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Frontline Treatment

 Mature T Cell Neoplasms (WHOS5) (nodal)
a. Anaplastic Large Cell Lymphoma (ALK-pos/ ALK-neg)
b. Nodal T-Follicular Helper Cell Lymphoma
c. Peripheral T-Cell Lymphoma, NOS
 Mature T Cell Neoplasms (WHOS5) (extranodal)
a. EBV-pos NK/T Cell Lymphoma
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Anaplastic Large Cell Lymphoma

ALCL, ALK positive
(WHO4R)/ALK-
positive ALCL
(WHOS5)

PC-ALCL with regional
nodeq (N1) (See CUTB-A
for N definition) (excludes
systemic ALCL)

Adding Years of #eaﬁ)‘ﬂy life

Stage |, Il ——

Stage lll, IV —>

Preferred regimens
» Brentuximab vedotin £ ISRTS
* ISRT3X in selected cases
Other recommended regimens
» Brentuximab vedotin" +
CHP (cyclophosphamide,
doxorubicin, and prednisone)
* Methotrexate = ISRTS:X
* Pralatrexate = ISRTSX
* CHOP or CHOEP % ISRTSX* in
selected cases

Multiagent chemotherapy®

X 6 cycles

or

Multiagent chemotherapy®

X 6 cycles + involved-site RT (ISRT)P
or

Multiagent chemotherapy®

x 3-4 cycles + ISRTP (category 2B)4

Multiagent chemotherapy®
X 6 cycles

Restricted, Sensitive - Normal

NCCN guidelines, T cell ymphoma, V2, 2025,
Primary Cutaneous Lymphomas, V3, 2025

Restage after 3—4 cycles with
__» |FDG-PET/CTh (preferred) or
C/A/P CT scan with contrast’

Response?

No response/
refractory disease

Observe for
recurrence
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NCCN guidelines, T cell ymphoma, V2, 2025,

Anaplastic Large Cell Lymphoma  sink si00d 2022;140:1009

Horwitz. Lancet 2019,;393:229.

‘ FIRST-LINE THERAPY®

ALcLY | Preferred regimen
» Brentuximab vedotin + CHP (cyclophosphamide, doxorubicin, and prednisone)® (category 1)

Other recommended regimens (alphabetical order)

* Dose- adjusted EPOCH (etoposide, prednisone, vincristine, cyclophosphamide, and doxorubicin)
» CHOEPf (cyclophosphamide, doxorubicin, vincristine, etop05|de and prednisone)

* CHOP (cyclophosphamide, doxorubicin, vmcrlstlne. and prednisone)
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0 12 24 36 48 60 a . . . ; . . . . T . . .
Months from diagnosis 0 6 1 18 2 30 36 42 48 54 60 66
No. at risk Number at risk Time from randomisation (months)
' (number censored)
oHoP 28 2 4 » I 2 ACHP6(0)  175(0) 149(61) 13405 108(82) S1(85) 6438 383 2893  9OH 35 0099

CHOP 226(0)  157(65) 129(93) 112(107)  B87(116) 75(119) 63(121)  44(121) 26(122)  7(123)  2(124)  0(124)
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ALCL (ALK-neg), TFHL, PTCL-NOS

NCCN guidelines, T cell ymphoma, V2, 2025
Brink. Blood 2022;140:10089.

Other histologies

* PTCL-NOS

o EATE—

MEFFES

* AITL (WHO4R)/nodal
TFH cell lymphoma,
angioimmunoblastic type
(WHOS5)

« Nodal PTCL, TFH
(WHO4R)/nodal TFH cell
lymphoma, NOS (WHOS5)

* FTCL (WHO4R)/nodal TFH
cell lymphoma, follicular
type (WHOS5)

Preferred regimens (alphabetical order)

* Brentuximab vedotin + CHP for CD30+ hismlcugiese’h

« CHOEPf

* CHOP

* Dose-adjusted EPOCH

Other recommended regimens (alphabetical order)

* CHOP followed by IVE (ifosfamide, etoposide, and epirubicin) alternating with intermediate-dose
methotrexate (Newcastle Regimen; studied only in patients with EATL)'
* HyperCVAD (cyclophosphamide, vincristine, doxorubicin, and dexamethasone) alternating with high-dose
methotrexate and cytarabine (category 3)

FIRST-LINE CONSOLIDATION

100% A

75%

50%

Overall survival

25%

— No ASCT
— ASCT

0%

- p<0.01
78%

All patients

» Consider consolidation with autologous HCT

T T
0 12 24

Months from LM 9 months

No. at risk

No ASCT 96 62 49
ASCT 117 104 81
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— No ASCT
— ASCT

p<0.01
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EBV-pOS N K/T Ce" Lymphoma Tse. ] Hematol Oncol 2022;15: 74

Diagnostic work-up

Biopsy of the involved tissue for histological examination

Immunophenotype: CD2, sCD3, CD3e, CD4, CD7, CD8, CD56, TIA-1, TCRap, TCRyd
EBER by ISH

TCR gene rearrangement study

Staging and prognostication
Positron emission tomography / computed tomography (PET/CT)

Bone marrow biopsy: histology, immunophenotyping, EBER ISH
Quantification of plasma EBV DNA
Blood count, biochemistry, LDH, performance status, organ function

If present extra-nasally, ensure exclusion of systemic nasal type disease
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Tse. J Hematol Oncol 2022;15: 74

EBV-pos NK/T Cell Lymphoma

Nasal stage I/ll disease

|

Asparaginase-containing regimen
Sequential / sandwiched radiotherapy
(Concurrent radiotherapy)

' .

Complete response Partial response / non-response
End-of-treatment PET/CT: DS <3 End-of-treatment PET/CT: DS >3
End-of-treatment plasma EBV DNA undetectable End-of-treatment plasma EBV DNA detectable

Follow-up Anti-PD1 / Anti-PDL1
Regular quantification of plasma EBV DNA HDACI
3 Clinical trials

. '

Complete response Partial response / non-response [

: } I E—

Low-risk, elderly, unfit patients || High-risk, young, fit patients Anti-PD1 / Anti
HDACI

Clinical trials

P 2
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EBV-pos NK/T Cell Lymphoma

Tse. J Hematol Oncol 2022;15: 74

Regimens Status Stage ORR CR (%) PFS 0s
VIDL+RT Newly diagnosed /11 90% 87 5 year: 60% 5 year: 73%
LVP+RT Newly diagnosed /11 8%% 81 5 year: 64% 5 year: 64%
GELOX +RT Newly diagnosed I/ 96% 74 5 year: 74% 5 year: 85%
P-GEMOX [+ RT for stage /1] Newly diagnosed /11 949% 80 2 year: 77% 2 year: 83%
Newly diagnosed /11 94% 64 3 year: 66% 3 year:81%
Relapsed/refractory 81% 52 3 year: 24% 3 year: 58%
DICE-L-asp Newly diagnosed /11 100% 9 5 year: 82% 5 year: 89%
MESA New diagnosed /11 92% 89 2 year: 89% 2 year: 92%
SMILE [+ RT for stage I/11] Newly diagnosed /11 90% 69 Not reported
VIDL — Etoposide/ ifos/ dexa/ L-aspa DICE-L — dexa/ ifos/ cisplatin/ etoposide, L-aspa
LVP — L-Aspa/ Vincristine/ Prednisolone MESA — MTX/ etoposide/ dexa/ pegaspargase
GELOX — Gemcitabine/ L-Aspa/ Oxaliplatin SMILE — Steroid (dexa)/ MTX/ Ifos/ L-aspa/ Etoposide
P-GEMOX — Pegaspargase/ Gemcitabine/ Oxaliplatin
Tan Tock Seng
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EBV-pos NK/T Cell Lymphoma

Nasal stage IV disease®

|

Clinical trials

Asparaginase-containing regimen

'

'

Tse. J Hematol Oncol 2022;15: 74

Partial response / non-response
End-of-treatment PET/CT: DS >3

End-of-treatment plasma EBV DNA detectable

Complete response

End-of-treatment PET/CT: DS <3
End-of-treatment plasma EBV DNA undetectable

'

HDACI
Clinical trials

Anti-PD1 / Anti-PDL1

'

'

Low-risk, elderly, unfit patients

Partial response / non-response

Complete response

.

! '

High-risk, young, fit patients

Follow-up
Regular quantification of plasma EBV DNA

1 / Anti-PDL1 Young, fit patients

Elderly, unfit patients

| trials

—_—
zneic HSCT

[
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EBV-pos NK/T Cell Lymphoma

Tse. J Hematol Oncol 2022;15: 74

Regimens Status Stage ORR CR (%) PFS 0s
SMILE [+ RT for stage I/11] Newly diagnosed /1l 90% 69 Not reported
/1 Not reported 54 4 year: 60% 5vyear:47%
Relapsed/refractory 77% 66 4 year: 68% 5 year: 52%
DDGP Newly diagnosed /v 95% 71 1 year: 86% 1 year: 90%
AspaMetDex Relapsed/refractory 78% 61 2 year: 40% 2 year: 40%
MEDA Relapsed/refractory 77% 61 1 year: 62% 1 year: 69%
SMILE — Steroid (dexa)/ MTX/ Ifos/ L-aspa/ Etoposide
DDGP — dexa/ cisplatin/ gemcitabine/ pegaspargase
AspaMetDex — L-asparaginase/ MTX/ dexamethasone
MEDA — MTX/ etoposide/ dexa/ peg-asparaginase
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EBV-pos NK/T Cell Lymphoma

Khong. J Nucl Med 2014,55:911.
Kwong. Leukemia 2014,28:865.

Type of assessment Cutoff Sensitivity Specificity PPV NPV  Accuracy 2-y survival P*
DS at midtreatment low = 1-3 63% 94% 83% 83% 83% 81% <0.001
high =4, 5 17%
SUV,ax at pretreatment low < 7.55 50% 50% 33% 67% 50% 67% 0.965
high > 7.55 65%
SUV,,ax at midtreatment low < 3 63% 94% 83% 83% 83% 81% <0.001
high > 3 17%
DS at end-treatment low = 1-3 67% 100% 100% 93% 94% 91% <0.001
high = 4, 5 0%
100 - 100 -
5 807 | FBVgroupA g 80 | P =0.01
2 B |
@ 60 @ 60 - .
"E P <0.001 A: persist undetectable; fZ: ‘ Negative EBV DNA SMILE )
F 40 B: persist detectable< Dx 3 40
3 N C: persist detectable> Dx §
201 | EBVgroupC o '
—J 20 Positive EBV DNA SMILE (1)
EBV group B
20 40 60 80 100 . ‘ . . . -
Overall Survival (months) Restricted, Sensitive - Normal 20 40 60 80 100 ’mgﬂgf seng
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“NHG
Health

Thank You

Tan Tock Seng Hospital e Khoo Teck Puat Hospital e Woodlands Hospital e Yishun Community Hospital e TTSH Integrated Care Hub

Institute of Mental Health e National Skin Centre e National Centre for Infectious Diseases e NHG Cancer Institute e NHG Eye Institute ¢ NHG Heart Institute

Population Health ¢ NHG Polyclinics ¢ Diagnostics ¢ Pharmacy e Community Care ¢ NHG College ¢ Centre for Healthcare Innovation
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