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M U L  TlCENTRIC CASTLEMAN DISEASE;  A RARE CASE OF 
GENERALISED LYMPHADENOPATHY IN INDIA 

ABSTRACT: 

Castleman disease is  a type of hematological  disorder, c lass i  tied based on the 
number of the regions of enlarged lymph node, histopathological features, and 
associat ion,, ith human herpes virus 8 .  It may be uni centric with s ingle region 
of the lymph node enlarged, or multicentric with mul t ip le  regions of 
lymphadenopathy. Some cases of MCD are caused by human herpes virus 8 
(75o/o) while in others it is HHV8 negative. The epidemiology of idiopathic 
?\1CD is poorly understood due to lack of  d iagnos is  s ince it i s  a  d ifficu l t  c l i n ica l  
diagnos is and also require analys is from a patho log ist that is not ava i lable 
\\ orldwide. Diagnosis and treatment are incredibly challenging as it can 
present} with wide array of manifestation from asymptomatic to systemic 
manifestat ion . There is no exact treatment guideline, Anti Ib6 monoc lonal 
antibody with or without systemic steroid is the mainstay of treatment. Here, we 
report a case that was initially suspected to have a lymphoma but later 
histologically was confirmed to have Multicentric Castleman's Disease 

Keywords: Castleman disease (CD), HHV8, Unicentric, Multicentric CD, 
Tocilizumab 

Introduction: 

Castleman's disease is an uncommon 8-ce ll disorder characterized by non­ 
neoplastic lymph node hypertrophy ( I )  Dr Benjamin Castleman has described 
the first case of Castleman Disease involving sing le lymph node region which is 
now called as Unicentric CD (2) later it has been observed that it can affect 
multiple lymph node regions which is now known as Mult icentric CD. Three 
characteristic histopathological subtypes of CD are hyalin vascular, 

lasmablast ic and mixed variants (3) .  Human herpes virus 8 associated MCD 
�ccur most commonly among HIV infected individual or otherwise 
immunocompromised indiv iduals .  The etio logy and pathogenesis of HHV8 
associated MCD has been we l l understood where id iopath ic or l-H-l\18 negative 
MCD has been poorly understood . Lim.ited dat� exist re��uding the 
epidemiology and treatment pattern of 1MCD, rn  the United States , particularly 
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m ng pa t ien ts  rece iv ing care i n  n  nacadcrnic set t ings 4 .  I n  the r  .S th 
annual inc idence and pr valence of i  1CD is est imated at 3 .4 cas es per m i l l i o  
and 6 .9 ca c: p r mp l i on  re. pecti I) ( 4 ). The pr scntat ion f  id iopa h ie  1  .J.) 

is  quite aric<lJ� 1,ild c nst i tut i  na]  yrnpt m s  to life threatening yt i n  
storm organ failure death .  There ar f ur c l i n i ca l  subgroups f id i  pathic 
7v1 0-(a) P l:MS a. ociat d M D - P 1) nc r pathy rganom galy, 
endocrinopathy m n l nal p lasma ce l l  d i  rdcr sk in  changes. I t  is a 
parancoplastic syndrome that co-occurs with M D. b) Id iopath ic MCO - 
T AFROS)  ndromc-thrombocytopcnia, anasarca myelofibrosis ,  renal 
dysfunct ion and organomcgaly occur in some pat ien t s ,  i th MCD. ( c) Id iopath ic 
M D-1 PL- some patient w ith MCD may ha e thrornbocytosis 
hypergammag lobu l inem ia  and mixed or plasmacy t ic histopathological features. 
( d )  Id iop th ic MCD -  not otherwise specif d ( iY1CD r  ,  .OS ) ,  th s pati nts '-".: 
have thrombocytosis , hypergammaglobulinemia, and m ixed or plasrnacyt ic 
histopathologica l p icture (5). iMCD has been treated with wide variety of agents 
l i k e  cort icosteroid, rituximab, and combined chemotherapy. Recently 
monoclona l  ant ibody against IL6 has been approved for treatment of iMCD 6 ). 

CASE REPORT: 
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Forty-year-old man without any comorb idity presented to our Medicine 
department withTrnonths history of intermittent fever & constitutional  
symptoms ,  abdomina l  d istens ion & swe l l ing of both lower l imbs for last two 
months and exert ional dyspnea,  easy fatiguability, palpitation for last on 
month. He had no history of chron ic cough, hemoptysis, joint pain oral ulcer .  
skin rash or a l o pecia .  He had no complaint of jaundice or gastrointestinal 
b l e e d i n g .  Patient is cult ivator by occupation and had no history of hi .... h-ris 
sexual bchavioJ°·. Physica l  exam inat ion revealed severe pal lor ,  puffin s of the 
lower eye l id ,  bi latera l  swel l ing  of both lower l imbs and gener lized 
Jymphadenopathy ( cerv ica l ,  ax i l lary ,  ingu ina l ,  cpitrochlear, pop l i t  al)  (Figure 
l  A). Those lymph nodes were nontcndcr, enlarged,  and firm in con i  tency. 
There was d u l l  note on mcd iast inum percuss ion .  
He had m i l d  hepatosp lcnomcga ly with ascite (Figure 1  B). 

In the �d � '  he had severe anem ia  w ith thrombocytopcnia (hem globin 4 

gm/di, TLC 5000, p late let  count 80,000Ll_M 11flamm�to� markers \\ ere h igh 
(CRP-3 7 . 4 8 ,  E S R - 1 2 8 m m / h o u r ,  F  c r r i t in - 1 1 · 8 3 ,  Proca lcnomn-5 .64, LOH- 778 ). 
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Rena l  f u n  t i on  t  · s t was , 1 c  .  ,  I  1  1  1 1  1  �  .  .  .  
•  .  ·  .  '-  ·  > I  m c 1  •  la(  1ypoi 1  b r u n i n  · m , a  wi t h  u l l  other  l iver  

f  unc t  I O l l S  w .rc norn ' \ I  , 4  I  ·  ·  .  ·  l e.  ·  --  -  1 o u r  ur rnary pro te in  co l lec t ion  w:1: 87(> m  ,Jday. 
Scrolo i i cu ]  tests Ior hepn t i t i . ·  B  hepa t i t i s  · , J  I J V  were nc r a t i v c .  A N /\ \  a: 2 
coarse speck led pat tern i n  I :  1 6 0  d i l u t i o n  bu t  ANA spec i f ic  an t ibod ies  were 
nc ia t ivc .  D  T  was pos i t i ve  ( Jg  j  type). 

1
�F T thorax and whole abdomen revealed mu l t i p l e  cn la r  red mcd ias t i na l  and 

f 1 i l a r  nodes largest m c a s u r i n  ,  2 . 3  2 . 5  c m ,  mu l t i p l e  enlarged rctropcri toncal 
. / lymph nodes largest mcasur inu  3 . 7  2 .7  cm with mi l d  hcpato: plcnorncgaly pt D 

· (F igure 2A&B) .  A .  c i t i c  f l u i d  s tudy corresponds to non-portal hypertension �e� � 
. ccondary l o  protc inur ia .  

Whole body PET- CJ scan was done wh ich revealed metabol ical ly act ive 
l ymph node on both . i dc :  o f  d iaphragr» l i k e l y  l y rn p h o p r o l i f c r a t i x  c disorder 
(  F i g  II re 3 ) .  
I n  bone marrow study, ret icu lar  fibros is and increased number of  � 
mcgakaryocytcs were found .  I  I is lopathology of  lymph node showed there ;ire a 
few fo l l i c les  with germina l  centers, focal sclerosis of vessels wi th in the 
germ ina l  centers ,  in  the i n tcrfol l i cu l a r  area there iJprcscncc of sheets of plasma 
ce l l s ,  no Recd-Sternberg ce l ls  �dcnti Iicd, c1t11�Afibtc �h Cas t leman 
Disease (Figure 4 A &B). 

To find out e t io log ica l  assoc iat ion of MCD, we d id  qPCR of HHV-8 but i t  was 
negat ive .  IL-6 was done wh ich was remarkably h igh and strongly favored kf 

MCD. 
� � Due to presence of thrombocytopcnia, anasarca proteinuria, organomcgaly 
�\,..t. patient has been classified as iMCD-TAfRO var iant . Patient was classified as -ho.v7t 
,- ou °'i . severe disease I �COG performance s tatus 4, features of volume over load, \J 

W'��""' prote inur ia ,  severe anem ia ,  and thrombocytopenia. 
(___�...¢=') Patient was treated w i th high dose steroid (inject ion Mcthy lprednisolone 

500mg/day for 5 days fo l lowed by tablet Predniso lonc 2 mg/kg/day) and 
injec t ion Toci l izumab 8mg/kg 2 weeks apart .  After I dose of Toci l izumab and 5 
days o f  mcthylprcdnisolonc pa t ient hes improved dras t ica l ly as ev idenced by 

dcfcrvcsccnce, improvement of pla te let count, hemoglob in and decreased fdy 

inflammatory markers .  .  
iA f?µu� 

At present, pa t ient has been taken treatment under our care, we arc planning to 

g ive Toci l izumab 400mg 2 weeks apart and con t inuat ion of h igh dose oral 
Prcdnisolonc w i th str ict mon i toring of improv ing parameters. 
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Figure 1 :  A)  Shows enlarged ep i trnch lcar  lymph node  (h luc  arrow). B) Shows 

ascitcs wi th  venous prominence m anterior ubdurnina l  wal l  

Figure 2 (CF.CT Thorax and Abdomen):  A) Shows multiple enlarged lymph node 
(red arrow) 8) Shows mul t ip le  mescntcric and rctroperitoncal lymph nodes (red 
arrow). 
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fuurc � < ' ssFI J< ;  PET Scan):  Shows metabolically active lymph nodes on hoth sides 
of dhtphragm. 

Figure 4 { I f  PE Lvmph node) :  A)  Shows sclerosis of vessel wi th in germinal center 
(b lue  arrow) B) Sheets of plasma cells in t h e  intcrfol l icular area, features 

compat ib le  with Mul t iccntr ic  Cast leman Disease (x400 l l&E) .  
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l l lS  \  1 S S I O N :  

I n  t h '  v ie vv  or  chroni  l e v e r  w i t h  ,  . n c r u l i z  ,t1 lymplu« ]  . n o p a t h  
hcpntosplcnomc , ,  ly .  � l .  . i i c s . x c v  re an .m i n ,  thu mlHH.:ylopcn i�  h i  zh LDI  I . ' '  i t h  
protc inur iu  and hv1  o a l b u m i n c m i n  we thou , h t  t h ·  I  o x s i h i l i t i c s  o f  chr  n i  
lympho]  n  l i  l c r a t i v c  d i s o r d  . r s ,  syst  - m i c  hu n i  ·  i 1  Ic r t i o n :  l i k e  t u b  r  u l o s i s ,  
chroni ·  malar ia .  chronic ku la -a:« r. a u t u i 1 1 1 1 1 1 1 1 1 1 ,  d iscn :  cs l i k e  SI  �E.  R /\ .  
arc r id  )� i  . .  nnd : vs icmic  my osi . .  1{ , k; ,  ant i m  cs t i ua t i :  1 1 .  wcr d in to r u l e  

.  •. 
out t h  )S d i  t  Icrcnt in l  l i a  l t 1 < .  i  . .  

�1. t l cman d i s  �1. c i an xc c d i n g l y  rare l y m p h  pr l i f e r  t i v c  d i ·  rd r that 
1  sc ly  mim ic c o m m o n  d i s c a  c .  l ike  c h r o n i c  i n f  c t i o u :  d i .  ,  . . .  a u t  i m m u n  

d i s  rd rs, a n d  h r o n i c  l y m j  h o p r o l  i  feratix c d i s  rd r . T h ,  t  i s  \\'h) i t  e r  a t  .  
d i :  uno t i c  d i l  m m a  a m o n g  p h y s i c i a n s .  "lg, o  t  o f  the t i m e  i t  I r  .  mt 
a ym1 t  m: t i c  u n i  focal, soft t i s s u e  m a s s � · i t h  u t  any y ternic s i g n  and 

\  m p t  ms, th d i a g n o s i s  i s  o ft e n  m i s s e d .  

Th cti l o g y  o f  itv1CD i s  u n k n o w n ,  a l t h o u g h  i t  i s  h y p o t h e s i z e d  t o  inv o l v  �  n  r  
m o r e  o f  t h  f o l l o w i n g  m e c h a n i s m s ;  a u t o i m m u n i t y / a u t o i n fl a m m a tory, 
paranco] l a.  t i c or i nfect i o n s  with a viru s  other than HHV8.  6 5 0 0  to 7 7 0 0  n w 

c a cs ar d i a g n o s ed per year i n  the Un ited States ,  w ith 1 6 5 0  cases o f  I C D .  
Id i o pa t h i c  MC D  acc o u nts  for 3 3 %  to 58% o f pub l ished MCD ca c . ( u'> 

F i n e  n eed l e asp i r at i o n  cytology i s  non d iagno stic as aspiration o f  lymph  id 
t i ue l eads  to false interpretation of lymph oma. However, both un i  entric nd 
m u l t i centr ic  CD have been as s o c i ated w i t h  lymph o ma .  As a r s ui t ,  defini t iv  
diagn o sis  i s  made by exc i s i o n a l  biopsy and  hi s t opa t h ologi cal c  arninaii n .  The 
histopathological picture  of h y a l i n vasc u l a r  type CD is  o nio n  skin pattern o f 
concentric expans ion of mant le  zone around burned-out germinal cen ter  5 ) .  ln 
plasma cel l  type of CD, there i s  exte ns ive  proliferation o f pla ma el l around 
the intact fol l ic l e ( 5 ) .  

CD i s  the polyclonal pro I i  Icration o f  the lympho i d t i s  sue \\ h n monoclonal 
proliferation occur i t  turn int o  malignant lymph oma (7) .  

There are some pecul iar i t i e s  amo ng the laborat ry findingsof D . i t  ha. b '" 11  

shown that 9 to 7 1  o/o cases of  D may have po . i t i ve  d irect 'combs t 'St and 1 � 
to 370;

0 
cases may have pos i t ive an t i-nuc lear  an t ibody l  S) .  In  our  -- a s /  the 

patient i s  pos i t i ve for both ANA a n d  D " I .  
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Mo t of the patient with UCO can be treated with surgical r sect ion .  Whcrc,» 
p���tnts \\ i th iv1CD ne d S)_ stemic therapy. Those with systemic manifcstar .  n � 
di fficult  to treat. These pat ients arc treated wi th high dose systemic 
glucocorticoid, combinat ion chemotherapy and ant i  Il6 monoclonal antibody 
(6) .  

CONCLUSION:  

Though the Castleman disease is exceedingly rare disorder i t should <1l ays be 
kept in mind as i t s�nimic��ommon systemic i l lness. @mc carlj 
diagnosis and prompt treatment may gi, e rise to satisfactory response & pre /ent 
progression to malignant diseases. 
ETHlCAL APPROVAL: 

None required. 
CONSENT: 

\\ ritten informed consent was obtained from the patient for publication of this 
case report and accompanying images. 
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