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HISTORIA CLINICA

Paciente de 12 afos

Sin antecedentes médicos personales
ni familiares de interés

Exploracion fisica:

* Se palpa adenopatia laterocervical
izquierda de 4 cm y otra adenopatia en
lado derecho de 1 cm (3-4 meses de
evolucidn sin clinica acompanante).

* No se evidencia hepato-esplenomegalia.
* Resto de la exploracion sin otros hallazgos.




Exéresis de la adenopatia laterocervical izquierda con sospecha
diagndstica de Linfoma de Hodgkin

ESTUDIO ANATOMOPATOLOGICO




DESCRIPCION MACROSCOPICA

Fragmento carnoso de aspecto adenopatico, morfologia ovoide/cilindrica y
consistencia fibroeldstica que mide 2,5 x 1,7 x 1,2 cm. A la seccidén no se observan
alteraciones macroscépicas.




DESCRIPCION MICROSCOPICA
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DIAGNOSTICO ANATOMOPATOLOGICO

ADENOPATIA CON CAMBIOS CASTLEMAN-LIKE DE TIPO HIALINO-VASCULAR

."\



Castleman-Like Lymph Node Features

Clinically Unicentric CD

I
S
Consensus criteria)

Hypervascular Plasmacytic
Patholoay* Mixed Pathology™* Pathol

Figure 4. Algorithmic approach for assessment of lymph node with features of CD. Patents with lymph nodes with hisiblogic features suggestive of CD should be
evaluated for siles of involvement. If lymph node involvement is restricted to one site, the lesion most likely represents unicentric CD. if multiple sites are involved, patients
should be evaluated for HHV-8, POEMS, and other infectous, malignant, and autoimmune disorders listed in Table 2 Exclusion Criteria. If hese conditions are excluded, &
diagnosis of IMCD should be considered. There are 3 major histopathologic subtypes of iIMCD: hypervascular (formery hyaline-vascular), mixed, and plasmacytic pathology.
“IMC D patients with TAFRO syndrome frequently demonstrate hypervascular or mixed pathology.



CLINICAL TRIALS AND OBSERVATIONS
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Table 2. Consensus diagnostic criteria for iMCD

1. Major Criteria (need both):
1. Histopathologic lymph node features consistent with the iMCD (Figure 5). F along the iIMCD spectrum include (need grade 2-3 for either regressive GCs
or plasmacytosis at minimum):
Regr phic/atretic germinal centers, often with expanded mantle zones d of ic rings of lymphocytes in an “onion skinning” app
FDC prominence
Vascularity, often with prominent endothelium in the interfollicluar space and vessels penetrating into the GCs with a "lollipop™ appearance
Sheetlike, polytypic pl is in the interfollicular space
Hyperplastic GCs

2. Enlarged lymph nodes (=1 cm in short-axis diameter) in =2 lymph node stations
. Minor Criteria (need at least 2 of 11 criteria with at least 1 laboratory criterion)
Laboratory *
1. Elevated CRP (=10 mg/L) or ESR (=15 mm/h)t
2. Anemia (hemoglobin < 12.5 g/dL for males, hemoglobin < 11.5 g/dL for females)
3. Thrombocytopenia (platelet count <150 k/pl) or thrombocytosis (platelet count =400 k/pul)
4. Hypoalbuminemia (albumin <3.5 g/dL)
5. Renal dysfunction (éGFR <60 mL/min/1.73m") or proteinuria (total protein 150 mg/24 h or 10 mg/100 mi)
6. Polyclonal hyperg: gl ia (total -y globulin or i globulin G >~1700 mg/dL)
Clinical
1. Constitutional symptoms: night sweats, fever (>38°C), weight loss, or fatigue (=2 CTCAE lymp score for B-sy
2. Large spleen and/or liver
3. Fluid lation: edema, ascites, or pleural effusion
4. Eruptive cherry h g is or viok papul
5. Lymphocytic interstitial pneumonitis
Ni. Exclusion Criteria (must rule out each of these diseases that can mimic iMCD)
Infection-related disorders
1. HHV-8 (infe can be by blood PCR, diagnosis of HHV-8-associated MCD requires positive LANA-1 staining by IHC, which excludes iMCD)
2. Clinical EBV-lymphop i such as i i cleosis or chronic active EBV (detectable EBV viral load not necessarily exclusionary)
3. and caused by other uncontrolled infections (eg, acute or CMV, HIV, active tuberculosis)
il i y (requires full clinical criteria, ion of i alone is not exclusionary)

1. Sy lupus ery
2. Rheumatoid arthritis
3. Adult-onset Still disease
4. Juvenile idiopathic arthritis
5. Autoimmune lymphoproliferative sy
Maligr flymph liferative di (these ders must be
1. Lymphoma (Hodgkin and non-Hodgkin)
2. Multiple myeloma
3. Primary lymph node plasmacytoma
4. FDC sarcoma
5. POEMS syndrome$
Select additional features supportive of, but not required for diagnosis
Elevated IL-6, sIL-2R, VEGF, IgA, IgE, LDH, and/or B2M
Reticulin fibrosis of bone marrow (particularly in pati with TAFRO syndi )
Diagnosis of disorders that have been associated with iMCD: p plastic pemphigus, iolitis obliterans organizi
poly pathy (without diagnosing POEMSY), gk lar nephropathy y myofibroblastic tumor

gr d before or at the same time as iIMCD 1o be exclusionary):




1. Histopathologic lymph node features consistent with the iIMCD spectrum (Figure 5). Features along the iIMCD spectrum include (need grade 2-3 for either regressive GCsI
or plasmacytosis at minimum):
Regressed/atrophic/atretic germinal centers, often with expanded mantle zones composed of concentric rings of lymphocytes in an “onion skinning” appearance
FDC prominence
Vascularity, often with prominent endothelium in the interfollicluar space and vessels penetrating into the GCs with a “lollipop” appearance
Sheetlike, polytypic plasmacytosis in the interfollicular space
Hypemlastic GCs
2. Enlarged lymph nodes (=1 cm in short-axis diameter) in =2 lymph node stations




1. Histopathologic lymph node features consistent with the iIMCD spectrum (Figure 5). Features along the iIMCD spectrum include (need grade 2-3 for either regressive GCsI

or plasmacytosis at minimum):
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1. Histopathologic lymph node features consistent with the iIMCD spectrum (Figure 5). Features along the iIMCD spectrum include (need grade 2-3 for either regressive GC
or plasmacytosis at minimum):

Regressed/atrophic/atretic germinal centers, often with expanded mantle zones composed of concentric rings of lymphocytes in an “onion skinning” appearance
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Vascularity, often with prominent endothelium in the interfollicluar space and vessels penetrating into the GCs with a “lollipop” appearance
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1. Histopathologic lymph node features consistent with the iMCD spectrum (Figure 5). Features along the iMCD spectrum include (need grade 2-3 for either regressive GCsl
or plasmacytosis at minimum):
Regressed/atrophic/atretic germinal centers, often with expanded mantie zones composed of concentric rings of lymphocytes in an “onion skinning” appearance
FDC prominence
= Vascularity, often with prominent endothelium in the interfollicluar space and vessels penetrating into the GCs with a “lollipop” appearance
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1. Histopathologic lymph node features consistent with the iMCD spectrum (Figure 5). Features along the iMCD spectrum include (need grade 2-3 for either regressive GCsl
or plasmacytosis at minimum):
Regressed/atrophic/atretic germinal centers, often with expanded mantle zones composed of concentric rings of lymphocytes in an “onion skinning” appearance
FDC prominence
Vascularity, often with prominent endothelium in the interfollicluar space and vessels penetrating into the GCs with a “lollipop” appearance
mmmmm)  Sheetlike, polytypic plasmacytosis in the interfollicular space
mmmmm) Hyperplastic GCs
2. Enlarged lymph nodes (=1 cm in short-axis diameter) in =2 lymph node stations
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I. Major Criteria (need both):
1. Histopathologic lymph node features consistent with the iIMCD spectrum (Figure 5). Features along the iMCD spectrum include (need grade 2-3 for either regressive GCs
or plasmacytosis at minimum):
Regressed/atrophic/atretic germinal centers, often with expanded mantle zones composed of concentric rings of lymphocytes in an “onion skinning” appearance
FDC prominence
Vascularity, often with prominent endothelium in the interfollicluar space and vessels penetrating into the GCs with a “lollipop” appearance
Sheetlike, polytypic plasmacytosis in the interfollicular space

Hypermplastic GCs

2. Enlarged lymph nodes (=1 cm in short-axis diameter) in =2 lymph node stations




Primario

TAC CERVICO-TORACO-ABDOMINAL

Adenopatia espinal accesoria izquierda de 31 x 21 mm
y una longitud craneocaudal de 45 mm. Hipertrofia
adenoidea y amigdalinas. No se observa otras
adenopatias. Resto normal.



li. Minor Criteria (need at least 2 of 11 criteria with at least 1 laboratory criterion)
Laboratory*
1. Elevated CRP (>10 mg/L) or ESR (>15 mm/h)t
2. Anemia (hemoglobin <12.5 g/dL for males, hemoglobin <11.5 g/dL for females)
3. Thrombocytopenia (platelet count <150 k/pL) or thrombocytosis (platelet count =400 k/pL)
4. Hypoalbuminemia (albumin <3.5 g/dL)
5. Renal dysfunction (eGFR <60 mL/min/1.73m?) or proteinuria (total protein 150 mg/24 h or 10 mg/100 ml)
6. Polyclonal hypergammaglobulinemia (total y globulin or immunoglobulin G >1700 mg/dL)
Clinical
1. Constitutional symptoms: night sweats, fever (>38°C), weight loss, or fatigue (=2 CTCAE lymphoma score for B-symptoms)
2. Large spleen and/or liver
3. Fluid accumulation: edema, anasarca, ascites, or pleural effusion
4. Eruptive cherry hemangiomatosis or violaceous papules
5. Lymphocytic interstitial pneumonitis
Ill. Exclusion Criteria (must rule out each of these diseases that can mimic iMCD)
Infection-related disorders
1. HHV-8 (infection can be documented by blood PCR, diagnosis of HHV-8-associated MCD requires positive LANA-1 staining by IHC, which excludes iMCD)
2. Clinical EBV-lymphoproliferative disorders such as infectious mononucleosis or chronic active EBV (detectable EBV viral load not necessarily exclusionary)
3. Inflammation and adenopathy caused by other uncontrolled infections (eg, acute or uncontrolled CMV, toxoplasmosis, HIV, active tuberculosis)
Autoimmune/autoinflammatory diseases (requires full clinical criteria, detection of autoimmune antibodies alone is not exclusionary)
1. Systemic lupus erythematosus
2. Rheumatoid arthritis
3. Adult-onset Still disease
4. Juvenile idiopathic arthritis
5. Autoimmune lymphoproliferative syndrome
Malignant/lymphoproliferative disorders (these disorders must be diagnosed before or at the same time as iMCD to be exclusionary):
1. Lymphoma (Hodgkin and non-Hodgkin)
2. Multiple myeloma
3. Primary lymph node plasmacytoma
4. FDC sarcoma
5. POEMS syndromet




Il. Minor Criteria (need at least 2 of 11 criteria with at least 1 laboratory criterion)
Laboratory*
1. Elevated CRP (>10 mg/L) or ESR (>15 mm/h)t
2. Anemia (hemoglobin <12.5 g/dL for males, hemoglobin <11.5 g/dL for females)
3. Thrombocytopenia (platelet count <150 k/uL) or thrombocytosis (platelet count >400 k/p.L)
4. Hypoalbuminemia (albumin <3.5 g/dL)
5. Renal dysfunction (eGFR <60 mL/min/1.73m?) or proteinuria (total protein 150 mg/24 h or 10 mg/100 ml)
6. Polyclonal hypergammaglobulinemia (total y globulin or immunoglobulin G >1700 mg/dL)
Clinical
1. Constitutional symptoms: night sweats, fever (>38°C), weight loss, or fatigue (=2 CTCAE lymphoma score for B-symptoms)
2. Large spleen and/or liver
3. Fluid accumulation: edema, anasarca, ascites, or pleural effusion
4. Eruptive cherry hemangiomatosis or violaceous papules
5. Lymphocytic interstitial pneumonitis
jii. Exclusion Criteria (must rule out each of these diseases that can mimic iMCD)
Infection-related disorders
1. HHV-8 (infection can be documented by blood PCR, diagnosis of HHV-8-associated MCD requires positive LANA-1 staining by IHC, which excludes iMCD)
2. Clinical EBV-lymphoproliferative disorders such as infectious mononucleosis or chronic active EBV (detectable EBV viral load not necessarily exclusionary)
3. Inflammation and adenopathy caused by other uncontrolled infections (eg, acute or uncontrolled CMV, toxoplasmosis, HIV, active tuberculosis)
Autoimmune/autoinflammatory diseases (requires full clinical criteria, detection of autoimmune antibodies alone is not exclusionary)
1. Systemic lupus erythematosus
2. Rheumatoid arthritis
3. Adult-onset Still disease
4. Juvenile idiopathic arthritis
5. Autoimmune lymphoproliferative syndrome
Malignant/lymphoproliferative disorders (these disorders must be diagnosed before or at the same time as iMCD to be exclusionary):
1. Lymphoma (Hodgkin and non-Hodgkin)
2. Multiple myeloma
3. Primary lymph node plasmacytoma
4. FDC sarcoma
5. POEMS syndrome$




DIAGNOSTICO FINAL

ENFERMEDAD DE CASTLEMAN UNICENTRICA DE TIPO HIALINO-VASCULAR




CONCLUSIONES

v La enfermedad de Castleman puede ser unicéntrica o multicéntrica

v" Exiten multiples patologias que pueden simular la enfermedad de
Castleman; son un criterio de exclusion

v’ Se han establecido unos criterios diagndsticos para la enfermedad de
Castleman multicéntrica idiopatica.

v" A nivel anatomopatoldgico solo podemos hablar de cambios
Castleman-like






