
IMPACT OF PTCL SUBTYPE 
ON SELECTION OF FRONT-

LINE TREATMENT

Mary Jo Lechowicz, MD
July 26th, 2024



2

2022Classification of Peripheral T-cell Lymphoma (PTCL)- 
WHO do we follow? ?

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
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The International Consensus Classification of Mature 
Lymphoid Neoplasms: a report from the Clinical 
Advisory Committee

Elias Campo et al, Blood, 2022, Figure 5.

CLASSIFICATION OF NODAL PERIPHERAL T-CELL LYMPHOMAS



International T-Cell Lymphoma Project. J Clin Oncol. 2008;26:4124-4130. [1] Armitage JO, et al. Ann Oncol. 2004;15:1447–1449. [2] Savage KJ. Blood Rev. 2007;21:201–216. [3] Rüdiger T, et al. Ann 
Oncol. 2002;13:140-149. Katsuya, Blood, 2015; Malpica, Blood Advances, 2018; Malpica, JCO GO, 2021. Jain P, et al.  Annals of Oncology 2017

PTCL Subtypes: 5-yr OS%
ALK+ 
ALCL

ALK– 
ALCL

PTCL-
NOS AITL NK/TCL ATLL

70 49 32 32 32 14

PTCL - Frontline

PTCL – First relapse

ATLL T-PLL

T/NK cell lymphoma: Prognosis by subtype



T-CELL LYMPHOMA SUBTYPES BASED 
ON UTILITY OF CHOP TREATMENT

Always 

Anaplastic large-cell, ALK-1 positive

CHOP variations 

Peripheral T-cell lymphoma, NOS

Angioimmunoblastic T-cell lymphoma

Anaplastic large-cell, ALK-1 negative

Enteropathy-type intestinal lymphoma

Subcutaneous panniculitis-like 
T cell

Hepatosplenic T-cell lymphoma

Adult T-cell leukemia/lymphoma

Never

Mycosis fungoides

Sézary syndrome

Primary cutaneous CD30+ disorders

• Anaplastic large-cell lymphoma

• Lymphomatoid papulosis

T-cell large granular lymphocytic

Extranodal NK/T-cell lymphoma, 
nasal

NK/T-cell leukemia/lymphoma

T-cell prolymphocytic leukemia

• Is there an R-CHOP?
– Romidepsin
– Revlimid
– Alemtuzumab
– Brentuximab
– Etoposide
– Azacitidine
– PI3Kγδ inhibitors

Gallamini A, et al. Blood. 2007;110:2316-2323. Foss F, et al. 2008 ICML. Abstract.

With permission from S Iyer



Revlimid-CHOP
N = 78; CR 421%
OS- 59.2% (95% CI, 47.3%-69.3%)

SELECTED ATTEMPTS TO IMPROVE UPON CHOP 
FOR PTCL

Regimen CR/CRU % (n/N) 95% CI P Value
CHOP 62% (23/37) 0·21-1·31 .164
GEM-P 46% (17/37)

CHOP vs GEM-PA-CHOP vs CHOP

N = 33; CR 52%
Est 2-yr PFS/OS: 39% (95% CI 21-57)
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Romidepsin-CHOP vs. 
CHOP

Regimen Ro-CHOP 
(n=211)

CHOP 
(n=230)

PFS median
(95% CI), 
mo

12.0
(9-25.8)

10.2
(7.4-13.2)

HR (95% CI)
P value

0.81 (0.63-
1.04)
0.096 
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ECHELON-2: BRENTUXIMAB VEDOTIN + CHP VS CHOP IN UNTREATED CD30+ PTCL

Multicenter, randomized double-blind, double-dummy, active-controlled phase III trial

Adult patients with 
previously untreated 

CD30+ (≥10% 
expression) PTCL*

(N = 452)

Brentuximab vedotin† + 
CHP‡ Q3W for 6-8 cycles +

Placebo for vincristine
(n = 226)

CHOP‡ Q3W for 6-8 cycles +
Placebo for brentuximab vedotin

(n = 226)

Horwitz. Lancet. 2019;393:229. 

*PTCL includes sALCL (including ALK+ sALCL with IPI ≥2 and ALK- sALCL), PTCL-NOS, AITL, ATLL, EATL, HSTCL. Study targeted 75% (± 5%) ALCL in line 
with European regulatory commitment. †Brentuximab vedotin 1.8 mg/kg. ‡Cyclophosphamide 750 mg/m2, doxorubicin 50 mg/m2, vincristine 1.4 
mg/m2 (CHOP only), prednisone 100 mg on Days 1-5. G-CSF primary prophylaxis, consolidative RT, SCT per investigator discretion.

End-of-treatment PET

Primary endpoint: PFS per BICR 
(SCT or RT consolidation not 
considered events)

Secondary endpoints: OS, PFS 
per BICR in sALCL patients, CR, 
ORR, safety
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ECHELON-2: BASELINE CHARACTERISTICS

Horwitz. Lancet. 2019;393:229. 

Characteristic BV + CHP
(n = 226)

CHOP 
(n = 226)

Male, n (%) 133 (59) 151 (67)
Median age, yr (IQR) 58 (45-67) 58 (44-67)
Disease diagnosis, n (%)
§ sALCL
•ALK+
•ALK-

§ AITL
§ PTCL-NOS
§ ATLL
§ EATL

162 (72)
49 (22)

113 (50)
30 (13)
29 (13)

4 (2)
1 (0)

154 (68)
49(22)

105 (46)
24 (11)
43 (19)

3 (1)
2 (1)
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ECHELON-2: IMPROVED PFS AND OS WITH BRENTUXIMAB VENDOTIN
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3-Yr 
PFS, %

mPFS, Mo 
(95% CI)

BV + 
CHP

57 48.2 (35.2-NE)

CHOP 44 20.8 (12.7-
47.6)

Events, n (%) HR (95% CI) P Value

BV + CHP 95 (42) 0.71
(0.54-0.93)

.011
CHOP 124 (55)

Median follow-up:    
36.2 mo

Deaths, n (%) HR (95% CI) P Value

BV + CHP 51 (23) 0.66
(0.46-0.95)

.0244
CHOP 73 (32)

75th Percentile
BV + CHP NR
CHOP 17.5 mo
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38 (93)
44 (121)
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3 (95)
2 (124)

0 (95)
0 (124)

Median follow-up:  
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Horwitz. Lancet. 2019;393:229. 
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ECHELON-2: PFS AND OS BENEFIT LESS CLEAR IN NON-ALCL

Horwitz. Ann Oncol. 2022;33:288. 

Rate by 
Treatment, %

ALCL AITL PTCL, NOS

PFS 5-Yr OS PFS 5-Yr OS PFS 5-Yr OS

BV + CHP 60.6 75.8 26.6 67.8 26.5 46.2

CHOP 48.4 68.7 48.1 62.5 25.7 35.9
*PFS and OS benefit greatest in patients with sALCL.

ITT 
Subgroups

Events/N
HR (95% CI)A+CH

P CHOP
OS 68/226 89/226 0.72 (0.53-0.99)
§ AITL 12/30 8/24 1.01 (0.40-2.55)
§ PTCL-NOS 14/29 27/43 0.75 (0.37-1.48)
§ sALCL 39/162 49/154 0.66 (0.43-1.01)
§ Non-sALCL 29/64 40/72 0.76 (0.46-1.23)

BV + CHP better CHOP better
100.1 0.5 1
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Phase II Study of Oral Azacitidine (CC486) + CHOP in Patients with 
Previously Untreated PTCL Including TFH

CC486 300 mg daily from Day -6 to 0 for cycle 1 
priming, and on Days 8-21 following cycles 1-5
Patients in CR/PR following 6 cycles of treatment 
have the option to proceed to consolidative HSCT

Ruan. ASH 2021. Abstr 138. 

Treatment
CC-486: cycle 1, Days -6 to 0; cycles 1-5, Days 8-21
Cyclophosphamide, doxorubicin, vincristine: Day 1
Prednisone: Days 1-5
Growth factor (eg, pegfilgrastim)

C1 C2 to C5 C6

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

CC-486 CC-486 CC-486
CHOP CHOP
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Brentuximab Vedotin Plus Cyclophosphamide, Doxorubicin, Etoposide, 
and Prednisone (CHEP-BV) Followed by BV Consolidation in Patients 

with CD30-Expressing Peripheral T-cell Lymphomas
Alex F. Herrera1, Jasmine Zain1, Kerry J. Savage2, Tatyana Feldman3, Jonathan E Brammer4, Lu Chen1, Leslie Popplewell1, L. Elizabeth 
Budde1, Matthew Mei1, Chitra Hosing5, Ranjit Nair5, Lori Leslie3, Lacolle Peters1, Stephen Forman1, Steven Rosen1, Larry Kwak1, and 
Swaminathan P. Iyer5

1 Department of Hematology and Hematopoietic Cell Transplantation, City of Hope, Duarte, CA, 2 Department of Medical Oncology, BC Cancer, Vancouver, 
Canada, 3 Lymphoma Division, Hackensack University Medical Center, Hackensack, NJ, 4 Department of Internal Medicine, The Ohio State University, 
Columbus, OH, 5 Department of Lymphoma and Myeloma, MD Anderson Cancer Center, Houston, TX



CHEP-BV- SCT-BV consolidation

permission from 
IyerHerrera Blood

 ASH 2021



Response to CHEP-BV

Response ALCL
(n=16)

Non-ALCL
(n=30)

AITL
(n=17)

PTCL NOS
(n=11)

PTCL TFH
(n=2)

Overall response (ORR) 15 (94%) 27 (90%) 16 (94%) 9 (82%) 2 (100%)
Complete response (CR) 15 (94%) 22 (73%) 14 (82%) 6 (55%) 2 (100%)
Partial response (PR) 0 5 2 3 0
Stable disease (SD) 0 0 0 0 0
Progressive disease (PD) 1 3 1 2 0

• Median F/u in surviving pts is 16.1 months 
(range, 0.9-32.5)

• Overall 18mo PFS and OS were 61% and 
89%; 18mo PFS by subgroup: ALCL 81%, 
non-ALCL 49%, CD30 1-9% 48%, CD30 
10+% 67%

•  1y PFS from end of CHEP-BV in responding 
pts (n=41) was 82% in pts who underwent 
ASCT vs 48% in pts who did not.



• 34 yo anesthesiologist comes in for a new 
consult with moderate pancytopenia and fatigue 
for 4 months

• Previous work up mild splenomegaly on CT scan 
and negative bone marrow biopsy

• Now with night sweats and weight loss
• New peripheral blood for flow with “mild clonal T 

cell population”

CASE 
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Pro B, et al. Blood. 2020;136:2018-2026.



Outcomes in Patients with Enteropathy-Associated T-Cell Lymphoma (EATL) and 
Hepatosplenic T-Cell Lymphoma (HSTCL): A Population Based Analysis Using the SEER Data

Mukhija Dhruvika,Tomas Radivoyevitch, PhD,Brian T. Hill, MD PhD,Robert M. Dean, MD,Brad Pohlman, MD,Deepa Jagadeesh, 
MDMPH, Outcomes in Patients with Enteropathy-Associated T-Cell Lymphoma (EATL) and Hepatosplenic T-Cell Lymphoma (HSTCL): 
A Population Based Analysis Using the SEER Data, Blood, 2017, 

Copyright © 2022 American Society of Hematology 

122 pts with HSTCL 
Male predominance with 69% 
Median age was 38 years (range 4-83)
HSTCL  much younger with 79% aged <55 years 
Caucasian - 61% and 27% AA
 79% pts had stage IV 

 Median OS  5 months  
. 
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INTENSIVE INDUCTION THERAPY COMPARED WITH CHOP FOR HEPATOSPLENIC T-
CELL LYMPHOMA

Klebaner. Clin Lymphoma Myeloma Leuk. 2020



Klebaner. Clin Lymphoma Myeloma Leuk. 2020



• 58 yo for second opinion
• Noted to have fatigue and viral syndrome last Fall
• Mild weight loss
• Fatigue continued ? “long hauler COVID”
• Labs done following March with Wbc 23K with moderate 

lymphocytosis
• Sent to Heme/Onc Wbc 43K six weeks later
• Scans mild splenomegaly
• Bone marrow CD 4 + and cytogenetics Abnormalities of 

14q32
• Comes in with his wife with a little more fatigue
• Critical lab calls wbc count 164K

CASE 



T - PROLYMPHOCYTIC LYMPHOMA

T-PLL represents 2% of chronic 
leukemias for adults
 Clinical presentation:

B-symptoms
hepato-splenomegaly
usually excessive lymphocytosis 
above 100,000. 
Nodal and extranodal presentation 
including skin, pleural or peritoneal 
effusions in around 25% of patients
CNS involvement in less than 10% 
of patients

Staber Blood 2019

Frater. Int J Lab Hematol. 2020



T CELL LYMPHOCYTOSIS

Frater 2020\
Frater. Int J Lab Hematol. 2020
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Staber Blood 2019
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Staber Blood 2019



ALLO TRANSPLANT IN T-PLL

• RIC/NMA conditioning regimen longer DFS (hazard ratio 
[HR], 1.86; 95% CI, 1.32 to 2.61; P = .0004) and OS (HR, 
2.18; 95% CI, 1.53 to 3.09; P < .0001) 

• KPS <90 both inferior DFS (HR, 1.51; 95% CI, 1.12 to 2.05; P 
= .0075) and inferior OS (HR, 1.53; 95% CI, 1.12 to 2.08; P = 
.0073)

• Age >60 years (HR, 1.41; 95% CI,1.03 to 1.93 [P = .0337] 
and 1.61; 95% CI, 1.15 to 2.24 P = .0053], respectively). 

Multivariant analysis:

Murthy 2022
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SUMMARY
We are making strides with classifications of PTCL

BV-CHP increases OS and PFS with decrease in deaths, powered for sALCL and 
possible signaling in PTCL

Response to BV and BV combinations may not be determined by quantitative 
expression ? Other mechanisms

There are subtypes of Mature T cell diseases where CHOP/CHOP-like regimens are 
not upfront standards

Clinical trials remain important

28
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