Lymphoma history, CD5 expression and prior treatments

Data cut 14 Nov 2025

* Unless otherwise stated
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Treatment-emergent adverse events in >1 patient

Data cut 14 Nov 2025

Non-hematologic TEAEs (n=7)
Preferred Term n (%) Grade 3-4 All
Cytokine release syndrome 0 4 (57)
Fatigue 0 4 (57)
Dizziness 0 3 (43)
Hypotension 2 (29) 3 (43)
Pyrexia 0 3 (43)
Deep vein thrombosis 2 (29) 3 (43)
Oedema peripheral 0 2 (29)
Constipation 0 2 (29)
Dehydration 0 2 (29)
Dry mouth 0 2 (29)
Febrile neutropenia 2 (29) 2 (29)
Polyomavirus viraemia 0 2 (29)
Pruritus 0 2 (29)

Hematologic TEAEs (n=7)
Preferred Term n (%) Grade 3-4 All
Anaemia 3 (43) 5 (71)
Neutropenia 2 (29) 4 (57)
Neutrophil count decreased 3 (43) 3 (43)
Thrombocytopenia 3 (43) 3 (43)
Platelet count decreased 1 (14) 2 (29)
Blood creatinine increased 0 2 (29)
Hypokalaemia 0 3 (43)
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All MB-105-related treatment emergent AEs

Data cut 14 Nov 2025

*Death due to DLBCL on study day 128 

Preferred Term n (%)
Treated patients (n=7)

G1 G2 G3 G4 All
Cytokine release syndrome 4 (57) - - - 4 (57)
Diffuse large B-cell lymphoma - - - - 1 (14)*

Neutrophil count decreased - - 1 (14) - 1 (14)
Epstein-Barr virus - 1 (14) - - 1 (14)
Fatigue - 1 (14) - - 1 (14)
Headache - 1 (14) - - 1 (14)
Rash - 1 (14) - - 1 (14)
Arthritis (hand) 1 (14) - - - 1 (14)
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Type     CD5%

PTCL 100

CTCL 100

PTCL 75

PTCL 98

PTCL 95

Efficacy: swimmer plot

Includes evaluable patients who received the full dose of 50 million MB-105 cells  (data cut 14Nov2025) 
Two patients are excluded from the efficacy population (1 underdosed, 1 had baseline CD5 expression <50%); both best responsePD

CD5 negative

CD5
negative

New malignancy

Case 2

Case 1

Case 3
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Case 2 – 60 y.o. male, PTCL - NOS
Baseline Month 1: PR Month 3: CR

• NCCN IPI score 1
• B-symptoms (fever)
• 26 months since 

diagnosis
• 5 prior regimens, 

including allo-SCT

Month 6: CR

Data cut 14 Nov 2025
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Case 2 – 60 y.o. male, PTCL - NOS
Baseline Month 1: PR Month 3: CR

• NCCN IPI score 1
• B-symptoms (fever)
• 26 months since 

diagnosis
• 5 prior regimens, 

including allo-SCT

Month 6: CR

Data cut 14 Nov 2025

C
D

5

MB-105 

MB-105 Flow MB-105

95%



American Society of Hematology  |American Society of Hematology  |

Case 2 – 60 y.o. male, PTCL - NOS
Baseline Month 1: PR Month 3: CR

• NCCN IPI score 1
• B-symptoms (fever)
• 26 months since 

diagnosis
• 5 prior regimens, 

including allo-SCT

Month 6: CR

Data cut 14 Nov 2025

Biopsy R axillary LN
• No lymphoma
• MB-105 present 

G1 arthritis in PIP 
joints of the hand



ELA026 TARGETING OF SIRP(+) IMMUNE CELLS RESULTS IN 

A HIGH RESPONSE RATE AND IMPROVED 2-MONTH SURVIVAL OF 

TREATMENT-NAÏVE MALIGNANCY-ASSOCIATED 

HEMOPHAGOCYTIC LYMPHOHISTIOCYTOSIS IN A PHASE 1 STUDY

June 16, 2024

EHA2024 Hybrid Congress

Late-Breaking Oral Session

Abstract LB3442

Abhishek Maiti, Naval Daver, William Johnson, Gaurav Goyal, Catherine M Broome, Satyen Gohil, JAM van 

Laar, Francisco Javier Lopez Jimenez, David McCall, Hayley Lane, Benjamin Kim, Sandip Panicker, Gary 

Patou, Stephen Moore, Brian Mangal, Kelly Covert, Graham Parry, Kathy Dong, Kim-Hien Dao, Carl 

Allen, Swaminathan Iyer

(LB3442)

Cytokine Storm ORAL
ASH 2024



ELA026 Is a First-In-Class, Clinical Stage 

mAb Targeting SIRPa/b/g

62

Hypothesis: Targeting depletion of multiple pathogenic immune cells may rapidly control the cytokine 

storm in sHLH

• ELA026 is a fully human IgG1 monoclonal antibody targeting SIRP on myeloid cells and SIRP

on T lymphocytes

• Mediates ADCC and ADCP in vitro, with potent depletion of myeloid cells and T lymphocytes 

demonstrated in non-human primates



Overall Study Response and Survival

63

0 7 14 21 28 35 42 49 56 63 70 77 84 91 98 105 112 140 365+

Study Day 1 Week 4 EOT EOS Long-term Survival

sHLH Trigger

Immunotherapy

Unknown
R/R PTCL

Unknown
R/R AML

R/R DLBCL
Hepatosplenic Lymphoma

PTCL-NOS
R/R DLBCL

R/R PTCL-NOS
R/R AITL

B-cell Lymphoma
Gamma/delta T-cell Lymphoma

Cutaneous T-cell Lymphoma
PTCL-NOS

AML
R/R NK cell Leukemia/Lymphoma

R/R PTCL-NOS
R/R AITL

EBV
Hodgkin Lymphoma

T-cell ALL

Patient Number

12
7
6

10
4

18
1
9

17
8

16
22
15
21
20
19
13
5

11
14
3
2

sHLH Status: Treatment Naïve or Early Refractory (< 1 week of treatment)           Relapse/Refractory
Best Response by Week 4: CR mCR PR Not evaluable                 Status: Alive



Beware of PFS threshold in r/r PTCL

Iyer S- unpublished-Modified from pivotal studies



A modern paradox in R/R PTCL: short PFS, 

improving OS

A large analysis of 2L therapy for R/R PTCL reveals a striking disconnect: while the PFS remains short, 
OS has improved dramatically



• Impact size of treatment: higher response rate (RR) generally has higher impact- intensification is reasonable
• Current paradigm of single agent approval followed by combination approaches
• For rare disease and promising drug- potential benefit is assumed to exist until proven otherwise

o Preclinical and early phase studies are promising
o However, aim for realistic PFS in front line and relapsed/refractory settings
o Humbling lessons point to an incremental approach that can get drugs approved (eg in Lung Cancer)
o Targeting disease subtypes
o Naysayers and data pundits who don't treat patients
o They analyze data and perform a watchdog function
o We should be given the benefit of the doubt to get drugs approved

• ODAC meeting was reality check on FDA views
➢ An exceptional case was made for PTCL approval
➢ This is unlikely to happen again in PTCL or other diseases

• Synthesis: Recent therapeutic breakthroughs conclusively signify a turning poing in TCL
• Core takeaway: 

o We cannot fully abandon the generic chemo but must leverage precise epigenetic and pathway 
inhibitors. 

o Demand rigorous baseline diagnostic algorithms for the major subtypes

Conclusions: Yes, we see the 

light
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Thank you very much!

Bloodbytes @DrSwami_Iyer
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