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Ay ocular and CNS Lymphoma
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> Diagnosis

average of 21 months

r techniques

horio-retinal biopsies















Cytology
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Primary IntraOcular Lymphoma




immunohistochemistry

f cell surface markers
even when morphology is poor

scopic examination of stained cells - a separate
needed for each ker

- cell type, activation marker, cell-surfeca
oglobulins
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ence activated cell sorter (FACS) - colour
coding allows multiple test
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Marker

Specificity

Interpretation

T-cell markers

CD2, CD3, CDs, CD7

CDg4
CDS8

B-cell markers
CD1g, CD2o

CD22
Kappa: Lambda

Activation markers
HLA-DR
CDa25

Other cell lineages
CDig

CDs56

CD33

Pan T cell

T helper
T suppressor

Pan B cell
Early B cell

Light-chain
immunoglobulin

MHC Class 11
IL-2 receptor

Monocyte/macrophage

Natural killer cells

Pan myeloid

High expression in active uveitis or T-cell lymphomas. Aberrant
expression of some of the ‘pan’ markers but not others increases
suspicion of lymphoma

Increased relative to CDS8 in active uveitis; mycosis fungoides

Increased relative to CD4 in inactive uveitis; mycosis fungoides with
shift in immunophenotype

High expression in B-cell lymphomas. Increased in inactive uveitis
relative to active uveitis

Supportive of B-cell lymphoma, but can also be present on normal cells

Heterogeneous populations of B cells have roughly equal proportions
of kappa and lambda light-chain immunoglobulins. B-cell lymphomas
usually have K:L or L:K ratio of >3. Lack of kappa or lambda
expression in a predominantly B-cell population is suggestive of
lymphoma

Immunologically active cells consistent with inflammation
Immunologically active cells consistent with inflammation. Expressed
on activated T and B lymphocytes

May be increased in infections. Consistent with a heterogencous
inflammatory response

May be increased in infections. Consistent with a heterogeneous
inflammatory response

Neutrophils, eosinophils, basophils. May be increased in infections.
Consistent with a heterogencous inflammatory response




JOLL- Cytokines

ells stimulating Ab production
essed by B-cell malignancies
inflammatory cells

L-12) proauce
-6 or IL-12 >
esults showed > 1 in uveitis (8 out of 14)
ound < 1 in 4 confirmed cases

indiluted vitreous - more reliable

adjunct in the diagnosis of PIOL, but not
- specific.
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Cassoux N, et al

4 immunocompetent patients with ICNSL

s and cytologic diagnosis was 40 months

involvement
ed eye disease in 24 %



Violecular Techniques

oe1ne rearrangements

3 of the immunoglobulin heavy chain

ocation between crc omes 14 and 18 results in gene
rement at the major breaking point of the bcl-2

1e) protein

eful for B-cell lymphomas

m Collection of suspicious cells by microdissection increases
y1e1d of positive results (probably best for tissue biopsy
- specimens)
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Test

Result

Advantages

Disadvantages

Cytology

Immunohistochemistry

Flow cytometry
(cytofluorography)

Nuclear irregularity,
multiple nucleoli, granular
chromatin

Predominance of B-cell
surface markers with
expression of either kappa
or lambda light chain, but
not both

Same as
immunohistochemistry.

Accepted gold standard

Captures most cases of

PIOL. Adjunct to cytologic

interpretation

Same as
immunohistochemistry.

Additional information
regarding cell lineage and

Cells can later be processed
for molecular studies. More

30% false-negative
rate.’” Often requires
expert review

Limited number of
markers can be
reviewed. Not useful
for T-cell lymphomas.
Predominant T-cell an
CD4 marker suggesti
of active uveitis

May require special
techniques to permit
passage of vitreous
through the flow

activation status. useful for T-cell lymphomas cytometer'®
as more markers can be
tested for aberrant
expression

Requires small amounts of
fluid. High biological

plausibility

Elevated IL-10 or clevated
IL-10:1L-6 ratio

Useful only for B-cell
lymphomas. No defini
diagnostic standards.

Unknown frequency of
false-positives and
-negatives

Little clinical
experience as yet

Cytokine analysis

Appears highly sensitive.
Adaptable to both B- and
T-cell lymphomas

Detection of a monoclonal
cell population based on
PCR amplification of an
aberrant sequence of the
IgH gene, bcl-2 gene, or T-
cell receptor gamma gene

Gene rearrangement




Primeary Intraocular Lymphoma
Gl inical Jeyiologic, and flow cytometric analysis
/aldivar RA, et al

PV to rule out PIOL

diagnosis o
1ts has diagnosis o

lateral involvement

ore than one vitrectomy

reached in a mean time of 4 months

5 Cytology remains the preferred technique

5 Importance of subretinal aspirate

ECI provides corroborative support for the diagnosis

eitis
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ATMENT OF PIOL

> radiation therapy

| chemotherapy

icrog MTX inj. Twice weekly for three weeks,
a 2 mg once a week for three weeks)



