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SUMMARY

I. Project Title

Expression of CD56 and EBV in Nasal/Nasopharyngeal lymphoma

II. Objectives and Importance of the Project

CD56-positive nasal/nasopharyngeal T/NK lymphoma has recently been

regarded as an distinct clinicopathologic entity, of peripheral, T-cell lymphoma,

associated with the high EBV association and aggressive clinical behavior in

spite of chemotherapy. Although the specific diagnosis for CD56-posrtive nasal

T/NK lymphoma is very important to manage patients, this entity is not

well-known to most clinicians. The incidence of nasal T-cell lymphoma is

relatively higher than other western countries, however, studies on this entity

remains at the first step and there has been no Korean data in the literature

Therefore, we tried to study the incidence, clinicopathological characteristics and

EBV association of nasal lymphoma.

III. Scope and Contents of the Project

We examined malignant lymphomas and polymorphic reticulosis of nasal cavity,

nasophrynx, and palate, diagnosed at Korea Cancer Center Hospital from 1987 to

1996. With immunophenotypic study, we reclassified nasal/nasopharyngeal

lymphomas into three categories: CD56-positive T/NK lymphoma, CD56-negative

lymphoma and B-cell lymphoma. We tried to investigate the pathologic features,

EBV expression, clinical behavior and association with survival rates in each

group. We have focused on the clinicopathologic characterization of CD56-positive

T/NK lymphoma and the role of EBV in the pathogenesis of nasal lymphoma.

IV. Results and Proposal for Application

Malignant lymphomas of nasal cavity, nasopharynx and palate were 95 patient,

that compeised 11% of the total lymphoma cases, and it was the most common

extranodal lymphoma. Of 95 patients, 25% were B-cell lymphomas and 75% were

T or NK lymphomas. According to site, nasal cavity was the most frequent and
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91% of nasal cavity lymphomas were T/NK type. CD56-positive T/NK comprised

82% of total T/NK lymphomas and CD56-negative cases were 18%. In 89% of

total T/NK lymphomas, many tumor cells expressed EBER-1 in their nuclei

(CD56+ T/NK lymphoma; 97% of EBV expression, CD56- T-cell lymphoma; 60%).

Only one case (5%) of B-cell lymphoma showed EBER-1 positivity in a few cells.

CD56+ T/NK lymphomas showed significantly more angiocentricity and severe

necrosis than CD56- cases. Although it has no statistical significance, T/NK

lymphomas has a tendency to lower survival rates than B-cell lymphomas at 1

year and 2 year. CD56+ T/NK lyinphomas has a tendency to lower survival than

CD56- T/NK lymphomas (p>0.05).

We plan the routine application for immunohistochemical study for CD56 and

EBER-1 in situ hybridization to diagnostic practice, in the background of our

results. The initial accurate diagnosis of nasal T/NK lymphomas will help

clinicians make a proper management for patients. Our results of this project will

serve important basic materials in diagnosing and studying lymphoma.
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1987>d 1996^

71HH

lymphoma ^ 7}-^

polymorphic reticulosisS

^H«ffe ^ ^ - S . extranodal

1. a l ^ , Hl«^- , ^71 %*^s\ ^^1 ^ ^^a^l^A><>(i 4 ^ $ i (Table 1)

- #*fl 9 5 i # 24i(25%) 7)- B-cell lymphomaS. 3 . tflt)-^(21o|)7> diffuse

large B-cell lymphomaSI H, 7 H (75%)7> T ^ ^ r NK type lymphoma$4.

- fl*l^ nasal cavity7\ 46^1 S 7}*J- ^ ^ J l , n tfl^-^oi 42^7]- (91%) T/NK

type °15!Jl 4<̂ 1 (9%) ' JH B-cell lymphoma^4. nasopharynx^ 2 8 i S i i

nasal cavity sffe t f l ^ «LS B-cell lymphomaS] «l£7> ci ^ ^ c f (17/28).

- T/NK lymphoma^ fl*lofl 4 a g-af . # 3 ^ i ^ T/NK lymphoma # 7 H f1

59% 91 42^17} nasal cavity0!] $]*]%}$&3., palate, hypopharynx ^ oral cavity

7} 18 i , nasopharynx7l-

Table 1. Immunophenotype according to site

Site T/NK B-cell Total No.

Nasal cavity
Nasopharynx
Oropharynx
Palate and oral cavity

42
11
3

15

4
17
2
1

46
28
5

16

Total (%) 71 (75%) 24 (25%) 95 (100%)

2. T/NK IymphomaSl CD56

- T/NK lymphomaS. g-ff-^1 7 H

T/NK lymphoma^ 454

CD56 ^-^

site 1 CD56
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55

104 (18%)4

(Figure 1).



Figure 1. CD56 (NCAM) were positive in cell membrane of tumor cells

Figure 2. EBER-1 were expressed in the nuclei of T/NK lymphoma cells
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3. EBER-1 (EBV-encoded small RNA) in situ hybridization ^.^ (Table 2)

- 5 5 i ^ T/NK lymphoma ^ 49^HH 4 T ^ f^-MlS. «H EBER-1 <8=-S °1 &

4 (89% < # ^ ) (Figure 2). 20^1^ B-cell lymphoma ^ H #°1 ^ 7fl°] 1̂

£ « M EBER-1 ^r^-ft- iL^tr (5% °<HI&).

- CD56+ T/NK lymphoma^ i f l tK^H (97%) EBER-1

CD56- T/NK lymphoma°11 «] «fl

Table 2. EBER-1 expression according to immunophenotype

Tumor type EBERVTotal no. of studied (%)

CD56+ T/NK lymphoma
CD56- T/NK lymphoma
B-cell lymphoma

43/45 (97%)
6/10 (60%)
1/20 (5%)

4.

CD56+ T/NK lymphoma^H nasal angiocentric lymphoma^]

fifjl ^"^^1 angiocentricity, severe necrosis with prominent karyorrhexis,

f ^ I ^ l 4^^«»i c-1 £F^*V ^ ^ # ri^4(Table 3).

^'M CD56- T-cell lymphoma°fl ^ fe 4^°fl polymorphic reticulosisS.

^1*4 ^-^r Sizm^ pattern-t- S.*]^ ^^7} t\ igo\ °}% *f- ZLf-, CD56+

T/NK lymphomaSf CD56- T-cell lymphoma

SU-i- 7 j i s 4 ^ s ] ^ 4 . s.§l karyorrhexis

necrosisfe ^ S . CD56+ T/NK lymphoma°iH ^ # 5 ) ^ 3 . , CD56- T-cell

fe necrosis7> ^-b ofll-ofl^s. j£.f. P ] P 1 ^ ^£.3] necrosis°11 •&

CD56- T-cell lymphoma^
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Table 3. Histologic characteristics of nasal/nasopharyngeal lymphoma

Angiocentricity

Tumor type

Necrosis Karyorrhexis

++ + total

CD56+ T/NK lymphoma

CD56- T/NK lymphoma

B-cell lymphoma

25/31 (81%)
4/7 (56%)
0/20 (0%)

15/31 12/31 (87%)
0/7 3/7 (44%)
0/20 1/20 (5%)

22/31 (71%)
2/7 (29%)
0/20 (0%)

(B; 0.909,

T/NK

5.

Log-rank test for survival rate

- B-cell lymphomaQ #%} T/NK lymphoma^H

3. 3*1 5Ufe * M » 4 ^ - ^ ^ l f e ^*>^^-M- (p=0.2206), l>d

T/NK; 0.632)4 2Td AS#-§- (B; 0.795, T/NK; 0.576)<Hl

Iymphoma7} B-cell lymphomai

(Figure 3, Table 4)

- T/NK lymphoma f ^ H CD56+4 CD56- ^<Hl£, CD56+?] ^ - f 7 r $$•&<>]

91%°-^, o] # s ] a]soi l^ f -^ |«^^o.s . 21^1 safe- * r ° l« Ji°l

(Figure 4). °}$* go] ^ n f - ^ 2 ] ^ # £ ul^oj] ^c^ o]ni ^ fe

^ ^ r ^ ^ r «• " 3 ^ 1 S ^ ^ l i * 7 ^ d l follow-up

7}- ^ ^ ^o l n ^ 41°1 O.3. ^ z i - ^ 4 . ° 1 * CD56+ T/NK

cfl«H ^ ^ ^ <a?-^- ^ ^ t l - ^ ^ ^ r # o l °]f-cH?I4 ia, CD56+ T/NK lymphoma

sf CD56- T-cell lymphoma ^b^l ^ H JUfe- i ^ 3 ^ ^ r ° l l - ^ ^ $2.3.

- EBER-1

Table 4. Comparison of survival curve

Survival rate B-cell T/NK-cell

CD56- CD56+

1 Yr SR
2 Yr SR
5 Yr SR

91%
80%
64%

86%
64%

-

63%
53%
38%
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Abstract (About 300 Words)

Hepatocellular carcinoma(HCC) is one of the most common cancers and is highly

associated with HBV infection in Korea. It has been suggested that HCV core protein may

impair the polymerase activity of HBV in vitro, potentially lowering HBV titre in coinfected

patients. The Aim of this study was to confirm the coexistence of HBV viremia in HCV

infected patients with HCC who have apparent HBsAg seronegativity.

The serological profiles of HBV and HCV in 616 patients with HCC were analysed and

coinfection rate of HBV and HCV investeigated. Sera were obtained from 16 patients who

were both anti-HCV and HCV RNA positive but HbsAg negative, and tested for HBV by

PCR. As a control group, sera were obtained from 15 patients with HCC and 30 non-A

abd non-B chronic hepatitis patients without HCC; both were anti-HCV, HCV-RNA, and

HBsAg negaitve and tested for HBV PCR. Of 616 patients with HCC, 450(73.1%) had

current HBV infection, 48(7.8%) had anti-HCV antibodies, and nine(1.5%) had viral markers

of both HCV abd HBV by serological profiles. Of 27 the patients with HCV viremia and

HBsAg seronegativity, 14 (51.9%) showed HBV viremia by PCR. In contrast, of the 75

patients in the control groupwho were both HCV PCR negative and HBsAg negative,

five(11.1%) showed HBV viremia by PCR.

The PCR for HBV revealed coexistent HBV viremia in HCV viremia patients, despite

HBsAg negativity by EIA. In HBV-endemic areas, the possibility of coinfection of HBV in

HBsAg-negative patients with HCV viremia should be considered and molecular analysis

for HBV-DNA performed.
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