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Nodal marginal zone lymphoma: Brief review
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Introduction:

Nodal marginal zone lymphoma (NMZL) is a rare lymphoid neoplasm, accounting for 1.5-1.8% of all ymphomas. Median age
is 50-60 years old, with no gender preponderance. Approximately 20-24% of the cases show association with hepatitis
C virus according to some literatures. There are changing of terminology from the past. In 1986, Sheibani, et al initiated

Monocytoid B-cell lymphoma, while in 1987, Cousar, et al introduced name parafollicular lymphoma.

Definition:

NMZL is a primary nodal B-cell ymphoma without splenic or extranodal lesion.

Site of involvement:

NMZL primarily involves lymph node, and may uncommonly involve bone marrow or peripheral blood.

Key clinical features:

Maijority of the cases is asymptomatic. Localized or generalized lymphadenopathy can be seen. The commonly
involved regions are head and neck, paraaortic or abdomen. Thorough clinical investigation should be done to exclude
extranodal or splenic site. Sometimes, suspected NMZL really is an involvement by extranodal or spenic marginal zone
lymphoma. Some autoimmune disease, such as Hashimoto’s disease, can lead to extranodal marginal zone lymphoma

with extensive nodal involvement.

Morphology:

Cell of origin is marginal zone B-cell. Multiple patterns are described including diffuse (75% of cases), interfollicular
(14%), nodular (10%), parafollicular (4%). Some authors also note some patterns including splenic type, MALT type,
floral type or DLBCL+MALT type.

NMZL usually shows heterogeneous cellular component. Four cellular features can be seen, including centrocyte-like

cells, monocytoid cell, plasmacyte-like cells and large cells.

Immunohistochemical study:

NMZL expresses pan B-cell markers, BCL-2, CD43(20-75%). Although they are usually non-reactive with CD5,
CD23, CD10, BCL-6, cyclinD1, there are some reports of rare positivity to these markers. Thus, correlation with morphology
is highly recommended. Interpretation of immunohistochemistry with care is also a must do. Initial recommended panel
is CD20, CD3, Ki-67 CD21, CD23, CD5, CD43, CD10, CyclinD1, BCL2, and BCLS6, at least. Some new positive stains
are also available, including MNDA and IRTA-1.

Differential diagnoses:

NMZL and its differential diagnoses
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MNMZL= nodal marginal zone lymphoma, LPL = lymphoplasmacytic lymphoma, EMZL = extrancdal manginal
zone lymphoma, FL = follicular lymphoma, CLLISLL = chironic lymphocytic leukemialsmall lymphocytic

lymphoma

Adapted from table 21-3, hematopathology. Jaffe, E, et al., second edition, 2017, chapter 21.

As we all know, scattered large cells can be seen in various
kind of indolent lymphoma, including NMZL. From
literatures, these cells show no clinical significant. However,
when large cells form sheet, it should be counted as large

cell transformation.

Molecular and genetic aberrations:
Rearrangement of immunoglobulin gene are
usually observed. The rest cytogenetic abnormalities are

not unique, including trisomy 3, 18 or 7.

Conclusion:

Please keep in mind that NMZL is a diagnosis of
exclusion. Other small cell lymphomas, or even, extranodal
or splenic marginal zone lymphoma, have to be searched
for before giving diagnosis of NMZL. Interpretation of

immunohistochemical study needs to be performed with care.
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MIsAinuIUSsUIRgUWayvovNIsld Obinutuzumab NU Rituximab SOUAU Cyclophosphamide
Doxorubicin Vincristine ua: Prednisolone luyUdg Diffuse Large B cell lymphoma Alutng
1asunisSnuunnou [GOYA Trial]

Vitolo U, Trneny M, Belada D, Burke JM, Carella AM, Chua N, et al J Clin Oncol. 2017,35:3529-3537.
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1111/ngm3 CHOP (Cyclophosphamide Doxorubicin Vincristine wa¥ Prednisolone) ANVANENNIANH AU WL SR

NsRaLALBNULILIANYIOS [Complete response rate (CR) and unconfirmed CR] agiiatiay 76 uazdnsnislaanlsai 21 (2 year
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AAAIARNZI39ENUAT Direct cell death induction waz Antibody-dependent cellular cytotoxicity Faflilsy@visnmmiiandn
Rituximab aannnsans useazanalunguiag Chronic lymphocytic leukemia (CLL11) %38 Follicular lymphoma (GALLIUM)
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azl#50 G 2174 1,000 mg IV 11 Su7 18 waz 15 2297009 1 wazdui 1 Tuseud 2 D9 8 1i3a R 211A 375 mg/m2 IV

Uil 1 2999017 1 D4 8 faudueLANNTAgAs CHOP 41191 6 114 8 981 (Cyclophosphamide a11a 750 mg/m? 1V Ty
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GA101 + CHOP

Rituximab + CHOP
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qatlszasdnnsAneuan (Primary end point) A dasnsagsaniaalsaaau (Progression free survival) 4auqn

3x89AN19ANH1784 (Secondary end point) sznaufian dnsansatisanlaasan (Overall survival), ansInsatsaning
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Events version 4.0
NN5IATITANNNE DR

UNARI8ENg (Sample size) AMWIRTAaN1UA 1A 1
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WAIAUAANIANHIHALARUNENZY A.A. 2016 T28ZIAINIANHILRAY (Median observation time) 71 29 1ha1 W
JndmanisagsanlneilsnAainisn (PFS) Ananal Intention to treat population aisnanusendnenguinléisu G-CHOP (28.5%)
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gﬂmwﬁl 2 Kaplan-Meier estimates of progression-free
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Obinutuzumab for the First-Line Treatment of

Follicular Lymphoma.

Marcus R, Davies A, Ando K, Klapper W, Opat S, Owen C, et al. N Engl J Med. 2017
Oct 5;377(14): 1331-1344. (GALLIUM study)

NNTANEN phase Ill randomized controlled trial Iu%ﬂfm follicular lymphoma seeizgnana (seeis I, IV was |l bulky>7 cm.)
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wsnatiady uEeumausendnanisliil obinutuzumab faNfLANANLINTR LAz rituximab fanfuaARNTe Taagiloe

nauauetsianiainm azlfifuen obinutuzumab %3e rituximab luszezmaintenance fiann 2 thauauasy 2 U Tned

o

mqﬂﬁ‘zmﬁlﬂﬂ@ progression-free survival 1{unan

HfjilaendingaunisAnmniaunna 1202 au lHFuntsguiily
2 NN NANAT 601 AW LU obinutuzumab 198 rituximab
1 o = o o =2 o a =

fonfugARinga NsAnEE A naIaNRanN AU
ANNANINITAARINT 34.5 LARIINAIAINHA interim analysis

WLIMNGNALATU obinutuzumab HdadauE8INNIATLYES

. S > . CoAMye
TsAannsnauLiein LL@$ﬂ’1§‘l§]’1EIu‘ﬂEm'J’]ﬂQNV]VL®§‘U rituximab

atiildn Aty lnedAnLazannimes 3-year PFS winril 80.0%
et 73.3% uavdngaunissnidiulaa nienduiflugn uas
nsANe Wil 0.66 71 95% confidence interval [C1], 0.51 to
0.85; P=0.001 Tpzdmsnismeuanadliuansnelu 2 ngu
(88.5% gl obinutuzumab uaz 86.9% lunguili
rituximab) uadinadesssu 3-5 wuldesndnlunguiiliz
obinutuzumab (74.6% vs. 67.8%) WReRfLNaznsndewd
TUURN %ﬁwﬂuﬂ@;uﬁi’ﬁ obinutuzumab NNNT1 (46.1% vs. 39.9%)
wadinaAeniinulEveslFun dfRenainanen Ty 59.3%
lungu obiutuzumab waz 48.9% Tunga rituximab (P<0.001).
309091 ABensrAL ALY LAzSIAEeRI2TTA Neutrophi
A1 aeinglsfim §RsnnsiRanzmIndeuiitusunaeis
Tmidbiunnsneidu 2 nau (4.0% lunga obinutuzumab
Az 3.4% lungu rituximab)inaE@ad36 35 AL (5.8%)

U

lungs obinutuzumab AT 46 AL (7.7%) TWNGH rituximab

Tasagiinslil Obinutuzumab fanfAuENARTINTRRINGAYE
n135ne luszaz maintenance Tut’gﬂqa follicular lymphoma
ITHCANAN LN progression-free survival Waauiy

rituximab kazAN1ITININGUNFULIININNGN

Rituximab after Autologous Stem-Cell

Transplantation in Mantle-Cell Lymphoma.
Le Gouill S, Thieblemont C, Oberic L, Moreau A, Bouabdallah K,
Dartigeas C, et al.; LYSA Group.N Engl J Med. 2017 Sep
28;377(13):1250-1260

n19AN®I phase Il randomized controlled trial Iuﬁzﬂ’m
Mantle-cell lymphoma WIsueusendng N5l rituximab
maintenance )N 2 oW W 3 Tuatannistgninalanszen

= [ M Yo . 0
WeuduldlAFuen uaze event-free survival iWluman

1 k2

Hjthendindaunsfneionan 299 au Taaidufifianglies
ndn 66 Difleusnatiaselisunsduionun 240 Au Taegs
panilu 2 nqu nguaz 120 Au ieldTuen rituximab
maintenance uadtgnanglanseaninauiulalizuen uazn
dnsnsiaansanlaglAainnisgnainaadise NN
fudn nemne nsulien rituximab wazN1IRREETTILE
waslgndnglanszgnuanisdnsnusgn naslfeditningss
R-DHAP (rituximab, dexamethasone, cytarabine, platinum
derivative) Tutaausn filaedmanisnananes 89% was
navauesinaanysnl 77%. filoe 257 Auliiunisdgnang

o

lanszan AnaINsBARNKAIAINNIgNMATLIgnng Aa

a

50.2 1AaU 8791 event-free survival 7 4 T WinAy 79% (95%

confidence interval [Cl], 70 to 86) ‘Lun@;uﬁ”lﬁa?u rituximab

maintenance WL 61% (95% CI, 51 to 70) Tungunailizien

INTERESTING
ARTICLE |

TeunnsinaaeaiiiIdATUMatia (P=0.001). 831 progression
-free survival 1 4 Ywinriu 83% (95% Cl, 73 to 88) lungud
1351 rituximab maintenance WU 64% (95% Cl, 55 to 73)

° o

TunguinldlFizuen Saumnsieasiiibiddtymeadial (P<0.001).
. aa Codnwe .

ARNTINITIDATIA Iuﬂ@quim‘u rituximab maintenance
WL 89% (95% Cl, 81 to 94) eIl 80% (95% CI, 72 o 88)
Tunquinlalliuen GewsnsisaeiadibidrAtymeadial (P=0.04)
uazillaAndndaunissandiny 4 I Tnedd Cox regression

| ] | A ve . . Ao A Aa

wugnganan lunguinlasu rituximab taafdndaunisdedim

WINAL 0.50; 95% Cl, 0.26 to 0.99; P=0.04.

Taeagt nslii Rituximab maintenance wasn1slgnang
lanszan Tugilae mantle-cell lymphoma agtias doaLia

event-free survival, progression-free survival LLag overall survival



Rituximab-dose-dense chemotherapy
with or without high-dose chemotherapy
plus autologous stem-cell transplantation
in high-risk diffuse large B-cell lymphoma
(DLCLO4): final results of a multicentre,
open-label, randomised, controlled,

phase 3 study.
Chiappella A, Martelli M, Angelucci E, Brusamolino E,
Evangelista A, Carella AM, et al. Lancet Oncol. 2017
Aug;18(8):1076-1088.

A13ANEN phase Il multicentre, open-label, randomised
controlled trial ‘Lut}ﬂfm diffuse large B-cell ymphoma mqﬁ@ﬁ
(18-65 1) Fimmennsadlealais (age-adjusted IPI 2- 3) gulu
dodan 1:1:1:1 e Beufiennnsli R-CHOP-14 (rituximab,
cyclophosphamide, doxorubicin, vincristine, prednisone)8
cycles el R-MegaCHOP-14 (ie1 R-CHOP-14 wf
PRI TP R cyclophosphamide1200 mg/m? uay
doxorubicin 70 mg/m2) 6 cycles lnglilgnanalanszgn
WAy R-CHOP-144 cycles ANAae R-MAD (rituximab, high-dose
cytarabine, mitoxantrone, dexamethasone) ANNAYE high-
dose BEAM (carmustine, etoposide, cytarabine,melphalan)
memSmf;lmﬁ‘ﬂzgﬂd”lﬂhﬂ?z@ﬂLL‘LI‘LI autologous stem cell
transplant Y R-MegaCHOP-14 4 cycles A1uY R-MAD,
BEAM Lag autologous stem-cell transplantation ANNANALL.
nefidguszasudniag failure-free survival 71 2 3 1u

o '

\ Ay a o LAY M v
nguilifunisignanalanszgn mavuiunguinlaléizunis

' =2

dgndnelanszgnigidinsannisdnunsianun 399 A iy

nstgnanevisunn 199 A uazlilazunisdgnang 200 Aw

175U R-CHOP-14 203 A1 R-MegaCHOP-14196 A laadl

ANNANNITAARINT 72 LARYW WUIN 2-year failure-free

'
a

survival Tunquiléisunisdgnanelanssanwiniu 71% (95%
Cl 64-77) WaiLfiL 62% (95% ClI 55-68) lunguilailizunis
Ugnane Anludndau 0.65 [95% CI 0.47-0.91]; p=0.012)

Tradnsnissentanm 5 Ulduansaiuszudne 2 ngu (78%

[95% CI 71-83] vs 77% [71-83]; HR 0.98 [0.65-1.48];

p=0.91) nadnaAseFaszuLanszay 3 Aulyl wu 92% u
naunlisunsdgnanlanszgnineuny 68% Tunguinlals
Funisgnang wadinaiAssa] szau 3 Il wu 45% lu
nannlgnanelanszgnineuny 16% lunguinlalidgndne
o A = ) = : =
HafinaAnsdn Anuleuanuileainuaseszuuiaen
U v

1A nzwnandaulussuunianuanunslaany 25% lu

nanngnanglanszgnineuiu 10% lunguinlylidgndne

>

D) e

uwazifAadanaInn1sinm 13 au (3%) Tneunguinléizy

nstgnang 8 aw waznguilalisunislgnone 5 A

Tneagd nasiinauIALazAINDL8Y R-CHOP Aangiae
autologous stem-cell transplantation 1uﬁ’3ﬂ'uf;| diffuse large
» Ao I o
B-cell lymphoma engfiaeninensnflsalin doaandmsn
NM9RNINA209NNIF N ALHARE LA LN SN TUI ALAS
pxDed R-CHOP lneldlifunislgnanglanszgn atndls
Anuuan1sAne ldadiayunisiinawn wazaubaes

R-CHOP 1iia9annldiiuasia overall survival.

TP53 mutations identify younger mantle
cell lymphoma patients who do not
benefit from intensive chemoimmuno-

therapy

Eskelund CW, Dahl C, Hansen JW, Westman M, Kolstad A,
Pedersen LB, et al. Blood. 2017;130(17):1903-1910
ANFANEILLL retrospective cohort FLuﬁ,I:ﬂQEI Mantle cell
lymphoma 7z81e [I-IV mqﬁ‘ﬂﬂﬂdﬁ 66 1a1n Nordic MCL2
and MCL3 trials %qvl,ﬁ?umﬁﬂmmmﬁm%ﬁwmLmﬁﬁﬁﬁm
filsenandng Rituximab LAY cytarabine (dudaudsenay
waraNfaanislgnanalunszgnuuy autologous stem
celltransplantationTmﬂﬁffmﬂi:mﬁLﬁﬂmﬁﬁﬂmaﬁuﬁqﬂﬁu
filnaredsz@naninnna¥nun nednenannlanszgnaes
filag 183 Au wudndadededanasianansallsadi e

o

N1335N®1ATN univariate analysis MHwA NM3RNMINANERLE
18981 TP53 (11%) 4oz NOTCH1 (4%) Wazn13il deletions
204981 TP53 (16%) WAz CDKN2A(20%) T9896asaNALNNg
1 MIPI %38 MIPI-c iUy high risk, blastoid morphology
uaz Ki67 > 30% aeinelsimn a1n multivariate analyses
HiNensnaRUgIesEl TP53 wintlunasuasadnsinig
200395 (HR, 6.2; P < .0001) Td31azil MIPl-c sy high risk
A 1 X dl = o ogj | d‘d
wsald Tnanensnilsmadinisnauiiugnlunguniinig
naneuguedEiu TP53 Aidwansnflsatiue TnadAnatsues
n3senTinies 1.8 U uaziinanduiduiiveslsn 50% u
1 1 weudunguinlddinisnaiaiugaectiu TP53 daiien
aa = ] =
NAN9N1998AT3R 12.7 I (P < .0001) WATWLIIN19HNS
naeufaasEu TP53 1l dAuiusiun1sil Kie7 > 30%,
blastoid morphology k& MIPI high-risk uazlinavanes

Augafiinfauaznislgnanslansean

Tnaagnisnunisnaneiugaestiu TP53 mutations 1w mantle

| = P VR S ) =
cell lymphoma U\?ﬂ\‘iWﬂ’]ﬂ?m‘lflllNW eﬂﬂimm@ﬂ@u@ﬂﬁl@ﬂﬁlmﬂ
1in1inlunga cytarabine, rituximab waz autologous stem-cell

transplantation.

INTERESTING

ARTICLE |

Safety and tolerability of
pembrolizumab in patients with
relapsed/refractory primary mediastinal

large B-cell lymphoma
Zinzani PL, Ribrag V, Moskowitz CH, Michot JM, Kuruvilla J,
Balakumaran A, et al. Blood 2017 130:267-270;
(KEYNOTE-013) nMsAnm#1uuL cohort szeiz 10 Tugilag
primary mediastinal large B-cell lymphoma Nmnauaues
fuga waznaududn Ine Anwnnaaeen pembrolizumab
#91flu antibody sia PD-1 lufjilael 18 AunNeeaae 30 T
wazlFiFunnsfnedasanaiitntnniudo was 3 grsiaad
v = o a 'y a a |
filag 17 aungninudiaszilss@nsninaeden wudn
filael 11 AU (61%) NanadinaAesanen dedaulugiiilu
v = o/ =B 2
padnaimesluszay 1-2 warldiglavgasnainuading
WenTiialu AruauinnauauasAniu 41% (7/17) uay
an 35% (6/17) N12A 1 HLIIAAST LHALTZIRUANNAINTIE
1 a % a =) 1
WL91 81% HIUARBLAAAY N1TRARINITAAUDNAINANINNT
FARINT 11.3 1haK nudnldannnsndssifinaAinansaes
srazinainisaauanedli uazifilee 2 Aunlsnasu

wiieinwld 2 1 AnangressnsInIsNdInsantiani

Usziliuls §inavauasianundinilitnagiqagadine

U

2aan19fiLdieya

Imﬁm;ﬂm?m@mu@wm primary mediastinal B-cell ymphoma
PR o & g . 4 o oa
NABEN LL@gﬂ@ULﬂusﬁ’] A8 pembrolizumab DNELENNNANIS
dl 1 | ¥ o b a
pavduasniianla wazAauivdasnsis Tnanadnames

P o
N mmmmmmmuaﬂm




INTERESTING

ARTICLE |

Dose-adjusted EPOCH chemotherapy for

untreated peripheral T cell lymphoma:
a multicenter phase 2 trial of west-JHOG

PTCL 0707 Maeda Y, Nishimori H, Yoshida |, Hiramatsu Y,
Uno M, Masaki Y, et al. Haematologica. 2017;102:2097-2103.
n135n1 peripheral T cell lymphoma #28 CHOP therapy €19
TallEnahiiiinala uas front line therapy Tivmnyaueidli
daiau IiRNsANE3a8 multicenter phase 2 study laa ATl
111Jngms dose adjusted EPOCH @3N untreated peripheral
Tcell lymphoma HEtlaendindandds 41 vinuw. 21 sendu
PTCL, NOS. 17 entlis AITL. 2 9entlis ALK pos ALCL 1 9aiilu
ALK neg ALCL. median age 64 I (Wde: 32-79 1).mnu
international prognostic index criteria. 51.2% iy high-
intermediate 1198 high risk. ORR 78.0% (95% ClI, 62.4-
89.4%), CR 61.0% (95%Cl,44.5-75.8%) median F/U time

24 1Ay, 2 yr PFS 53.3% (95% Cl 36.4-67.5%) 2 yr OS

73.2% (95% Cl 56.8-PFS84.1%), luffileianetioaindn 60 T wu

A11N12PBLAUBIA ORR 94.1% WAL CR 70.6%, PFS 62.5% waz

0S 82.4%. grade 3 adverse event L1 aeigaAn neutropenia

(74.5%),anemia (40.8%), thrombocytopenia(22%) wae

febrile neutropenia (9%) AINHAAINAIIUIRZNANTIUN

dose adjusted EPOCH Lilu first line treatment 411151 PTCL

9.53888 §osstuussu
awnlaradnegn [sowsnunassdn

First-line antibiotic therapy in helico-
bacter pylori negative low grade mucosal
associatedlymphoid tissue lymphoma
Kuo SH, Yeh KH, Wu MS, Lin CW, Wei MF, Liou JM, et al.
Sci Rep. 2017;7:14333

mﬂ%mﬂﬁ%unﬁﬂﬁﬁm Helicobacter pylori (HP)
azdlilsz@ndnngelu HP positive low grade gastric mucosal
associated lymphoid tissue (MALToma), waununlunig
?”m:mri’gﬂwﬁ HP negative MALToma f¢lifufins i
fadulAdssilunadns uaz predictive biomarkers
Tut{tlael HP negative localized gastric MALToma Algsuen
UfjTaur Heuwed HP negative status nNneiaazfiadléing
AUA’N histology,rapid urease test, 13 C urea breath test
LAY serology.

fAdumudn response 9 A1 25 978 LAz complete
remission 8 918l Wa¥partial remission 1918 LATWUAN 7
1 16 981 (43.8%) TlallERaT t (11:18)(q21:921). ustlaiw
el 9 mefilFuasians ﬁ?ﬂméﬁqﬂmﬂﬁ%qu:.uﬂﬂmnfﬂ“ﬂ
WL biomarkers%‘lu%lu‘ﬁl‘ﬁ'm predict outcome 2BINITTNEN
1Aun 1. nuclear bel 10 expression %Wi_lzgﬁsﬁslu antibiotics
unresponsive tumor (W1 14/16) 11NNI1 antibiotic responsive
tumor (W1 1/9)
2. nuclear NF-KB expression %@ﬁﬂ’ﬁﬂu antibiotic unresponsive
(12/16381) Lﬁmﬁﬂuﬁumjuresponsive tumor

nanalanasl wudndauzesdineildnaainnsld
#1fjiaur Tun1s¥nen HP negative MALToma wedspas

¥ [ . . 1 |
m”lmmgmm cytogenetics LA biomarkers foaazdne i

A as o del
NITIABANITNITTINBIININTU.

Targeting bruton tyrosine kinase
with ibrutinib in relapsed refractory
marginal zone lymphoma

Noy A, de Vos S, Thieblemont C, Martin P, Flowers
CR, Morschhauser F, et al. Blood. 2017;129:2224-2232.

Marginal zone lymphoma (MZL) i1 B cell
malignancy Tisinazimnudusiug @enleiunisielde
Go%, %'qm‘:[?;u B cell receptor signalling. LazAINNIALE
B cell azll survival Az proliferation fiunnfinting

ﬂmzﬁﬁﬁ/ﬁiﬁﬁﬁmiﬁﬂmwu multicenter,open labelled,
phase 2 ietlsoiutlsy@Andnn  uavAnulasnduues
ibrutinib Tunnsfnenunuda > vsa = 1 uazlfsy anticD 20
antibody 3 Eilaeazlfi ibrutinio aW1A 560 mg Fay 1
AF9aundnayi] progression sanuuadinaaelailig, aangig
63 318, median age 66 T (W#,30-92) median number 184
ns¥nmn ewniing = 2 ( ke, 1-9). Tuf{lae 60 578 ORR
48% (95% Cl, 3562) a1n median follow up 19.4 A1 median
duration : not reach. grade 34 adverse event (AE) fﬂ/ﬁ anemia
pneumonia WAy fatique. serious AE wu'ld 44% grade 3-4
pneumonia Wuiﬁﬁﬂﬂﬁqm (8%) rate of discontinuation Wil
15 17% uaz rate of dose reduction 10% ANAAL

single agent ibrutinib mmmm:ﬁulﬁlﬁm durable
response uazil benefit/risk ratio agflunaaiiiinela ua

wunisconfirm ununees BCR signalling lunzideaiiail,

INTERESTING

ARTICLE 1l

Antiviral therapy hepatitis C as cu-
rative treatment of indolent B cell

lymphoma.

MerliM, Carli G, ArcainiL, Visco C. World J Gastroenterol.
2016;22:8447-8458.

ANNANNUETENING HCV az B cell NHL WuLAL
o o a | o A 4 A yy
dpanndayanisezuningn usvanguniaeieliuan
Tunnstsuenmuduiisees HCV uaz B cell NHL Aanng
ANEIAINNATINITDTRY antiviral treatment Aqg) interferon,
a1qaz lsaunL ribavirin Wsa ldi lA WaFne1 marginal zone
lymphoma

=2 9 o Yo o

ANNIANEHaUNA9E 981131 100 318 ORR
77% (CR 44%) waz response aglfiunu 33 1hiaw uazan
metaanalysis,AMLELIE 254 9181 ORR 73% Wwazuananiisy
WUANNANNUTIZUING viral response WAz hematological

response A8
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Us:oa

frlosmne 81g 55 U a7@nAg HRAUWY 41918 snuunng

b4 ‘ﬂl o P4 Ay v b % A Ay A
mﬂLi@\‘imm"l,mn@uwwmu@ﬂmumqm 3 LAaY NVL"IIN’] 12U

Tuinan 6 nlansy ludag 2 aunauNi 199neNLa

01S29S1MY

ECOG performance status | no cervical and axillary
lymphadenopathy no hepatosplenomegaly illed defined
pelvic mass at right lower quadrant abdomen, 5 cm in
size, not tender bilateral inquinal lymphadenopathy, 3-5

cmin size

N1SAS2PNIWKIOUNUANTS

CBC: Hb 12.6 g/dl, Hct 38%, MCV 84 fl, wbc 12,680 /mm3,
N 89%, plt 576,000 /mm3

LFT: albumin 3.9 g/dl, globulin 3.5 g/dl, TB 0.6 mg/dl|, DB
0.4 mg/dl, AST 42 U/L (normal 0-37 U/L), ALT 29 U/L
(normal 0-41 U/L), alkaline phosphatase 214 U/L
(normal 35-110 UL)

LDH: 813 U/L (normal 135-225 U/L)

Abdominal CT scan: matted lymph node at right external iliac,
3.3x4.6 cmin size, and bilateral inguinal lymphadenopathy
Right inguinal node biopsy: diffuse large B cell lymphoma

Bone marrow study: no lymphoma involvement

Usz3anisatdulsa

filaeli¥uni99tiade diffuse large B cell lymphoma
(DLBCL), low intermediate risk [age-adjusted International
Prognostic Index (IP1) score (1/3)] l&5un1s5nufng
R-CHOP (rituximab, cyclophosphamide, doxorubicin,

vincristine, prednisolone) n 3 dtlanyi 1Al R-CHOP A%N 4

W91 right external iliac node a1 CT scan ﬂﬂ@dﬂizuﬁm

SA.UW.WStwa J9v
MASBIDYSANEAS ATUIWNYFANAQS
UKIONENAYULSFDS

il (3.0x2.2 cm) a9l#i R-CHOP sialdan 4 A% 99w 8 A5s

o

TaeseniNgl9iN195NEN LASUAIAURANIITNAE R-CHOP

q

v
o o

finnsfndaanslenafedumanensedall

w&al R-CHOP Aausn wu oral thrush l§unns
Fhefae nystatin i neutropenia (absolute neutrophil count
703 /mm?3) R34 secondary prophylaxis #a8 filgrastim

lunisfneafasia N0

R

UPRIGHT

&4l R-CHOP a5s#t 5 1114 1o 3 d1lansi wu diffuse
interstitial infiltration 1N chest film LAY diffuse ground
glass opacity nszanglutle mdgmm%]wmn chest CT scan
f1laal#5un199i1 bronchoscopy il vocal cord paralysis
q1N candidiasis k&g CMV pneumonitis 1N endobronchial
biopsy %QW‘LI inflammatory cells with intranuclear inclusion
$9uTiU positive CMV immunostaining §tlael#3unnsinu
a8l intravenous ganciclovir 2 #Uan% CMV viral load a1n
8,460 copies/ml (3.93 log) AMAIAUDY undetectable Naw
nautinu uazldFu oral valganciclovir Laz nystatin siaiflng

1913 R-CHOP At 7 & skin nodule fitlanansilene
1#5UN1391 excisional biopsy NaLili phaeohyphomycosis

aNN306A lesion aanlAnum 2 HaL UAIAUGANIITNEN

114 la 3 4Uank wu diffuse interstitial infiltration #2871
multiple patchy infiltration @10 chest film Wag diffuse fine
reticulonodular opacity 987U scattered ground glass opacity
nsvaneintlan mmzﬁuéﬂqaﬁqiﬁ% valganciclovir Lag nystatin
Faliiag filaerli31n391n bronchoscopy Wae bronchoalveolar
lavage WL cyst 184 Pneumocystis jirovecii 810 GMS LLag
Giemsa stain a4l#FUNN531a4e Pneumocystis pneumonia
(PCP) uazl#inns3nAag cotrimoxazole

4 \ReuvdidugananEnn R-CHOP §1l4 o wiles
10 44 WU consolidation # right lower lung &tlngl63unnsvin
bronchoscopy Wbag transbronchial biopsy WU cluster of
septate fungal hyphae with dichotomous branching a1n
GMS stain l#innsatade invasive pulmonary aspergillosis
1#51NN35n118ael amphotericin B LWag voriconazole faifing

6 e nAIAUAAN9NE KL R-CHOP frnaf
esophagogastroduodenoscopy WL multiple duodenal ulcer
W& duodenal biopsy WU enlarged epithelial L endothelial cells
with eosinophilic intranuclear and intracytoplasmic inclusion For il
positive CMV immunostaining ﬂmzfuLLWVl?_ﬂﬁW;J‘m valganciclovir
11lu&n Fedeendunnlfin1ssnmm CMV enteritis 8nA%S LAY
pnaulaliinnsfnenniae hypogammaglobulinemia #a¢
intravenous immunoglobulin (IVIG) esanndanmdn
AU serum globulin @fyu'slul,ﬂm'ﬁﬁﬁ"ﬂmﬂ Tnefiua LFT fisil
LFT: albumin 2.8 g/dl, globulin 0.9 g/dl, TB 2.89 mg/dl, DB
1.93 mg/dl, AST 24 U/L (normal 0-37 U/L), ALT 5 U/L
(normal 0-41 U/L), alkaline phosphatase 94 U/L (normal
35-110 UIL) Whafni@emednanssidlslfiss immunoglobulin

(Ig) level Walfin1safiadani1azAanana wianel globulin

£
o KX A

900 mg/dl (0.9 g/dl) Tarluszrvand Ig Hanrum aal AN
Wldunfisesu 1gG avagluseaunaings 600 mg/dl

79141 1un13739a88 hypogammaglobulinemia

onuUs1y

7 dy o 1 [V A = . .
Qﬂf;ﬂﬁ‘ﬁﬂulﬂummn\‘lm\‘lQﬂ’mmm@m hypogammaglobulinemia

o 9

aNNN9FNENSag rituximab FaNAULARLTNTR dannainAn

'
=3

v
serum globulin AaU UWATUASAUGANITTNHITILANFNIIY

a819MIN (3.5 uar 0.9g/d)) Ineffilheinsfindeunindeu

CASE

DISCUSSION |

09; 1 caay o 1 dal dl
naneAfe agelsnandedunndn@eacalaniainy
Tufftlaeiets Taidrazfli CMV pneumonitis / enteritis, PCP 1132

T . 1% . = 1
candidiasis @111 intracellular pathogen TIABNNITIEUU
cell-mediated immune respose (CMI) lun19n19mLT8
daufenilANLNNIaI U939 LILhumoral-mediated immune
response (HMI) a0 B cell deficiency Mifialusagiloe aai
AnudAtylunalnn1anian extracellular pathogen Ingl

a a a d‘” o 1 =® o Y @ K

RNIZLLANEY NNIRa@asinantadiufAaLanalidiun
ANNANAUSTEN hypogammaglobulinemia Lae B cell deficiency
{10 rituximab AUIZULCMI

AMNNSANENNLAN humoral immunity a1N CMV-specific
antibody @HNINALANNITLNINIZANEIEY CMV Tuniynaaed!

. . . o

712919 IUAUNLAT 1gG deficiency anawtlutlasaideslunig
AnEa CMV aannnsny disseminated CMV Tujtag common
variable immunodeficiency 9l hypogammaglobulinemia? 3
WAZNIIWL CMV colitis uftlaer rheumatoid arthritis @98
hypogammaglobulinemia s M rituximab? wenanni
e nunugas W NRANNLnnGeaaes T cell iy
hypogammaglobulinemia g lfiiaNsFiame CMV 48
Tnefianenunsiiade CMV quusslugioe cardiac transplant
JRYEYE . P o o
AEFY immunosuppressive therapy 5 918 TINTEAU IgG AN
(323 i 18 mg/dl) Wsuiu cardiac transplant an 15 9781 N
lifnsAnEme CMV wazlszau IgG Unf (639 + 63 mg/dl)
sre91uaananatlszauangndalunisld IVIG sandu

antiviral therapy Tun135n1n°

f




a A

Pneumocystis jirovecii ilmasaAyhanssaiie

o

arelanalufinelsniand Jeuanslifiufienudndnae
CD4+ lymphocyte Tunnafndaie Tnenamiientih uazNIThY
phagocytic cell TneImsa iTe ﬂixrfiu B cell IﬁLﬂﬁﬂuLﬂu plasma cell
‘ﬁlmg'i“’m Pneumocystis-specific antibody wazyn e antibody-
mediated phagocytosis NIAUNLANNANATYUAS B cell i
feannIAAIEe Pneumocystis éu@’mmiﬁqmm'jmwmmﬁ
13131 B cell fiAnnsesiantsiinide Pneumocystis FusiLf

|
A . a
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DISCUSSION I

Anaplastic large cell lymphoma (ALK positive)
with huge right atrial mass and massive pericardial
effusion; a case report
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General appearance: A young Thai male, mild tachypnea,
fully conscious, BW 101 kg, Ht 185 cm
Vital signs: BT37.10C, RR 22 /min, PR 100 /min, BP 130/80
mmHg, pulsus paradoxus <10 mmHg
HEENT: pink conjunctivae, anicteric sclerae, cervical and
supraclavicular lymph node were not palpable, tonsils not

enlarged, no oral thrush, no oral hairy leucoplakia
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WaasddN1wKovUNUANAS:
1. CBC: Hb 14.2 g/dL, Hct 42.7%, WBC 9,200 /pl (N 68.7%, L 20.3%, Mono 8.3%, Eo 2.3%, Baso 0.7%), Platelet 281,000 /ul,
MCV 82.9 fl, RDW 13.1%, Normochromic normocytosis RBC

2. Blood chemistry: BUN 9 mg/dL, Cr 1.23 mg/dL, Na 143 mmol/L, K 3.38 mmol/L, ClI 103 mmol/L, HCO3 26.6 mmol/L,
Calcium 8.5 mg/dL, Phosphorus 3.9 mg/dL, Magnesium 2.2 mg/dL, Uric acid 5.4 mg/dL, TP 7.3 g/dL, Alb 4.4 g/dL, Glob
2.9 g/dL, Chol 156 mg/dL,TB/DB 0.8/0.3, AST 17 U/L, ALT 26 U/L, ALP 72 U/L

3. LDH 258 U/L (240-480)

4. D-dimer 2.41 mg/L (0-0.5)

5. Coagulation: PT 13.1 sec (12.0-13.9), INR1.14, PTT 30.3 sec (26.7-37.5)

6. Serology: Anti-HIV non-reactive, HBsAg negative, Anti-HCV negative

7. Ultrasound doppler of lower extremities: acute deep venous thrombosis in right femoropopliteal vein

8. Chest X-Ray: borderline cardiomegaly, no pleural effusion, no pulmonary infiltration

9. Electrocardiography: sinus tachycardia with generalized low-voltage

10. Echocardiography: large pedunculated right atrial mass size 7 cm with tricuspid valve obstruction, large amount of
pericardial effusion without cardiac tamponade, good LV systolic function, LVEF 65%, no RWMA, normal all valve structure
11. CT scan chest and whole abdomen (non-contrast study, due to contrast hypersensitivity):large amount of
pericardial effusion about 3.1 cm in thickness, multiple intraabdominal lymphadenopathy from celiac, peripancreatic,
aortocaval, paraaortic, along mesenteric roots region, both common iliac regions and both retrocrural region about
1-1.3 cmin short diameter, liver and spleen were unremarkable, partial right ureterohydronephrosis change
12. Intra-Operative finding: mild cardiomegaly, massive straw-color pericardial effusion 600 ml, right atrial mass with

solid consistency and irregular surface, originated from coronary sinus, normal tricuspid valve

13. Pericardial fluid cytology: negative for malignancy (some small lymphocytes and histiocytes)

14. Pathology of right atrial mass: malignant round cell tumor, consistent with anaplastic large cell lymphoma, ALK
positive, immunostaining shown AE1/AE3 negative, LCA positive, CD20 negative, CD3 positive, CD30 positive,
CD99 positive, CD138 negative, Ki-67 positive 60% of tumor cells

15.Right groin lymph node biopsy: consistent with anaplastic large cell lymphoma, immunostaining shown LCA
positive, CD30 positive, ALK positive, AE1/AE3 negative, CD3 negative, CD20 negative

16.Bone marrow biopsy: Hypocellular trilineage marrow, Cell:Fat ratio = 50:50, M:E = 3:1, no evidence of lymphoma involvement

Heart: engorged jugular vein, no active precordium, PMI at 5t
intercostal space mid-clavicular line, tachycardia, regular
rhythm, audibleS1 S2, no murmur, no pericardial rub, no faint
heart sound

Lungs: equal breath sound, no adventitious sound
Abdomen: obese abdomen, soft, not point of tenderness,
liver and spleen were not palpable, liver span 9 cm, splenic

dullness negative

@

Groin: right inguinal lymph node enlargement 5 cm in diameter,

firm consistency, not movable, no redness, not warm, not tender
Testes: no abnormal testicular mass

Ext: pitting edema entire right lower extremity, no superficial
vein dilatation

Thighs and legs circumference: right thigh 57 cm, left thigh
48 cm, right leg 43 cm, left leg 39 cm

Neurological exam: intact

Picture1: Right atrial mass, solid consistency with irregular surface, size 6x5 cm in diameter

(gUning wey.5ndu adanniaiaed Aasunmndneasen Tsaneunazeuniu)




Picture 2: Right atrial mass (H&E), positive immunostaining for CD30, negative for CD3 & CD20, Ki-67 positive 60%

(gUn 1 ing ww nARa Tl nasuan wansunndlaaneI LI TauILNIL)

Picture3: Right groin node biopsy,
positive immunostaining for CD30
and ALK(gUn 1 ine un.waddail neq
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