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Eleven patients with chronic lymphocy-
tic leukzmia of T-cell origin are
reported. The identification of the leukemic cells was
performed with seven different membrane markers for
either T or B lymphocytes. The reactivity of the leukz-
mic T cells with three different heteroantisera to T cells
differed from patient to patient but was homogeneous in
individual cases. This finding suggests that the leukemic
lymphocytes belonged to a single subset of T cells. These
lymphocytes responded to allogeneic cells in some of
these patients. In contrast, stimulation by non-specfic
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cells revealed striking differences from patient to pa-
tient, contrasting with an homogeneous reactivity of all
the proliferating cells in individual cases. This finding
strongly suggests that the leuk@mic cells arise from only
one T-cell subpopulation.

Methods
Cytological Studies

WS S |

Peripherg' “'~~4 ~=d4 to—o —eeeee
with May-G
peroxidase,
acid-phosph
ques.!*1¢ F °
fixed in glut
for 30 min,
acetate.

Immunolog

The proc
cytes or bon
face immun
in the cold
skin nodule
ing cells,

Surface I

lowing tryps




Definicidon
Ar-cell granular lymphocytic leukaemia is a heterogeneous disorder characterized by a persistent (> 6

months) increase in the number of peripheral blood large granular lymphocytes, usually between 2-20
x10% L, without a clearly identified causeo.

(400-1500 si hay otros criterios presentes (presentacion clinica o esplenomegalia, citopenias, infiltracion clonal por LGL en
médula)

AChronic | ymphoproliferative disorders of NK cell s

Clinica
Anemia, neutropenia: infecciones recurrentes, fatiga
Afecta médula 0sea, sangre periférica, higado y bazo.

Fenotipo, genotipo

T-LGL: CD3+, CD8+, CD57+, CD16+, CD56-, U @CR+, TIA1, perforina, granzimaB
NK: CD3-, CD8+, CD16+, CD56+, TIAL, perforina, granzimaB

Expresion KIR, CD94

Hay una poblacion dominante que expresa un Unico patron Vb

TCR reordenamiento

Evolucion
Es un desorden indolente, no progresivo. Morbilidad esta asociada a citopenias.
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. resistance to Fas-mediated
soluble Fasl. " Apoptosis despite Fas-
overexpression

conslitulive expression

. |RANTES, MIP1a, MIP13,
A IFNy, IL8, IL10, IL1j,
*ertl |IL12p35, IL18, IL1Ra

Activated autoreactive CTL
in autoimmune conditions:
RA, MS, SLE, AIN,
Felty's, AA, MDS)

LGL CLONE

LGL parece derivarse de proliferaciones oligo o policlonales (pico dominante y otros débiles adicionales)
37% cambios en clona dominante

T-LGL células son resistentes a la apoptosis mediada por Fas. LGL expresa altos niveles de STAT3
activado.



Estudios de expresion génica sugieren desregulacion de vias apoptosis (FAS-FASL, esfingolipidos) y
vias de sefializacién de supervivencia (RAS, PI3K-AKT, JAK-STAT)

Mutaciones en STAT3 en 40% de LGL. STA3 esta fosforilado en pacientes con mutacién. Analisis de
expresion muestran que pacientes con y sin mutaciones de STAT3 tienen sobreexpresion de genes
dianas de STAT3. Pacientes con mutaciones STA3 mas frecuentemente tienen neutropenia y AR.

Sefales mediadas por PDGF, IL-15, NFKB son importantes en LGL. IL-15 promueve supervivencia de
LGL activando STAT3

Inhibidores de STAT3
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T-LGL proliferacion (enfermedad, no  Post-esplenectomia
leucemica) reactiva HIV, otros virus

AClonalidad T de si fganspfantecMOdselidd nci er t ¢
Enfermedades autoinmunes
Anemia aplasica
Sindrome mielodisplasico
Asociados a la edad

Leucemia LGL
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Flow Cytometric Assessment of T-cell
Chronic Lymphoproliferative Disorders
Francois M. Cady, MD”*, William G. Morice, MD, PhD
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Mayo Clinic, 200 1st Street SW, Rochester, MN 55905, USA

fr-LGL may be the most problematic to diagnose because of the great degree of

phenotypic overlap between T-LGL and reactive CD8 -positive T-cells and the fact that

many causes of reactive CD8 -positive T-cell expansions, such as viral infections and
myelodysplastic syndromes, can be associated with cytopenias. Furthermore, T-cell

clonality may not serve as a gold standard for making this distinction, because these

reactive processes may yield apparently clonal TCR gene rearrangement results due to

the limited clonal diversity in the reactive cell population. For these reasons, as with all of

the TLPDs discussed, correlation of the flow cytometric and molecular genetic

results with the other clinical and | aborato




Paciente de 53 anos con
pancitopenia y LGL en sp.







Proliferaciones clonales de células T en médula 6sea
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Cytomegaloviras infection associated with clonal proliferation of T-cell
large granular lymphocytes: causal or casual”?
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Histopathology of the Spleen in T-Cell Large Granular
Lymphocyte Leukemia and T-Cell
Prolymphocytic Leukemia
A Comparative Review

Nnenna Osuji, MRCPath,* Estella Matutes, FRCPath,* Daniel Catovsky, FRCPath, ®
Irvin Lampert, FRCPath,} and Andrew Wotherspoon, MRCPathf
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Revision de procesos linfoproliferativos T diagnosticados en pieza de
esplenectomia:

Linfoma de células T periférico, 8 casos
Linfocitosis clonal de células T, 3 casos

Leucemia de células granulares, 9 casos



Caso Edad Sexo Clinica MO Leucocitos Linfos HB Plt Qtp EA SG

1 31 H E S 4300 ND 11,5 301000 Si Vv 5
2 34 H E N 8410 ND 13,1 956000 ND \Y 20
3 61 H E S 2230 ND 12,3 42000 Si M 2
4 63 H E+H S 1750 ND 11 511000 ND Vv 7
5 46 H E N 2500 ND 11,8 98000 ND Vv 1
6 57 H E S 16000 ND 13,3 276000 Si Vv 9
7 68 M E ND 17000 ND 11,2 273000 ND MXT 52
8 70 H E+H S 5920 ND 4,4 154000 Si M 13
9 26 M E S 17190 9210 ND ND No M 72
10 76 H E S 29600 ND 8,4 352000 ND MXT 0
11 66 M E N 5690 ND 15 SD ND \Y, 12
12 42 M E+H+GGAB S 1800 ND 9,1 90000 Si Vv 51
13 60 H E S 1900 392 13,7 90000 Si Vv 27
14 71 H E+H S 300 100 52 11000 No M 3
15 80 H E ND 3100 1600 ND ND ND ND ND
16 53 M E ND ND ND ND ND ND ND ND
17 63 H E ND ND ND ND ND ND ND ND
18 66 H E ND ND ND ND ND ND ND ND
19 69 M E ND ND ND ND ND ND ND ND
20 64 M E S 10600 1650 ND ND NO \% 3



CASOS

Media edad
Sexo (M/H)
Esplenomegalia
Hepatomegalia
Adenopatias
Neutropenia
Leucopenia
Leucocitosis
Anemia (Hb<10)

Trombocitopenia
(<100000)

Infiltracion MO

Otras patologias
6/15 (40%)

Tratamiento Qtp

Muertes por LGL

20

58 (31-80)
13/7

20/20

4120 (20%)
1/20 (5%)

7/16 (43,7%)
5/16 (31,2%)

4/15 (26,6%) 10/15 (66,6%)

6/14 (42,8%)

11/15 (73%)
AHAI (3)

Gammapatia monoclonal (2),

Hipotiroidismo (1)

Sindrome mieloproliferativo crénico (1),
Inmunodeficiencia comuan variable (1),

6/9 (66,6%)

6/15 (2 por otras causas)

PUBLICADO

61

M=H; H>M
19-50%
10-20%
rara
60-80%
70%

26-40
25-64%

9-33 %

69-100%

AR 30%

1/3 citopenias asintomaticas
16% MBL

30-80%

3/5 Matutes 2005
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Rotura en histerectom




CASOS PUBLICADO

CD3+, CD4-,CD8+ 9 72%
CD3+, CD4-, CD8- 7 Poblaciones clonales asociados a CLL
CD3+, CD4+, CD8- 1 Rara esplenomegalia, no citopenias, asociacion malignidades, uso

preferencial de la familiaTCRvB13.1
CD3+, CD4 NV, CD8 NV 3

CD56 0/19 (3 alguna) Conducta agresiva, controversia

CD57 9/17 (52,9%) Matutes - en bazo, 50%+ en SP.

Citotéxicos O 2 18/19 (94,7%)

Bcl2 3/19 (15%) Matutes -,

Mib1 alto 3/19

TCRBETA 12/15 (80%)

TCR GAMMA 2/19 (10%) < 10%, Misma clinica, uso preferencial Vi9/Ve2
TCR monoclonal 8/15 (57%) 98% Clemente

Peso 1116 (720-1750)
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