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T-cell prolymphocytic leukemia

T-cell large granular lymphocytic leukemia
Chronic lymphoproliferative disorder of NK-cells* World Health Organization Classification of Tumours
Aggressive NK cell leukemia

Systemic EBV+ T-cell lymphoproliferative disease of childhood

(associated with CAEBV)
Hydroa vacciniforme-like lymphoma

Adult T-cell leukemia/lymphoma

Pathology & Genetics

Extranodal NK/T cell lymphoma, nasal type Tumours of Haematopoietic and
Enteropathy-associated T-cell lymphoma Lymphoid Tissues
Hepatosplenic T-cell lymphoma

Subcutaneous panniculitis-like T-cell lymphoma Edited by Elaine 5. Jaffe, Nancy Lee Harris, Harald Siein, James W. Vardiman
Mycosis fungoides 4
Sézary syndrome
Primary cutaneous CD30+ T-cell lymphoproliferative disorder
Lymphomatoid papulosis
Primary cutaneous anaplastic large-cell ymphoma
Primary cutaneous aggressive epidermotropic CD8+ cytotoxic T-cell
lymphoma*
Primary cutaneous gamma-delta T-cell lymphoma
Primary cutaneous small/medium CD4+ T-cell lymphoma*
Peripheral T-cell ymphoma, not otherwise specified
Angioimmunoblastic T-cell ymphoma
Anaplastic large cell ymphoma (ALCL), ALK+
Anaplastic large cell ymphoma (ALCL), ALK?*
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Angioimmunoblastic Lymphoma Angioimmunoblastic Lymphoma Definition of origin cell

Anaplastic Large Cell Lymphoma 2 variants based on ALK (+/-) expression Prognostic importance

3 variants: lymphoepitelioid lymphoma, T zone
lymphoma (2001 WHO) and follicular lymphoma
(2008 WHO)

T/NK-cell lymphoma, nasal type T/NK-cell lymphoma, nasal type No changes

Two variants: classical and monomorphic types
with genetic changes common to both

Peripheral T-cell Lymphomas not Otherwise

Unspecified Peripheral T-cell Lymphoma oo

Entheropathy-associated T-cell ymphoma Entheropathy-associated T-cell lymphomas

Hepatosplenic T-cell lymphoma Hepatosplenic T-cell lymphoma No changes
Subcutaneous panniculitis-like T-cell e Only ab and associated with autoimmune
Subcutaneous panniculitis-like T-cell lymphoma :
lymphoma disorder
Mycosis fungoides Mycosis fungoides New stagmg and new information about
pathogenesis
Sézary syndrome Sézary syndrome New markers
Pri lastic | |l . . .
rimary cutaneous anaplastic large ce Primary cutaneous anaplastic large cell ymphoma Recognition of CD8+ cases
lymphoma
Lymphomatoid papulosis Three histological types
: Three histopathologic patterns: epidermotropic,
Primary cutaneous gamma-delta T-cell lymphoma :
dermic, and subcutaneous subtypes
Lymphomatoid papulosis Prl.mary cutan.eous CDST aggressive Stanistionall e
epidermotropic cytotoxic T-cell ymphoma
Primary cutaneous CD4+ small/medium T-cell " .
Provisional entity
lymphoma
Blastic NK-cell ymphoma Plasmocytoid dendritic cell neoplasm Now it is one of the myeloid neoplasms
T-cell prolymphocytic leukemia T-cell prolymphocytic leukemia No changes
i T-cell large granular lymphocytic leukemia New etiological features and new markers
T-cell large granular lymphocytic . 8¢ & y g . Y . 8
. Chronic lymphoproliferative disorder of . :
leukemia Provisional entity
NK-cells
Aggressive NK-cell leukemia Aggressive NK-cell leukemia No changes
Definition of the regulatory T-cell normal
Adult T-cell leukemia/lymphoma Adult T-cell leukemia/lymphoma 8 y

counterpart
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Fig. 4. Therelation between EBY infection and development of EBY-associated vmiphoproliferatve disease by age aroup.
HO, Hodgkineg miphoma ANKL aggressive MK cell leukemia, DLECL, difuss large B cell mphome; FTCL, paripharal T oell lymphoma,
* emvironmental cofactor,

J Korean Med Sci. 2008 Apr;23(2)
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Table 1. Nomenclature for Epstein—Barr virus® T-cell and NK-cell lymphoproliferative diseases

Classification of EBV® T/NK LPD
(2012 EAHP Workshop)

Classification of mature T-cell and
NK-cell neoplasms (2008 WHQ)

Classification for EBYV™ T/NK LPD of childhood
type (2012 Asian Hematopathology Workshop)

Chronic active EBV infection
Systemic (T, NK)

Chranic active EBV infection
Hydroa vacciniforme (T)

Chronic active EBV infection,
Mosquito-bite hypersensitivity (NK)

Systemic, malignant EBV" LPD
Aggressive NK-cell leukemia/

lymphoma (NK)

Systemic, malignant EBV® LPD
Systemic EBV" T-cell LPD

Extranodal NK/T-cell lymphoma.,

nasal type
Nodal T/NK-cell lymphoma

Systemic T-cell LPD of childhood*

Hydro vacciniforme-like lymphoma

Mosquito-bite hypersensitivity

Aggressive NK-cell leukemia

Systemic T-cell LPD of childhood

Extranodal NK/T-cell lymphoma

Chronic active EBV disease-type T/NK-cell LPD
Polymorphic/palyclonal
Polymorphic/monoclonal
Monomorphic/monoclonal

Hydroa vacciniforme -like T-cell LPD
Hydroa vacciniforme

Classic type
Severe type
Hydroa vacciniforme-like T-cell lymphoma
Mosquito-bite hypersensitivity

Aggressive NK-cell leukemia

Systemic EBV™ T/NK-cell LPD of childhood

type
Extranodal NK/T-cell lymphoma

*Monoclonal LPD among chronic active EBV infection. EBY, Epstein—Barr virus; LPD, ymphoproliferative diseases: NK, natural Killer.

J Dermatol. 2014:41(1) ::
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B Peripheral T-cell Lymphoma
Angioimmunoblastic
Matural killer/T-cell lymphoma
Adult T-cell leukemia/lymphoma

M Anaplastic large cell lymphoma, ALK+
Anaplastic large cell lymphoma, ALK-
Enteropathy-type T-cell
Primary cutaneous ALCL

B Hepatosplenic T-cell

B Subcutaneous panniculitis-like
Unclassifiable PTCL
Other disorders

10.4%

N

NK/T Rk EE H2IEFE PTCL g910.4%

J Clin Oncol, 2008, 26(25):
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i
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Ann Oncol 2008:19:1477-1
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Mational

Cancer
MNetwork”

Comprehensive. NCCN Guidelines Version 2.2015

Extranodal NK/T-Cell Lymphoma, nasal type

NCCN Guidelines Index
MNHL Table of Contents
Discussion

STAGE

Stage | —

Nasal éx
VT

MNo risk factors

= present

Assess risk
factors

\‘ Presence of ANY
risk factor

L

*

Stage |l

-,

Stage IV

L

v

Extranasal' — Stage I-IV

INDUCTION THERAPY

Clinical trial

or _

RT alone!

or

Concurrent chemoradiation!
or )
Sequential chemoradiation!

Clinical trial

or _
Concurrent chemoradiation)
or

Sequential chemoradiation!

Clinical trial
or

Concurrent chemoradiation'

or

Combination chemotherapy
regimen (pegaspargase-
based)l + RT!

See Post-RT
—— | Evaluation

(NKTL-3)

NPMBETERRETER, ARSUSHITERAT
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Nasal versus extra-nasal
the stage of the disease

Stage | disease are further stratified based on risk factors

Age =260 years,

B symptoms,

ECOG performance status = 2

Regional lymph node involvement Local tumor invasion
Elevated LDH

High Ki-67 staining

EBV DNA =6.1 x 10 " copies/mL
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e Extranodal NK/T-Cell Lymphoma, nasal type .

SUGGESTED TREATMENT REGIMENS®

(in alphabetical order)

Combination chemotherapy regimen (pegaspargase-based
« AspaMetDex (pegaspargase, methotrexate, and dexamethasone) (Reported as a second-line regimen.)
» SMILE (steroid [dexamethasone], methotrexate, ifosfamide, pegaspargase, and etoposide)

Concurrent chemoradiation thera CCR
« CCRT (radiation 50 Gy and 3 courses of DeVIC [dexamethasone, etoposide, ifosfamide, and carboplatin])
« CCRT (radiation 40-52.8 Gy and cisplatin) followed by 3 cycles of VIPD (etoposide, ifosfamide, cispiatin, and dexamethasone)

sequential chemoradiation
« SMILE followed by RT 45-50.4 Gy
« VIPD followed by RT 45-50.4 Gy

Radiation therapy alone
» Recommended tumor dose is =50 Gy

» Early or up-front RT had an essential role in improved OS and DFS in patients with localized extranodal NK/T-cell lymphema, nasal-
type, in the upper aerodigestive tract.
» Up-front RT may yield more benefits on survival in patients with stage | disease.



SMILE 752

S -

? Smile 5 R

teroid (DXM) 40 mg, 1v, d2-4
TX 2 g/m2,1v, dl
FO 1.5g/m2, iv, d2-4
-ASP 6000U/m2, 1v, d8,10,12,14, 16,18,20

topside 100mg/m2, 1v ,d2-4
? G-CSF M2 6 RFFtafRF, wbe > 5000/ml

Yamaguchi M, et al. JCO, 2011; 29(33):4410-6
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CR#45%, CR+PR 79%

1y-OS 55%
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Yamaguchi M, et al. JCO, 2011; 29(33):4410-6



AspaMetDex H =

teroidd (DXM) , 40mg, d1-4,
PO
TX 3.0g/m?, d1, iv drip
7 IFO-1.5g/m2,iv, d2-4
-Asp 6000U/m?, d2,4,6,8, im
? Etopside 100mg/m2, iv ,d2-4

? Smile £
teroid (DXM) 40 mg, 1v, d2-
4

TX 2 g/m2, iv, d1
FO 1.5¢/m2, iv, d2-4

-ASP 6000U/m2, 1v,
ds,10,12,14, 16,18,20

topside 100mg/m2, 1v ,d2-4

Jaccard A, et al. Blood, 2011,117:1834-1839.
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GOLD 75 %

Efficacy of gemcitabine combined with oxaliplatin,

L-asparaginase and dexamethasone 1n patients with

newly-diagnosed extranodal NK/T-cell lymphoma

G: gemcitabine 1g/m2, dlI,
O. Oxaliplatin  100mg/m?2,

L. L-Asparaginase 10,000 U/m2, dl-5

D. dexamethasone 40mg, dl

14-day cycle, Ann Arbor I/II H

2008-2012 #rizWi B ENKTL

DS
d1
1-4
Wiy Ja 45 7 IFRT

Guo HQ, Liu L, Wang XF, Lin TY, et al. Mol Clin Oncol. 2014 Nov;2(6):1172-1176



GOLD 75

Table Patient characteristics (n=—55)»

Characteristics FPatient no. Percentage

B symptoms

Yes 32 S35

No 23 42
SAonn Aarbor stage

L/'1X 45 =2

/I 10 15
Ir1

1 29 53

= 16 29

3 = 15

<4 2 5
Involved sites

MNasal cavity/masopharyn=x 45 &7

O ither 7 13

Response rate after the (GOLIY> regimen.

Tyvpe of responsce Patient nno. Percentage
Complete response 34 o2
Partial response 16 29
Stable disease 2 -4
Progressive disease 3 >

Guo HQ, Liu L, Wang XF, Lin TY,et al. Mol Clin Oncol. 2014 Nov;2(6):1172-1176



GOLD /5%

1.0+

Cum survival

Stage IVl

4.

Stage IIVV

1Ys PFS 87% vs 66%
P<0.001

Cum Survival

=
&

12 24 26
FPFS (months)

3Ys PFS 57%

as

Gum Survival

12 o4 %6
PFS (months)

Guo HQ, Liu L, Wang XF, Lin TY,et al. Mol Clin Oncol. 2014 Nov;2(6):1172-1176

L]
<8

1.ﬂ"-E
Stage I/
0.6 . )
Etag-le v |
%:_ 0.6
& 1Ys OS 98% vs 75%
<% P<0.001
0.2
0 12 24 36 48
OS5 {(months)
3Ys OS 74%

OS (months)




GOLD 7%

? GOLD/) 7 27577 ENKLIR 151K = ) ORR (
91%) , CRZ62%, PRZ29%

? 34F 0S 74%, PFS 57%

? Ann Arbor 73 W& T 5 i) B B 520 [K] 21
I11/TV 3 22 2 (1) OS/PFS B S A T /1T £

Guo HQ, Liu L, Wang XF, Lin TY,et al. Mol Clin Oncol. 2014 Nov;2(6):1172-1176
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Adverse effects

Disease No. Treatment ORR CR 05 PFS Mucositis Leucopenia TRM

Relapsed/refractory 18 AspaMetDex 78% 61% 2y 40% 2y 40% MR Grade 3/4: 44% 0%

Mewly diagnosed, relapsed/ 87 SMILE + sandwiched RT B19% 66% byb0% 4y DFS:64% MR Grade 3/4: 679 5.7%
refractory, any stage (50 Gy)

Newly diagnosed, stage /1| 18 RT (median 50 Gy) 78% 7TB% By 30% 5y 30.5% NE NE NR
nasal

MNewly diagnosed, stage /1l nasal 31 RT (median 50 Gy) 100% 97% 5y: 66% Hy 61% MA MR NR

Newly diagnosed, stage I/l 17 CHOP + RT (45 Gy) 58% 5H8% 3y 59% MNA NR NR NR
nasal

Newly diagnosed, stage I/l 27 Concurrent RT (50 Gy} + : s 2y T8% 2y 67% Grade 3/4: 30% Grade 3/4: 93% 0%
nasal 2/3De

Newly diagnosed, stage I/ 30 Concurre @ n Gur r‘ n : 85% Grade 1/2: 11% Grade 3/4: 14%: 6.6%
nasal cisplatin + VIPD

Mewly diagnosed, stage Ml nasal 26 LVP + sandwich RT (56 Gy) 88% 81% 2y EE:% 2y 81% Grade 3: 23% Grade 3: 3% 0%

Newly diagnosed, stage Ifl| 27 GELOX + i / i y: 86% Grade 3: 15% Grade 3/4: 33.3% 0%
nasal (56 Gy) @én ug nTTa1

fwewiy diagnosed, stage IV, of 30 odiE /9% 45% 1y bb% 1y 63% RIS Giade 44 100%  5.d%

relapsed/refractory

Blood. 2013;121(25) :4997-
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SUGGESTED TREATMENT REGIMENS®

(in alphabetical order)

Combination chemotherapy regimen (pegaspargase-based
« AspaMetDex (pegaspargase, methotrexate, and dexamethasone) (Reported as a second-line regimen.)
» SMILE (steroid [dexamethasone], methotrexate, ifosfamide, pegaspargase, and etoposide)

Concurrent chemoradiation thera CCR
« CCRT (radiation 50 Gy and 3 courses of DeVIC [dexamethasone, etoposide, ifosfamide, and carboplatin])
« CCRT (radiation 40-52.8 Gy and cisplatin) followed by 3 cycles of VIPD (etoposide, ifosfamide, cisplatin, and dexamethasone)

sequential chemoradiation
« SMILE followed by RT 45-50.4 Gy
« VIPD followed by RT 45=50.4 Gy

Radiation therapy alone
» Recommended tumor dose is =50 Gy

» Early or up-front RT had an essential role in improved OS and DFS in patients with localized extranodal NK/T-cell lymphema, nasal-
type, in the upper aerodigestive tract.
» Up-front RT may yield more benefits on survival in patients with stage | disease.
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