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INTRODUCTION

The majority  of nasopharyngeal  lumors are
malignant. These tumers are classified according Lo
their frequencies as

- Sguamous cell carcinoma

- Malignant lymphoma

- Miscellaneous 0 (adenocarcinoma, plasniacyioma,
vylindroma, rhabdomyosarcona)

Nonglandular, nonlymphoid malignant temars of

masopharyny are penerally termed NIPCL These are the
most common wmors ino this regon, According to
WHO, they are classiticd inlo Lhree types:

(13 Sguamous cell carcinoma, keratinizing, type 1

(2) Squamous cell carcinoma, nonkeratinizing, type
Il.

(3) Undillerentiated carcinoma, type I1

The most trequent type of NPC is undifferentizated
type, also-called ymphoepithelioma, Epstein Barr (EB)
viruses play an important role in pathogenesis of this
tamor.  Undifferentiated  nasopharyngeal  carcinomsa
(UNC) is one of the most common amors in sauthern
provinces of China. Unilateral upper corvical melastasis
Bowsually the most common clinical  presentation.
Similur tumors have beep reported in the stomach, skin
lung, thymus, salivary glands, tonsil, and utering cervix

(1-6).

MATERIALS AND METHODS

Al cases of NC and muetastatic undifferentinted
carcinoma (o upper cervical Iymph nodes reported 0
the Institute of Cancer duering [990-1994 (5 years, 118
cases) were reviewed,

34 cases were omitted from Lhe study for reasons
such as abscenoe of clinical & microscopical features of
NPC, poor quality of shides, unavailable paraffin blocks
and known primaries,

88 cases (Bl patients) including 37 nasopharyngeal
and 44 ymph nodes biopsies were chosen. 7 patients
had synchronous or metachronous  lymph-nade and
nusopharyngeal biopsies.

Tissue samples were fixed in formalin, embedded in
paraffin, cut to thin sections and stained (H & L) for
light microscopy.

For  mmmuenchistochenicl after

(IHC)  stody,



Masopharyngenl carcinomna

deparatfinization sections were stained by antibodies for
leukocytic common antigen (LCA) epithelial membrane
antigen  (EMA) (monoclonal  antibody, Merck) and
ayickeratin {DAKO). For clectron microscope (1M
atudy, paraffin hlocks were deparallinged (using Xylen
or chloroform), hydrated, cut into 1 mm2 pieces,
washed in buffered solution, processed, embedded and
blovked in Epon. From these blocks thick and thin
seclions  were  preparcd  and  studied by electron
microscops {Fhilips).

RESULTS

Paticnts ranged in age at diagnosis from 9-90 vears,
(mean: 48.5) There were 57 males and 24 woman
(M/F = 2.3, Fig, 13, age distribution curve was bimodal
with two peaks at decades 2-3 and 3-6, (Fig. 2) the
mast frequent clinical presentation was neck mass (71
cases, 87.0% ). The other clinical presentations are listed
in (Fig. 3).

Table 1. Lymphatic spread of NG

ES
* Jugulodigasiric n
* Upper deep cervical it
* Tugulahyaid 34
* Bpinal accessory %
* Inferior cervical 20

The most common  histological type was UNC,
WHCY type [T1 {69 cases, T84%, {Fig, 1} Three cases
{3457 were nonkeratinizing squamous cell careinoms,
WG ype 11 (Fig. 2) and four cases (4.3%) were
malignant lymphomi.

Fig. L. Undilferentiated nasopharyngeal carcanema,
typee EEE WEHIC) 2 1000

In those cases in which dillerentiation  belween
malignant lymphoma, large cell type and UNC was nol
possible  staingg for ant LOA were positive 0 3

vases (Thg 3]

Fig. I Linidifteremicoed mosoplarengeal Carcnent,
vepe [ WTICL 0 i

Fig. 3 lmmunohistechouncal sty Lo LA
L TN

Positive  eytoplasmic reactivily  Tor EMA andifor
cytokeratio were seen i lour cases (Fig, 4,3),

In EM study two of the three LOA-positive cases
wire losely cohesive and had irregolar nuclen (Fie o),
while three of the four cases which were EMA- and/for
cyiokeratin-positive,  showed  (onofilament  and/for
desmosomes  (Fig. TRy These  procedures  were
inconchesive n Ove cases, {Tab, 2,
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Table 2. Components of prognosis score in nasophanngeal carcinama

Seare
isk facior IF yis I na
Score o death
Beven or more symploms +1.14 b
Moudes positive in lower neck or supriclavicular region + +1.11 0
MWD type [ lumor +1.04 0
Extensive tumer i nasopharyny +1L53 4]
sSymploms for = 2 months 063 i)
Seore o death in cluding ADCC
ADCC titer < 12960 =136 1
SEVED OF I0Ce SYnpromns +1.24 Ll
Moddes positive in lower neck or supraclavicular region +1.1% 1
W type T tumeor +1.14
Fatensive fumor in nasopharymg +i0, 56 1
ADRCC titer = 1z 15360 -LLED ¥
Symptoms for < 2 manihs -1.05

* Prognosis score s coual to sum ol scores.

Fegression weights: negative value reflects betler survival (losver seore)

Modes helow skin crease extending Iaterally and hackward from thee liryngeal eminence and including the supraciavicular fossa
(Hu's line)

Ahbreviations @ ATCC Anfibody-dependent cellular ovtstoxiciie - WO World Tleahih Sheganization

Fig, 4. lmmunahistochemacal staining lor EMA, Fig. & Mulignant Iyimphoma. note the dischohesive
e hni] tmoral cells. >0 B795

R

Fige. S Tmmnestnstochenncal staming lor optakerating =0 1000 Fig- 7, UMNC Inteacellular omolilzent. 2 U750
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Toble 2.Results of EM and [HC study

Mo Cytokeratin EMA LCA  Desmosome Tonolilament
I + + - + +
2 5 - + - +
3 - - % + %
4 : = + 3
5 - + - -

& E £ x * *
7 . = + * -
& #F - . = 4
4 . + - -
10 + &+ - + .

+positive - Negative Finconclusive

Fig. $ UNC desnusome, #2725

DISCUSSION

Masophanyngeal carcinoma accounts for 3% of
malignamt tumors of head and neck (7). [ts distribution
varied in different parts of the world. 1t is one of the
most common malgnanl umors in southern provinees
al China [8).

Age incidence corve s bimodal with peaks at second
aned sixth decades (9). In this study patients are 9-93
years old (mean = 48).

MNP has a close relationship o viral inlection,
Cneogenic potential of the B wirus 0 Burkits
lymphoma and NPC is wellknown (10,11,12,13, 14}
Direet and ndirect effects of this infection is only seen
in undifferentiated nasopharyngeal carcinoma, WHO
type IT1 Serological tests lke antibedy Liter 10 early
anligene [Ag), virus caspid Ag, and antibody dependent
cellular cytotoxicity (AIDCC) are reliable lesis nol only
m lollow up of patients bat also in cpidemiclogtic

studivs. There 35 a reverse relationship between ADCC
and antibody to viral caspid Ag. HLA A2 BW 40, B16,
smuking vitamin A and vitamin O deficiencies are arther
persumplive efliologic factars. Meither of these factors
are investigated in the present siudy,

MPC is [requently  located  in the  latcral
mmsopharyngeal wall, around the tossa of Rosenmuller.
Considering the numerows vmphatic channels in the
submueosa of this region, asymptomatic tmaors are apl
to melastatize W regional lymph nodes. The  firsy
metastatic nodes are prevertebral groops which are not
palpable, The most common palpable metasiaic nodes
the  superior  jugwlar groop. Contralateral
emph-node metastasis 5 nol wnusual, Lymph-node
metastases o order of frequency are listed in table 1

Locul manifestations vary in accordance with tamer
loeation. Tumors located at the Rosenmualler fossa may
camse 0is media and hearing loss. [F a tumor oceludes
the posterior nasal ostia, it may cavse stuffing, and
cpistixs, By mvasion of  carcinoms vig foramen
lcerum, paralysis of cranial nerves VI, IV, W
develop. In extensively invasive tumors  paralsis of
cranial nerves IX, X may alo be seen. Proptosis,
Horner's syndrome and rarely paraneoplastic syndromes
(15} are other clinical presentations,

The most frequent elinical preseniation o our study
was cervicnl mass (71 patients, 87050 Pain, nasal
stuffing,  hoarseness, headache  and  cranial  nenees
paralysis are the other clinical manifestations {Figure 3}

Survival is affected by the paltient™s age and staging.
There are dilferent staging systems for UNC including
system of the American Joinl Conmmitles for Cancer.
system ol International Wnion Against Cancer, und the
WO systen. Bach of these syslems have advantages
and disadvantages, 1l seems that WHO system has o
better corrclation well with prognosis (27 On the
bascs of & prospective stucy Brayan Neel proposed for
u working lormulation for staging as presented in, table
2 (28, 29,300

Ruadiation therapy is the treatment of chowce for
UINC, Adjuvant  chemotherapy  reduces local and

Are



regional recurrence rate (31,32,

In summery, dilferentiation of UNC from malignant
lymiphoma s sometimes difficull and even impossible by
light microscopy. In these cases immunohistochemical
study for eytokeratin, EMA and LCA as well as EM
shucly are of great dingnostic significance.

Ciressly, tumaor may be dillicull to detect in most of
cases, When wisible it may be nodelar, wlesrated o
cxophytic,

Microsopically NPC is of three types: keratinizing
squamous cell carcinoma, WHO type T {this tumaor like
uther squamous ccll carcinomas of aerodigestive tract
has definite squamows differentiotion and  does not
shoay association with BBV infection), nonkeralinizng
squamous  cell carcinoma WHO type 11, and
undifferentiated  carcinoma . WHO  ype IIL A
considerable proportion of types 11 and III {so-cafled
lymphoepithelioma) are accompanied by a prominent
inflammatory infiltrate rich in ymphocytes. Inoas much
as the lumphocytic population is not neoplastic the lerm
“lymphospithelioma” is & misnomer.

Meoplastic cells are large and have oval vesicular
nuclei with & smooth  outline and  single  large
cosinophilic nucleoli. Two patterns of growth may be
seen. One which s referred 1o as Repaud's (ype,
consists ol well bordered islands of epithelial cells
embedded in fibrotic stroma and lymphoid cells. In the
other type, which is referred (oas Schminke, neoplastic
cells have diffuse growth pattern. This type is usually
confused with malignant lymphoma, large cell type {16).
carelul examination of nucle of neoplastic cells usually
eslablish  the diagnosis, The nuclei of  malignant
ymphoma are more irregular in shape, containing
coarser puclel and  pucleoli which are smaller and
basophilic,

The most commeoen histologic lype in our study was
UNC, WHO tpe [T (69 cases, T84%). The
histological  type of the remaining  cases  were
nonkeratinizing  squamous  cell carcinoma (3 cases,
34%) and malignant lymphoma, large cell ype (4
cascs,  4.5%),  Differentiation  between  NC o and
malignant mphoma was not possible in 12 cases,

Immunohistochemically, UNC  shows  eytoplasmic
reactivity for cytokeratin and EMA {17, 18, 19, 20, 21,
22). A population of $100 protein positive dendritic
cells may also be present (23, 243 In ouwr study
immuncreactivily for ovtokeratin and [/ or EMA were
seen in four cases. Three cases showed cytoplasmic and
membranous reaclion with antibody to LCA, three
cases were nonreaclive | because of denaturation of
antigenic proteins in fixation andjor processing,

Ultrastructurally, TUNC containg tonofilaments and
desmosomes (25, 26), In present study these struclures
wore seen in three out of four cases which were positive
far cytakeratin andfor EMA, Two of thrée cases which
wers LOA-positive were  losely  cohesive and  had
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irrcgular nuclear membranes, In fve cases, EM study
wis inconclusive owing to profound processing artefact
and inadequate sampling.
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