AcTA BIOMED 2011; 82: 85-89

© MATTIOLI 1885

CASE REPORT

Report of two cases of Castleman’s Disease: a case of benign
localized disease and a case of fast progressive multicentric
disease

Granni Mura', Francesca Taucers’, Marco Fert', Giorgio Maria Verdecchia’

'Department of Surgery - “S.M. La Gruccia” Hospital, Arezzo, Italy; ?Division of Surgery and Advanced Cancer Therapies -
“Morgagni-Pierantoni” Hospital, Forli, Italy

Abstract. Castleman’s Disease is a rare tumour involving lymph node tissues; a case of benign localized dis-
ease and a case of rapid progressive multicentric disease are reported. Case report 1: A 19-year-old man pre-
sented with four months of hypogastric and left iliac pain. Castleman’s Disease was suspected after CT-scan.
A CT-guided fine-needle biopsy of the lesion was performed revealing hyaline vascular type Castleman’s Dis-
ease. The patient underwent open surgery with radical excision of the lesion. No adjuvant therapy was per-
formed after surgery. The patient is alive and disease-free after 24 months. Case report 2: A 58-year-old woman
presented with a right axillary palpable lymph node and vague abdominal discomfort. Abdomen CT demon-
strated hepatosplenomegaly associated with adenopathy at the hepatic hilus and splenic hilus; dilatation of in-
tra-hepatic biliary ducts was present. The axillary node was excised, the mass at hepatic hilus was biopsied.
The diagnosis was Castleman’s Disease in both sites. In course of steroid therapy retroperitoneal multiple
nodes appeared associated with fast-progressive mechanic jaundice and liver failure. Progressive multi-organ
failure arose within 1 week, with irreversible clinical worsening to death. (www.actabiomedica.it)
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Introduction

Benjamin Castleman firstly described Castle-
man’s Disease (CD) in 1954 (1). Synonyms are: An-
giofollicular Lymph Node Hyperplasia, Angiomatous
Lymphoid Giant Benign, Lymphoma Hamartoma of
the Lymphatics, Giant Lymph Node Hyperplasia. It
is a rare disorder characterized by non-cancerous
growth that may develop in the lymph node tissue
throughout the body. Localized or multicentric forms
are described (2, 3). Two cases are here reported: a case
of localized Castleman’s Disease (LCD) with benign
behaviour and a case of progressive multicentric CD

(MCD) with unfavourable prognosis.

Case report 1

A 19-year-old man presented to our observation
for a four-month history of hypogastric and left iliac
pain. Clinical examination was negative for palpable
lymph-nodes or organ megalia. Ultra-sound sonogra-
phy detected a mass near the left iliac vessels and il-
iopsoas muscle. Positron emission tomography with
the glucose analogue fluorine-18 fluorodeoxyglucose
(FDG-PET) demonstrated an area in left iliac region,
with Standard Uptake Value (SUV) max = 6.46. The
CT-scan showed an oval 47x26 mm mass with high
homogeneous enhancement after infusion of contrast

(Figure 1). For this reason the hypothesis of Castle-
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Figure 1. Case 1. FDG-PET demonstrated a positive area (SUV max = 6.46) in left iliac region. CT-scan confirmed an oval mass
with high homogeneous enhancement after infusion of contrast

man Disease was formulated (4,5). Serum tests for
HIV, Epstein—Barr virus, human T-cell lymphotroph-
ic virus types 1 and 2 (HTLV-1 and HTLV-2), cy-
tomegalovirus (CMYV), toxoplasma, mycobacterium
tuberculosis and Kaposi’s sarcoma herpesvirus (HHV-
8) were negative. Serum protein electrophoresis
demonstrated the absence of monoclonal or polyclon-
al hypergammaglobulinemia.

CT-guided fine-needle sampling of the lesion
was performed, revealing CD. The patient underwent
open surgery with radical excision of the lesion. The
sized 7x5x2 cm mass, was lying on the iliopsoas mus-
cle, in the left iliac fork, between the iliac artery and
vein. Because the site was close to vessels, open
surgery was preferred to laparoscopy (Figure 2). The

pathologic response was CD, lymph node hyperplasia
(B-lymphocytes CD20+) with hyaline-vascular de-
generation (Figure 3). No adjuvant therapy was per-
formed after surgery. Six-monthly, CT-based follow-
up was decided. The patient is alive and disease-free
after 24 months.

Case report 2

A 58-year-old woman was admitted to our hos-
pital with a right axillary palpable lymph node; no
other superficial lymphadenopathy was present. Vague
abdominal discomfort without clinic objectivity was
referred. Laboratory findings were abnormal but not
specific: slightly elevated erythrocyte sedimentation
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Figure 2. Case 1. The mass was lying on left iliopsoas muscle,
close to the iliac vessels

Figure 4. Case 2. Hepatic and splenic adenopathies appeared
as hypermetabolic lesions at FDG-PET scan

Figure 3. Case 1. Histology of the mass: lymph node hyper-
plasia with hyaline-vascular degeneration

rate and C-reactive protein (C-RP); tumour serum
markers were within normality. Abdomen CT
demonstrated hepatosplenomegaly associated with
adenopathy at the hepatic hilus (4x4 cm) and splenic
hilus (5x4 cm); dilatation of intra-hepatic biliary ducts
was present. Such enlarged hypervascular lymph
nodes enhanced homogeneously with contrast: except
for the nodes at hepatic hilus, wich appeared less ho-
mogeneous. FDG-PET detected the lesions: SUV of
axillary, hepatic and splenic adenopathies was 4.8, 6.4
and 5.7, respectively (Figure 4). The axillary node was
excised. Histologic response was CD with hyaline-

Figure 5. Case 2. CT-guided fine-needle sampling of the peri-
hepatic lesion: diagnosis was again Castleman’s Disease

vascular degeneration. Serum tests against HIV,
CMYV, HTLV-1 and 2, Epstein—Barr virus, Toxoplas-
ma, Mycobacterium tuberculosis, Kaposi’s sarcoma
herpesvirus (HHV-8) were negative even in this case.
Due to doubts about the origin of abdominal lesions
(and for we live in a high-risk area for gastric cancer)
endoscopy of upper digestive tract was performed
without finding any primary neoplasm. It was fol-
lowed by CT-guided fine-needle sampling of the peri-
hepatic lesion: once again the diagnosis was CD (Fig-
ure 5). It appeared to be a rare case of multicentric CD
with hyaline vascular features, B-lymphocytes
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CD20+. High-dose steroid therapy was started. Re-
lapse of abdominal symptoms was achieved for a peri-
od of two months; US-scan confirmed partial regres-
sion of lesions and absence of biliary tree dilatation. A
rapid-progressive mechanic jaundice associated with
liver failure arose three months after the initial diag-
nosis. A CT-scan showed a 5x6.5 cm lymph-nodal le-
sion at the hepatic hilus, obstructing the common bile
duct; spleen nodules were increasing in size; retro-
peritoneal pathologic (lower diameter >1 cm) nodes
were also observed in the aorto-caval space, as well as
along the right renal and iliac vessels. External biliary
drainage was performed for palliation of jaundice.
Progressive multi-organ failure arose within 1 week,
with irreversible clinical worsening leading to death.

Discussion

Castleman’s Disease is an uncommon tumour in-
volving lymph node tissues. This nosologic entity is
divided into the - more frequent - localized CD
(LCD) and multicentric CD (MCD), involving 10%
of cases. Systemic symptoms are rare with LCD. In
contrast, MCD has frequent multi-organ involvement
with systemic features (1, 6, 7).

CD presents two main histological variants: hya-
line vascular type (80-90% of cases) and plasma cell
type (10-20%). Hyaline vascular CD is found in 90%
of localized forms, but it is rare in MCD, as in our sec-
ond reported case (2, 3, 8).

Many theories have been proposed to explain the
pathogenesis of CD. It has been attributed to a har-
matomatous process, autoimmune disease, immunod-
eficiency and infection. It is often associated with in-
fection due to Kaposi’s sarcoma herpesvirus (HHV-8),
Epstein—Barr virus, Toxoplasma, Mycobacterium tu-
berculosis. It shows an increased incidence in HIV-
positive patients due to the increased incidence of Ka-
posi’s sarcoma herpesvirus infection in this population
(9-11). In our two cases no evidence of such condi-
tions was found.

The definitive diagnosis of CD is histologically
established through lymph node biopsy. The role of
radiologic imaging (mainly CT with contrast) is im-
portant to suspect this pathology before bioptic con-

firmation. In hyaline vascular type CD, the more fre-
quent CT findings are enlarged hypervascular lymph
nodes that homogeneously enhance with contrast.
The plasma cell type shows a low level of CT contrast
enhancement (4, 5, 8). In the second case here report-
ed, our radiologist was not absolutely certain of a CD
diagnosis for abdominal lesions in spite of histology of
excised axillary node. For this reason fine-needle biop-
sy even of deep lesion was performed, so postponing
the therapy for about three weeks.

A standard treatment for CD is not available;
surgery, when feasible, is the mainstay for the localized
form (7, 11). Among 112 patients in six series of pa-
tients with hyaline vascular CD, only 3 deaths were re-
ported, none of which was attributed to the CD. Oth-
er three patients showed residual disease, but were
otherwise well. Local recurrence after complete resec-
tion has rarely been reported (12).

On the contrary, surgery shows a limited role in
MCD because complete surgical debulking is rarely
possible. A variety of treatments have been tried.
Steroids have yielded variable results, but patients who
respond to steroids must be indefinitely maintained
on treatment in order to avoid recurrence.
Chemotherapy, including single-agent and combina-
tion regimens, has produced an estimated response
rate more than 90%, but complete remission rates of
less than 30%. In case of splenomegalia, splenectomy
may have a therapeutic benefit. Specific immunother-
apy has also been used for treatment of MCD. Inter-
feron alfa has been administered either alone or in
combination with highly active anti-retroviral therapy
(HAART) or chemotherapy both to induce remission
and as maintenance therapy (13, 14). In the case of
MCD we are reporting, a partial response to steroid
therapy was obtained, followed by fast-progressive un-
expected relapse; due to clinical worsening, any further
treatment of primary disease was not possible.

Conclusions

Localized CD may be considered a disease with a
benign prognosis after radical surgery, and a low rate of
recurrence. Clinical and radiologic follow-up is neces-
sary. In multicentric CD prognosis may be poor de-
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pending on number and location of the lesions. Clini-
cal behaviour is often unpredictable with high rate of
recurrence and bad prognosis (15). Standard treatment
is not yet available. Such patients are probably in a state
of immunodeficiency, even when this is not detected
through serum tests. For this reason HAART and spe-
cific immunotherapy have been used in selected pa-
tients in case of failure of steroids or chemotherapy.

References

1. Castleman B, Iverson L, Menendez VP. Localized mediasti-
nal lymph node hyperplasia resembling thymoma. Cancer
1956; 9: 822-30.

2. Keller AR, Hochholzer L, Castleman B. Hyaline-vascular
and plasma-cell types of giant lymph node hyperplasia of the
mediastinum and other locations. Cancer 1972; 29: 670-83.

3. Menke DM, Camoriano JK, Banks PM. Angiofollicular
lymph node hyperplasia: a comparison of unicentric, multi-
centric, hyaline vascular, and plasma cell types of disease by
morphometric and clinical analysis. Mod Pathol 1992; 5:
525-30.

4. Wen L, Zhang D, Zhang ZG. CT characteristics of cervical
Castleman’s disease. Clin Imaging 2005; 29: 141-3.

5.Zhou LP, Zhang B, Peng W], Yang WT, Guan YB, Zhou
KR. Imaging findings of Castleman disease of the abdomen
and pelvis. Abdom Imaging 2008; 33:482-8.

6. Kardziev B, Hotzel B, Jachmann M. The angiofollicular
lymph node hyperplasia Castleman - casistic and review of
the literature. Pneumologie 2006; 60: 229-34.

7. Herrada J, Cabanillas F, Rice L, Manning J, Pugh W. The
clinical behaviour of localized and multicentric Castleman
disease. Ann Intern Med 1998; 128: 657-62.

8. Martin JM, Bell B, Ruether BA. Giant lymph node hyper-
plasia (Castleman’s disease) of hyaline vascular type. Clini-
cal heterogeneity with immunohistologic uniformity. Am J
Clin Pathol 1985; 84: 439-46.

9. Cathomas G. Kaposi’s sarcoma-associated herpesvirus
(KSHV)/human herpesvirus 8 (HHV-8) as a tumour virus.
Herpes 2003; 10: 72-7.

10. Suda T, Katano H, Delsol G, et al. HHV-8 infection status
of AIDS-unrelated and AIDS-associated multicentric
Castleman’s disease. Pathol Int 2001; 51: 671-9.

11. Waterston A, Bower M. Fifty years of multicentric Castle-
man’s disease. Acta Oncologica 2004; 43: 698-704.

12. Chen CH, Liu HC, Tung KY, Lee JJ, Liu CL, Liu TP. Sur-
gical outcome of superficial and deep Castleman disease.
ANZ ] Surg 2007; 77: 339-43.

13. Strohal R, Tschachler E, Breyer S, et al. Reactivation of Be-
hcet’s disease in the course of multicentric HHV8-positive
Castleman’s disease: long-term complete remission by a
combined chemo/radiation and interferon-alpha therapy
regimen. Br J Haematol 1998; 103: 788-90.

14. Nord JA, Karter D. Low dose interferon-alpha therapy for
HIV-associated multicentric Castleman’s disease. InfJ STD
AIDS 2003; 14: 61-2.

15. Bartoli E, Massarelli G, Soggia G, Tanda F. Multicentric
giant lymph node hyperplasia. A hyperimmune syndrome
with a rapidly progressive course. Am J Clin Pathol 1980; 73:
423-6.

Accepted: May 24th 2011
Correspondence: G. Mura
Via Cimabue 19

52100 Arezzo (Italy);

Tel. 347-5595679

E-mail: gianmura@gmail.com



TUBERCOLOSI:
- UNA MALATTIA
o - COMPLESSA

Jbﬁ 'u'ILLA REALE - M'_E,_H_;-A-'
| . 14/15 OTTOBRE 2011

¥ s ) = i = y
* PRESIDENTE: GIOMGN BESOEN -« BOAND SCIENTIFICO: GAOAGIO BESOER - LUCIO CASALI - CANLD GRASSI - ANTONIO MESSA

Uenerdi, 14 otichre 2017

Salone Contrale
SESSIOINE LINICH, per

MDD CHALIRGL,
WMFERMIERE, ALSISTENTE SANITARIC

LR LI - R RS CE R TN ]
ek aawgaheia poedanes dd Drroapan
& Mz
> g s s o ookl "
@
[l T ! ne

| SELSHINE
Mlembemwior s T Qg - A enghone
T3 La pfids della
sompleaslbh
M S
TS T s reorbvrtin sed La assiis
dnll'vormm
& Merorsiels
1045 CzHes break

I SESR0NE

Aiesderaror ;L Sehe'd - A dengareeao

1115 St Cuercpa 2 febercalenl
M Arsgae

1700 Evgarie deln raodatily Ul dltenk
S

tala i

SESS|
!ZFEH.F!.EHE 2 ASSISTENTE SANTARKD

i
E
NMNUNCIO & S

A1 SFSHDEE
Mgpdcatar: ML Fueeroe -Mdn-.u

1411 Hethiz Eoakgicoe negll wl

i by L
B N Y

1191 L dlagrerd ool Infod tae:
pracedure disgncatichs
b Adialla

1% B Lh livajea ke IFiads s
LA S

-IS\.:I:I Fabtams di cormrolio & § Ausl

kifiarmatial
[ Eargard

16 B [oftes o

16211 La dlegras of maletiis; Isborators
« dinice
LR T

P72 Irarrand el ceped ol ke =d
areheledonali

A dare
T L it del gaaleres e TR
F Ar-ighi
IEE] WerHiza queitioraris o
apprmdimands o chiagera lessri
i i

SWRE -H.-q-mﬂnuq-lqﬂ‘ P Fsiaed ol bl glan

BAT L8 TR Lylh WOA-TO Partnrbip

Salone Canirala

SERSKINE per
MAEDE) CISHURGD

B SESSEQRD
K oderminei: A At - A Gon

I S pabrple #eila malabLy
S

1420 1 diiicings & 8 degeeal 41
buhenzhem

(ML S

(LR L"h'rhd.hulqn-l-hd:l.l-'ml
dl twbarcalzal
4 Mgiinsh

1500 im diwgreasi di th exirspolmanss

3 Om poranza
T Eaplbes fugak

I SESROME
M eceruiori: M Cugianl - € Girarh

AR 14 IGHE Tedd o il g i TR
=

1830 Moythd demrons e di lsheratoria
[ERILEL

1706 1 protacall terapsartid
A Gzn

13 1 prarana il rerageanid percaroil zesi
oo

sonHerio - ¥ ¥ogsan’ |
12,50 Mazdelin deorim di |
imizsrsarss b cocperaxions | S N
k. Fav - A1 Wimpageo soclak l\:IH'I'l Lyl
13000 Crdsrare d amzes L) .l Limpap Dn Gpcihe ™ -
i i
i
g3 P e
== =
EDICATWINE CONTINLA i r.rﬂ:uqu.l. =t -
Par ¥ i A o A ERCRTHIRE Ol-LINE
Ay “.-: Tk AL ok i Fur.sabvene 8 recreerta colepani gl aln
. v docoangnomsamn, accing ol
L L R ER IR PP RERE TS o FTEny
vl G s e o L7 .
. L RET e B Lol T R T )
AN LT il i, TOreR R L e TEEG R,
gl # peea pa o, reorra b kg b
rigariara | owath S0 e brvieks Tarin CIUGTE
o porna wuer e Sele 2aoedurs dlcarsa iore del | RCDHCD CHRIRG O

Era Pt
£ir cows u rvEne § arcadherens

Camminizen sadzern 4 Fammkns ﬂ-l"’l.i'ﬂ (4]
EAaed il nn R B omEpcE

PG C1E peni A perkd

% .-..ﬂ-'\-':..q, wlin i aasiaio
FREA e, -.JH'.I: wlpne rarhasg ek,
perisiria e sz cerkdagia g st = |

Ak B b D pel A et I
B T TR W TR s 0 st gy bl |

o 03B en bl mriva B S tin e 3200
a o 133 04 bw bl cope (19 oz B0

TH D A8 TERTE RAATA L
L o] | T EE TS T

C zeable afcae sHelbuaic W propre
FRIMOTAZIDHLD &OIIGHENS CF Lhi
vopurs cornailerdz diveticmerdy la
SRGPETER A DGR IIATIVA

DOT COMCRLS i

PRFROCIHIG N REHESTA &
Ceread £l e
A0 Fgm i

CONGRESS

SEFIETEN & DRCAH EISTTES
FEOWELE

I CHGARS =

M S gnireg ), 47
JLEEY ek dan Wosan i T
i H #.20

Fac ++ TWIAT 44 S 27
Eorun | R Mol o e, T
Wil Wiz e Lugene e

Sakera Cantraa

SESSIOML pu

MEDID CHELIRGD

¥ SESHIGHE
Fliewkermrn Al laorine. 0 Dust’

D.l;_II._I'I:l'umlmq:umﬂ-l
e

Tuhereoiod 1 tropia=i
b e

Lin brr id sl
T & ravslne

i -
ERr I

':q'h-ﬂ'llt I

'.nn:nsmu. -

Wockirama:: ﬁ:ﬁ-ﬁf

11 IlTh:'-rrrfm'Eﬂ'H

11700 Ls T el deropod el
f Fapsim

11000 TH: urs mafedte 41 siviame
rRwican

Trca Werd £ e e ko ke
mpprurndimamic © ciEs e laspn

PROGRAIVIIVIA PRIMO



