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CASE 1

74-year-old Male

Clinical:

- H/o CLL diagnosed in 2017; treated with bendamustine-rituximab (chemo +
targeted monoclonal antibody — anti CD20) and ibrutinib (BTK inhibitor).
- Presented again in 2025 with right axillary fullness.

PET CT:
Bulky mediastinal and >7 cm right axillary lymphadenopathy (SUV max 17).

Procedure:
Ultrasound-guided core biopsy of the right axillary lymph node performed.
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Additional IHCs:

Small neoplastic cells:
Positive for CD23 and BCL2.
Negative for CD10 and Cyclin D1.

Large neoplastic cells:
Positive for c-MYC, Ki67 and MUM1..
Negative for CD10.

EBER ISH: Negative




Ancillary studies:

* Flow cytometry: Lambda light chain restricted B-cell
population, positive for CD19, CD20, CD5 and CD23 while
negative for CD10.

* FISH: Positive for 17p (p53) deletion and trisomy 12.




Summary:

Ctegoy——LReurs

Morphology Scattered HRS like cells in a background of small neoplastic B cells
IHCs HRS-like cells: PAX5 (dim)+, CD15 (subset)+, CD30+, MUM1+. Ki67+, CD20-,
CDA45-

Small neoplastic B cells: CD20+, CD5 (dim)+, CD23+, BCL2+, CD10-

Flow cytometry Lambda light chain restricted B-cell population, positive for CD19, CD20, CD5
and CD23 while negative for CD10

FISH Positive for 17p (p53) deletion and trisomy 12.
IgH clonality Positive
testing
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DIAGNOSIS:

Chronic lymphocytic leukemia/small lymphocytic
lymphoma (CLL/SLL) with Hodgkin/Reed—
Sternberg like cells (CLL-HRS) and TP53 deletion.
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Additional IHCs:

Atypical small neoplastic cells:

Positive for CD23.

HRS like cells:
Positive for Ki67.

EBER ISH: Negative




Ancillary Studies:

Flow cytometry: Lambda light chain restricted B-cell

population that is positive for CD19, CD20, CD5 and CD23
while negative for CD10.

NGS: Detected following variants:

e TP531251Sfx*94, splice site c.375+5G>T
e TP53 F54Lfs*62, splice site c.6724+2T>C
. BTK C481S

. PLCG2 L845F




Summary:

Cregoy R

Morphology

IHCs

Flow cytometry

NGS

Scattered HRS like cells in a background of small neoplastic B cells. Focal area
of necrosis seen. Focal abundant histiocytic background.

HRS-like cells: PAX5 (dim)+, CD15 (subset)+, CD30+, Ki67+, CD20-, CD45-
Small neoplastic B cells: CD20+, CD5 (dim)+, CD23+

Lambda light chain restricted B-cell population, positive for CD19, CD20, CD5
and CD23 while negative for CD10

Detected following variants:

. TP53 1251Sfx*94, splice site c.375+5G>T
. TP53 F54Lfs*62, splice site c.672+2T>C
. BTK C481S

. PLCG2 L845F
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DIAGNOSIS:

Chronic lymphocytic leukemia/small lymphocytic
lymphoma (CLL/SLL) with Hodgkin/Reed—
Sternberg like cells (CLL-HRS) and TP53 deletion.




Question?

Is this CLL/SLL with Hodgkin lymphoma-type Richter
Transformation?

But, it could represent be an early Hodgkin lymphoma-type Richter
Transformation as well!

Does the distinction between CLL/SLL with HRS-like cells and CLL/SLL
with Hodgkin lymphoma-type Richter Transformation matter?
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Progression of chronic lymphocytic leukemia/small lymphocytic lymphoma
(CLL/SLL) to classic Hodgkin lymphoma (CHL) as a form of Richter
transformation is an uncommon but well-documented event (<1%).
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There are two entities described in the context of CLL/SLL transformation to

Hodgkin Lymphoma:

1. Chronic lymphocytic leukemia/small lymphocytic lymphoma (CLL/SLL) with
isolated Hodgkin/Reed—Sternberg cells (CLL-HRS) — no background milieu of
Hodgkin lymphoma.

2. Chronic lymphocytic leukemia/small lymphocytic lymphoma (CLL/SLL) with
classic Hodgkin lymphoma type Richter transformation(CLL-HL) - background
milieu with mixed inflammatory background.




Literature Review

WHO Classification of Tumours of WHO 2017 CIaSSification:

Haematopoietic and Lymphoid Tissues

“Some CLL cases show scattered EBV
positive or sometimes negative
Reed-Sternberg cells in a background
of CLL. The diagnosis of Hodgkin
lymphoma in the setting of CLL
requires classical RS cells in an
appropriate background.”
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Edited by the WHO CI

WHO 2022 Classification:

“The presence of scattered Reed-
Sternberg cells or Reed—Sternberg—like
cells (EBV+/-), without the milieu of CHL,
can also be seen in cases of CLL/SLL
without transformation”.

intormational Agency for Resaarch on Cancer
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Fig. 5 Kaplan-Meier analysis of survival after type I and type II diagnoses. Age older than 70 years influences survival (A), but no differences Mol HASE
are seen for type I versus type II (B). I_.l[l CANCER CENTER
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S i : i i 1 i Table 1. Patient characteristics.
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Therapy of CLL-HRS and CLL-HL
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MANAGEMENT:

Nivo-AVD (Nivolumab + Doxorubicin, Vinblastine,
Dacarbazine) - 6 cycles of therapy planned.

Got 3 cycle - decrease in the size and FDG avidity of
lymphadenopathy in the right axilla and
mediastinum.




SUMMARY:

* Arare case of chronic lymphocytic leukemia/small lymphocytic

ymphoma (CLL/SLL) with Hodgkin/Reed—Sternberg like cells (CLL-

HRS).

* Literature reviews suggests that CLL-HRS and CLL-HL patients do
not have significant survival difference and both should be treated
with Hodgkin lymphoma-directed therapy.
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