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Table 1. List of Lymphoid Neoplasms Recognized by the

International Lymphoma Study Group

B-Cell Neoplasms
I. Precursor B-cell neoplasm: Precursor B-lymphoblastic leukemia/
lymphoma
ll. Peripheral B-cell neoplasms

1.

w

©

10.
11.

B-cell chronic lymphocytic leukemia/prolymphocytic
leukemia/small lymphocytic lymphoma

Lymphoplasmacytoid lymphoma/immunocytoma

Mantle cell lymphoma

Follicie center lymphoma, fellicular

Provisional cytologic grades: | (small ceil), Il (mixed small
and large cell), lll {large cell)

Provisional subtype: diffuse, predominantly small cell type

Marginal zone B-cell lymphoma

Extranodal (MALT-type +/— monocytoid B cells)

Provisional subtype: Nodal (+/— monocytoid B cells}

Provisional entity: Splenic marginal zone tymphoma {+/—-
villous lymphocytes)

Hairy cell leukemia

Plasmacytoma/plasma cell myeloma

. Diffuse Large B-cell lymphoma*

Subtype: Primary mediastinal {thymic)} B-cell lymphoma
Burkitt's lymphoma
Provisional entity: High-grade B-cell lymphoma, Burkitt-like*

8

T-Cell and Putative NK-Cell Neoplasms

I. Precursor T-cell neoplasm: Precursor T-lymphoblastic
lymphoma/leukemia

Il. Peripheral T-cell and NK-ceil neoplasms

1.

N>

10.

T-cell chronic lymphocytic leukemia/prolymphocytic
leukemia

Large granular lymphocyte leukemia (LGL)

T-cell type

NK-cell type

Mycosis fungoides/Sezary syndrome

Peripheral T-cell lymphomas, unspecified*

Provisional cytologic categories: medium-sized cell, mixed
medium and large cell, large cell, lymphoepithelioid cell

Provisional subtype: Hepatosplenic ¥ T-cell lymphoma

Provisional subtype: Subcutaneous panniculitic T-cell
lymphoma

Angioimmunaoblastic T-cell lymphoma (AILD)

Angiocentric lymphoma

Intestinal T-cell lymphoma (+/— enteropathy associated)

Adult T-cell lymphoma/teukemia (ATL/L)

Anaplastic large cell lymphoma (ALCL), CD30*, T- and nuli-
cell types

Provisional entity: Anaplastic large-cell lymphoma,
Hodgkin's-like

Hodgkin's Disease
I. Lymphocyte predominance
Il. Nodular sclerosis
lll. Mixed cellularity
V. Lymphocyte depletion
VI. Provisional entity: Lymphocyte-rich classical HD

* These categories are thought likely to include more than one dis-
ease entity.



WHO Classification, 5™ edition

Tumour-like lesions with B-cell predominance

Reactive B-cell-rich lymphoid proliferations that can mimic
lymphoma

IgG4-related disease

Unicentric Castleman disease

Idiopathic multicentric Castleman disease
KSHV/HHVB-associated multicentric Castleman disease
Precursor B-cell neoplasms

B-cell ly ic leuk

P ymp

B-lymphoblastic leukaemia/lymphoma, NOS

B-lymphoblastic leukaemialymphoma with high hyperdiploidy
B-lymphoblastic leukaemia/lymphoma with hypodiploidy
B-lymphoblastic leukaemia/lymphoma with IAMP21
B-lymphoblastic leukaemia/lymphoma with BCR:ABL fusion

B-lymphoblastic leukaemia/lymphoma with BCR:ABLI-like
features

B-lymphoblastic leukaemia/lymphoma with KMT2A
rearrangement

B-lymphoblastic leukaemia/lymphoma with ETVE:
RUNXT fusion

B-lymphoblastic leukaemia/lymphoma with ETVG:RUNX1-like
features

B-lymphoblastic leukaemialymphoma with TCF3:PBX1 fusion
B-lymphoblastic leukaemia/lymphoma with IGHzIL3 fusion
B-lymphoblastic leukaemia/lymphoma with TCF3:HLF fusion

B-lymphoblastic leukaemia/lymphoma with other defined
genetic abnormalities

Mature B-cell neoplasms

Pre-neoplastic and neoplastic small lymphocytic
proliferations

Monodenal B-cell lymphocytosis

Chronic lymphocytic leukaemia/small lymphocytic lymphoma
(Entity deleted)

Splenic B-cell lymphomas and leukaemias

Hairy cell leukaemia

Splenic marginal zone lymphoma

Splenic diffuse red pulp small B-cell lymphoma

Splenic B-cell lymphoma/leukaemia with prominent nudcleoli

Lymphoplasmacytic lymphoma
Lymphoplasmacytic lymphoma
Marginal zone lymphoma

Extranodal marginal zone lymphoma of mucosa-associated
lymphoid tissue

Primary cutaneous marginal zone lymphoma

Nodal marginal zone lymphoma
Paediatric marginal zone lymphoma
Follicular lymphoma

In situ follicular B-cell neoplasm
Follicular lymphoma

Paediatric-type follicular lymphoma
Duodenal-type follicular lymphoma

Cutaneous follide centre lymphoma

Primary cutaneous follicle centre lymphoma
Mantle cell lymphoma

In situ mantle cell neoplasm

Mantle cell lymphoma

Leukaemic non-nodal mantle cell lymphoma
T ions of i B-cell lymph,
Transformations of indolent B-cell lymphomas

Large B-cell lymphomas
Diffuse large B-cell lymphoma, NOS
T-cell/histiocyte-rich large B-cell lymphoma

Diffuse large B-cell lymphoma/ high grade B-cell lymphoma
with MYC and BCL2 rearrangements

ALK-positive large B-cell lymphema

Large B-cell lymphoma with IRF4 rearrangement
High-grade B-cell lymphoma with 11q aberrations
Lymphomatoid granulomatosis

EBV-positive diffuse large B-cell lymphoma

Diffuse large B-cell lymphoma associated with chronic
inflammation

Fibrin-associated large B-cell lymphoma

Fluid overload-associated large B-cell lymphoma
Plasmablastic lymphoma
Primary large B-cell lymphoma of immune-privileged sites

Primary cutaneous diffuse large B-cell lymphoma, leg type
Intravascular large B-cell lymphoma

Primary mediastinal large B-cell lymphoma

Mediastinal grey zone lymphoma

High-grade B-cell lymphoma, NOS
Burkitt lymphoma
Burkitt lymphema

KSHV/HHV8-assodated B-cell lymphoid proliferations and
Iymphomas

Primary effusion lymphoma
KSHV/HHV8-positive diffuse large B-cell lymphoma

KSHV/HHV8-positive germinotropic lymphoproliferative
disorder

Lymphoid proliferations and lymphomas associated with
immune deficiency and dysrequlation

Hyperplasias arising in immune deficiency/dysregulation

Polymorphic lympheoproliferative disorders arising in immune

deficiency/dysrequlation

EBV-positive mucocutaneous ulcer
Lymphomas arising in immune deficiency / dysregulation

Inborn error of immunity-associated lymphoid proliferations
and lymphomas

Hodgkin lymphoma

Classic Hodgkin lymphoma

Nodular lymphocyte predominant Hodgkin lymphoma
Plasma cell neoplasms and other diseases with
paraproteins

Monoclonal gammopathies

Cold agglutinin disease

IgM menoclonal gammopathy of undetermined significance

Non-lgM monoclonal gammopathy of undetermined
significance

Monoclonal gammopathy of renal significance
Diseases with monoclonal immunoglobulin deposition
Immunoglobulin-related (AL) amyloidosis
Menoclonal immunoglobulin deposition disease
Heavy chain diseases

Mu heavy chain disease

Gamma heavy chain disease

Alpha heavy chain disease

Plasma cell neoplasms

Plasmacytoma

Plasma cell myeloma

Plasma cell neoplasms with associated paraneoplastic
syndrome

-POEMS syndrome

-TEMPI syndrome

-AESOP syndrome

WHOS> 2855 Okl (Z

Tumour-like lesions with T-cell predominance
Kikuchi-Fujimoto disease

Indolent T-lymphoblastic proliferation
Autoimmune lymphoproliferative syndrome
Precursor T-cell neoplasms

T4 hoblactic louk la/Mvmoh.
P

T-lymphoblastic leukaemia / lymphoma, NOS
Early T-precursor lymphoblastic leukaemia / lymphoma
(Entity deleted)

Mature T-cell and NK-cell neoplasms
Mature T-cell and NK-cell leukaemias
T-prolymphocytic leukaemia

T-large granular lymphocytic leukaemia
NK-large granular lymphocytic leukaemia
Adult T-cell leukaemia/lymphoma

Sezary syndrome

Aggressive NK-cell leukaemia

Primary cutaneous T-cell lymphomas

Primary cutaneous CD4-positive small or medium T-cell lymphoproliferative
disorder

Primary cutaneous acral CDB-positive lymphoproliferative disorder
Mycosis fungoides

Primary cutaneous CD30-positive T-cell lymphoproliferative disorder:
Lymphomatoid papulosis

Primary cutaneous CD30-positive T-cell lymphoproliferative disorder: Primary
cutaneous anaplastic large cell lymphoma

Subcutaneous panniculitis-like T-cell lymphoma
Primary cutaneous gamma/delta T-cell lymphoma

Primary cutaneous CD8-positive aggressive epidermotropic cytotoxic T-cell
lymphoma

Primary cutaneous peripheral T-cell lymphoma, NOS
Intestinal T-cell and NK-cell lymphoid p
Indolent T-cell lymphoma of the gastrointestinal tract

tions and lymp

Indolent NK-cell lymphoproliferative disorder of the gastrointestinal tract
Enteropathy-associated T-cell lymphoma

Maonomorphic epitheliotropic intestinal T-cell lymphoma

Intestinal T-cell lymphoma, NOS

ic T-cell
Hepatosplenic T-cell lymphoma

F

P it

Anaplastic large cell lymphoma

ALK-positive anaplastic large cell lymphoma
ALK-negative anaplastic large cell lymphoma

Breast implant-associated anaplastic large cell lymphoma
Nodal T-follicular helper (TFH) cell lymphoma
Nodal TFH cell lymphoma, angioimmunaoblastic-type
Nodal TFH cell lymphoma, follicular-ty pe

Nodal TFH cell lymphoma, NOS

Other peripheral T-cell lymphomas

Peripheral T-cell lymphoma, not otherwise specified
EBV-positive NK/T-cell lymphomas

EBV-positive nodal T- and NK-cell lymphoma

Extranodal NK/T-cell lymphoma

EBV-positive T- and NK-cell lymphoid proliferations and lymphomas of childhood
Severe mosquito bite allergy

Hydroa vacciniforme lymphoproliferative disorder

Systemic chronic active EBV disease

Systemic EBV-positive T-cell lymphoma of childhood



EEERTIE?
EEME >/ & (indolent |ymphoma)

FEADET
7=12 LIRBIARE (R 2
KEBEE - BffEtETILFL, MZL, LPL, SLL7Zz & (IBIEMCLE)

FEE~SEME) 2 /\[E (aggressive |ymphoma)

B~BEAMDET
1=1= LAR;BAIgE
KEHIEE - B £ TIXDLBCL., TH#HA=4E TILPTCL-NOS, ALCL, AITLZz &
FL - JERRME Y S/ SIE, NZL : D% Y “uSHB, LPL: 1) o/ STSRTHERANE Y s SHB, SLL : /) S/SERbEY SuSHB, NOL : 2> b LAY s SE,

DLBCL : UFAMXHRAEBHEID ) »/\[E
PTCL-NOS : RAHMETHIRE ) 2/ \B&, 774 EeR!, ALCL:ROMEXHARE ) /B8, AITL : MERZESFERIETHAAR Y /&



@H
HE
3
Wk
I
S
¥
0

MOPP /ABVD 1992F LIBFIRAE S 5% |

1966 1970 1978 1982 1988 1994 2001 2008 2017 2023
W R
America Working Formulation REAL WHO 3rd WHO 4th WHO 4th WHO b5th
NHL Europe|Kiel up-date Kiel revised
Japan|LSG
SN
bidizh] ==
ECRIAE CHOP
=3 \ )= SEE S
FHIRERR 19904 # 41T 11T e |

\

m-BACOD
ProMACE-CytaBOM
MACOP-B



LA DDEE

_ABVD
1966 1970 1978 1982 1988 1994 2001 2008 2017 2023

o R

America

NHL

REAL WHO 4th WHO 4th

revised

Europe(Kiel

Japan

N
CHOP



R—CHOP vs CHOP for DLBGL

1.0 .
T ™,
2 =
> 0.84
- CHOP plus rituximab
n - —\_
qa ‘---‘"'
> 06' ---h--'-_
= oI erccrcene
= i CHOP
o)
©
S 0.4-
| -
o - P=0.007
‘©
o 0.2-
>
O i
00 1 ] ] | 1 1
0 0.5 1.0 1.5 2.0 2.5 3.0
Years after Randomization
No. AT Risk
CHOP plus 202 187 167 118 64 21
rituximab
CHOP 197 171 136 96 58 16

Figure 2. Overall Survival among 399 Patients Assigned to Chemotherapy with Cyclophosphamide,
Doxorubicin, Vincristine, and Prednisone (CHOP) or with CHOP plus Rituximab.
NEJM 2002, 346:235-42
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BR (Bendamustine + R) vs R-CHOP

for indolent NHL
104 Median (IQR; months)
0.9 —B-R 695 (26-1 to not yet reached)
—— R-CHOP  31-2 (15-2-65.7)
0-8
07
2 0-6
2 05
o 5
£ 04
03
02—
01 HR 0-58 (95% Cl 0-44-074)
p<0-0001
0 T T T T l l l
0 12 24 36 48 é{] 72 84 96
Number at risk Time (months)
BE-R 207 169 125 71 35 19
R-CHOP 185 123 83 54 24 9

Figure 2: Progression-free survival
B-R=bendamustine plus rituximab. R-CHOP=CHOP plus rituximab.

Lancet 2013, 381:1203-10
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Obinutuzumab

84T 1 /7347 DT infE(CLEEL PERREICSLSEL

EENGHRENERFE CDCE%* ADCCEE*
HHRRFEHNEHoNMIROF & (%) ECsofl (ug/mL) ECsofii (ng/mL)

IVEDEY) 6.5 ~ 36.5 0.027 ~ 0.062 4.32 ~ 26.18

AEXYAIT 19.1 ~ 735 2.7 ~ 12 0.459 ~ 2.471
A5 EME{E
% // ——\V 4
B47 1 Hitk J: 847 1 itk

Il

IVES W) AEXYZXIT

* FHB-NHLE EMRRERICH T 3AEIVARTHLUIVF YT 0ES

hHNSEEFEH KLY



A Progression-free Survival

No. at Risk

Patients with Progression-free
Survival (26)

Obinutuzumab-based chemotherapy

Rituimab-based chemotherapy

GB, G—CHOP for FL

Obinutuzumab-based chemotherapy
Rituximab-based chemotherapy
Hazard ratio for progression, relapse, or death, 0.66 (95% Cl, 0.51-0.85)
P=0.001
0 I e e N

Months

60l 570 3% 502 405 278 168 5 13 0
60 562 505 463 378 266 160 68 10 0

B Overall Survival

No. at Risk
Obinutuzumab-based chemotherapy
Rituximab-based chemotherapy

Patients Who Survived (2%)

100t Obinutuzumab-based chemotherapy
90-

Rituximab-based chemotherapy

Hazard ratio for death, 0.75 (95% C, 049-1.17)

1P=021

601
601

6 12 18 4 30 36 4 4 5
Months

84 573 563 549 416 271 161 55 0
588 566 549 527 399 265 160 8 2

NEJM 2017, 377:1331-44



Maintenance therapy with Rituximab

1.0 —— Rituximab maintenance
—— Observation i

9 0-8 u
@
‘E 0-6 .
£ oan ]
z 94

02 7

HR 0-55 (95% Cl 0-44-0-68); p<0-0001 HR 0-87 (95% Cl 0-51-1-47); p=0-60
0 I T T T T | T T |
| | | L | | | 0 6 12 18 24 30 36 42 48 54
) Time (months) ,
Number at risk Time (months)

Rituximab 505 472 445 423 404 307 207 84 17 0

Observation 513 469 415 367 334 247 161 70 16 0 505 499 492 483 474 365 246 108 22 .

513 507 501 492 472 381 243 97 26 0

Lancet 2011, 377:42-51
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Polatuzumab vedotin

#iCD79bilk | B mELRUYH-

RSYZAYT RRFVIE, ACD79bk MbIgG1 £/ ¥ A—F LItk & B R HBEEHR OMMAEZ (1) RSYRYT RRFUIE, CD79ICHRNICEST 2. EPHICHINICBTT 324,
TOF7—CUMiE Y Y h—EN U THERS S B ciitEyEaH% (ADC) TH3 1,

1] 3HT 34
(2) Uyh—igUyYy—L7OF7—tEi&DEiEh,. MMAEAHIBERICKREEN 3 , (3) MHENIEMMAERBUNE ICRES L. MESHEREL TR N—Y 2258325068, :F'%%%ﬁ*‘l'ck U




Pola-BR vs BR
for relapsed/refractory DLBCL

Progression-Free Survival (probability) >

r - oro —_ 1.00 HR, 0.42; 95% CI, 0.24 to 0.75
100 gﬁ,ooiz,ni}sia%\0,1o.21 ©063 = 100 HR, 0.34; 95% Cl, 0.20 to 0.57 P 002
9 ’ = P (log-rank) < .001
= —_— Pola-BR (Ph ll; n = 40}
Pola-BR (n = 40) © > '
0.80 - BR {n = 40) = 0.80 = Pola-BR (n = 40) £ 0.80 —— BR(Phl;n = 40)
B = : = BR (n = 40) _:EU =4 Censored
+ Censored — 4+ Censored o
© et
0.60 1 2 060 - 2 0607
= S
0.40 - % 0.40 - a 0.40
| —
I.II_ =
= o
Qe L
0.20 @ 0.20 S 0.20
(<5
.
=]
o
|-
T n_ T T T T 1 1 T T T T T T T T T 1) 1 1 1 T T T T T 1 1 T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 0 2 4 6 8 10 12 14 16 18 20 22 24 26 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months) Time (months) Time (months)
No. at risk: No. at risk: No. at risk:
Pola-BR(Phll) 40383228282423211919171616141211118 7 7 7 6 5 1 1 Pola-BR(Phll) 4038322826242320171717161413131313111010 9 8 7 3 1 Pola plus BR (Phll) 4038 363433303027252422211917161616151513129 9 5 3 2 1
BR(PhIl) 40282318128 5 5 5 5 4 4 4 4 4 3 3333211111 BR(PhIl) 40282014119 6 6 6 6 5 4 4 4 4 3 3 3 3 3 2 1 BR(PhI) 4033272517151110107 7 7 7 7 7 66 665544331

JGO 2019, 38:155-65



Pola—R-CHP vs R-CHOP for newly diagnosed DLBCL

A Investigator-Assessed Progression-free Survival

B Investigator-Assessed Event-free Survival

100 100
90 90
80+ -R- 80+
2 Pola-R-CHP 2 Pola-R-CHP
2 70 2 704
© ©
3.6 60 R-CHOP E—s 60+ R-CHOP
S 504 S 504
1) 1)
S 40- g 40
c c
S 30 S 30
& 20 Hazard ratio for progression, relapse, or death, & 20 Hazard ratio for event or death,
0.73 (95% Cl, 0.57-0.95) 0.75 (95% Cl, 0.58-0.96)
109 p-0.02 109 p_o0.02
0 T T T T T T | 0 T T T T T T |
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Months Months
No. at Risk No. at Risk
Pola-R-CHP 440 404 353 327 246 78 NE NE Pola-R-CHP 440 402 348 323 243 78 NE NE
R-CHOP 439 389 330 296 220 78 3 NE R-CHOP 439 386 327 294 218 78 3 NE
C Investigator-Assessed Disease-free Survival D Overall Survival
100+ 100
m Pola-R-CHP
90+ Pola-R-CHP 904
'E 80 'E &0
g 70+ R-CHOP g 70+ R-CHOP
g 60 & 60
‘s ‘s
S s04 S 50
1) 1)
g 40 g 40
c c
8 30 S 30
& 20-] Hazard ratio for relapse or death, & 20-] Hazard ratio for death,
0.70 (95% Cl, 0.50-0.98) 0.94 (95% Cl, 0.65-1.37)
10 10
P=0.75
0 | | | \ | | \ 0 | | | \ | | \
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Months Months
No. at Risk No. at Risk
Pola-R-CHP 381 342 322 266 106 2 NE NE Pola-R-CHP 440 423 397 384 362 140 15 1 .
R-CHOP 363 326 282 2338 96 5 NE NE R-CHOP 439 414 401 376 355 132 20 1 NEJM 2022! 386 ' 351 _63
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Brentuximab vedotin
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BV-CHP vs CHOP
for CD30+PTCL

Hazard Ratio 0-71 (85% CI: 0-54, 0-93)

p=0-0110
©
=
c
=]
w
$ "—'L.—__.-.-_
r ;
=
=) ¢
3 40 4 A+CHP
[} ———
o L.
60'. 30 4 CHOP
20 4 Median in CHOP, Median in A+CHP,
20-80 mo (95% ClI: 12:68, 47-57) 48-20 mo (95% ClI: 35-15, =)
10 4
04
T T T T 1 T T T T T |
0 6 12 18 24 30 36 42 48 54 60 66
Time (Months)
N at Risk (Events)
A+CHP 226(0) 175(39) 149(61) 134(75) 108(82) 81(85) ©4(88) 38(93) 24(93) 9(94) 3(95) 0(95)
CHOP 226(0) 157(65) 129(93) 112(107) 87(116) 75(119) 63(121) 44(121) 26(122) 7(123) 2(124) 0(124)

A.
100 + +
Hazard Ratio 0-66 (95% CI: 0-48, 0-95)
90 4 p=0-0244
80 1 A+CHP
82}
3
= 70 4 -
3
(7]
il e
2 CHOP
E 50 -
(7]
e
5]
o 40
o
8
§ 30 4
e
@
20 -
10 4
0 4
T T T T T T T T T T T J
0 6 12 18 24 30 36 42 48 54 60 66
Time (Months)
N at Risk (Events)
A+CHP 226(0) 208(14) 193(27) 184(33) 159(42) 128(47) 108(49) 83(51) 45(51) 20(51) 4(51) 0(51)
CHOP  226(0) 196(24) 181(39) 158(57) 140(60) 121(63) 103(66) 79(68) 46(71) 22(72) 4(73) 0(73)

Lancet 2019, 393

:229-40



HL

NHL

America

_ABVD

1966 1970

Europe(Kiel

1978

LAY

1982 1988

Working Formulation

up-date Kiel

Japan

LSG

<
7 1 S
DEZE
1994 2001 2008 2017 2023
REAL WHO 3rd WHO 4th WHO 4th WHO 5th
revised

N
CHOP

% %
R-CHOP (B-NHL) BR (iB-NHL, MCL)

GB 1t

G-CHOP (FL)

t
Pola-BR (DLBCL)
t
Pola-R-CHP (DLBCL)

4
BV-CHP (CD30+PTCL)



National

comprehensive NCCN Guidelines Version 1.2023

WSOl Cancer . B
Network® Peripheral T-Cell Lymphomas

CN Guidelines ex
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Discussion

SUGGESTED TREATMENT REGIMENS?
PTCL-NOS; EATL; MEITLf

SECOND-LINE THERAPY AND SUBSEQUENT THERAPY
(INTENTION TO PROCEED TO TRANSPLANT)

* Clinical trial preferred
Preferred regimens
* Single agents (alphabetical order)
» Belinostat
» Brentuximab vedotin for CD30+ PTCLY9
» Pralatrexate
» Romidepsin
» Combination regimens (alphabetical order)
» DHA (dexamethasone and cytarabine) + platinum (carboplatin,
cisplatin, or oxaliplatin)
» ESHAP (etoposide, methylprednisolone, and cytarabine) +
platinum (cisplatin or oxaliplatin)
» GDP (gemcitabine, dexamethasone, and cisplatin)
» GemOx (gemcitabine and oxaliplatin)
» ICE (ifosfamide, carboplatin, and etoposide)
Other recommended regimens
* Single agents (aCIPhabeticaI order)
» Bendamustine
» Duvelisib¥
» Gemcitahine
» Lenalidomide®
» Ruxolitinib (category 2B)
* Combination regimen
» GVD (gemcitabine, vinorelbine, and liposomal doxorubicin)P

2 See references for regimens on PTCL-B 6 of 7 and PTCL-B 7 of 7.
d See Supportive Care (TCLYM-B).

SECOND-LINE AND SUBSEQUENT THERAPY
(NO INTENTION TO PROCEED TO TRANSPLANT)

» Clinical trial preferred

Preferred regimens (alphabetical order)

* Belinostat

+ Brentuximab vedotin for CD30+ PTCL9%9

» Pralatrexate

* Romidepsin

Other recommended regimens (alphabetical order)
* Alemtuzumab'

+ Bendamustined

* Bortezomib/! (category 2B)

* Cyclophosphamide and/or etoposide (IV or PO)
» Duvelisib*

» Gemcitabine

* Lenalidomided

«RT!

* Ruxolitinib (category 2B)

See First-line Therapy on PTCL-B 1 of 7.

See Second-line and Subsequent Therapy:

AITL, including nodal PTCL, TFH, and FTCL (PTCL-B 4 of 7)
ALCL (PTCL-B 5 of 7)

i Activity has been demonstrated in small clinical trials and additional larger
trials are needed.

K1n the phase Il study, the preferred dosing regimen of duvelisib was 75 mg
BID for 2 cycles followed by 25 mg BID for long-term disease control.

I See Principles of Radiation Therapy (TCLYM-D).

P Data suggest there may be excessive pulmonary toxicity with GVD

fMEITL has only recently been separated as its own entity and optimal treatment has not  (gemcitabine, vinorelbine, and liposomal doxorubicin) regimen when used

been defined.

in combination with unconjugated anti-CD30 monoclonal antibodies for the

9 Interpretation of CD30 expression is not universally standardized. Responses have been treatment of Hodgkin lymphoma (Blum KA, et al. Ann Oncol 2010;21:2246-

seen in patients with a low level of CD30-positivity.

i While alemtuzumab is no longer commercially available, it may be obtained for clinical

use. CMV monitoring or prophylaxis is recommended. (See TCLYM-B).

2254). A similar regimen, gemcitabine and liposomal doxorubicin, may be
used for mature T-cell lymphoma; however, it is recommended to wait 3 to 4
weeks following treatment with brentuximab vedotin before initiation.




single agent

Overall Survival

Suvival

+HH 1

26 22 16 10 9

Overall Survival

N

vs combination chemotherapy
for R/R PTCL

Progression-Free Survival

Progression Free Survival

—— Comb./Trad.
—  Singla/Novel

Overall Survival

Combinatiory Tradiional
Single/Novel - BV
SingleNovel - Other

-+

-+

24 30

Ne
W

Progression Free Suvival

de—

12 18 24 30 36 42

R o~

16

-
-
oo
W

N

~h

‘_
N

Months
1

nod

T T
24 30

1
3 1

Am. J. Hemato| 2019, 94:641-9



Romidepsin for R/R PTCL
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Figure 1. Response Characteristics and Changes in Tumor Burden in Patients

with Hodgkin’s Lymphoma Receiving Nivolumab.
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