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HIV infection —immune deficiency —HHYV infection —HHV-8 vIL-6 expression

o MCD in Japan = idiopathic MCD

— IL-6 overproduction

— +induction of VEGF production — angiogenesis

— +B-cell differentiation — plasma cell expansion, hypergammaglobulinemia

— +megakaryocyte differenciation — thrombocytosis

— -liver; production of acute inflammatory proteins—CRP, Fibrinogen, SAA etc

induction of hepcidin

— inhibition of iron absorption in gut
— inhibition of iron recycling in reticuloendotelium system

—anemia

o TAFRO syndrome

— other hit! — cytokine storm other than IL-6 and/or VEGF
— anasarca, thrombocytopenia; TAFRO syndrome

Fig. 1 Possible mechanism of MCD and TAFRO syndrome.
The etiology of MCD remains uncertain. MCD in western countries develops in HIV-positive
patients associated with HHV-8 and exhibits an aggressive and usually fatal course associated

with infectious complications and the development of malignant tumors, such as Kaposi's sarco-
ma or B-cell lymphoma. Viral IL-6 (vIL-6) expression due to HHV-8 infection causes hyper-IL-6
syndrome. Hyper-IL-6 induces VEGF production resulting in vascular synthesis, induces B-cell
differentiation resulting in plasma cell expansion and hypergammaglobulinemia, induces mega-
karyocyte differentiation in bone marrow resulting in thrombocytosis, and induces acute in-

flammatory protein production in the liver resulting in increases in CRP, fibrinogen, serum am-
yloid A, etc. Furthermore, hepcidin is induced in the liver resulting in microcytic anemia due to
both inhibition of iron absorption and a decline of iron recycling from the reticuloendothelial

system.

Several questions remain regarding the mechanism and etiology of TAFRO syndrome; is it dif-
ferent from MCD, or some part of MCD, or changes seen in a certain process in MCD?

(This figure is revised from Ref 26, Table 1)
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Fig. 2 Histopathological findings of bone marrow and lymph node in patient with TAFRO syndrome.

a) Bone marrow biopsy, gitter staining.

FRIR 1% 57 (2016) : 10
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In bone marrow, mild myelofibrosis was observed.

(This figure is revised from Ref 26, Fig 5b)

b) Cervical lymph node biopsy. hematoxylin Eosin staining, high power field.
In cervical lymph node biopsy, multiple lymph nodules, atrophic germinal center and massive plasma

cell infiltration were observed.
No monoclonarity were seen.
(This figure is revised from Ref 26, Fig 3b)
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Table 4 Clinical and laboratory findings in 18 patients with TAFRO syndrome. (3 #it 32

Table 1 Z#&&iT)

Age Median 54y/0
Mean 54.7y/0
Sex Male 8/18 444%
Female 10/18 55.6%
Thrombocytopenia PLT >100,000/u1 18/18 100.0%
Anasarca 18/18 100.0%
Fever 11/18 61.1%
Elevated CRP CRP >2mg/dl 15/18 83.3%
Reticulin-myelofibrosis 9/12 75.0%
Renal insufficiency 10/18 55.6%
Organomegaly 16/18 88.9%
Lymphadenopathy 17/18 94.4%
Anemia Hb <10.0 g/dI 9/18 50.0%
Leukocytosis WBC >10,000/ul 7/18 38.9%
relatively low IgG level IgG <2,000 mg/dl 11/16 68.9%
Elevated ALP ALP >500 U/I 9/14 64.3%
Decreased LDH LDH <200 U/I 4/16 25.0%
Elevated 1L-6 IL6 >10 pg/ml 8/12 66.7%
Elevated VEGF VEGF >100 pg/ml 5/8 62.5%
Elevated sIL2R sIL2R >1,000 U/ml/ 12/13 92.3%
Various autoantibodies 11/18 61.1%
MCD pathology in LND 12/13 92.3%
Treatment Glucocorticoid 18/18 100.0%
Cyclosporin A 2/18 11.1%
Tocilizumab 2/18 11.1%
Azathiopurin 1/18 5.6%
CHOP + etoposide 1/18 5.6%
Dead or alive Dead 2/18 11.1%
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BEBRIT DI ENS, AREITMCD ORRE & fLED
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Proposed diagnostic criteria, disease severity classification, and treatment
strategy for a novel disorder; TAFRO syndrome
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TAFRO syndrome is a systemic inflammatory disorder manifesting as thrombocytopenia; anasarca including pleural
effusion and ascites; fever; renal insufficiency; and organomegaly including hepatosplenomegaly and lymphadenopathy.
Its onset may be acute or sub-acute, but its etiology remains unknown. Although several clinical and pathological charac-
teristics of TAFRO syndrome resemble those of Castleman's disease, other specific features can differentiate between
the two. Some patients have been successfully treated with glucocorticoids and/or immunosuppressants including cyclo-
sporin A, tocilizumab and rituximab, whereas others are refractory to treatment, eventually succumbing to the disease.
Early and reliable diagnoses and early treatments with appropriate agents are essential to enhancing patient survival.
The 2015 updated diagnostic criteria, disease severity classification and treatment strategy for TAFRO syndrome, as for-
mulated by Japanese research teams, are presented herein. Furthermore, clinicopathological data on 28 patients with
this condition and similar symptoms (e.g., MCD with serositis and thrombocytopenia) were analyzed retrospectively.
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