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Case presentation

* 71-year-old gentleman e k=

who presents with

- 2.5 cm erythematous
nodule with arborizing
vessels

- Posterior aspect of the
left upper arm

- Recent camping

- Clinical differential
arthropod bite reaction

A shave biopsy is taken of the lesion
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A punch biopsy is taken of the lesion
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Focal areas show admixed large
atypical CD20+ cells with a pattern
not typical for MZL

Increased and appears to overlap with atypical
T-cells as well as potentially B-cells
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Differential Diagnosis

Patient has primarily cutaneous disease with focal FDG-avid
pelvic lymph nodes

- Primary cutaneous marginal zone lymphoma/LPD

- Primary cutaneous CD4-positive small/medium T-cell LPD

- EBV+ polymorphic lymphoproliferative disorder

- Cutaneous involvement by systemic T follicular helper cell
lymphoma

- Both B and T-cell lymphomas???
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Slide 15

AYO Try to make the pictures on the same areas.

Add a high power picture of plasmacytic differentiation
Alhalaseh, Yazan, 2025-10-30T17:59:05.633



11/7/2025

Molecular results

-Clonal B and T-cell gene rearrangements

- T-cell NGS panel
.DNMT3A: p.Arg882His (26%)
. TET2: p.Pro499Hisfs*34 (31%)
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Final Diagnosis
* Cutaneous involvement by

- Nodal T follicular helper cell ymphoma,
angioimmunoblastic type (WHO 5th Edition)

- Follicular helper T-cell ymphoma, angioimmunoblastic
type (ICC 2022)

- Associated EBV+ B-cell lymphoproliferative disorder
with plasmacytic differentiation

18



11/7/2025

Reuvisit original biopsy

* Is there evidence of an emerging TFH
lymphoma®?
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| EBER is also negative |
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[ TCRB A (v-J1+J2): Clonal (261bp) |

Diagnostic biopsy

[ TCRB A (v-J1+J2): Clonal (261bp) |
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Initial biopsy, retrospective

Molecular results yield identical T-cell clonal peaks

[ TCRB C (D-J1+J2): Clonal (188 bp) |
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Initial biopsy, retrospective
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What about the B-cells?

Intemal Marker Dye Bive

330.26

Diagnostic biopsy:
* EBV+, increased CD30
» Plasmacytic differentiation

Initial biopsy:
« EBV(-), CD30 (-)
* No plasmacytic differentiation

Both clonal!! ... but different B-cell clones associated
with the same T-cell lymphoma at the two sites
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Patient follow-up
« Completed 5 cycles of BV-CHP

(Brentuximab Vedotin) +

Cyclophosphamide + Doxorubicin +

Prednisone) therapy

* Whole body PET scan no evidence of

disease

* Achieved complete remission
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Nodal T-Follicular Helper Cell Lymphoma,
Angioimmunoblastic Type (nTFHL-AI)

T-follicular helper phenotype
Lymphadenopathy and systemic disease
50% with cutaneous involvement

Rarely isolated to the skin
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AITL originate from
clonal hematopoiesis,

particularlyTET2 or  "Sc/rrosen

DNMT3A mutations l ik 8

el

RHOA G17V

| mutation i

Pre-malignant cell IL-12
°

CD4 T cell

Curr Opin Hematol 2016; 23:434-43. Blood 2015 126:1741-52.
Blood 2014; 123:2915-23. Cancer Cell. 2011 19(1):17-30.
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Plasma cells expansion

TET2 mutation
DNMT3A mutation

i Dendritic Cell “
HSC IProgenitor \ /
[ ]

@ Memory B cells

“-*RHOA G1TV ® expansion
| mutation = o
Pre-malignant cell -~
: il FYN mutations e L
°
CDAT cell . CD28 mutations e g

o |4 Pro-inflammatory
‘. ® e @ micoenvironment

+ Secondary RHOA mutation (70%) S

and IDH2 R172 are common.

TFH cells expansion

AITL

T:B border/
Germinal Center

Blood 2014; 123:2915-23. Cancer Cell. 2011 19(1):17-30.

Curr Opin Hematol 2016; 23:434-43. Blood 2015 126:1741-52.
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Clues to Diagnosis of Cutaneous nTFHL-AI

« Dermal atypical lymphocytic infiltrate
* TFH immunophenotype (=2 markers, PD1 strong).

» Clonal TCR rearrangement and/or TET2, DNMT3A,
RHOA, IDHZ2 mutations.

» frequent EBV-positive B-cell and plasma-cell
proliferation may mimic B-cell LPD

» Correlation with clinical progression and repeat biopsy
often critical
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Thank you
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