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Mujer de 69 anos con sintomas
constitucionales, fiebre,
hepatoesplenomegalia y colestasis
de evolucion fatal

Juan Andres Mota Santiago
Medicina Interna
H. U. de La Ribera - Alzira




Dolor hombro izquierdo
Distermia, sudoracion, anorexia
Subagudo

Ictericia conjuntival
Hepato — esplenomegalia



Caso

Leucocitosis 15000 — 20000 / MM3
Monocitosis 2000 — 5000

Trombopenia 30.000

Frotis de SP no blastos

Bilirrubina T/D 2.6 /1.8 mgr/dl

F. Alcalina /| GGT 652 /319 U/l



Caso

Coombs directo (+)
Hipergammaglobulinemia policlonal

Enzima convertidora de angiotensina T

Mantoux negativo






Caso

Se: 2 CUERPOC 5.0 CE osayY F 107
Im: 59 Fr 28/02/2011 11:
S5i2a512 Adgr: 1111




Caso

Fiebre
Hemocultivos (-)
Citomegalovirus: IgM (+)
lg G (+) alta avidez

Linfadenitis granulomatosa
Tuberculostaticos, 3 farmacos



Caso

Sexto dia de tratamiento tuberculostatico:
Desorientacion, bradipsiquia
Hipotension, oligoanuria, edema

Leucocitos 60000 [ MmM3 monocitos 27 %
Plaquetas 133000

Creatinina / Urea 3.9 /206 mgr/d|

Quick /[ TTPA 19 % [ 66 sg

Acidosis metabolica



Fallo multiorganico

Shock refractario
Muerte

Necropsia



Resumen







Enfoque

Proceso subyacente

Proceso emergente




Monocitosis cronica

Inflamatorias

> 1000/ MmMm
/ 3 Lupus eritematoso sistemico
Artritis reumatoide

nfermedades por deposIto de Npidos

S. Mieloproliferativos
Carcinoma metastasico
Reaccion leucemoide paraneoplasica

Infecciones Leichmania
Neoplasias

Recuperacion tras neutropenia
Autoinmunes y vasculitis
Otras



Monocitosis cronica

. . . [Ye
Neoplasias hematologicas: LMMC



Leucemia mieloide cronica

Proliferacion granulocitos
Péerdida capacidad de diferenciacion

Cromosoma Philadelphia 95%
Reordenamiento del gen BCR-ABL1

t(9;22)(934;911.2)




Leucemia mieloide cronica

Fase cronica (85%)
Fase acelerada
Crisis blastica (3 — 5 anos)
Astenia 3L %
Asintomaticos Pérdida peso 20
Sangrado 21
Sudoracion 15
Plenitud 15

Emegalia 48 - 76



Leucemia mieloide cronica

Sangre periferica

Anemia 45—62%

Leucocitosis > 100 000 [ mm3 .

Monocitos <3 % -

Trombocitosis > 500 000 / MM3 iO.Uo
Fﬁ'

Fosfatasa alcalina leucocitaria ¥ 0.Q

Medula osea
Hiperplasia granulocitaria
Crisis blastica 20 % blastos



Monocitosis cronica

Neoplasias hematologicas:




Leuc. mielo-monocitica cronica

Dual: mielodisplasico — mieloproliferativo

< 12000 >
Criterios OMS:
Sangre periferica:
Monocitosis > 1000 MmM3
Blastos <5% - 19
Médula osea: > 20 % blastos 5—19

Auer



Leuc. mielo-monocitica cronica

WHO criteria for the diagnosis of chronic myelomonocytic leukemia (CMML)

Persistent peripheral blood monocytosis; absolute monocyte count >1,000/uL
Philadelphia chromosome or BCR/ABL fusion gene absent
<20 percent myeloblasts + monoblasts + promonocytes in peripheral blood or bone marrow

Dysplastic changes in one or more myeloid lineages. If myelodysplasia is absent or minimal, the
diagnosis of CMML can be made if the above three criteria are met and:

An acquired clonal cytogenetic abnormality is present in bone marrow cells, or
Persistent monocytosis for 23 months and all other causes of monocytosis have been excluded

CMML-1: Blasts <5 percent in peripheral blood and <10 percent in bone marrow

CMML-2: Blasts 5-19 percent in peripheral blood or 10-19 percent in bone marrow, or Auer rods are
present and blasts are <20 percent in peripheral blood or bone marrow

CMML-1 or CMML-2 with eosinophilia: Above criteria for CMML-1 or CMML-2 present along with
peripheral blood absolute eosinophil count >1,500/puL




Leuc. mielo-monocitica cronica

Analyses on clinical characteristic and prognoses of 41 patients with chronic
myelomonocytic leukemia in China

Bobin Chen, Yan Ma, Xiaoping Xu*, Xiaoqin Wang, Wenjiao Qin, Meirong Ji, Guowei Lin

Department of Hematology, Huashan Hospital, Shanghai Medical College, Fudan University, 12 Urumgi Road (Middle), 200040 Shanghai, China Leukemia Research 34 (2010) 458—-462

Motivos de consulta:

Leucocitosis persistente  13.700 /mm3
Monocitosis 2.130
Esplenomegalia

Evolucion:
o Supervivencia
@ Infecaon. 20 (1) = 12 (I) m
Hemorragia

Progresion a Leucemia Mieloide Aguda




Enfoque

Proceso subyacente '

Leucemia Mielo-Monocitica Cronica
Tipo |






Enfoque

Proceso emergente




Proceso emergente

Leucemia en progresion
Linfoma
Sindrome activacion macrofagica

Infeccion



Progresion

LMMC — Leucemia mieloide aguda

Crisis blastica

Infiltracion extranodal
Adenopatias
Piel
Tejido celular subcutaneo

Blastos



Proceso emergente

Linfoma

Sindrome activacion macrofagica

Infeccion



Linfoma

Sindrome de Richter:
Clinica compatible
Linfomatizacion de una Leucemia Linfocitica

Linfadenopatia angioinmunoblastica linfoma T
Adenopatia generalizada, rush
Coombs (+), hipergamma policlonal

Linfomatosis intravascular



Proceso emergente

Sindrome activacion macrofagica

Infeccion



Sindrome activacion macrofagica

Sindrome hemofagocitico secundario
Fiebre
Adenopatias
Hemorragias
Esplenomegalia
Fallo hepatico
Encefalitis
Fallo multiorganico



Sindrome activacion macrofagica

Citopenias (dos series)

Trigliceridos > 265 mg/d
Fibrinogeno <150 mg/d
Ferritina > 500 (3.000) ng/m
Médula dsea, bazo, ganglio '.‘,:



Sindrome activacion macrofagica

Diagnostic criteria for hemophagocytic lymphohistiocytosis (HLH)

(1) Fever

Peal temperature =38.5°C for seven or more days

(2) Splenomegaly

Spleen palpated =3 cm below the left costal margin

(3) Cytopenia involving two or more cell lines

Hemoglobin <5.0 g/dL, or ? d e 5 C r I ter I O S

Plateletz «<100,000/pL, or

Absolute neutrophil count =1000/pL

(4) Hypertriglyceridemia or hypofibrinogenemia
.2

Fasting triglhycerides =2.0 mmaol/L, or more than 3 standard deviations (50) above the normal value for age, or
Fibrinogen <1.5 g/L, or more than 3 5D below the normal value for age

(5) Hemophagocytosis

DemMErmw, spleen, or lymph node; no evidence for malignancy. (See text).

(6) Hepatitis

{7) Low or absent natural killer cell activity

(8) Serum ferritin level =500 pg/L (although =3000 pg/L is a more realistic cut off to exclude infections and autoimmune diseases.

. ]
(9) Soluble CD25 (sIL-2 receptor) =2400 U/ mL (note age-related norms)




Proceso emergente

Sindrome activacion macrofagica

Infeccion



Infeccion

Citomegalovirus:

Reactivacion

AVI d ez + Antl-CMV 1gG
g G +

CMY -Avidity

Amount of IgG / IgM
Antibody or Avidity

P:n:'i::':l::nlﬂ:‘nn Ig M +

Anti-CMV IgM
Secondary infection

B -
Time of First CMV-M and -G CMV-M positivo time

infection positive bloeds {secondary infection)
Tiempo




Infeccion: CMV

Inmnunosuprimidos: transplante, HIV

Hepatitis: citolisis, granulomatosa
Encefalitis, S. Guillain-Barre
Retinitis

Miocardiopatia dilatada

Nefritis

Adrenalitis necrotizante



Proceso emergente

Sindrome activacion macrofagica

Infeccion

]
CILAMAH-\IA lllllll
l‘\llll\-g“l\l'll W od

Granulomatosa




Adenopatia:

Folicular: ...
Sinusal: ...
Difuso: ...
Mixto:

prirmany

medullary follicle

cords




Infeccion: granulomatosa

e Linfadenitis granulomatosa:
— No necrotizante: Sarcoidosis

— Necrotizante:

e Necrosiscentral:  Typerculosis r'€Pra
lepromatosa, brut

e Abscesificantes: enf

linfogranuloma vené INR + RIF + PZM




Toxicidad

Latencia

INH: citolisis hepatica, fallo fulminante

Hepatitis colestasica aguda:
Amoxicilina — clavulanico
Eritromicina
Ciprofloxacino
Rifampicina



Infeccion: tuberculosis

Acute Forms of Tuberculosis in Adults
Jesse T. Jacob, MD,? Aneesh K. Mehta, MD,* Michael K. Leonard, MD*°®

“Division of Infectious Diseases, Emory University, Atlanta, Ga; *Grady Memorial Hospital, Atlanta, Ga.

The American Journal of Medicine (2000) 122, 12-17

TB also can infrequently lead to sepsis and shock, which
has been well described in the literature since the original
report by Landouzy.”® Hematogenous dissemination of M.
tuberculosis may occur with or without miliary disease, the
latter known as Landouzy septicemia or sepsis tuberculosa
acutissima, Disseminated TB from any cause might lead to
septic shock with multiorgan failure, termed sepsis fuber-
culosa gravissima. TB-associated sepsis 1s most common
in immunocompromised patients, especially patients with
HIV, but may occur in immunocompetent pmicnm.‘w'm
These patients’ conditions may progress rapidly from shock
and multisystem failure to death, often before any specific
sign of TB is apparent.”' "~



Diagnaostico clinico

Shock séptico por M. tuberculosis
Sepsis tuberculosa gravissima

Sindrome de activacion macrofagica
Sindrome hemofagocitico secundario
Probable



