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Classification of Peripheral T-cell 

Lymphoma (PTCL)
PTCL is a heterogeneous group of aggressive mature  T-/NK-cell lymphomas

PTCL does not refer to anatomic sites, but rather to the involvement of more mature (post-thymic) T cells vs pre-thymic or immature T cells1

Adapted from Swerdlow SH, et al. WHO Classification of Tumours of 
Haematopoietic and Lymphoid Tissues. 2017.

*Provisional entities



PTCL Prognostic Characteristics

Major subtype of T-cell Lymphoma1)

(WHO classification 2008)

Number of newly diagnosed Ptsin 2018 2)

5yr OS4) 5) %
US EU Japan

PTCL (Peripheral T-cell lymphoma)
PTCL-NOS (PTCL not otherwise specified)
AITL (Angioimmunoblastic T-cell lymphoma)
ALK (+) ALCL (Anaplastic large-cell lymphoma)
ALK (-) ALCL

3,683 3,033 2,340
32
32
70
49

CTCL (Cutaneous T-cell lymphoma)
MF (Mycosis fungoides)
SS(Sezary syndrome)

3,466 1,798 2783) 18 37*

1) WHO classification of haematopoietic and Lymphoid Tissues. 2008.

2) CancerMPact, Oct, 3, 2019. 

3) Hamada TA, et al, Nationwide survey on cutaneous lymphomas. 2008

4) International T-cell Lymphoma project, J Clin Oncol.2008. 

5) Agar NS, et al, J Clin Oncol. 2010.

6) Lone W, et al, Current Hematologic Malignancy Reports. 2018.

n.d.: No data * Advance stageOverall survival
ˢT cell Lymphoma vs B Cell Lymphomaˣ

Improve 

due to Rituximab
Poor survival 

due to no standard therapy



Pralatrexate N=109

Romidepsin N=130

Mak V et al. JCO 2013;31:1970-1976, O Connor OA, et al. J Clin Oncol. 2011;29:1182-1189,Coiffier B, et al. J Clin Oncol. 2012;30 :631-
636, OôConnor OA et al ASCO 2013, Pro B, et al. J Clin Oncol. 2012;30:2190-2196, Horwitz S M et al. Blood 2014;123:3095-3100

Belinostat N=129

Progression Free Survival: 
Relapsed/Refractory PTCL

3.7 months
BCCA

1.6 months

4 months

3.5 months

Brentuximab ALCL N=56

PFS 13.3 months

Brentuximab 

PTCL N=21 

AITL N=13

1.6 months

6.7 months



CD30 as the predictive marker in TCL

PTCL
Salvage therapy/

Clinical trials
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NexGen CD30: 
ADC and DuoBody

SGN-35 T: Tripeptide linker

Novel camptothecin payload

SGN-35C

GEN3017 (DuoBody®-CD3xCD30)
Mechanism of Action
ÅBispecific Fc-silenced IgG1antibody obtained by controlled Fab-
arm exchange of a humanized CD3e and a human CD30 
monoclonal antibody

ÅLeads to crosslinking of T cells with CD30-expressing (CD30+) 
tumor cells resulting in T-cellςmediated killing of the malignant 
cells

ALCL, anaplastic large-cell lymphoma; Fc, fragment crystallizable; HL, Hodgkins lymphoma; IgG1, 

immunoglobulin G. Oostindie, S, et al. Poster presented at the 64th ASH Annual Meeting, December 10-13, 

2022.



Pathology- basis for diagnosis, 

prognosis in PTCL

CD30ALK1

CD21 PD1 EBERAITL

ALCL

NOS

1. Armitage J, et al. J Clin Oncol. 2008;26:4124ï4130. 
2. Warnke RA, et al. Am J Clin Pathol. 2007;127:511ï527  . 
3. Swerdlow SH, et al. WHO Classification of Tumours of Haematopoietic and Lymphoid Tissues. 2008
4.  Kocjan G. J Clin Pathol. 2005;58:561ï567.

ω Approximately 30-50% of PTCL cases are incorrectly diagnosed with conventional diagnostic techniques1

ω Immunophenotypic analysis in conjunction with cellular morphology, analysis of lymph node architecture, and molecular genetic assays



COO based Diagnosis in PTCL

CD30ALK1

CD21 PD1 EBERAITL

ALCL

GATA3CXCR3TBX21

NOS

CXCR3

Vega F, EXABS-TCL-052.2020



ÅHOW  CAN WE HARNESS THE ADVANCES IN BIOLOGY?



Emerging themes in T cell Lymphomas

ÅEpigenetic targeting of Tfh

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

ÅTargeting cytotoxic, gamma-delta and NK subtypes

ÅImmunotherapy: checkpoint blockade and cellular

ÅPan SIRP inhibitor for LA-HLH
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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 ς did not meet primary 
endpoint PFS but OS

CC-486 LƴǾŜǎǘƛƎŀǘƻǊΩǎ ŎƘƻƛŎŜ

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 LƴǾŜǎǘƛƎŀǘƻǊΩǎ ŎƘƻƛŎŜ
18.4 months

12.9 ς 31.5 months

10.3 months

4.2 ς 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



Emerging themes in T cell Lymphomas

ÅEpigenetic targeting of Tfh

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

ÅTargeting cytotoxic, gamma-delta and NK subtypes

ÅImmunotherapy: checkpoint blockade and cellular

ÅPan SIRP inhibitor for LA-HLH



Golidocitinib: Study Design

Patients with r/r PTCLs

PTCLs diagnosed locally

Had relapsed from or been 

refractory/intolerant to prior 

systemic therapy1

Measurable disease

Age Ó 18 y (for Korean Ó 19 y)

ECOG PS Ò 2

Adequate bone marrow reserve 

and organ/system functions

Key eligibility criteria Golidocitinib 150 mg QD2

1 cycle = 21 days

Primary endpoint: IRC assessed ORR based on CT images per Lugano 2014 criteria

Secondary endpoints: other efficacy endpoints, e.g., IRC assessed CRR, DoR PFS and 

TTR, investigator assessed ORR, CRR, DoR, PFS, TTR and safety 

Day 1 of Cycle 3, and then every 

3 cycles until disease progression 

or withdrawal from the study

Tumor assessment 

1. Eligible patients must have relapsed from or been refractory/intolerant to prior systemic therapy(ies) for PTCLs and now require further treatment. In patients

with CD30 positive ALCL, the prior systemic treatment should include CD30-targeted therapy (brentuximab vedotin).

2. Golidocitinib is administered orally at the recommended phase 2 dose (150 mg QD) on a 21-day dosing cycle until disease progression, intolerance or other

discontinuation criteria are met.

Abbreviations: ALCL, anaplastic large-cell lymphoma; CD, cluster of differentiation; CT, computed tomography; CRR, complete response rate; DoR, duration of response; ECOG PS,

Eastern Cooperative Oncology Group Performance Status; IRC, independent review committee; ORR, objective response rate; PFS, progression free survival; PTCL, peripheral T

cell lymphoma; QD, once daily; r/r, relapsed/refractory; TTR, time to response.



Demographics and Baseline Characteristics 

Demographics & Characteristics n = 104

Median age, y (range) 58 (20 - 78)

Female/Male, n (%) 37 (35.6)/67 (64.4)

ECOG PS, n (%)

лκҗм 46 (44.2)/58 (55.8)

Median lines of prior systemic therapies 
(range)

2 (1 - 3)

Types of prior systemic therapies, n (%)

Chemotherapy 104 (100.0)

Pralatrexate 1 (1.0)

Mitoxantrone liposome 3 (2.9)

HDAC inhibitor 50 (48.1)

Brentuximab vedotin 13 (12.5)

ALK inhibitor 1 (1.0)

Prior autologous HSCT, n (%) 2 (1.9)

Bone marrow involvement at baseline, n (%) 20 (19.2)

LDH elevation at baseline, n (%) 52 (50.0)

Demographics & Characteristics n = 104

Histology subtypes by central review, n (%)

PTCL, NOS 51 (49.0)

AITL 16 (15.4)

ALCL 11 (10.6)

NK/TCL 4 (3.8)

Others* 9 (8.7)

Central confirmed non-PTCL 4 (3.8)

Unable to confirm 9 (8.7)

Data cut-off date: August 31, 2023

Between Feb 26, 2021 to Oct 12, 2022, a total of 104 subjects with

r/r PTCLs were enrolled.

All subjects received at least one dose of golidocitinib at 150 mg QD.

Note: * óOthersôincluding 1 centrally diagnosed as T cell prolymphocytic leukemia and 8 centrally diagnosed as PTCLs with unconfirmable histology subtypes.

Abbreviations: AITL, angioimmunoblastic T cell lymphoma; ALCL, anaplastic large-cell lymphoma; ALK, anaplastic lymphoma kinase; ECOG PS, Eastern Cooperative Oncology Group

Performance Status; HDAC, histone deacetylase; HSCT, hematopoietic stem cell transplant; LDH, lactate dehydrogenase; NK/TCL, natural-killer/T cell lymphoma; PTCL, NOS, peripheral

T cell lymphoma, not otherwise specified; r/r, relapsed/refractory; QD, once daily.



TumorResponse

Tumor Response
n = 88

By IRC By Investigator

ORR, n (%) 39 (44.3) 35 (39.8)

Overall response,n (%)

Complete response 21 (23.9) 10 (11.4)

Partial response 18 (20.5) 25 (28.4)

Stable disease 17 (19.3) 15 (17.0)

Progressive disease 20 (22.7) 26 (29.5)

Not evaluable 12 (13.6) 12 (13.6)

The following subjects were not included in the efficacy analysis set: 4 confirmed as non-PTCL by central pathology review, 9 not providing sufficient tumor tissue for central pathology

confirmation, and 3 no baseline measurable lesions by IRC assessment.

Abbreviations: CR, complete response; IRC, independent review committee; ORR, objective response rate; PR, partial response; PTCL, peripheral T cell lymphoma.
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Summary of Safety

TRAE, n (%) n = 104

Any TRAE 96 (92.3)

!ƴȅ ¢w!9 ǿƛǘƘ DǊŀŘŜ җ о62 (59.6)

Any TRSAE 25 (24.0)

Any TRAE leading to dose interruption 40 (38.5)

Any TRAE leading to dose reduction 8 (7.7)

Any TRAE leading to drug discontinuation 9 (8.7)

Any TRAE with fatal outcome 1 (1.0)

Abbreviations: TRAE, treatment-related adverse event; TRSAE, treatment-related serious adverse event

Note: Adverse events were coded using MedDRA version 25.1. Adverse event grades were evaluated based on NCI-CTCAE Version 5.0.

TRAEs with incidence Ó 10% were presented in the figure.

The most common (incidence > 10%) Grade 3+ TRAEs included platelet count decreased, white blood 

cell count decreased, neutrophil count decreased and lymphocyte count decreased.



PI3K dependent pathway inhibition- 

Clinical studies in TCL

Å PI3K/AKT/mTOR pathway hyperactivated in many T-cell lymphomas. 
Å GATA3+ TCL (45%), a poor-risk subset show significant enrichment of PI3K-associated pathway gene expression. 
Å Two PI3K inhibitors-Linpersilib (  ɻ) & Tenalisib (ʵ and ɹ ) have shown encouraging activity in r/r TCL as a single agent and in 

combinations. 

Linpersilib 
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N=12 patients enrolled, 
75% ORR  
Å 50% CR- (6 patients)
Å 25% PR- (3 patients)
Å 16.6% SD- (2 patients)
Å 91.7% DCR- (11 patients)

Tenalisib with Romidepsin

This project is aimed at identifying mechanisms of response and resistance to PI3K inhibitors in TCL and at developing 
hypothesis-driven therapeutic combination with Bcl2 inhibition to enhance their responses. 

Å There are three clinical studies completed with Linpersilib in  r/r-PTCL. 



Linperlisib Efficacy

Response n(%)

ORR, n(%) 42(48)

95% CI (37, 59)

CR 26(30)

PR 16(18)

SD 18(21)

PD 21(24)

NE 7(8)

DCR, n(%) 60(68)

95% CI (57, 78)

Å FAS, n=88 patients

V The study met the 

primary endpoint

V CR 30%, PR 18%

Å A disease control rate of 69% 

observed

* Five PD patients had new lesions appearing, even though target lesions met 

the response criteria

* ** *

*

* *
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Song Y. ASH. 2023.

Best response AITL: ORR-65% and CR-48%



YY-20394-012 PTCL 
Phase 2 US & EU
FAS N=35b 

YY-20394-012 CTCL 
Phase 2 US & EU
FAS N=10 

PTCL CTCL

ORR 45.7 % (INV), N=16 40 % (INV), N=4

Lugano 2014 Olsen 2011

CR 31.4 % 0 %

PR 14.3 % 40 %

SD 5.7% 40 %

DCR 51.4% 70 %

Phase II US & Europe: Efficacy 
Summary in Linperlisib

a җс ƳƻƴǘƘǎ Ŧƻƭƭƻǿ-up; INV: Investigator response assessment; IRC, Independent Review Committee 
b 2 unevaluable patients included: One patient had initial CR on PTCL but was diagnosed with newly developed DLBCL by biopsy after 
Cycle 3.
c 12 month DOR rate (67.75%, 95%CI: 49.07%, 80.82%) 
d36 month OS rate (55.4%)

Iyer S. ASH. 2024, NCT05274997.

ÅOpened in August 2022
Å First trial to evaluate linperlisib-treated patients in the U.S. and E.U.
Å Stage 1, interim analysis for safety, 
Å Stage 2, study completion N=36 pts

Å r/r T-ŎŜƭƭ ƭȅƳǇƘƻƳŀǎ ƘŀǾƛƴƎ җм ǇǊƛƻǊ ǘƘŜǊŀǇȅ
Å All PTCL subtypes enrolling, PTCL-NOS, AITL, ALCL, NKT, EATL, MEITL and 

CD30+ brentuximab-progressing or intolerant.
Å There is a Central Lab confirmation of diagnosis in this study
Å CTCL patients are enrolling

ÅDose schedules for 28-day cycles
Å 80 mg QD (RP2D) to progression
Å 80 mg QD for 4 cycles or until response, followed by 40 mg QD

ÅPrimary endpoint is Overall Response Rate 

ÅPrincipal Investigators: Dr. Swami Iyer (Study 
Chair), Dr.Pierluigi Zinzani, Dr.Ranjit Nair, 
Dr.Neha Mehta-Shah

DOR Rate, % (95% CI)
3 Month 78.6(47.2,92.5) 33.3(0.9,77.4)
6 Month 47.1(16.6,73.0) 33.3(0.9,77.4)
9 Month 47.1(16.6,73.0) 33.3(0.9,77.4)

PFS Rate,%(95%CI)
3 Month 53.7(35.2,69.0) 85.7(33.4,97.9)
6 Month 40.4(23.5,56.8) 14.3(0.7,46.5)
9 Month 26.2(11.2,44.0) 14.3(0.7,46.5)



Safety
җDǊŀŘŜ о ¢w!9Σ tǊŜŦŜǊǊŜŘ ¢ŜǊƳ

όҗр҈ύ

n (%)

Neutropenia 31 (32)

Pneumonia 14 (14)

Leukopenia 10 (10)

Anemia 6 (6)

Thrombocytopenia 5 (5)

Upper respiratory tract infection 5 (5)

Lymphocytopenia 5 (5)

Any Grade TRAEs, Preferred Term
όҗмл҈ύ
n (%)

Neutropenia 58 (59)
Leukopenia 46 (47)
Thrombocytopenia 31 (32)
Anemia 24 (24)
Elevated ALT 23 (23)
Elevated AST 20 (20)
Pneumonia 20 (20)
Lymphocytopenia 17 (17)
Hypertriglyceridemia 15 (15)
Fever 15 (15)
Diarrhea 14 (14)
Elevated lipase 13 (13)
Hyperuricemia 13 (13)
Rash 13 (13)
Hypercholesterolemia 12 (12)
Hyponatremia 11 (11)
Elevated lactate dehydrogenase 10 (10)
Elevated creatinine 10 (10)

Å TRAEs were observed in 94 pts (95.9%)

Å The most frequent җDǊŀŘŜ о TRAE were neutropenia, 

pneumonia and leukopenia;

Å Immune-related җGrade 3 TRAEs as elevated ALT,AST, 

diarrhea, colitis, rash were observed at <5%;

Å The most frequent drug-related SAE was pneumonia (11%);

Å Twenty-two pts (22.4%) had dose reductions, and 9 pts (9.2%) 

discontinued from the study due to AEs.

SAS = 98 patients

Song Y. ASH. 2023.



Safety
TEAE, All Grades n (%)

All GradesTEAEoccurringatҗмл҈ 43(95.6)

Rashmaculo-papular 10(22.2)

Diarrhoea 10(22.2)

Pneumonia 7(15.6)

Anaemia 7(15.6)

Fatigue 7(15.6)

Pyrexia 7(15.6)

Neutropenia 6(13.3)

Cough 6(13.3)

Oedema peripheral 5(11.1)

Rash 5(11.1)

Cytomegalovirusinfection 5(11.1)

Thrombocytopenia 5(11.1)

TEAE җDǊŀŘŜо n (%)

AnyTEAEҗDǊŀŘŜоandoccurringatҗмл҈
Neutropenia Pneumonia

24(53.3)

6 (13.3)

5 (11.1)

TRAE,All Grades n (%)

All GradesTRAEoccurringatҗр҈ 25(55.6)

Neutropenia 5(11.1)

Thrombocytopenia 4(8.9)

Anaemia 3(6.7)

Cytomegalovirusinfection 3(6.7)

Rash 3(6.7)

Diarrhoea 4(8.9)

Hypertriglyceridaemia 3(6.7)

TRAEҗDǊŀŘŜо n (%)
AnyTRAEҗDǊŀŘŜоandoccurringatҗо҈ 13(28.9)
Neutropenia 5 (11.1)

Pneumonia 2 (4.4)
Rash 2 (4.4)

Seriousadverseeventsoccurredin 42.2%of patients, with serious
treatment-relatedadverseeventsin 8.9%.Notreatment-related
deathswereobserved

Iyer S. ASH. 2024, NCT05274997.
Å Few immune-mediated, GI, and liver tox AEs

Å Low discontinuation rate due to AE (1/45 pt/ 2.2%)



Valemetostat

Å EZH2 and EZH1 catalyze the trimethylation of histone H3 at lysine 27 (H3K27me3), leading to 

transcriptional repression1,2

Å Valemetostat tosylate (valemetostat) is a novel, potent, and selective dual inhibitor of EZH2 and EZH1 

that suppresses aberrant H3K27me3, thereby promoting antitumorigenic processes2-4

Å Valemetostat shows broad-

spectrum antitumor activity in 

preclinical models of NHL3,5,6

Å Valemetostat monotherapy is 

approved in Japan for R/R ATLL7,8

Zinzani t[Σ Ŝǘ ŀƭΧ±![9b¢Lb9-PTCL01. Lancet Oncol. 2024



Baseline Demographics and Disease 

Characteristics

Characteristic
PTCL

(N = 133)

Median age, years (range) 69.0 (22ς85)

Sex, n (%)

Male 91 (68.4)

Female 42 (31.6)

ECOG PS score, n (%)

0 58 (43.6)

1 65 (48.9)

2 9 (6.8)

3 1 (0.8)

Median prior lines of therapy (range) 2.0 (1ς12)

1 36 (27.1)

2 36 (27.1)

3 29 (21.8)

җ п 32 (24.1)

Prior HCT, n (%) 35 (26.3)

Autologous 32 (24.1)

Allogeneic 5 (3.8)

PTCL subtypes, n (%)
(WHO 2016 classification; central review)

PTCL
(N = 133)

TFH phenotype

AITL 42 (31.6)

Nodal PTCL with TFH phenotype 8 (6.0)

FTL 3 (2.3)

PTCL-NOS 41 (30.8)

ALCL

ALK+ 7 (5.3)

ALKҍ 2 (1.5)

MEITL 1 (0.8)

CD8+ PCAECTCL 1 (0.8)

PCGTL 1 (0.8)

Other TCLa 13 (9.8)

Non-TCL or undeterminedb 6 (4.5)

Missingc 8 (6.0)

Efficacy
analysis

set

Zinzani t[Σ Ŝǘ ŀƭΧ±![9b¢Lb9-PTCL01. Lancet Oncol. 2024



Å Cytopenias were common, and were manageable with dose modifications and/or supportive therapies such as 
transfusions and G-CSF

ï Thrombocytopenia was the most frequent any grade (49.6%) and grade җ 3 (23.3%) TEAE

ï The median time to first onset of platelet count < 50×109/L was 18 days from the first dose and the median time to 
recovery was 12 days

Å 2 patients developed secondary AML and discontinued treatment
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n = 66 47 39 38 35 28 23 20 20

3.8%
18.8%

23.3%

TEAEs leading to dose modificationsa (N = 133)

Treatment 
discontinuation

Dose 
reduction

Dose 
interruption

Preferred term % % %

Any TEAE 9.8 15.8 49.6

Thrombocytb 2.3 5.3 16.5

Anemiac 0 3.8 9.8

COVID-19 0 1.5 8.3

Neutropeniad 0 2.3 5.3

17.3%

15.0% 15.0%
26.3%

16.5%

25.6%
17.3%

3.0% 0.8%

35.3%

49.6%

29.3% 28.6%
26.3%

9.0%

21.1%

18.0% 16.5%

28.6%

15.0% 15.0%

Common TEAEs (Occurring in Ó 15% of Patients) and Dose 
Modifications

Zinzani t[Σ Ŝǘ ŀƭΧ±![9b¢Lb9-PTCL01. Lancet Oncol. 2024



Clinical Response (BICR 

Assessment)
CTςbased assessment 

(Primary endpoint)

PET-CTςbased assessment 

(Exploratory endpoint)

PMR 
25,2%

CMR 
26,9%

PR 
29,4%

CR
14,3%
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ORR was 52.1% 

(n = 62; 95% CI, 42.8ς61.3)

32 patients (26.9%) achieved a CMR 

30 patients (25.2%) achieved a PMR

ORR was 43.7% 
(n = 52; 95% CI, 34.6ς53.1)

17 patients (14.3%) achieved a CR 

35 patients (29.4%) achieved a PR

Å Ten (8.4%) patients treated with valemetostat proceeded to allo-HCT, including 8 patients (6.7%) with a CRa and 2 
patients with an unknown response

Å The median time from first dose of valemetostat to subsequent allo-HCT was 6.9 months

Efficacy-evaluable population (N = 119)

Zinzani t[Σ Ŝǘ ŀƭΧ±![9b¢Lb9-PTCL01. Lancet Oncol. 2024



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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Å Good occupancy achieved at 200 mg BID and beyond

Å Excellent correlation between PBMC and tissue occupancy in both LN 

core and skin punch samples

Å Conclusion:  Occupancy in PBMCs = Occupancy in Lymph nodes = 

Occupancy in Skin

Enrollment in US, AUS, KOR and China (n=60)

31 patients enrolled at 200 mg BID
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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

Å>1 and Ò3 prior therapies

Å PTCL-NOS, ALCL, AITL, 

FHTCL-NOS, or FHTCL-

Follicular

Endpoints

Å Primary: PFS

Å Secondary:

Å ORR

Å OS

Å DOR

CROSSOVER:

CPI-818 200 mg po BID

PD



Emerging themes in T cell Lymphomas

ÅEpigenetic targeting of Tfh

ÅTargeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2

ÅTargeting cytotoxic, gamma-delta and NK subtypes

ÅImmunotherapy: checkpoint blockade and cellular



Cytotoxic lymphomas are rare and have a high unmet 
need

Å Cytotoxic lymphomas (CTLs) are a group of rare 

lymphoma subtypes that is driven by CD94 expressing 

cytotoxic cells of origin

Å CTLs account for ~25-40% of NK/T-cell lymphomas (or 3-

6% of NHL)

Å No standard of care has been established for patients 

with CTL and few are represented on randomized studies

Å Outcomes in R/R PTCL patients are poor with mOS < 6 

months, and worse outcomes in R/R ENKTL patients with 

an mOS of ~3 months1

Å Therefore, there is a high unmet need for patients with 

CTLs and safe and effective therapies are needed

Zain J, Iyer S et al. Abstract 980: DR-01 in R/R Cytotoxic Lymphomas

ENKTL, nasal type

EATL

MEITL

HSTCL

SPTCL

PCὛ‏TCL

*Some cases are cytotoxic
ANKL: aggressive NK leukemia;  EATL: enteropathy-associated T-cell 
lymphoma; ENKTL: extranodal NK/T-cell lymphoma;  ET-CTCL: 
epidermotropic cytotoxic T-cell lymphoma;  HSTCL: hepatosplenic T-cell 
lymphoma;  HVLPD: Hydroa vacciniforme-like lymphoproliferative disorder; 
MEITL:  monomorphic epitheliotropic intestinal T-cell lymphoma; t/Ω‏TCL:  
primary cutaneous Ω‏ T-cell lymphoma;. PTCL-NOS: peripheral T-cell 
lymphoma, not otherwise specified; SPTCL: subcutaneous panniculitis-like T-
cell lymphoma

PTCL-NOS*

ET-CTCL

ANKL

HVLPD

Cutaneous PTCL-NOS*

Cytotoxic Lymphoma Histologies

1Bellei M et al. Haematologica 2018.



DR-01 is Novel Targeted Antibody against CD94

Å DR-01 is a non-fucosylated human IgG antibody against CD94 that is selectively expressed on terminally 

differentiated as well as malignant cytotoxic T cells and NK cells

Å Since CD94 is expressed on target and effector cells and engages Fc-gamma receptors, such as CD16a, 

DR-01 triggers antibody-dependent cellular cytotoxicity (ADCC), by effector cells or fratricide, resulting in 

rapid target cell depletion 

Target Cell Effector Cell

CD94 expression on CD8 T cell subsets in 

healthy donor PBMCs
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N = Naïve

SCM = Stem cell memory

CM = Central memory 

EM = Effector memory

TE = Terminal effector

NK = Natural Killer 
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Baseline Characteristics for CTL Patients on Dose 
Escalation (Part A)

0.3 mg/kg

(N=1)

1 mg/kg

(N=7)

3 mg/kg

(N=5)

6 mg/kg

(N=5)

10 mg/kg

(N=3)

Total

(N=21)

CTL Histology, n (%)

  PCɔŭTCL 

  ET-CTCL

  HSTCL

  SPTCL

  ENKTL

  MEITL

  PTCL-NOS & Other*

0

1 (100)

0

0

0

0

0

2 (28.6)

0

0

1 (14.3)

1 (14.3)

0

3 (42.9)

0

1 (20)

0

0

1 (20)

1 (20)

2 (40)

2 (40)

0

0

0

0

1 (20)

2 (40)

2 (66.7)

0

1 (33.3)

0

0

0

0

6 (28.6)

2 (9.5)

1 (4.8)

1 (4.8)

2 (9.5)

2 (9.5)

7 (33.3)

Median Prior LoT (range) 8 (8-8) 5 (2-14) 5 (2-7) 3 (2-6) 4 (2-9) 4 (2-14)

Reason for Discontinuation 

from Last Therapy, n (%)

  Lack of Response

  Intolerance

1 (100)

0

4 (57.1)

0

1 (20)

1 (20)

2 (40)

2 (40)

2 (66.7)

0

10 (47.6)

3 (14.3)

Prior autologous or 

allogeneic HSCT, n(%)
0 1 (14.3) 3 (60) 0 0 4 (19)

*Other includes malignant cells expressing CD8 or CD56 and at least 1 cytotoxic marker (TIA-1, granzyme B, perforin)
HSCT: hematopoietic stem cell transplant;  LoT: line of therapy 



Most Common Adverse Events in Safety Evaluable 
Patients (TEAE > 10%) 

Å No DLTs were reported during dose escalation and the MTD was not reached

Å Infusion-related reactions (IRR) were the most common TEAE 

Å Majority of IRR events were grade 1-2 and all events were manageable with mitigation strategies 

including standard pre-medications and splitting the initial dose

Å Only 2/54 (4%) reported AEs of viral reactivation (< Grade 3).  Patients able to continue study treatment

IRR

Fatigue

Anaemia

Nausea

Pyrexia

Headache

Lymphocyte # decreased

Dizziness

Abdominal pain

Blood LDH increased

Sinus tachycardia

Pneumonia

39

26

24

19

17

15

15

11

11

11

11

11

39

13

6

11

6

9

7

4

4

4

2

0

Treatment Emergent AE (%) Treatment Related AE (%)

Җн

җо

Grade
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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



Emerging themes in T cell Lymphomas

ÅEpigenetic targeting of Tfh

ÅTargeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2

ÅTargeting cytotoxic, gamma-delta and NK subtypes

ÅImmunotherapy: checkpoint blockade and cellular



Tse E and Kwong YL, Seminars in Cancer Biology (2015), 34:46, Mhaidly et al. Oncogenesis ( 2020) 9:73, Crescenzo et al., Cancer Cell, (2015) 27:516.

Role of Tumor microenvironment in 

PTCL- ALCL

HDAC inhibitors

IDH2
OXPHOS

MDM2 
stapled peptide

PI3K inhibitors
ITK  inhibitors
SYK inhibitor

Immune modulator

Checkpoint 
inhibitors:
Anti-PD1, 
ŀƴǘƛ/5птκ{Lwʰ

Tregulatory cells



Key Eligibility Criteria

ÅPathologically confirmed T-cell 

lymphoma 

ÅDisease status as defined as 

relapsed after or refractory to at 

least one systemic therapy.

ÅNo prior PD1 inhibitors or allogeneic 

Stem cell transplantation.

ÅNo discontinuation due to prior 

HDAC inhibitors

ÅECOG PS Ò 2

Cohort 
Pembrolizumab 200mg IV D1 and 

Romidepsin (14 mg/m2 IV on 
Days 1 and 8, of every 21 day 

cycle)

R/R PTCL 
(n=12) 

R/R CTCL (n=3-
6)

Lead in 
Phase I

Phase I: Escalation Phase Phase II: Expansion Phase

Primary end points: Safety, tolerability and ORR

Secondary end points: CRR, PFS, OS and DoR

Pembrolizumab and Romidepsin in 

r/r PTCL: Study Design

ÅResponse assessed at C4D1, C7D1 and 

every 3 months and as clinically indicated.

ÅAssessments per Lugano classification 

(Cheson 2014)

ÅPDL1 by IHC, COO for PTCL

4

3

Cohort 
Pembrolizumab 200mg IV D1 and 

Romidepsin (14 mg/m2 IV on 
Days 1 and 8, of every 21 day 

cycle)

AEs monitored and graded according to the NCI Common Terminology 
Criteria for Adverse Events version 4.0 guidelines



Investigator-initiated trial of pembrolizumab + 
romidepsin (HDACi) in r/r PTCL pts

OS by diagnosisPFS by diagnosis

Agbedia et al. ASH 2022, Oral Presentation

Å FY23 proposed correlative studies to identify predictors of response 

and resistance 

Å WES, RNAseq, and in situ CODEX multiplex profiling 

Å Computational Pathology: machine learning and deep learning 

computational pathology tools
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Methods

1

Perform WES and RNAseq 

of tumor samples at 

baseline from PTCL patients 

treated with pembro+romi

2

Design, develop, and optimize a 33-

marker CODEX antibody panel to 

profile tumor samples at baseline 

from PTCL patients treated with 

pembro+romi and identify 

biomarkers associated with clinical 

outcome

3

To delineate and validate the spatial 

attributes that define the TME 

components of lymphoma (L), tumor 

associated immune cell (TIC) and 

tumor associated macrophages 

(TAMs) in TCL using spatial point and 

computational pathology

Nairé.Iyer. ASH 2024, Oral Presentation



MD ANDERSON CANCER CENTER

Lymphoma Panel: 33 Markers

46

N

Human 

Markers 

(Immuno-

Oncology)

Clone N

Human Markers 

(Immuno-

Oncology)

Clone N

Human 

Markers 

(Immuno-

Oncology)

Clone

1 BCL-2 AKYP0120 12 CD56 EP2567Y 23 GATA-3 EPR16651

2 CD3e EP449E 13 CD57 HNK-1 or Leu-7 24 GZMA EPR20161

3 CD4 EPR6855 14 CD58 Polyclonal 25 GZMB D6E9W

4 CD8 C8/144B 15 CD68 KP1 26 ICOS SP98

5 CD11b EP1345Y 16 CD123 9F5 27 Ki-67 B56

6 CD14 EPR3653 17 CD163 AKYP0114 28 MCHII LGII-612.14

7 CD19 D4V4B 18 CD172a 29 PD-1 AKYP0070

8 CD20 L26 19 CXCR3 1C6/CXCR3 30 PD-L1 AKYP0103

9 CD21 EP3093 20 CXCR5 EPR23463-30 31 RORgT Polyclonal

10 CD30 BLR055F 21 EOMES EPR21950-241 32 TIA-1 EPR22999-80

11 CD47 SP279 22 Foxp3 AKYP0102 33 TIM-3 BLR033F

Nairé.Iyer. ASH 2024, Oral Presentation



MD ANDERSON CANCER CENTER

Phenotypes

Nairé.Iyer. ASH 2024, Oral Presentation


