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A case of TAFRO syndrome with thrombo-microangiopathic renal pathology and a dramatic response
to corticosteroid and tocilizumab
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A 60-year-old man presented to our hospital with pitting edema in both legs and a dry cough. There was also
fever at the time. Laboratory tests revealed thrombocytopenia, elevated C reactive protein, acute renal insufficiency.
A thoracic-abdominal computed tomography (CT) scan showed bilateral pleural effusion, ascites and systemic
lymphadenopathy. The clinical course and examination results suggested only a low possibility of infection and
collagen disease. The patient underwent surgical biopsy of an enlarged lymph node on the left axilla. Histologi-
cally, the lymph node histology was consistent with Castleman’s disease of the hyaline vascular type and the clini-
cal features were those of multicentric Castleman’s disease. Therefore, we diagnosed his condition as TAFRO syn-
drome. After combination therapy of corticosteroid and tocilizumab, he underwent a dramatic improvement. How-
ever, massive proteinuria appeared (over 3.5 g/day) and decreased serum protein was seen. Renal biopsy was per-
formed at that point, three months after admission. The renal biopsy findings indicated thrombotic microangiopa-
thy.

In this case, the typical clinical symptoms and lymph node tissue findings of TAFRO syndrome were
observed. In addition, three biopsies of lymph node, bone marrow, and kidney were performed, and treatment was
remarkably successful.
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Table. Laboratory findings on admission

{Hematology) {Coagulation) {Urinalysis)

WBC 7,400/ L INR 1.11 sp gr 1.017
RBC 40%x10%/uL APTT 49.6 sec pH 5.5
Hb 12.4 g/dL Fib 906 mg/dL Protein 30 mg/dL
Ht 36.3% D-dimer 24 ug/dL Glucose -
PLT 6.4x10%uL Keton -
{Serology) Occult blood -
{Biochemistry) IgG 1,195 mg/dL Urobil 0.1 mg/dL
TP 6.4 g/dL lgG4 79.5 mg/dL Bil -
Alb 2.4 g/dL IgM 47 mg/dL Bacteria -
T-Bil 0.6 mg/dL IgA 164 mg/dL WBC reaction -
ALP 488 IU/L C3 141 mg/dL WBC 1~4
GGT 121 1U/L C4 35 mg/dL RBC 1~4
AST 37 IU/L CH50 50 U/mL Hyaline cast 1~4
ALT 21 1U/L IL-6 95.3 pg/mL Granular cast 1~10
LDH 250 1U/L ADAMTS13 41.5% Protein 55.4 mg/dL
CPK 127 1U/L RPR - Na 14 mg/dL
BUN 36 mg/dL TP Ab - K 28.5 mg/dL
Cre 1.95 mg/dL HBs Ag - Cl 16 mg/dL
eGFR 29 mL/min/1.73 m? HCV Ab - Cre 221 mg/dL
UA 8.1 mg/dL HIV - BUN 592 mg/dL
Na 138 mEqg/L HTLV1 Ab - Osm 380 mosm/L
K 5.7 mEq/L B-D-glucan <5.0 pg/mL protein 0.3 g/day

Cl 106 mEg/L ANA <40x

CRP 17.66 mg/dL Anti-SSA Ab - {Culture)

Glucose 102 mg/dL PR3-ANCA <1.0EU Urinal culture -
HbA1c 6.8% MPO-ANCA <1.0EU Blood culture -
T-Cho 102 mg/dL Anti-TPO Ab 10 U/mL Mycrobacteria PCR -

TG 112 mg/dL Anti-cardiolipin Ab <8 U/mL

HDL-C 11 mg/dL RF 12 IU/mL

LDL-C 68 mg/dL Indirect coombs test -

Direct coombs test -

CEA <0.5 ng/mL

CA19-9 8 U/mL

PSA 0.2 ng/mL

s-IL2R 2,090 U/mL
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T, Il + 1 HOREARIZ 43 ¢ 7227, RED
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LIRS H D, REEED “HLASH Lo 72, FRIRIR
DWNEC TR 2, BfllERE b 7o 7 (Fig. 4 KHI) .
ava—Ly FUsgoREchEET, 7Iinf F—v
AZRBT B RIZRD o e, BWEME(LUT, &

BH) T, SRERBILIEIC B TWEY 2380, XX
LA S FE0 72, TAFRO GEMEHEIC & 2 MR PE B M B
% (thrombomicroangiopathy, DT TMA) & #2WiL 72,

Abt4 nHHICZ 2 =8> 2 F AR EFIEL 7225, 10
HIE D ST ARG C8E L7, MIgIE P o) X+ 785
ZH1EEL, THIZMESREKTE S EEEL, U v 3
JHEIE &N L CiRRD o 13 fiinze < &b, ABis A HHEIC
BT CIBRE & o 72,

IREENZ, BB ICHERIE OISR —IRF IS8 L
7oo ZHud, BEEERZIZ 7L F=ya v 055D 25 mg/
HERETH >/, SROME, SREOMINE &b



REERE 24

) Cre [mg/dL]
uF ) - PLT [ 10%uL]
UP [g/day] Eifr'_" CRP[mg/dL)
10 - ' pcp [ 20
) CRP : - JLEP
.:'. :':1". - 15
5 4 i L 10
L 5
- 3 i =%
0 i -.-J L T r 2 3 X I_J L — D
0 20 40 60 80 100 120 140 day
ot ot o
LNBx | BMBx | RBx
Tocilizumab trtrtrtttrttrtrtrrt 1 1

PSL(mg) T S — | E—
HD tttett
edema

Fig. 1. Clinical course
Cre ! creatinine, PLT : platelet, CRP : C-reactive protein, PSL : prednisolone, HD :
hemodialysis, UP : urinary protein, PCP : pneumocystis pneumonia, LNBx : lymph node
biopsy, BMBx : bone marrow biopsy, RBx : renal biopsy
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Fig. 2. Histopathological examination of the lymph node (a : HE stain, x100, b : HE stain, x400)
Prominent proliferation of high endothelial venules was observed in the germinal centers and interfollicular zone.
Atrophic germinal centers with endothelial cells showing enlarged nuclear proliferation without marked hyalinized
blood vessels. The interfollicular zone was expanded and there was proliferation of highly dense endothelial
venules with enlarged nuclei. There were no malignant findings.
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Fig. 3. Histopathological examination of the bone marrow (a : HE stain, x100, b : silver stain, x400)
Normocellular bone marrow, no hyperplastic megakaryocytes and no myelofibrosis. Immunostaining demon-

strating no abnormal cells.
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— Fig. 4. Histopathological examination of the kidney (a : PAM stain,

%400, b : Masson trichrome stain, x400)

- Renal glomeruli showed mesangial proliferation, subendothelial space
widening, double contours, clarification and microaneurysms (arrows) .
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