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Diffuse large B-cell lymphoma, NOS
Morphological variants
Centroblastic

Primary diffuse large B-cell ymphoma of the CNS
Primary cutaneous diffuse large B-cell ymphoma,leg type

HHWVE-positive diffuse large B-cell ymphoma
Primary effusion ymphoma
High-grade B-cell lymphoma
High-grade B-cell ymphoma with A/¥C and SCL2 and/for BCL6 rearrangements
High-grade B-cell rmphoma, NO5S

B-cell hymphoma and classic Hodgkin lymphoma
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RESULTS

Clinical Features of PA-DLBC

TABLE 1. The Clinical Features of Primary Adrenal Diffuse
Large B-Cell Lymphoma

ltems Sumber (nfN) ()

symptoms (41)
Site

Right 8/42 (19)

Left R/42 (19)

Bilateral 26/42 (62)
Anenmia 24/39 (62)
Elevated LDH 33/39 (B5)
Adrenal insufficiency 16/35 (46)
Stage

Early stage (I/11) 9/40 (23)

A /40 (78

Progressi

Treatment
Supportive care only 6/42 (14)
R-CHOP/R-CHOP like regimen 36/42 (B6)

R-CHOP/R-CHOP hike regimen: including standard R-CHOP, dose-adjusted
R-CHOP and R-EPOCH.

LDH indicates lactate dehydrogenase.




Pathologic Features of PA-DLBC
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FIGURE 1. Mcrphologic features of primary adrenal diffuse large B-cell lymphoma. A, Diffuse growth pattern. B, Sinusoidal
infiltration pattem. C, Cohesive arrangement pattern. D, Round or ovoid nucleus cells. E, Polygonal nucleus cells with condensed
chromatin and inconspicuous nucleolus. F, RS-like cells, binuclear/bilobated cell (arow) and multilobated cell (arrowhead). G,

Round or ovoid cells with dispersed chromatin and obvious nucleolus. H, Round or ovoid cells with condensed chromatin and
inconspicuous nucleolus. 1, Geographic necrosis (hematoxylin & eosin staining).

TABLE 2. The Pathologic Features of Primary Adrenal Diffuse
Large B-Cell Lymphoma

Items Mumber (n/M™N) (%)
MMorphology
Cirowth pattern
Dnffuse 42042 (100D)
Simusoicdal 11/42 (26)
Cohesive arrangement 16442 (38)
Cell size
Large 24542 (5T
Medivnm-large 18/42 (43)
MNucleus shape
Eooundfovoid 26442 (62)
Polygonal 16/42 (38)
Chromatin
Condensed 21/42 (50)
Dnspersed 217542 (500
Muclealus
Obvious 22/42 (52)
Inconspicucuns 2042 (48)
Mecrosis T2 (1T
Increased RS-hike cells 11/42 (26)
Immunostaining
Hans algorithms
GCBR 542 (12)
MNon-GCB 37042 (BR)
BCL2 positive 34540 (B3)
C-MYC positive 24040 (60
DEL 22040 (55)
EBER-ISH W42 ()
Ki-67 (%), median {(range) 20 (G0O-25)
Fluorescence in situ hybridization
C-M YO abnormalities ST ()
B abnormalities w7 (o)
BCLAs abnormalitics 4T (5T




Detection of MYDS88 L265P and CD79B (Exon 5)Mutation in
PA-DLBCL

A CD798 Mutation

T195T E197K(3)
@ 2215 12941 5 3 34T T MYD8S L265PFICD79B (exon 5) p— .
f1Sangerill .
@ 290 1 7451 (24%) 5. /sMYD88 A, 1541](52% ) & Fi : VISGH(D(SEICIFN

CD79B%:75 , wouse [ SE AN

wnses [ MNENERERRENE
@ 415 (14%) [ IR K 2 MY D88 L265P F1CD79B (exon5 )1 58 w= [ HEN HRNRENERN RERRRERENR |}
DEL '
d

/! !\
o

I Mutated Synonymous mutated Non-mutated/ GCB! Not DEL

I Non-GCB DEL

FIGURE 2. The frequency of MYD88 L265P and CD79B (exon 5) mutation in PA-DLBCL. A, Distribution of (D798 mutations is
shown. The lines show the position of the mutations, and the number of cases is indicated between the brackets when it is > 1. B,
Summary of mutation statuses of MYD88 and CD798 in 29 PA-DLBCL.




Survival and Prognostic Factors
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Prognostic Factors of Primary Adrenal Diffuse Large B-Cell
Lymphoma

Univariate Analysis

C 10 4 P08 Unfavorable
Variables Factors HR (95% CI) P
Age (v) = 6l 2217 (08575747 0,100
084 B symptoms Present 1.972 {(0.767-5.051) 0,158
E LIDH Elevated 4,739 (0.628-35.714)y 0,131
= Hb < 122/l 1. 437 (0.543-3.802) 0.465
* 05 - COTE wild type Adrenal function Insuthciency 2273 (0.848-6.097y  0.103
> Bilateral involvement Present 1.BE3 (0.726-4.878) 0.193
a CMNS progression/ Present 1579 (0.4533-5.509) 0473
- recurrence
: 04 1 Stage LTV 1.658 (0.545-5.025)  0.373
R-1P1 Poor 1.912 {0.629-5.814) 0.253
"'5 Hans algorithms Non-GCB 1.392 (0.404-4.803)  0.600
02 4 COTE mimstian BCL2 Positive 2,114 (0.490-9,174) 0315
C-MYC Positive 1.697 (0.709-4.064) 0,235
DEL Present 1573 (0.658-3.760) 0,309
00 1 MYDSS Mutation 1075 (0.295-3.922) 0,913
® 0,00 20,00 60.00 gqpg  Coexist mutation of  Present 1.265 (0.278-5.766) 0.761

MYDSS and CD79R

Time (menths) (Wild type* Absent 0,248 (0.,067-0.915) 0,036
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Correlation Between Morphologic Patterns andMYDS88 L265P,
CD79B Mutations

TABLE 4. Correlation Between Morphologic Features and Mutations (n=29)

N (%) N (%)
CO7IE MU CD7YR WT P MYDSK LI65P MYDSS WT F
Growth pattern
DifTuse 15 {1040} 14 (100 — 7 (100) 22 (100 —
Sinusoidal b (40) 321 0.280 (571 4(18) 0008
Cohesive arrangement (12 (26 0 | < (101 343 41} 0.927
Cell size 0876 0.430
Large 9 {60) §(37) 5071 12 (35)
Medium-large i (40 b i43) 2129 1 453)
Nucleus shape < (LM} 0,927
Round/ovoid 3 (209 14 {100 4(37) 13 (39)
Polygonal (12 (30 0 i) 3143) 941}
Chromatin < (L1 0,904
Condensed 14 (93) 2(14) 4(57) 12 (55)
Dispersed 1{7) 12 (56) 343 10 i43)
MNuclealus < (LM 0,742
Obwious 2 (20) 12 %6) 3(43) 11 i50)
Inconspicuous (13 &0) 2{14) 4 (57) 11 (50)
Necrosis L{7) 3i21) 0.249 2 (29 24 0.193
Increased RS-hke cells 427) 3i21) (.742 7 (100) i) < (1,001

Bold valuwe indscates statistscally significant (F<0.0%),
MU indicates mutation; WT. wild type.




divided the 42 cases into 4 cate-gories according to the
correlation between morphologic features and genetic changes

common type (n=16, asso-ciated with no mutation of MYD88 L265P or CD79B [exon5 ]:/J8 41
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NEC-like type (n=15, associated with mutation of CD79B [exon 51): X F 2 7 11k £ £ R 28 i
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RS-like cell type (n=6, associated with mutation of MYD88 L265P): 7 ix Fi2 i rh, 4Ll T-RS4H
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biphasic type (n=5, associated with double mutation of MYD88 L265P and CD79B [exon 5]):i% 2571 &
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TABLE 5. Clinicopatholgic Features of Primary Adrenal Diffuse Large B-Cell Lymphoma in 4 Morphologic Categories

T Y |
Ttems Common Ty pe NEC-ike Tvpe ES-like Cell Type Biphasic Tyvpe P~
Age (v, median (range) 39.5 (43-79) 63 (41-8B4) B3 (30-68) T4 {539-82) 0.586
Sex 0521
Mlale Bl (36D QIS (ds0) Al (HT) S (80D
Eprimale 2006 () A5 () 2 (311 145 {2001
B symptoms 216 (13) Q13 (69) 35 (6A) 245 (40) 001z
TS 21z
Fight G616 (38 1F15 (T) (s () LS (200
Left 216 (12) 415 (27) 1/ (17) 175 (200
i 1 S (S0 LS (&6 SiG (H1) A5 a
| CHMNS progressiondrecurrence 316 (19) 14 (7 35 (0) s {0y LiE3G
Anemia 216 () ET N S5 (6 45 (=L G EY
Elevated LIYH L2116 (T5) L5133 (100 A5 (80) 45 (B0 03200
Adrenal insulficiency 16 (38) T2 (5E) 213 (67) 154 (25) 519
Stage 0120
Early stage (1711} 6 l6 (A8) 1713 (B) 5 (i) 255 40)
Addvanced stage (I11/IV) OFl& (62) 12713 (92) 505 (100 5 (al)
R-TP1 n.133
Very good 116 (6) 013 () (W5 () WS ()
CGrood 36 (32) 1713 (E) W5 (i) 205 (40
Poor 1016 (62) 12713 (92) S5 10a S (a0
Mon-Crl’H lf 1 (EE) 1415 (93) S5iG (H2) 55 (W0 555
B2 LEF1S (BT L 3f0< (3} Al (HT) S (w0 .52z
=Ml LIF1S (73D Gf sl (3 Sl (540 S (80D 0280
[ E L LS (B7T) Gl (4X) 3G (54} 345 al) 0.6
ELi-67 (%01, median (range) RS (60-95) B0 [ T0-50) 75 (TO-90) T5 (G0-55) b2
Mtz tiomn = [LiMN]
MYDER 11 () 011 (i) 303 (100 (TERN]
Ao s 11 iy LIS0T o DOy W3 () g oy
M YDER CD7S R 11 () G011 () W3 () 44 L)
Wild tvpe LUAET o L) 11 (i) (W3 () W (o)

Bodd wvalue indicates stutistically sipnificant (&7 = 0Lk5],

LIOH inchicates laciate dehydmopenase,

Common typefE 3 HUIBAEIR ISR T HANI I B, RS-likeM B EH A 7 HBICNSHEE/E K
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DISCUSSION
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TABLE 6. The Frequencies of MYDES and COS98 Mutations in
Extranodal DLBCLT9-14.29-36

Frequency Freguency Frequency

of WMYD&EE of CD79R of Coexist
Entity Mutation (%) Mutation (%) Mutation (")
PA-DLBCL 241 7.1 13.5
PEB-DLBCL 57.1-71.4 32.1-57.1 17.8-28.5
CNS-IDDLBCL 33-T5 H.T7-35 LB S
PT-I2LBCL 42-T8.6 18.9-71.4 15.9-64.3
PCDLBCL-LT S0-T8 16.7-42_1 16 T7-421
CrI-IDL.BCL 2. 8=20 54-10 (=110
IVLBCL 44-77 8 26-33.3 20-33.3

GI-DLBCL indicates gastromitestnal DEBCL: IVLBCL, intravascular large
B-cell Ivmphoma; PB-DLBCL., primary breast DLBCL,; PCDDLBCL-LT, primary
cutancous DLBCL-leg tvpe:; PT-DLEBCL, primary testicular IDLBCL.
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Summary
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