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Adult T-cell leukemia/lymphoma along with multiple intracranial masses complicated
with reactivation of herpesvirus genus at the first onset
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Central nervous system involvement

A 55-year-old man, suffering from a sore throat for a month was referred to our hospital.
Physical examination revealed disturbance of consciousness, nuchal rigidity, painful
multiple ulcers in the oral cavity and rice grain sized erythema on the whole body.
Hematological examination showed the following: white blood cell 7,910/uL (abnormal

lymphocytes 2%), LDH 203U/L, corrected calcium 11.2mg/dL, soluble IL-2 receptor
2



11,800U/mL, and cytomegalovirus  antigenemia (C10,C11) 43/49.  Abnormal
lymphocytes (CD4"CD25") were found in the peripheral blood, bone marrow and skin
samples. Southern blotting of peripheral blood confirmed monoclonal integration of
HTLV-1 provirus DNA, consequently, he was diagnosed with adult T-cell
leukemia/lymphoma (ATLL). Contrast-enhanced computed tomography revealed
multiple tumors with ringed contrast effect in the brain parenchyma. Examination of the
cerebrospinal fluid showed that the cell number was 1,320/mm?* (ATLL cells were 79%
in flow cytometry), and the protein level was 244mg/dL; further, the examination revealed
a positive result for human herpesvirus 6 DNA. Although treatment for herpesvirus genus
and modified LSG15 therapy combined with intrathecal chemotherapy were performed,
the patient became comatose, and he died on day 21 of hospitalization. A deeper
understanding of the pathogenesis of and the establishment of standard treatment for

ATLL with CNS involvement are required.
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BURMEE © 2021 4F 8 H LA 2> OMHEBHRASHIBL L 72, JEE T Z 5 1 5 & ¢
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HUE 1 JCS 1-1, GCS E4V4M6, ECOG PS 1, ki 36.5 &, IfiJf 138/86
mmHg, & 81 /min %, SpO2 96% (EN5X). #Hit7 L, REHEAIZ L,
IRERAG I IE 7 L, RAEY Y HiEIRZA L, HENICHREDO L HIEEGD U,
THEHIE D 0 o KKK OALDE 23 AR e IS B, 7R L
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L, LDH 203U/L, wJiE¥E IL-2 2744k 11,800U/mL, $t HTLV-1 #iik(PA %)
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DML 235 ® T 7= (Figure 1A), i FCM #f <, $ERF oMido K
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Table 1. Laboratory findings

Figure legends

Figure 1 Flow cytometry (FCM) analysis of peripheral blood and cerebrospinal fluid

(CSF)

A) FCM analysis of peripheral blood. Abnormal lymphocytes that were positive for
CD2,3,4,5,25,38 were found.



B) FCM analysis of CSF. Abnormal lymphocytes that were positive for CD2,3,4,5,25,38

were found.

Figure 2 Brain CT and MRI findings

A) Contrast enhanced CT. Multiple masses with light ring shaped contrast enhancement
in the parenchyma of the brain

B) T1 weighted image. High intensity in the mass, low intensity around the mass.

C) Contrast enhanced T1 weighted image. Contrast enhancement inside the mass.

D) T2 weighted image. High intensity in and around the mass.

E) fluid attenuated inversion recovery (FLAIR). High intensity around the mass.

F) Diffusion weighted image (DWI). No significant hyperintensity lesion.

Figure 3 Cell/Pathological findings of bone marrow and cerebrospinal fluid (CSF)

A) May-Giemsa stain of the bone marrow smear. Abnormal lymphocytes were found.

B) CD4 Immunohistochemical staining of bone marrow smear. Infiltrated lymphocytes in
bone marrow are positive for CD4

C) CD25 Immunohistochemical staining of bone marrow smear. Infiltrated lymphocytes
in bone marrow are positive for CD25

D) May-Giemsa staining of CSF smear. Abnormal lymphocytes were found.

E) CD25 Immunohistochemical staining of CSF smear. Infiltrated lymphocytes in CSF
are positive for CD25.

F) CD20 Immunohistochemical staining of CSF smear. Infiltrated lymphocytes in CSF
are negative for CD20.

Figure 4 Clinical course

Disturbance of consciousness progressed despite serum calcium correction, and contrast-
enhanced computed tomography revealed multiple tumors with ringed contrast effect in
the brain. Although the images were atypical, we suspected herpes simplex encephalitis
due to oral ulcers and an increase in mononuclear cells in CSF, and administration of ACV
was started. GCV was started for viral stomatitis and viremia caused by CMV. Imaging

findings and clonal CD4, 25 positive abnormal lymphocytes in CSF eventually led to the
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diagnosis of ATLL with CNS involvement. Modified LSG15 therapy combined with
intrathecal chemotherapy were performed. The examination revealed a positive result for
human herpesvirus 6 DNA HHV-6B DNA in CSF, GCV was changed to FOS in
consideration of HHV-6 encephalitis. Although his level of consciousness improved
temporarily, the patient became comatose, and died on the 21st day of hospitalization.
ITCZ:Itraconazole, SBT/ABPC:Sulbactam/Ampicillin, CFPM:Cefepime,
ACV:Acyclovir, SMX/TMP:Sulfamethoxazole/Trimethoprim, GCV:Ganciclovir,
FOS:Foscarnet, = PSL:Prednisolone, = VCR:Vincristine, = CPA:Cyclophosphamide,
DXR:Doxorubicin, MTX:Methotrexate, AraC:Cytarabine, IT:Intrathecal injection,
JCS:Japan coma scale, CMV:Cytomegalovirus, CSF:Cerebrospinal fluid
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Figure 2






ITCZ
SBT/ABPC CFPM
ACV SMX/TMP
GCV FOS
PSL
VCR,CPA,DXR (modified LSG15) Filgrastim
: MTX,AraC,PSL(IT)
JCS I I 111 m| 1 1| 11
LDH(U/L) 203 221 274 367 197
((é%?]cﬁ) 43/49 3/5
CCSOFu;i“ 1,320/mm’ 7,664/mm’
“Hospital day| 1 4 7 10 13 16 19 21




Complete Blood Count Serum Biochemistry Serum Immunology
WBC 7910 /uL T-bil 0.69 mg/dL CRP 0.16 mg/dL
Neut 69.0 % LDH 203 UL IgG 959 mg/dL
Eo 0 % ALP (IF) 80 U/L IgA 181 mg/dL
Baso 0 % yGTP 7 UL IeM 44  mg/dL
Mono 45 % Alb 3.0 g/dL HTLV-1 Ab (PA) 1:4096
Lymph 245 % BUN 11.7  mg/dL HIV Ag/Ab -
Aty-lymph 0 % Cre 0.72  mg/dL sIL-2R 11,800 U/mL
Ab-lymph 20 % Na 1404 mmol/L B2MG 20 mg/L
RBC 384  X10%mL | K 34 mmol/L HSV IgM 0.16 (-)
Hb 119 g/dL Cl 103.2  mmol/L HSV IgG 152 (+)
Het 346 % Ca 10.2  mg/dL VZV IgM 0.47 (-)
MCV 90.1 fL P 3.7 mg/dL VZV 1gG 12.7 (+)
Plt 221 X10%mL | BS 123 mg/dL EBV EA IgG 0.3 (-)
HbAlc 59 % EBV VCA IgM 0.3 (-)
EBV VCA IgG 50 ()
Coagulation EBV EBNA 2.7 (+)
PT 12.5 sec Endocrine examination CMV Ag (C10,C11) 43/49
APTT 344  sec PTHrP 1.9 pmol/L Toxoplasma IgM 0.1(-)
Fibrinogen 298 mg/dL intact PTH 10 pg/mL Toxoplasma IgG <3(-)
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