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Table 1. Demographics and clinical findings for MTX-LPD

MTX-LPD (n= 48}

DLBCL type (n=24) CHL type (n=24) F

Age, mean (range) 76.1 (62-87) 66,8 (41-82) 0.002*
Sex (male:female) 3:21 8:16 0.084
Underlying condition n (%)

Rheumatoid arthritis 21 (87.5) 20(83.3) —

Hashimoto disease 1{4.2) 0 —

SAPHO syndrome 0 1(4.2) —

Crohn disease 0 1(42) —

Unknown 3(12.5) 2(8.3) —
Excised or biopsied site n (%)

Lymph nodes 15 (62.5) 23 (95.8) —
Axillary 6 (25.0) 3{12.5) —
Cervical 4(16.7) 8(33.3) —
Subclavicular 0 3{12.5) —
Mediastinal 0 1{4.2) —
Inguinal 3(12.5) 4{16.7) —
Peribronchial 1(4.2) 1] —
Retropentoneum 0 3({12.5) —
LN of unknown site 1{4.2) 1(4.2) —

Soft tissue 2(8.3) ] —

Skin 2(8.3) i] —

Stomach 2(8.3) 0 —

Tonsil 1{4.2) ] —

Gingiva 1{4.2) 1] —

Orbit 1{4.2) ] —

Liver 0 1(4.2) —

Presence of EBV infection'
Present 15 (62.5) 220917 0.011%
Absent 8(333) 1(4.2)

1The presence of EBV infection was evaluated by EBER in situ hybridization or LMP-1 immunostaining in
proliferating atypical lymphocytes, and 23 cases each of DLBCL type and CHL type were evaluated.
Significance was calculated using the Mann-Whitney U test. Fisher's exact analysis was used for the
statistical analysis of nominal scales. *P < 0.05.



Table 2. Comparison of demographics and clinical findings between MTX-LPD and de nove lymphoma by morphology

DLBCL morphology (n=43) CHL morphology (n=39)
MTX-LPD (n=24) denove (n=19) P MTX-LPD(n=24) de novo (n=15) P
Age, mean (range} 76.1 (62-87) 9.8 (26-92) 0.239 66.8 (41-82) 49.1 (16-85) 0.032*
Sex (male:female) 3:21 154 <0.001** 8:16 11:4 0.017*
Excised or biopsied site  n (%)

Lymph nodes 15 (62.5) 19 (100) 2 23 (95.8) 14(93.3) s
Axillary 6(25.0) 1(5.3) = 3(125) 2(133) =
Cervical 4(16.7) 13 (68.4) - 8(333) 8(533) —
Subclavicular 0 1(53) — 3(12.5) 3(20.0) —
Mediastinal i} 0 — 1(4.2) 0 —
Inguinal 3(12.5) 3(15.8) — 4(16.7) 1(6.7) —
Penbronchial 1{4.2) 0 — 0 0 —
Retroperitoneum 0 0 — 3(12.5) 0 —
Abdominal 0 1 (5.3) — L] 1] —
Unknown LN 1(4.2) 0 — 1(42) 0 —

Soft tissue 2(8.3) 0 — 0 1(6.7) —

Skin 2(8.3) 0 — 0 0 -

Stomach 2(8.3) 0 — 0 0 —

Tonsil 1{4.2) 0 S 0 0 —

Gingiva 1(4.2) 0 = 0 0 2

Orbit 1 (4.2) 0 — L] 1] —

Liver 0 0 — 1(42) 0 —

Presence of EBV infection’
Present 15 (62.5) 1(53) —— 22(91.7) 5(33.3) N
Absent 8(33.3) 18 (94.7) 1(42) 10 (66.7)

+The presence of EBV infection was evaluated by EBER in situ hybridization or LMP-1 immunostaining in proliferating atypical lymphocytes, and 23 cases
each of DLBCL type and CHL type in MTX-LPD were evaluated. Significance was calculated using the Mann-Whitney U test. Fisher's exact analysis was used
for the statistical analysis of mal scales. *P < 0.05. **F < 0.001.

Fig. 1. Typical histology of MTX-LPD cases included in this study.

(a) DLBCL type: Diffuse proliferation of large atypical cells is observed (HE).
(h) CHL type: Scattered large atypical cells with distinct nucleoli are observed in
a background of small lymphocytes. Reed-Sternberg cell-like cells are also pres-
ent (HE).
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Fig. 2. Evaluation of Notch] antibody expression in nuclei.
(a) The nuclei of atypical cells showed no staining and were assessed as Score 0. (b) The nuclei showed weak positivity and
were assessed as Score 1. (¢) The nuclei showed strong positivity and were assessed as Score 2. For both Score 1 and Score
2. positivity was defined when more than 25% of tumor cells showed nuclear staining.

Table 3. Comparison of nuclear expression of Notchl between DLBCL morphology and CHL morphology by pathogenesis

Notchl tivi MTX-LPD de nova
o positivity DLBCL type(n=24) CHL type (n=24) P DLECL (n=19) CHL (n=15) P
2+ 14 3 6 4
1+ B B 7 3
0 > 13 6 8
Positive rate (%)' 91.7 458 <0.001%* 68.4 46.7 0.1766

+ Positive rates were calculated for 1+ and 2+ cases.
Fisher's exact analysis and chi-square test was used for the statistical analysis of nominal scales. **P < 0.001.

Table 4. Comparison of nuclear expression of Notch1 between MTX-LPD and de novo lymphoma by morphology

L DLBCL morphology (n = 43) CHL morphology (n=39)
Notchl positivity
MTX-LPD (n=24) de nove (n=19) P MTX-LPD (n=24) denovo (n=15) P
2+ 14 6 3 4
1+ ® T 8 3
0 2 6 13 8
Positive rate (%) 91.7 (8.4 0.06035 458 46.7 L.609

+ Positive rates were calculated for 1+ and 2+ cases.
Fisher's exact analysis and chi-square test was used for the statistical analysis of nominal scales.

Table 5. Investigation of the correlation between the EBV infection status and Notchl expression rate in the nucleus of tumor cells in

each group
MTX-LPD DLBCL type' MTX-LPD CHL type'
EBV infection (+) EBV mnfection () P EBV infection (+) EBYV infection (-) P
(n=15) (n=8§) (n=22) (n=1)
Notehl (+) 15 6 0.1l Notchl (+) 11 (] )
Notehl (-) 0 2 ) Notchl (-) 11 I
de nove DLBCL de move CHL
EBV infection (+) EBV infection (-) » EBV infection (+) EBV infection (-) .
(n=1) (n=18) (n=5) (n=10)
Notchl (+) 0 13 Notchl (+) 4 3
032 0.12
Notchl (-) 1 5 Notchl (-) 1

+ EBER-ISH was not performed in one case. § EBER-ISH was not performed in one case.
Fisher's exact analysis was used for statistical analyses.



