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RESULTS
—CAEBY Infection in the GI




TABLE 1. Clinical, Laboratory, and Pathologic Findings in Immunocompetent Patients \/

Case Subtype  Summary of Pathologic Findings,

No.  Age(y)  Sex  Organ Involvement Sample EBY DNA Dwration  and Grade EBER-positive Cells/HPF Follow-Up

l | Male Small bowel Resection 4.35E5 v CAEBV-T- Ulceration, mild crvpt distortion in PR
cell, grade 2 the margn of the ulcer,

Led
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{m )

I

L]

I-d

E3

L]
N\
NE E

appregation of atvpical lvinphodad
cells, and also infiltration of \ 4
mixed inflammatory cells in
submucosa, =50
2 X7 Female Colon Resection 4.8E3 iv CAEBV-T- Ulceration and infiltration of small PR
cell, prade | Ivmphocyies with little atvpia in = — 17 1E [
the mucosa. Lymphoid ,Lf\%fzzﬁé y B ié]-/E w/‘7\30§ ;
apprepates and vascular
hyperplasia are prominent in the
submucosa, > 100 only in = W?#QEJ?:;/\H _1 6£:
GO ﬁ XT3 "J: I w
Male Ducdenum, lvimph Biopsy . Iv CAEBRBV-T- Fragmented tissue with surface Recoverad
node cell, grade 2 necrosis and diffuse lvmphowd - .
infiltrates in the lamina propria 12 I%%*%zgz Hq-IEj -t/t 3
and submucosa. Alvpical 2
Imuru}lﬂ.l. m-.*:vll_iLE_rIna:iL-u::ullt - o . 3
vmphocyies mfiltrate the D i j‘
epithelium, and karvorthectic yl\ =1 EBV DNA*%JI_I\ zﬂ IQEL 1 O ;
debns is noted, > 100
4 >? Male Colon, spleen Biopsy 1.0ZE6 Imo CAEBV-T! Multiple biopsies show that the Died
MK, grade 2 mucosa between ulcerations
seems normal, with vnphodd
hvperplasia mimicking follicles.
The infilrating lvmphocvies
exhibit a round shape amd
increased ovioplasm compared
with mamire small vmphocyies,
= 100
5 15 Male [lewm, skin Resection T2E3 v CAEBV-T! Diffuse infiltration of atvpical Died
MK, grade 2 Ivmphocyies in lamina propria,
amd karvorthexis and focal
necrosis are noted, = 200
6 26 Female Colon Resection  4.06E4 1.5y CAEBV-T- Ischemic chanpge and ulceration in = Recoverad
cell, grade 2 mcosa without obvious crypl
abnormality. Scattered
polvmorphic lvmphocyies
infiltrates the intestinal wall \J
(monoclonal TCR
rearrangement), > 100
7 28 Male Colon Biopsy 2OE3 £ T CAEBV-T! No crvpl abnormality, Ivimphoid PR
MK, grade 2 infiltrates in mucosa amd
submucosa with mild atvpia
(monoclonal TCR
rearrangement), > 100
B 3l Male Colon, mouth Biopsy 3.76E5 6y CAEBRBV-T- Ulceration of the mucosa with PR |
cell, prade | scallered small lvimphocyies in LN /
the lamina propria and \J
submucosa, =200 \
walFr




FIGURE 1. Colonoscopic images from case 4 show sporadically distributed ulcerations in different parts of the Gl tract, including
the terminal ileum (A), ileocecal region (B, C), descending colon (D, E), and sigmoid colon (F). The clinical impression from the

colonoscopy was Crohn disease.

— = )
\ SN

N



13t
T -
3 :-ul'.
¥ ¥

; r—":l' " }

T

i_il-':-.il'

3 :

i o P ol
L & gy oW ﬁ‘.‘.*

AT e

et T o R &

- ‘I‘:-f. -';F';::'gv“'. '.E'?".Eb'l

- LY ]

.

.! { _- 8 L r '\‘.} i; - -
R NS 0
. . " | __ F&" -",.: _:*"J‘ : T LTS P H T , f fI-%:’ ? .“ '-L::':' ."}-,
iR TR N Y T BCELRH NSk S -._).':Z +_ q é,: " i {1' * b L '.;"??ﬁ'- o "E: _q‘z. 4
t ‘*“"#}}i I- L . .' ¥ I‘ r‘lﬁt%l . .- 1? _'!"‘r-?kf'n g5 >3, :"‘&’:! { 5’-' r iL a "l | ™ ‘-‘4 !‘I'H #?t-:.qli&‘ "“' :-F"*' .l

FIGURE 2. From case 2, sections of the resected colon from a 27-year-old woman with gastrointestinal symptoms for 3 years. A
low-power view shows ulceration of the mucosa and an expanded submucosal layer (A, the box indicating the area shown in B and
Gl C at higher power view). Lymphoid aggregates and vascular hyperplasia are prominent in the submucosa as well (B). A high-power

view shows small lymphocytes with minimal atypia infiltrating the mucosa (C), and ISH for EBER shows numerous positive cells

present in the mucosa (D) but not in the deeper tissue.
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FIGURE 3. From case 3 (A-C), a duodenal biopsy shows fragmented tissue with surface necrosis and diffuse lymphoid infiltrates in
the lamina propria and submucosa. There are no lymphoid follicles (A). Karyorrhectic debris is noted (B). Atypical rounded,
GZ medium-sized lymphocytes infiltrate the epithelium (C). From case 4 (D-F), a 22-year-old man with fever of unknown origin,

intermittent abdominal pain, and hematochezia for 3 months. His blood EBV DNA copy number was 1.02E6. Colon biopsies show
that the mucosa between ulcerations appears normal, with lymphoid hyperplasia mimicking follicles (the box in D indicating the
area shown in E and F at higer power view). The infiltrating lymphocytes exhibit a round shape and increased cytoplasm compared
with mature small lymphocytes (E, F). He was ultimately diagnosed with EBV-associated T/NK LPD, grade 2.
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FIGURE 4. From case 5, ileal resection due toperforation in a 15-year-old boy. The sections show diffuse infiltrates of atypical
lymphocytes and prominent karyorrhexis (A, B). Similar findings were also seen in biopsies from other organs including the skin. He
was diagnosed with EBV-positive T/NK-cell LPD and died after the operation.
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RESULTS
—EBY Intfection in the GI After Transplantation
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TABLE 2. Clinical and Laboratory Findings in Immunocompromised (Posttransplant) Patients

EBV DNA Onset of EBV Viremia
Case No. Age (v) Sex (Copies/mg) Summary of Pathologic Findings, and EBER-positive Cellssr©HPF After Transplant (y)
I 15 Male 78 Mildly increased lymphocytes in lamina propria with karyorrhexis, 15 5
2 8 Female 334 Lymphoid hyperplasia 1s noted with no increase in crypt apoptotic 0
3 3 Female @ FEFENE]SNEMEBVIEMERBIMI1E-TEARF erosion, 3
> 100
4 s Male @ ERHEESINIMEBY DNA10-2000¥ 01, {BXI S EE 2
5 13 Female 0
6 5 Male FllEARGEAR ; NA
7 28 Female 0 I
- . S . sz .
: o Pemale @ SHIAREBERIR{ZR X FATEAEARZ S S E MEBVE & A
: ale
10 13 Male _ﬁz . 0
[ [3 Female ’ 7 ) : NA
[2 28 Male 2565 No histopathologic abnormality and a few benign-appearing lymphoid S
aggregates are noted, 30
[3 39 Male 10 Minimally increased crypt apoptotic activity, 10 NA
14 8 Female 188 Benign-appearing lymphoid aggregates present, 10 NA
[5 34 Male 186 Large aggregate comprised of lymphocytes with round shape and NA
increased cytoplasm, > 100

16 12 Female 54 Atypical lymphoid proliferation with lymphoepithelial lesions, > 100 NA
17 10 Male 752 Focal dense lymphoplasmacytic infiltrates, 20 0
[8 20 Male 116 Mucosa with lymphoid hyperplasia mimicking lymphoid follicle and 0

medium-sized lymphocytes, 20
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changes are similar to those seen in immunocompetent patients. Lymph
variable number of EBER-positive cells from numerous (B) to few (D), rc.poee ... =2,

FIGURE 5. These biopsies are from patients in cases 1, 3, 15, and 18 (
lymphoid follicle-like structures that are seen in biopsies from case 15 {

identified in case 3 (E), which is positive for EBV on EBER staining (F). Karyorrhexis is found in case 1 (G, H).



DISCUSSION




DISCUSSION

O TIZHAWNTIR, R4 BMBEEBVREALEWZERIIRIZ
R MR
-CAEBV

o KR BEIIRFR, SHREZN

O NI ELHEFMNT, ISHARAEHRA BB

O G F IR B/ R HNIEE, SARRKELEM K

o N/



- 4

-

@
) SRA]ERR 12 h B I1ECAEBYV ?

HEBELAFHNZT., MRAENEEERE:

PRSI EREREIN, ERFEZELDINTH;

>EBVIH4ZRnFEBEInAF{E (=301/HPF) ;

—Gl: EASFNTRRM, EBERBEUXREEE,;

—G2: A FE, CD8+

>ERINE iR o)

BaEERERE, IBDE/AEEBVESEE, NK/THAMEEE, EBVHIMNIATHARMKEEE, EBVHEXER
iR

i — . el



CAEBYV vs. 1BD

o CAEBVBRIBDAESEARSN, BRI HINEET 7%, RN,

» EBER[RIZL3Z;

« CAEBVEE 4

DNAFEHS;

» IBDA[fEAEBVELE:; IBDLIATT /R RAEBV;

« RIEMRMIEE

R ZEBV R

4

N, T/ikinTm;

~
N/

H7Efm-K, EBV




N

- 4

ey

- CAEBY vs NK/T 20 Btk 2 Je8

F& AAFHHERML, FHCD56. EBERIFAM ;

CAEBV NK/T 4H i 74k
o RGMTEIR; o EIRVIEAFEZT IR ;
. BV ERE RS, . BB ES S

s KRB % FEILTRZEILE, FEHEL




-

ey

—_

-

» EBVHHX B BRFH IR T lm e — 0 & & -

CAEBY vs. EBVHHK< B kR R 797

,/\img;ﬁ Iiﬁlﬁ!

» KIHtE

W, Rk, BFERIBAHAHE

L\ lmREIE. RE. R T RRERESCAEBVIIAHE[E;
—ERMHRBRT. BEEE,
—IRSIHI . EBRAERR

— BhIEE 40 A A B4R B

BRI AITHRET

T 45




T Kma

AT RGBSR B AR R B S SR
—BUERER: B

—T/NKZRA R : 50E [T Bk

J+EE RAE+I M RE
s X BMARITHZE: RfRMAENTZHaTBE;
- BHIINFIF ATER RS : MiE. ZHRERE. sELM/ZFF. DAIlX.

T ARBI KIS . TWIm

In>l

Al

1L

=/




\

S

RS E
« CAEBV G1: 1
« CAEBV G2: AAHAGKEZHAR, PEREE,

WA, BT, R,

(=

}

X FRAIZEEBV R

L NG

LR T EMZEEMEEBVRREXEE;

mL g, MRESEAINAEHARRE, FIRIRIAFTHIT;
REHEIRBESEN, B LKA

wfil, TERFREE, MIFRTHRIaAKRE., XREKQE

M EBERBE{ALZL3ZF N ;

« CAEBV4S

Rt AN B, EEMNK, ERZEIMRAEE.

A W RO



ITHANK YOU

Any questions?




