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Clinicopathological Conference

A case of subacute tubulointerstitial nephritis

induced by Castleman disease
(the 38th case)
Department of Nephrology, China-Japan Friendship Hospital , Beijing 100029, China

Case presentation

A 60-year-old male patient was admitted to
Department of Nephrology, China-Japan Friend-
ship Hospital on March 13, 2009, because of lym-
phy node swelling and renal failure for 9 days.

In October, 2004, with swollen submandibu-
lar lymph nodes, the patient received lymph node
biopsy in the Shunyi District People’s Hospital,
but the result was unavailable. In August, 2007,
he was admitted to the hospital for a trauma. Dur-
ing the hospitalization, he had normal renal func-
tion and parameters of routine blood test and uri-
nalysis. In March 4, 2009, the patient received the
lymph node biopsy again in the hospital because of
right submandibular lymph nodes swelling. He
presented no fever, no skin rash, but leanness.
The Scr level was 469. 3 pmol/L, hemoglobin (Hb)
121 g/L, and ultrasonography examination sugges-
ted bilateral kidneys enlargement(left kidney 14, 6cm X
6. Ocm X 5. 6cm, right kidney 13. 2 emX 5.8 em X
5.8 cm). The patient was diagnosed with acute re-
nal failure and referred to our hospital. The sub-
mandibular lymph nodes biopsy showed giant
lymph node hyperplasia (vascular type), which
presented with epithelioid cell nodules.

The patient has a history of hypertension for
1. 5 years, with maximum blood pressure(BP) level up
to 150/110 mmHg. His BP was currently controlled
within 120-130/80-90 mmHg with medication.

Physical examination Body temperature was
36.4°C, BP 130/85 mmHg, and the bilateral sub-

mandibular, right preauricular, postauricular and
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bilateral groin lymph nodes could be touched,
which appeared as pea- to bean-sized, well-demar-
cated mass. There was no tenderness. Heart rate
was 72 beats/min. Cardiac rhythm was regular.
Bilateral breathing sound was clear. Dry or moist
rale was not heard. No enlarged liver and spleen
can be touched. There was no sign of ascites, and
no leg edema.
Laboratory tests Routine blood test showed
a white blood cell count of 7.8X10°/L, Hb of 121 g/L,
blood platelets count of 275X 10°/L,and erythrocyte
sedimentation rate of 100 mm/h, Urinalysis showed nega-
tive expression of urine protein,urine glucose 2, 8 mmol/L,
0-2 red blood cells (RBC) /high power field, 24-
hour urine protein 0. 84 g, urine al-microglobulin
238. 0 mg/L, osmotic pressure of urine 504 mOsm/
kg * H, 0. Hepatic function was normal. Serum total
protein concentration was 102 g/L, albumin 41 g/L,
SCr 399. 0 pmol/L, urea 16. 05 mmol/L, uric acid
382 pmol/L. Glucose and electrolytes were normal.
CO; was 16. 5 mmol/L, total cholesterol 4. 93 mmol/L,
triglyceride 1. 05 mmol/L, creatinine clearance rate
15. 38 ml/min. The SCr levels were within a range
of 352 — 420 pmol/L in the two following weeks,
Parathyroid hormone (i-PTH)level was 234 ng/L, Hb
102g/L. with a positive Coombs test. Ferro protein
level was 374. 4 pg/L,serum iron 10 ymol/L,transfer-
rin saturability 35, 7% ,folic acid 4. 4 nmol/L,vitamin By,
541pmol/L, Serum protein electrophoresis showed
37.1% of albumin, 2. 7% of al globin,7.3% of a2
globin, 6. 8% of B globin, 46. 1% of y globin.
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Rheumatoid factor level was 188 kU/L (normal
value <20 kU/L), C-reactive protein 0.417 mg/
dl, immunoglobulin IgG 5010 mg/dl(normal 694—
1620 mg/dl), IgA 88. 30 mg/dl, 1gM 61.1 mg/dl,
complement C3 36. 4 mg/dl(normal 70—128 mg/dD),
C4 4. 97 mg/dl, serum ANA 1 : 640, nuclear granu-
larity/homogeneity, anti-DsDNA antibody 31 kU/L
(normal value <(25 kU/L). ENA and ANCA were
negative, Peripheral blood smear assessment showed
79% of polymorphocytes, 10% of eosinophils, 8%
of lymphocytes, and 3% of monocytes. The size of
part of mature red blood cells was abnormally big.
There were 500 X 10° eosinophils/L (normal 50 —
300). Blood « light chain level was 2710 mg/dl
(normal 629 — 1350 mg/dl), A light chain 2550
mg/dl(normal 313—723 mg/dl), urine « light chain
26. 3 mg/dl(normal value <C1. 85 mg/dl), light chain
A30. 9 mg/dl (normal value <C5.0 mg/dl). M pro-
tein was abscent in either serum protein electro-
phoresis or immunofixation electrophoresis. Urine
Bence-Jones protein was negative. Hepatitis B vi-
rus markers, hepatitis C virus antibody, HIV anti-
body, and syphilis antibody were all negative in se-
rum. Chest CT showed inflammation in bilateral
lower lungs and lymphatic shadow in mediastinal
part. Abdominal ultrasonography showed the en-
larged kidneys, right kidney size 14. 6 cmX 5,4 cm X
6.1 cm, left kidney 14, 7 em X 5. 9 ecmX5.9 cm, No
abnormality was found both in the X-ray examination
of skull and pelvis, and in the bone marrow aspiration

and biopsy.
Clinical discussion

Dr. XU Zhihong (attending physician from
Department of Nephrology ) : The patient had nor-
mal renal function in August, 2007. This time, he
was admitted with renal failure, The Scr level was
up to 469. 3 ymol/L, while there was no anemia,
and the HB concentration was 121 g/L. The patient
also presented bilaterally enlarged kidneys. So the
diagnosis of acute renal failure (ARF) was estab-
lished. According to the clinical features and ultra-
sonography, prerenal and postrenal failure could
be excluded, renal parenchyma might be involved.

Considering less RBC in urine, 24-hour urine pro-

tein of 0. 84 g,and marked increase of urine ql-mi-
croglobulin, the etiology of the ARF might be ex-
plained by acute tubulointerstitial injury.

Dr. Yang Yanfang (chief physician from De-
partment of Nephrology): The diagnosis of ARF
was established. There were many evidences sup-
porting that the etiology was an autoimmune dis-
ease or blood system disease. The features of renal
failure, decreased complement level, ANA and an-
ti-Ds-DNA antibody positivity may meet the diag-
nosis of systemic lupus erythematosus (SLE). But
there were few RBC and little proteinuria in urine,
which was different with the ARF induced by SLE
in the ordinary pattern. Multiple myeloma (MM)
can not be excluded completely too, but no high
level of calcium, hyperuricemia, ostalgia, no ab-
normality in the X-ray examination of skull and
pelvis, no M protein band in immunofixation elec-
trophoresis, and urine Bence-Jones protein nega-
tivity did not support the diagnosis of MM, Be-
cause the patient had a high serum immunoglobulin
level, and low complement level, there was another
possible diagnosis of cryoglobulinemia, but low urine
protein level and hepatitis C virus markers negativ-
ity excluded this diagnosis.

Dr. LI Wenge (chief physician from Depart-
ment of Nephrology): After hospitalization, the
patient presented with mild anemia, the Hb level
decreased to 102 g/L, and the Coombs test was
positive, together with renal impairment, low
complement level, ANA and anti-Ds-DNA anti-
body positivity, all features met the Shanghai SLE
clinical diagnosis criteria completely. SLE-induced
AREF is mainly the lupous nephritis type [V, which
was characteristic of hematuria and proteinuria,
but there were few RBC and little protein in the
patient’s urine. This was in consistent with the
clinical features of acute tubuluointerstitial injury
induced ARF. There are only few clinical reports
about acute tubuluointerstitial injuries caused by
SLE. So, ARF in this patient was not necessarily
induced by SLE. The patient had many tumescent
body surface lymph nodes, CT scan indicated tu-
mescent lymph nodes in medidetinum, the serum

globulin and the immunoglobulin IgG levels re-
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markably elevated, rheumatoid factor was posi-
tive, and the serum protein electrophoresis showed
a high level gamma globulin band. Lymphadenec-
tasis was detected in this patient in 2004, and the
lymph node biopsy in the other hospital suggested
Castleman disease, therefore, it could not be ruled
out that the ARF was the consequences of some
lymphoproliferative diseases, Lymph node biopsy
and the kidney biopsy were mandatory to reach a

definite diagnosis.

Pathological diagnosis

Dr. DA Jiping (chief physician from Depart-
ment of Pathology) : The result of lymphoglandu-
lae submaxillares biopsy on March, 2009 provided
by Shunyi District People’s Hospital showed lymphade-
nosis ,with obvious plasmacytes and eosinophil infil-
tration. Cervical lymph node biopsy in our hospital
showed the expanded lymph node paracortical area.
CD138 staining showed large number of mature
plasma cells diffuse infiltration, follicular center
expansion or contraction, focal follicular cardiovas-
cular Immunohistochemisty staining
showed CD20 (+), CD79%a (+), CD3(+), CD8
(+), CD34 (blood vessel +), CD138 (plasma-
cytes +), CD5 (+), bcl-2(-), mum-1(+). Sub-
mandibular glands were observed with a large number
of lymphocytes and plasma cells infiltration, CD4 +,
CD8+, CK (-). Combined with the clinical manifesta-
tions, a diagnosis of Castleman disease can be obtained

insertion,

Fig 1 Lymphocytes in follicles shape in a target pat-
tern. Blood vessel proliferation is observed in and around
follicles (HE staining X 200)

e

Fig 2 Immunohistochemical staining of CD138 in lymph node,
The positive cells are plasmocytes (magnification X 200)

Dr. ZOU Guming (attending physician from
Department of Nephrology): Immunofluorescent
staining of kidney showed IgA (-), IgM (-), IgG
(<), complement C3 (-), Clq (), FRA (-). Im-
munohistochemisty of kidney showed some plasma
cells (CD138 positive ) infiltration in the interstiti-
um, Electron microscopy showed no obvious ab-
normality in podocytes, mild mesangial cell prolif-
eration, no electron-dense deposition, no signifi-
cant lesion in GBM, a large number of monocytes,
lymphocytes, and a small amount of plasmocytes
infiltration, and collagenous fiber accumulation in
the interstitium,

Dr. ZOU Wanzhong (professor from Depart-
ment of Pathology): Light microscopic examina-
tion showed that the biopsy specimen contained
three glomeruli, of which one was glomeruloscer-
osis, the other two glomerular mesangium and me-
sangial matrix diffuse expansion. Renal tubular ep-
ithelial cell vacuoles, granular degeneration and
diffuse atrophy, protein casts and renal interstitial
fibrosis, accompanied by plasmocytes, lympho-
cytes, monocytes and eosinophil infiltration, and
thickening of small arteries were also observed.
Combined with the lymph node biopsy results, re-
nal tissue immunofluorescent staining, as well as
immunohistochemical study and electron micro-
scopic examination results, Castleman disease in-
duced subacute tubulointerstitial nephropathy in
the patient could be diagnosed (Fig 3, 4).

Treatment and outcome

The patient was transferred to the Department of
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Fig 3 Degeneration and atrophy of renal tubular epithe-
lial cells, Renal interstitial fibrosis and diffuse infiltra-
tion of plasmocytes, lymphocytes, monocytes and eosino-

phil are shown (Masson staining X 400)

Fig4 Immunohistochemical staining of CD138 in renal
tissue. The positive cells are plasmocytes( X 200)

Hematology, bone marrow cytomorphologic exam-
ination and pathological study supported the diag-
nosis of Castleman Disease. After 3-month treat-
ment with R-CHOP (rituximab, cyclophospha-
mide, vincristine, pirarubicin and prednisone) , the
body surface tumescent lymph nodes disappeared,
and urine protein examination was negative. After
3. 5 months treatment, the Scr level reduced to
172 pmol/L, and the serum IgG level returned to
normal. The ultrasonography also showed normal

size of kidney.

Summary and discussion

Castleman disease is a lymphoproliferative dis-

order characterized by lymph node enlargement. It
was first described by Castleman and other scho-
lars in 1956. Its etiology and pathogenesis has not
been entirely elucidated yet. The disease can affect
multi-site lymph nodes, such as the mediastinum,
neck, axilla, and inguen, etc. It is categorized into
localized Castleman disease and multi-centric Cas-
tleman disease; and had three subtypes pathologi-
cally: hyaline-vascular, plasma cell and mixed
variants. Plasma cell variant and mixed variant,
mostly as systemic disease, accounted for about
10% —20%. Localized Castleman disease (mostly
hyaline-vascular variant) usually appears with en-
larged lymph nodes asymptomatically. Multi-cen-
tric Castleman disease (plasma cell variant and
mixed variant) usually manifests as fever, anemia,
hepatosplenomegaly, and elevated immunoglobulin
and y-globulin levels, etc. It may lead to renal in-
jury, of which the most common one was multi-cen-
tric plasma cell variant, The type of renal injury caused
by Castleman disease varied, but glomerular disea-
ses are common, including the minimal change dis-
ease, mesangial proliferative glomerulonephritis,
membranous nephropaty, membrano proliferative
glomerulonephritis, rapidly progressive glomerulo-
nephritis, and ANCA-associated nephritis, etc.
The tubulointerstitial impairment is very rare.
This patient presented with subacute tubulointer-
stitial injuries, and due to the timely diagnosis and
treatment, the kidney size and function returned to
normal successfully.

Although the clinical manifestations in this
case had reached the Shanghai diagnosis criteria of
SLE, but the main manifestations of the patient
were the lymphadenosis, the anti Ds-DNA anti-
body titer level was relatively low, and renal path-
ological immunofluorescence examination was neg-
ative; besides, electron microscopy showed no
electron-dense deposition, none of which supported
the diagnosis of SLE. Therefore, in this case, the
primary disease should not be SLE.

(Translator: SHI Xiaohu, YANG Guannan)
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Castleman IFEH T S E'S/MEBRRE 1 fIRE

1 HHBE

BEKE. BH.60 %, kR, TERMKEESMH
K.BEEH A, F 2009 E3H 13 BAFHEKK
Ep'E mE.

BET 204410 HRAMTHESE WK, G
EUYHMKARERTHEBLER, WHEERRNE.
2007 4E 8 A B S 15 B , A B 3 (W] 8 & 2 il %5 A1
REA. SN RENEF. OdF . BHERAT
TRELGS bR, P YK TE 24 30 KN B BS B 47 F R 3 A B
EBBEEBR XEAREE.HES, MALEF N
469.3 ymol/L, M1 1% A 121 g/L. BB RN F KR
R (E'E 14.6 cmX6.0 cmX5.6 cm, A 'H 13.2 cm
X5.8 cmX5.8 em), Wi A BHERB HAEA
A SITHEEERRELERAIERRESEHE
AEGERD TR L EEEAREY, BE 1F¥30
R EFE, & &L 150/110 mmHg(1 mmHg=
0.133 kPa), IR EFE 251597 f5 » 1 FE 4 #F 7E 120~
130/80~90 mmHg,

£’ K 36.4°C, il Fk 130/85 mmHg, S

BT, A0 E G LR SO AR A 2 T A R 24
fxe O ARCERSK/DARER.-XE

. o % 72/min, B F, DU PP IR ¥ 5 0, ok B R
F .08 B, AR Ak R ik, B K E B #E TUF B
T

WEhRE . ME MR A4 7. 8X10° /L. MO EA
121 g/L, i/ 275X 10° /L, fL¥it 100 mm/h, R
:ﬁ?*ﬂfﬁ&ﬁ(—‘)oﬁﬁ 2.8 mmol/L, L4 W0~2/
BB .24 b REEEH 0.8¢ g, Ral BHREH
238.0 mg/L,RB &K 504 mOsm/kg « H,0, FFzh
BE¥ MESEAR 102g L.AEA 4 ¢/L, mALEF
399.0 gmol/L,FRE 16. 05 mmol/L, R 382 pmol/L,
%% IE %, B f# i IF %, CO, 16. 5 mmol/L, {4 fH &
B% 4. 93 mmol/L, H M =8 1. 05 mmol/L, K 4 fll
BFEBR# 15. 38 ml/min, BEE 2 AN SR EMMN
BFd Bh7E 352~420 pmol/L, B 4R % B 8 % (i-PTH)
234 ng/L, A EABKKFEZE 102 g/L, Coombs ik
B, SEH 3744 pg/L, MF% 10 pmol/L,
HEBBEAMME 35. 7%, & 4. 4 nmol/L, 4K
B 541pmol/L. MEEHHIK:.ALB37.1%,al B
BH2.7%. 2 REAT.3%.LHREA6.8%,.y BE
P46, 1%, KREAETF 188 KU/L (E#<20 kU/L),
C KB E H0.417 mg/ dl, A ERE A 186 5010 mg/dI(GE

¥ 694~1620 mg/dl),IgA 88.3 mg/dl, IgM 61. 1 mg/dl,
#M& C3 36. 4 mg/dl (IE# 70~ 128 mg/dl), C4
4.97 mg/dl, f17E ANA 1:640, B BiR &/ HHY,
#i Ds-DNA #$ifk 31 kU/LE#<<25 kU/L),ENA
Bk, ANCA Bk, shEAM®R A ot BA K 79%,
FERAIM 10%, R ELHI M 8%, BB AAR 300, B
AN MK . W R 40 M3 ¥k 500 X 10°/L
(IE# 50~300), Ifi « B%% 2710 mg/dI(IE# 629~
1350) ,A 4% 2550 mg/dI(IE ¥ 313~723), R « B8
26.3 mg/dI(IEE# <<1. 85 mg/dD), %4 A 30.9 mg/dl
(EE<5.0mg/dD, MEFEABHEKKE MES, &
HEEBRKPRAEEMEA REFAZEARE. 2
EFRFRENFEATAE. FEFRBERER
O AR ERRRE SE L E SR EIIERE.
M CT. W FMRUERZE ARATAKCEE. B
BB NEFHL, AT 14.6 cmX5.4 emX6.1 cm,
% 14.7 emX5,9 cm X5, 9 cm, SkAAMEE X 28
BRAFRE. BEFAERRARE.

2 lER&EHiE

BRERFBREM(FAR). BET 2007 5 8
FEREENEER, LR ABR 9d RE'F B,
M LEF A 469. 3 pmol/L, Y X R ML, MAEH
121 g/L.UEH K. Bk, 22T BRI,
BERKEAMNBERE, Bt EHEES
BMAnEEBRN . EEANELRER. RP4
ML ,24 hIREHR 0.84 g, R %, IR ol
BRBEABENE FEZEALEMEARRE.

BEFEREM(FARD . E5 2otk E
WS IR EE kR B 5 R KRB MR R AR
BT REER K, BHEATHERE.EAME UR
ANA 714 Ds-DNA Hi k¥, R A RHRAED
BELERE, EHIL, AR BREEERE.HEE
RPa@RL REARARZ, EREHARRE
BERENANTEREBAF. SAUBHERR
ShEBRERES BRI, EEH, LBHE
AXZRERLRE . REBERAKPREE M
EO - RERABARGE . IAZXREEHSHEDL
. BEOLHCEREAAR HRIMNKBHRE
AlESARS EEEREAL . WU RFER
BENE AXFZLH,

EYREFERCEARD . BFARBHRT
BERMN, M4EAREZE 102 g/L,Coombs A% M
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oMz A F R E R A, LR ANA #ifi Ds-
DNA fitkFitE, MR EBRE LB R EHIRRE
KW, ZBEC LB T AL REN
KioWi. REHARRAESHANAHETEEEE
ERAMERNVE. BFLRMEAREARS,
BZEBRERTLAHAR, REABOLFAEZ.HER
HEPMERRRESHEHETEBNER, REH
R LR R /NE B R B F BRI R
R BEFERL. ZBEIUBERETHRL
HARRAEFBREERRRELEE. BEES
AbRRWE LMK, CT ARt ol KK E
ZMEREANRERER G KFHABAR.
RKNBHFHE OFEORK Y REOBEAR,
BERAE 2004 FFEP R BB LK, B SN LA TS
BAERMKEEEERE. B, ftEFEBRER
HERR W LA LU AR R T B WS A B T B RAT
EERHEGERMEER.

3 REYH

HEFREEMCORERD i 2009 4 3 AW
XXARERFTHRELERALSRE . REHH
WA AR MEAERAREE. RKEBESR
HELEER  WUEBERXY X,CDI38 £ 8
ARKERERBK MBI, R PO T KR
EH, RAERPLCOERA, £Z AL CD20
(+),CD79a(+) ,CD3(+),CD8(+),CD34 (M &F+),
CDL38 (3 40 B +), CD5 (4, bel-2 (-), mum-1
(). FTHR:-BEALKERCHAR. KARE
¥ RS, CD4+,CD8+,CK(-), 8 IGKE
B, i2 8% Castleman 55 (E 1,2),

BEAEREMCENRD  FREREREEE

IgA(—),1gM(—),IgG(—), ¥4 C3(—)# Clq
(=), FRA(—), BHRGEAL . FEAANTL
BERKMMRE,CD138+, BB FNKRER LK
NEEREABRE REAREMERBEHAE,
ARBTHEYIRA, ERBEXHBHRE, B EHE
KB AT LK B B L AR LA R A B R
JBE IR AT 4
BHEERORERD AE BFHATR 34
BB Hoh 1 AN ERYEREAL, 3 B /N R R4 IR
MERBEREME. B TRENELRAR
SHREBRAHENE, REBEES T REGER,
B RA RN, FREK A HE R, E
MER AR A, NS K EREE, SABRANK

BEERER URBFASAREREEE AR
EMHEREL R, LB A Castleman FHHTE X
HENVE IR R B E (B 3,4).

4 BIFRRE

BEFALER, BHARESENRERSE
24 Castleman 27,4 F7 5 M f & R-CHOP(ZE
T AHBE KEFB. WRELEMREDF
FALITIHIT, BT A 3R AR M KM B4 7
K REAECHE AT LSAMANONKFREE
172 pmol/L, i 7% IgG K FKEIEH. BB AN
BRMEKELER.,

5 WiREME

Castleman KR —F R B AL EMHERK,. B
Castleman %22 F 1956 £ KRk . KWE M ERK
MEMAZT LB . ZRTEREREHMNHKES,
HPUAR. AB RENERRELER. o0
RBEAMEPOHR A, REI HBHMER,
KA PRI =R, KX ARE AP E
HERNAZHERE, 5 10%~20%., HBHEEZR
75 BRI 4 A — M AR R R B A K, D
HORARBM R E ) TR EH. AR
MR EEREAM Yy RBEAFH%. Castleman
FUSHEFRERE.UZPLHERARBER, &
FRHEHRENRBEHEHE, UBIRERE
R ASEENREUNR T R A R BT
R BT T R, UL B BT A AR R & LANCA M %
HERE UEMERERENENERRERD
I, & B Castleman BHE RN D RKTE 2 HE /D

R E, g T RR T B, TS K

PERNEEAREEHE.

HRBRE LS RAEELBRAE N LB, &
FIRERC2RNRERLAHMRBHLE . BER
EA R EHLIH A, 5 Ds-DNA Hi 4k i) i B K F
WHEE, FHRE SRR R, BB R
REFHEVIH . HALIRRAEUHAREREN L
W, Bt R B R R IR AL W N R B
WA .

(Amitt BEF.FRE,FIK BEE

KER HEF EEF.HFF L)

(P, s nRk . HEF , FXHK 2
(lc#% 8 31 :2009-12-24 ;49 B #1.2010-01-27)



