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Figure 2. Contribution of plasma factors to detection of CD8" monocytes. A: Whole blood samples (upper panel) and PBMCs separated
from the same samples and resuspended in PBS (lower panel) were allowed to react with PE-labeled anti-CD8x and FITC-labeled anti-CD14
(MBE2) mAbs and then served for FCM. PE-labeled mouse IgG1 and FITC-labeled mouse IgG2a were used as isotype-matched controls for
the anti-CD8« and anti-CD14 mAbs, respectively. Similar results were reproduced in three independent experiments. B: Reciprocal
exchange of plasma and PBMCs was done between CD8" monocytes™®" donor samples and CD8™ monocytes'®” donor samples. The
PBMCs were resuspended in the autologous or allogeneic plasma and incubated for 20 min at 37°C and then made to react with PE-labeled
anti-CD8u and FITC-labeled anti-CD14 {(M5E2) mAbs. PE-labeled mouse IgG1 and FITC-labeled mouse IgG2a were used as isotype-matched
controls for the anti-CD8x and anti-CD14 mAbs, respectively.

detected on monocytes are produced by monocytes, CD8* CD8uf heterodimers because the concentrations of soluble
monocytes and CD8™ monocytes were separated from whole CD8 in plasma did not correlate with the rates of CD8* mono-
blood samples, and then RT-PCR for CD8x and CD8f was cytes (Supporting Information Fig. 2). Thus, the possibility that
conducted. The purity of CD8* monocytes and CD8™ mono- plasma factors other than soluble CD8 contributed to the detec-
cytes was 95.9% and 98.3%, respectively (Fig. 1D). Lympho- tion of CD8 monocytes was considered. To determine the
cytes were also separated from the blood sample with 98.5% contribution of putative plasma factors to the detection of
purity (data not shown). The RT-PCR showed that the mRNA CD8+ monocytes, recjprocal exchange of plasma and PBMCs
expression of CD8f8 was not detected in CD8" monocytes, was done between blood samples exhibiting high proportion of
though the CD8x mRNA was weakly expressed in the cells CD8" monocytes (CD8* monocyteshigh donor samples) and
(Fig. 1E). These findings corresponded with the previous data low proportion of CD8" monocytes (CD8* monocytesk’w do-

(5) and suggested that CD8uf heterodimers detected on

nor samples). Experiments were repeated using three independ-
monocytes were not produced by monocytes.

ent sample combinations. The representative results are shown
in Figure 2B. In the present sample combination, when PBMCs

Importance of Plasma Factors for Detection from a CD8" monocytes"®" donor sample were resuspended in
of CD8" Monocytes the autologous plasma, the rate of CD8* monocytes was
Soluble CD8 in plasma was initially considered as a candi- 24.6%. Contrary to this, the rate of CD8" monocytes decreased
date molecule which was detected on monocytes. Although to 3.43% when the same PBMCs were resuspended in the
CD8a* cells were detected at higher rates in monocytes when plasma of a CD8" monocyteslow donor sample. On the other
the anti-CD8« mAb was added to whole blood samples, the hand, when PBMCs from a CD8" monocytes donor sample
rates of CD8™ monocytes decreased when the anti-CD8x mAb were resuspended in the plasma of a CD8" monocytes™®" do-
was added to PBMCs separated from the same blood samples nor sample, the rate of CD8" monocytes increased to 38.8%,
and resuspended in PBS (Fig. 2A). These findings indicated that though the rate was 4.52% in the autologous plasma. These
plasma was essential for the detection of CD8" monocytes. findings indicated that plasma factors other than soluble CD8
However, it seemed unlikely that plasma was a source of could be implicated in the detection of CD8 " monocytes.
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Figure 3. Requirement of cell-to-cell contact between monocytes and T cells for detection of CD8* monocytes. A: PBMCs (left panel) and
CD14" monocytes (right panel) were separated from whole blood samples, resuspended in the autologous plasma, and incubated for 20
min at 37°C. After that, cells were made to react with PE-labeled anti-CD8« and FITC-labeled anti-CD4 mAbs and then served for FCM. PE-
or FITC-labeled mouse IgG1 was used as isotype-matched control for the anti-CD8« or anti-CD4 mAb, respectively. Similar results were
reproduced in three independent experiments. As same as Figure 1D, monocytes were identified as the CD4'°" population in these experi-
ments. B: PBMCs, CD14" monocytes, and CD3™ T cells were separated from whole blood samples. PBMCs, and monocytes cultured with
T cells for 20 min at 37°C, with or without a transwell chamber, were resuspended in the autologous plasma, followed by reaction with
PE-labeled anti-CD8x and FITC-labeled anti-CD14 (M5E2) mAbs, and then served for FCM. PE-labeled mouse IgG1 and FITC-labeled mouse
1gG2a were used as isotype-matched controls for the anti-CD8x and anti-CD14 mAbs, respectively.

Detection of CD8«p Heterodimers from Cells in PBMCs CD8™" monocytes, PBMCs, Cch14" monocytes, and CD3' T
Other than Monocytes cells were separated from whole blood samples. Then, mono-

Next, CD8o.f8 heterodimers detected on monocytes were cytes and T cells were cocultured with or without a transwell
hypothesized to be recruited from cells other than monocytes. chamber. Experiments were repeated three times independently.
To elucidate the hypothesis, PBMCs and CD14" monocytes The representative results are shown in Figure 3B. In the present
were separated from whole blood samples, resuspended in the experiment, 33.1% of monocytes showed positive staining for
autologous plasma, and then incubated with the anti-CD8« CDB8a when PBMCs were assayed in the autologous plasma.
mAb. As a result, the rates of CD8™ monocytes were decreased Interestingly, the rate of CD8™" monocytes was decreased to
by the purification of monocytes compared when PBMCs were 1.22% when monocytes were separately cocultured with T cells
assayed (Fig. 3A). These findings indicated that CD8uf5 hetero- using a transwell chamber. In contrast, 26.4% of monocytes
dimers detected on monocytes were derived from cells in were positive for CD8x when the monocytes were mixed to-
PBMCs other than monocytes. Since CD8uf8 heterodimers are gether with T cells. These findings indicated that CD8«f het-
mainly expressed on CTLs (1), CD8u«f5 heterodimers detected erodimers detected on monocytes were derived from T cells
on monocytes were speculated to be derived from T cells. and that cell-to-cell contact between monocytes and T cells was

required for the detection of CD8* monocytes.

Need for Cell-to-Cell Contact Between Monocytes and

T Cells for Detection of CD8" Monocytes Role of Fc Portion of Anti-CD8x mAb and FcyRIl (CD32)
To examine whether CD8«f heterodimers detected on on Monocytes in Detection of CD8* Monocytes
monocytes are derived from T cells and cell-to-cell contact Under the mixed culture condition, it was considered

between monocytes and T cells is required for the detection of that the anti-CD8x mAb binding to CD8 on T cells linked
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Figure 4. Involvement of Fc portion of anti-CD8x mAb and FcyRIl (CD32) on monocytes in the mechanism of CD8 translocation from T cells
to monocytes. A: The anti-CD8« mAb and control mouse IgG1 were enzymatically cleaved to F(ab’), fragments. F(ab'), fragments of the
anti-CD8x or untreated anti-CD8x mAb and control F(ab’), fragments of mouse IgG1 or untreated mouse IlgG1 were added to whole blood
samples (100 pL) for 20 min at room temperature, followed by depletion of erythrocytes. Then, the cells resuspended in PBS were allowed
to react with 0.1 ug of PerCP-labeled anti-CD14 (MpP9) and 0.04 ug of Alexa488-labeled anti-mouse IgG (H+L) Abs for 20 min at room tem-
perature and then served for FCM. PerCP-labeled mouse IgG2b was used as isotype-matched control for the anti-CD14 mAb. Results were
reproduced in a second experiment. B: Blocking assay for FcyRIl (CD32) was conducted. Whole blood samples were incubated for 45 min
at room temperature with the anti-CD32 (FcyRIl) mAb, followed by depletion of erythrocytes. The cells resuspended in the autologous
plasma were made to react with PE-labeled anti-CD8x and FITC-labeled anti-CD14 (M5E2) mAbs and then served for FCM. PE-labeled
mouse IgG1 and FITC-labeled mouse |gG2a were used as isotype-matched controls for the anti-CD8« and anti-CD14 mAbs, respectively.

monocytes through the Fc portion of the mAb and cell surface resulting in the certain inhibitory effects on the detection of
FcyRs, especially FcyRII (CD32), on monocytes (9). Initially, CD8" monocytes.

to assess the contribution of immunoglobulin Fc portion to

the detection of CD8" monocytes, F(ab'), of the anti-CD8 Dynamism of Cell Membrane and Cytoskeleton in the
mADb was generated. The digestion of Fc portion was verified Mechanism of Detection of CD8* Monocytes

by SDS-PAGE (data not shown). As expected, the rates of Monocytes exhibit phagocytic activity. When monocytes
CD8™" monocytes were decreased by digestion of the Fc por- perform phagocytosis, the dynamic movement of cell mem-
tion of the anti-CD8c: mAb (Fig. 4A). Next, to examine the brane and cytoskeleton was observed. The dynamism of cell
contribution of FcyRII (CD32) on monocytes to the detection membrane and cytoskeleton was speculated to be required
of CD8" monocytes, blocking assay using the specific mAb to when CD8 molecules on T cells were transferred to mono-
FcyRII (CD32) was conducted. Experiments were repeated cytes. First, to investigate the contribution of dynamic move- .
three times independently. The representative results are ment of cell membrane, PBMCs were fixed by 4% PFA and an-
shown in Figure 4B. Although the rates of CD8" monocytes alyzed in FCM. Histograms showed the fluorescence of latex
were decreased even by the isotype-matched mouse IgGl, the beads involved in PBMCs with or without PFA fixation
CD8" rates were further decreased by the blocking of FcyRII (Fig. 5A). These results showed that monocytes could no
(CD32). These findings indicated that the Fc of the anti-CD8u longer exhibit phagocytic activity after the PFA fixation. Cor-
mAb and FeyRII (CD32) on monocytes were implicated in the respondingly, the rates of CD8" monocytes were decreased by
mechanism of detection of CD8" monocytes. It is considered the PFA fixation. Next, to examine the implication of actin
that the Fc portion of mouse IgG1 used as isotype-matched recruitment in the detection of CD8" monocytes, PBMCs
control could also bind to FcyRII (CD32) on monocytes, were treated with CyD, which is a mycotoxin that inhibits
Cytometry Part A o 79A: 46-56, 2011 53
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Figure 5. Requirement of dynamism of cell membrane and cytoskeleton for CD8 translocation from T cells to monocytes. A: PBMCs were
fixed for 10 min by 4% PFA at room temperature. Yellow—green latex beads were added to PBMCs with or without PFA fixation. After incu-
bation for 90 min at 37°C, cells were washed with cold PBS three times, and inclusion of yellow—green-labeled beads in PBMCs was ana-
lyzed in FCM (upper panel). Nonfixed or PFA-fixed PBMCs resuspended in the autologous plasma were allowed to react with PE-labeled
anti-CD8« and FITC-labeled anti-CD14 (M5E2) mAbs and then served for FCM (lower panels). PE-labeled mouse IgG1 and FITC-labeled
mouse 1gG2a were used as isotype-matched controls for the anti-CD8« and anti-CD14 mAbs, respectively. B: PBMCs were treated with or
without CyD (2 pg/mL) for 30 min at 37°C. Then, OVA-FITC {250 pg/mL) was added to PBMCs for 30 min at 37°C. Inclusion of OVA-FITC in
PBMCs was analyzed in FCM (upper panel). PBMCs resuspended in the autologous plasma were treated with or without CyD (2 ug/mL) for
30 min at 37°C, made to react with PE-labeled anti-CD8x and FITC-labeled anti-CD14 (M5E2) mAbs, and then served for FCM {lower panels).
PE-labeled mouse 1gG1 and FITC-labeled mouse IgG2a were used as isotype-matched controls for the anti-CD8x and anti-CD14 mAbs,
respectively. Both experiments were repeated independently three times, and the representative results were shown.

actin polymerization. Histograms showed that the uptake of rescence-labeled CD8af heterodimers on T cells translocated
fluorescence-labeled OVA in PBMCs was decreased by the to monocytes after these cells were incubated together in
CyD treatment (Fig. 5B). Correspondingly, the rates of CD8" plasma (Fig. 6B).

monocytes were decreased by the CyD treatment. These find-

ings indicated that dynamism of cell membrane and cytoskele- DISCUSSION

. . . . +
ton was implicated in the detection of CD8 ™ monocytes. Intercellular communication is essential for the develop-

ment and maintenance of the immune system. To date, diverse

Translocation of CD3 and «fTCR on T Cells with CD8 scenarios of intercellular communication have been documen-
to Monocytes in Plasma and with Anti-CD8x mAb ted, including immunological synapses (11), membrane nano-
The fragment of plasma membrane of T cells, including tubes (12), tunneling nanotubules (13), and microparticles
CD8uff heterodimers, was hypothesized to translocate to (14). Immunological synapse is the interface between the APC
monocytes when T cells and monocytes coexisted in plasma and lymphocyte, which triggers the onset of specific immune
and with anti-CD8x mAb. To elucidate the hypothesis, it was response (11). Onfelts revealed the presence of membrane
examined whether CD8 and other cell surface molecules, such nanotubes bridging human monocyte-derived macrophages
as CD3 and ofTCR, would be transferred. As expected, CD3 and supporting vesicular traffic of bacteria (12). Watkins and
and ofTCR were transferred from T cells to monocytes Salter reported that myeloid cells could transmit calcium
accompanied by CD8 (Fig. 6A). These findings suggested that signals to other cells through tunneling nanotubules (13).
the fragment of plasma membrane, but not a certain molecule Microparticles are recognized as novel elements in intercellular
alone, was transferred from T cells to monocytes when these communication under both physiological and pathological
cells were bridged by Abs in plasma. conditions (14).
Exchange of cell surface molecules in conjugates formed
Translocation of Prelabeled CD8«f Heterodimerson T between immune cells is now termed trogocytosis (6). Trogo-
Cells to Monocytes When Cocultured in Plasma cytosis was first described on CD8™ T cells as a TCR-mediated
Finally, prelabeled CD8uf8 heterodimers on T cells were capture process of antigen (Ag)/MHC class I complex from
hypothesized to transfer to monocytes when these cells were APCs, which occurred subsequent to the formation of the
cocultured in plasma. Results clearly indicated that the fluo- immunological synapse (15,16). To date, various immune
54 CD8 Translocation from T Cells to Monocytes

296



ORIGINAL ARTICLE

L
PP FTeTY

A

Anti-CD8a

i

15 20 25 30
11

Counts

Isotype control

Counts
0 10 20 30 4|0 50 80 70 80

T ~ ‘I ARkl S .‘ -
io? 10! C&gis 103 104 100
TCR-FITC
CcD3 affTCR
B
8. % ® : =
2 RZ - . 1060/0
2 + 2 2] : 2]
5§‘ w& 8 &y v do,
fg §° o ég_ ®%73
EE S54 [ORR=: =3
o 24 ] MJJ g 23 g s
2 a
o
%) a™ Yo o 8 <
» =T HIARA ST M‘ p =TT e O = pr "
- S - ToLpeeEe LEETE e
FSC — cb14 —— CD14 CD14

Figure 6. Translocation of CD3 and zfTCR from T cells to monocytes accompanied by CD8, and translocation of prelabeled CD8 molecules
on T cells to monocytes. A: Heparinized peripheral blood samples were preincubated with the unlabeled anti-CD8x mAb or control mouse
1gG1, followed by depletion of erythrocytes. The cells resuspended in PBS were allowed to react with PE-labeled anti-CD3 and FITC-labeled
anti-CD14 (M5E2) mAbs, or FITC-labeled anti-2fTCR and PerCP-labeled anti-CD14 (M@P9) mAbs and then served for FCM. PE-labeled
mouse IgG1, FITC-labeled mouse IgG1, FITC-labeled mouse IgG2a, and PerCP-labeled mouse IgG2b were used as isotype-matched con-
trols for the anti-CD3, anti-2fTCR, anti-CD14 (M5E2), and anti-CD14 (M@P9) mAbs, respectively. B: CD3™ T cells and CD14¥ monocytes
were separated from PBMCs as described in the section of “Materials and Methods.”” The T cells {1 X 10°) were made to react with PE-la-
beled anti-CD8x mAb or mouse IgG1 for 20 min at room temperature. After washing with PBS, the T cells mixed with monocytes (1 x 10%)
were resuspended in the autologous plasma for 20 min at 37°C and then allowed to react with FITC-labeled anti-CD14 (M5E2) mAb. These
cells were served for FCM. FITC-labeled mouse IgG2a was used as isotype-matched control for the anti-CD14 mAb. Experiments were
repeated independently three times, and the representative results were shown.

cells, including CD4™" T cells (17), B cells (17), 70T cells (18), contact between T cells and monocytes for CD8 translocation
NK cells (19), DCs (20), and monocytes/macrophages (21,22) (Fig. 3), (3) contribution of the Fc portion of the anti-CD8
are confirmed to perform trogocytosis. These cells can accept mAb and FcyRII (CD32) on monocytes, as well as the involve-
the plasma membrane fragments from partner cells after rec- ment of dynamism of cell membrane and cytoskeleton (Figs. 4
ognition of cell surface Ag on the partner cells by a specific re- and 5), and (4) translocation of CD3 and «STCR from T cells
ceptor on the cell surface. Recently, another mechanism of tro- to monocytes accompanied by CD8 (Fig. 6A). Furthermore,
gocytosis mediated by Ag/Ab immune complexes and FcyRs after coculturing monocytes with fluorescence-conjugated
on acceptor cells was identified (6). This mechanism is well anti-CD8-labeled T cells, detection of the fluorescent signal on
characterized as the phenomenon wherein CD20 molecules on the monocytes was confirmed (Fig. 6B). These phenomena are
malignant B cells are lost after infusion of the humanized anti- consistent with the Ag/Ab immune complexes and FcyR-
CD20 mAb, rituximab (23,24). In this situation, FcyR™ mediated trogocytosis (6).
immune cells, such as monocytes, accept the CD20/anti-CD20 The first important issue in this study is that plasma was
immune complexes from B cells. found to be essential for the completion of this type of trogo-
In this study, CD8a" monocytes in human peripheral cytosis. Although the plasma factors that contributed to the
blood samples were discovered by whole blood erythrocyte exchange of cell surface molecules between T cells and mono-
lysis method in FCM (Fig. 1A). Although Gibbings et al. cytes were not identified, the concentrations and/or activities
showed that a small number of monocytes expressed CD8ua of the putative plasma factors could be related to the indivi-
homodimers (5), our further investigation revealed that CD8 dual differences in the proportion of CD8" monocytes in
molecules detected on monocytes included not only CD8ua blood samples. Thus, identification of these plasma factors is
homodimers but also CD8uxf heterodimers (Figs. 1B and 1C). one vital issue to be addressed in our future research.
Since the CD8f8 mRNA was not detected in CD8 " monocytes, Another important issue in this study is that FcyRII
it was hypothesized that CD8uff heterodimers detected on (CD32) on monocytes was critically implicated in the mecha-
monocytes might be derived from cells other than monocytes, nism of trogocytosis when the anti-CD8o mAb was used. It is
especially T cells (Figs. 1D and 1E). Through this study, the known that FcyRs, including FcyRI (CD64), FcyRIL (CD32),
hypothesis was proven correct, and the following findings and FcyRIII (CD16), expressed on human monocytes are dif-
were revealed: (1) plasma-dependent CD8 translocation from ferent in terms of binding affinity to mouse immunoglobulin
T cells to monocytes (Fig. 2), (2) importance of cell-to-cell subclasses and that mouse IgG1 shows the highest affinity to
Cytometry Part A o 79A: 4656, 2011 55
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FcyRII (CD32) (8,9). Since the anti-CD8x mAbs used in this
study were mouse IgG1, the contribution of FcyRII (CD32) to
the CD8 translocation from T cells to monocytes was exam-
ined, and the crucial contribution of FcyRII (CD32) to mouse
IgG1l Ab-mediated trogocytosis was verified. However, further
investigations are needed to clarify whether FcyRII (CD32) is
exclusively involved in the mechanism of Ab-mediated trogo-
cytosis regardless of the immunoglobulin subclass.

Additionally, the dynamism of cell membrane and cyto-
skeleton was revealed to be associated with the mechanism of
molecular translocation from T cells to monocytes. This find-
ing is consistent with the observation that trogocytosis by
monocytes/macrophages occurs in parallel with phagocytosis
(6). Since CD8 molecules transferred from T cells to mono-
cytes via the Ab- and FcyR-mediated trogocytosis showed dot-
like rather than diffuse distribution (Supporting Information
Fig. 1), it is possible that the transferred CD8 molecules were
involved in the cytoplasm of monocytes. The investigation
into the possibility is ongoing.

Although this study confirmed in vitro phenomenon, tro-
gocytosis can undoubtedly occur in vivo (23). The production
of autoantibodies for CTLs, including anti-CD8 Ab, is known
in patients with systemic lupus erythematosus and human im-
munodeficiency virus infection (25,26). Depletion and func-
tional impairment of CTLs occur among these patients, as
well. The phenomenon shown here may imply one of the
mechanisms that may explain the reduction or impairment of
CTLs among these patients. The functional alterations of T
cells with reduced cell surface molecules, such as CD8, and of
monocytes with acquired T cell molecules are subjects of inter-
est.

Finally, false positive results should be considered when
monocytes were assayed by whole blood erythrocyte lysis
method in FCM. Currently, the whole blood erythrocyte lysis
method is the most common procedure in FCM. This method
is quick and easy, utilizes small sample volume, and does not
change the cellular fraction or require blocking reagents for
FcyRs. If unexpected molecules are detected on monocytes by
this method, confirmation through other methods, such as by
serving purified monocytes as samples for FCM, should be
conducted.
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The current and future approaches to the treatment of HTLV -1 —associated
myelopathy/tropical spastic paraparesis (HAM/TSP)
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Abstract

Human T-lymphotropic virus type 1(HTLV-1) is a retrovirus that is the causative
agent of a progressive neurological disease termed HTLV -1-associated myelopa-
thy/tropical spastic paraparesis(HAM/TSP). HAM/TSP is a chronic neuroinflammatory
disease characterized by spastic paraparesis, lower limb sensory disturbance and
bladder/bowel dysfunction. Over the twenty—five years since the discovery of this
disease, significant advancements have been made in the pathogenic mechanisms
associated with HAM/TSP, however, little progress has been made in the treatment of
this disorder. This review highlights the natural history of HAM/TSP, informative
results of clinical trials, and discusses the current and future approaches to the
treatment of HAM/TSP within the context of our understanding of the underlying
pathogenic mechanisms. '

Key words: HAM/TSP, natural history, biomarker, treatment, unmet medical needs

& U &Ic

v N THIBE R Y 4 VA (HTLV -1) BgeE
TEFRICERAE IR OBREETH 0, B
EFLEETH 100 FALLEFEET . T/, B
PO — IR TH S HTLV-1 BEE
Bi5E (HAM) » 5 W EBEREOBVWRATHIR
BfE (ATL) 2 RET A Z &0 0, FOxRIE
BEETHDO) Z THEERETH LI 0h0b
5%, TORBFRFPELON TV RP 7205
2010 4E, BCHFIZ ‘HTLV-146F — 4" 8 E
L, £E—8TABI L AR HTLV -1 ik
7, HTLV-1 E3eE R HAM, ATL % &ofE#

FEBICHT T B R AR 2% K ‘HTLV -1 &% 58
DERDHE -7 HAMIE, EITEOR
FREA e L, BEOAFOEIKRE (L
b LR TR 2EEERERTH 5. HAM
DFERNS 254, ThE CIREBIRIEN
MICHEDSNEL DT EAHBILTEAA, R
BICET ATV RIZZELL, ZDDRE
st I AHETH ) HAM OBEIZRIELL T
ZOBBRTH B, Lid HAM TR D%
HTRBEHS DR W2DIIL, INHOHIET
DB F U ARIZEAEFEE LRV, %
ETHAM BE2XZ VDR HROATH L0
BEERET LT DI ERBREIYTF

Yoshihisa ngano, Tomoo Sato, Hitoshi Ando, Natsumi Araya, Naoko Yagishita: Department of Rare Diseases
Research, Institute of Medical Science, St. Marianna University School of Medicine <Y 7 > FEHKZERFE

BIGEL ¥ — HE - RN

0047-1852/12/¥60/E/JCOPY

299



706

E Aotk 70 % 4 5 (2012-4)

®
[OF-3
AT R BB @-A
(SIEASER )
@ BIRELTHI @-B
i B AT
(Jesiens I me)
" @ wEsl s G
ﬁ .
10 0 )
RAIED O DRI

1 HAM DOERERER DR

CURAT DI SRS E O A X
EKRETIE, ZOLIICT oAV PAFLHL
XOEHAM OEBEORIRE £ L, =
N S EBE A TE LT 720 A B 7 S0
ROEL Y HL AN DN TIRAT 0,

1. HAM O EOHR

HAM %, 1986 f£iC Osame 52k ) —D D
BHA L LTRBENY, 2009 EED S IEED
HEETERER B TR EEEONRERE(WbWY S
R ICREIN TS, BEDEFRETIE,
4 E o HAM B E H13 4 3,000 4] & 2 X,
B2 EORBTETRERIEmML Twb &
WMESINTWS, FEERE BITOENE,
EOLUN, 2ol 0&k, Bhdohs, #£5
LHEEURTWHEETHED, £ TEFTL, &+
TEREE, BR, PR, SEOE, BT
DERFZEVHBL, B2 ICHEAEFIEEEC
%5, BEGITIEITHOZTEMERLEBOLGH
BT X BEMRFEREECLY, BE0In
2HEbH 5.

FEH 5132007 4 4 B H 5 B T HAM B4
ke kL, IHETH 10060 HAM BE %
TRLTVDED, ZTOBEZEL T RE
BPENTLY->TE7 Flid BRLTH
LU E TICEMAD 2%, HAM O#TIIE

300

P )VDEANEDH L ENEREHT N MLN
Twiaw, REEEEZFMT 5 720 0REH

EIN TR, BREZITTORVEER
S ETHE ZOLIHEEEAOETEICIL

BREOBHENK S, HAM OFRBICHET
BLIEMAR, HAEGEMEOFMERHETHO
P 21800, BEIE T Y AL
BWIEDHA NI YPBHELERT WA NI L
L ENBITONDE. HAM O X 5 ICH D EBIL
HEMICEBRT S Z L@3bid, WMERNRET
b HAM OZHEIZENL TR WI PRS0
BRTHB LEbR, HAM OB R IGHELIT
A72DITE, BRAREETA PS54 vl 0k
e ZNIET HERRABROERILETH S,

2. HAM OB O

HAM DWEES A B9 4 Y ERICLE R iR
ITEF Y AOERICENT - BRABRTERL T
W 2o, T HAM OB O S % B
THLULENRD L. 1ICRT E9H1Z, HAMIZ
3 REBICRAZEDTREZ VY &S D B,
FOZEEEN LML Ty, HAM B
DK 8 BNLAE AL CRINEBMEIZETT 55O
RIEEITH), ZOBIIEIL, EROETIE
g A2HmAE(@-A) L, EBOBEPH S I
FERDETHER T LHE(@-B) L ilahrh



LY ) — A —BAREZEOE S (354) 707

AR
%Eﬁﬁﬁﬁbw{: o
BlRIEF - ATERR

BHRAEST - RATTRE
ﬁﬁﬁﬁﬁ&b_{:
B

2 HAM OFRESE(E)

. F7a ERASBEIESTLES B THETA
RBL 2 BHID &5 (D BHETH), FrICHHE

BEIZZDX ) BBENLSVEMICH A —FHT,

BEHEEIRED T FHTEULEORMICHA
DERFZNIEZEETLAVALED LN
(@EER). T FNICTRDH A2 HWENE
LEWTOWIEGI P RE HE L &% SR E
RPEAT HHEDREDLNL.

IS DB ZE LT HAM OJR Rl % %5
TAHE, R2IIRT LI, HAMIZEEBEE
OBV LEVWEICR SN, BICERBED
HOBWEIL BHETH & RIS IS
FRBEIEOROEEL EITEERE & B
ERE Lo INA RBEEHELHET SN
AF—H—lZ20TEERTE). THk>
I HAM OEBEHEPLEBLEETLICKE
CRZBDT, BWEASIZ2RETAIBIEIINS
D ERT HLEND L. LrLids,
INETIOL ) REFRICES W RRARIT
ESNTBEST, SR EFNEFNROREIG
LG8 2 T 5 -0 OBIRA 2 7
IV LEBLTHWL ZEPFRDONS,

3. HAM DOiREE

HAM OEBIEEMEZ ML, 68 EH
BRBBERYEBTI LTV LD, HAM®

RBEOHMBNIERETH 5.
)& =B

HAM OB R T, B REERED

B RSBt - TEE ORI 5 Tw A,

WEFTZZEARNHET ARERE»SHH

EHIZOAD 5 REMBRE L HHOFMELR

Tebb, BHPHMROBURENALNS,
F& LTHAMRICES AN, BIJKEEIC

301

LRATHE, ZOMDOFEM LT L EDT,
HAM BEF 8 IR g B 25 R i
BIoTWAEIZEERTHAMELNT VA,

B HAM OFBKREICB VT, HTLV-1&
Yl BT DT i situ PCRIE% W TREAT &
Ni#ER, HTLV-1 OREEFRICEE LT
Ml OAER SN, BEZowMERREe s )7
MHICEER SR TR WY, ol kil &
B L7 HTLV-1 B THMRBERAEOER &
LT L &8 2R L TwaA I ERRIEL
TWw5,

2) TAIVZX - REFHBEFH

HAM B2E Tid, RKMMEZKFBO 7T 7 4
VAR, §TbH HTLV-1 Bl 5ht e
BHEF ) TICHBE L THEEIZS W &V
LTwWaY F72 o4V ZABRGMI RS
5 HTLV-1 R Rl G EE TH Eo &
LEFICHEMLTBY, 74 VAT L0E
EEMBRENTEL TV 5B &\ D RIEEN
HEAEL TR EIL, BFHARERITHR
FCY A NADES, —HOREET A MAA
YRTENA VOBEDPFEFIIEET o TAT
LA 5TV BY,

INBDT A IV - RIEFZIEEE & REEN
BIFRARERBETSHE, HAMOEELHE
X, OHTLV-1REMzoEn, @FHE
PERE, QFMEGOMEEEHLEZ LR
5. TRHERBIRT LHIZ, HTLV-1
MRS~ EELTY A VARBIZL ) K5
FSHEREN, TEHAL Ve EOBBIFEEIC
Lo TEICREMBAREL~NY 7 V- sh
RIEDEHALY AL L, A b4 M

CEHETHINZ S & ) RO

NEELZEC TR EEZLRTNA

4. HAM OREZBIET 5
NAFT—Hh—

RO LS IZHAM DR, 7 A VARG
iE & BHOBURE L W) 200 KE 28
HEBELTHEY, THS%ITEL TREBICHEIL
TREAERTACEDPEETHL IhHE
BEBTHENLFY—A—L LT, UTOEED



SAEMRE

BN OWIEIZ L B EEZ LN TV A,

708 H AR 70 % 4 8 (2012-4)

HTLV-1 s

T #ika
iR 2
C [
i )4
@
3 HAM OfsHE
BlFoin b,

1) 91ILXE

HAM @7 4 v ZABHHE & LT O % 3LiE
TRHEELT, "4 VABOERNEIZEEL
B HHTLV-1Hl#HoREL RIL TED
BRTHE TANVIBOWELL T4 A4
WARKFHT 4 VAHIMIEFORELHET S
DEREZY, HTLV-1id 7 4V AFE L NIUH
L MEFICIFETE Rz, RAYMmER
ERHIM (PBMCO) W IZ RS L T B 814 % real—
time PCRIFIZL DT A2 RAEHEEL N
VTCHEL SN TWAY LarL, HTLV-172 41
VABOEEWNHELERL T 5 ERIIEE
THEP R HILV-1BHRF— LAY = 7
4 FBER), NERECHETLIZLRTER
v, HIE, BEFEHEMEIECHILV-17 14
2B EEDOEREICIANT RS ER SN T
B, BRERAZRING ZEPHRFINE.
7B, HAM BE T A4V X RGHI 8 Bohs i b
LTWAEBEICOWTIIHHE IS TRV,
HTLV-1 32K TD ™7 4 IV A FEBL L NV AR
{, 70 —RIRETIIMED TREDENE
WZEDRHOENTWAS, ZD7z, R
OIS IS L A BREIER, HDH VI

302

2) BHOBMREOCNAA~Y—H~—

HAM (2B 5 FREREORE 2 BT 572
DI, BEEMREISLETH S — IR
MECHECTE 2HEE T, M 1gGEE
HHAM BETIEIEWI &4 5. L, =
NS OEE I HAM O %E 2 8B4 512
BREMEC, EBRIIEENS D ERIEITET
HoTHINLOEIFEFHEANICEEELS
LBBHLDTEEVLETHE. FOEKT,
BEAEIIIN T WABRTOR T 7T
VIREIZIHERAETRE(SRL) TH D, L RE
IZEBENTWA.

HHEMERIEFIENRLTVW LY, BE~DR
BLHDHEDETERTAZLIEILTLLE
BT, BHEFESIE, M) v FBEE
AR ROFRE % R (MMP-3 i&E % &) T
BTE2L951, HAMBEOMBF DO/ +
v —H—BEESTFICOWTHIRE #ED T WA,
FROBECHEV R RO CTHETEZS LD
ZE BEOBESIMAOERA LICO%
VB EHFEINSD.

3) REEEMERMTBINMFVv—H—

CDEITANVAERRBITR % £ HAM



Ay ) — A —BRAEZROE L (354) 709

BETEWVERZRTIEVPHAONTHE YD
—IEBEET A CTho0EBEOHRT, &
DRFIEREESU MBI SIZTLNEH
Thbh % LB L esEidhn. 22
TEESIZ, BEMAOLZYHAMBEIZBY
THL DA < —h —EHTF =~ EERITH
EL, BREEHEOEVEGEESERTER
ST EEBES TSR CHERE S EMTE
ROBITHERH) CHRBERF L2 25, #l
O, AATTFIY, BEOFEAAL Vik
DS, KRGS ABEICRIRTLZI LS
M L7 GRscfd). 742, FHLOMEEE
T ABTTD, BERFTROBESESHS
bhol Thabb HAMEBEZEICBITAHER
REOEREITRBEIESLTH LD THEWE
MAh Y, FOIEIBIE, HAM OREFSHEE
PEBERHBICBVWTERTHAZ DR
noohsnb —FToA4A VAR FBIEY RS
RRERBEOTHREDHREMBET S 2 & 0HE
ENTWBEDY REHHEO—I—L LT
BENEEERATREVEIRTH 5.

HAM O EEORKEE (T Y FRA ¥ M,
EHFHOBETHS. LrL, OV R
14V MERBICERE TS 0§52 &IEFER
EWTH B0, BTV FRAL Vb EKEHE
BICHEL, roEElRoB By PRA
VI ERETHLEND L. BEEFOME,
FETTUVBRE, BESENL VRE, KW
ey A VAELREE, BEOERHFHEME
THZENELNE o/, IThoDIEHE
DYERREL Y RS U b E LTRLERENK
FRREIEMIZE R L7, HAM O L Wil
BB TE b A— VOB REL o TE T

5. HAM Oj&E

1) HAM M3&# - window of opportunity (£
FET D
) 7~ F Tl RBIE2ELUAN%L ‘window
of opportunity’ (BEXIREOE D B L IF
ATBED, OB ESTICHEEEAZTS
CENEE) v F B RRTADIIRLE
BEThbEnbhTwa, BERKEICL S M

303

HBOBIEREETH S HAM b, BEREIIC
BEMNA LR BEO G B VIS
B, ER, A ry—7x0r o(IFN-¢) DT
WHAEOWMETD, FOEMIFEDLLNLTY
5 BHOMBEHEBIIV-AERLTLE

3L FOBFABRIBEESTRIRETHLHDT,

HAM & HF ISR 2 BRI C 58
2, ThbbTEBZTRERPICEBEEM
YL, FOREIG U TRENADOLENS

ARETAIENEE L VWEEILOND. FR,

HAM OERRABR T ERET 582, BAWRHH
AR R RET 50 5 AT S HEI
ANTFFA v FhHI ek on, FESY

DGBNADPERTH S I EDVHLPIT NI

BIRAIOF v ) 7TORMAPLSERLTBLZ L
DEFEMED L ) HEICR 5.

2) HAM OFRREICRI U 7 /A EEERE

ER L7 &9 12 HAM ORI, HTLV-1 %
Zedlfa | ERE L 2B TOBREREIC X AT
HMEEL SNTWA. XoTEFDHEBFIEO
HTLV-1 M08k, @ FREARE DHE
b, @MRMBOFE, ZEPLETHLY,
ARG 5 TPy A U AR W A AR AT
ZHREETH Y, HAM OEFITRAERHIZ)
BEEHORFUL NE, REFRE - HIA VA
EH %L DIFN-q Il L2 bDOBETHB. L
DLV INLDEBRETT S, #YRKRS
BHPRE5BOBEICR D L RBERABEO
EFYARZLVORBIRTH L. £31E, 2
NETBON-ERMRFEHEL (R
a. ATFOqNICLBEE

HAM #%8% & L2252 4 FIBEOHEDNE
CHETARERIEL 25557 (F1). HEO
KEZHDOTIE HAM IB1HI#88E LT 1-
2mg/kg EH or BHE G CHERBINIAA
BEHIC6 AT TREL, 81.7%IZHEAD,
Hi2H# (Osame) DEBIBEEFTRERE (R2) T1E
FELL o L7-HEBIAT69.5 % &, BV ARIED
RENTWVAEY, ZOWETIE, LBL-SH
TR AF VT Py Ty - 2SOV ZEED
10FIF 6B TEM TH oz v ) BRI LR
ENTWBEY, —FT, SE»SOHmETIER

S

1]



¥0¢

£1 HAMOELAREREDE LD

s wex DY % 7 w5E BEBN  me% ARE 2ol
1990 SN Osame M, et al® F—T VA=V 60-80mgkEH 24 A 9% A 65 59/65 BIYER (13/65)
10mg/ATHE 47 H 56.9 % (1>)
SmglEH 37 A (EH13N)
1990  3E[H Duncan J, etal”  caseseries AFL7L F=vnor 500 mg X5 days 9 6/9 R E— A
2008 7YV CrodaM, etal™ caseseries AFN 7L K=oy 1gx3days/A%3-44HA 2.24 39 24.5% (2 %) sh—EM
1996  H#A  Nakagawa M, etal” F—7> 7L kF=vny 1-2mg/kg #H or BH  6-12%H 131 81.7% B AL 77 YRS
% 1-270 A%5%EE 69.5 % (1>)
AFNTLR=vay 500 mg—1gx3days 10 60 % BEEITEINER
{1y y—7x0%q 3 MU/day X 30 days 1-3%48 32 62.5% WROBHEL L
21.9% (1>) BITEH (21/32)
1996 7 Izumo S, et al® % ik 105 —=7z0rq 0.3MU/day X 28 days 8 15 7.1% BIfER (4/15)
ZEEW® 1MU/day X 28 days 17 23.5% BI{EH (5/17)
SRR 3MU/day X 28 days 16 66.7 % RIfEF (8/16)
1997  HAE Yamasaki K, etal® caseseries f>¥%—7:x0rqg 6 MU/day X 14 days % 67 A 7 5/7 2 GIREBE A BE
) 6 MU/3 times/wk X 22 wk
12007 HA Arimura K, et al” Phase IV A —7x0v ¢ 3MU/dayxX4-793 64 H 167 66.2 % BIER 87.4%
TR RA (median 30)days (RELIME) 292 % (1>) HEREH7.0%
2006  EE Taylor GP, et al* placebo zidobudine+ AZT 300 mg+ 48 A i 16 EEERNEELZL A1 VABELRL
HA e il lamivudine 3TC 150 mg 2 [iil /day
2011 B Macchi B, et al®"  case series tenofovir 245 mg/day 2-16 71 R 6 BERMEEZL TYALREE{ERL

(1>) - MOBEYREREEN 1 7L — FUERE.

MU' million unit, wk: week, AZT: zidobudine, 3TC: lamivudine.

01

(V-310G) & ¥ 5 OL V¥~ B



fRal s ) — A —BREFEOHL A (354) 711

g2 WMOEBBEEEE

grade

wE

et
w

RO SHpER
EHR Y R EE

ot
Do

T RAEE

B AE = FHEN

U
O RN WA e NSO

HATEBEIREE, R
Mo BEIREE, W) EREH
[ESINPPRTAIRE F-W N -}
MEILLBD/WEHEE 5m UAT
MFRICE B0 nEE5mEE 10m DA
FFIZE B2V EREE  WFELS 10m BT
BFRILBDVEE

AR FT ) LE

Mo E T

FITRE(DETE BoIbhbED)

HI7, BITEHICEERDOZV

FUTFLF=ZVay - RNV AEEOBRE %
BERAHRES-BETHo L HEE LT
200 M, WIhb -7 VR TH D,
7T e—RERW- SR _EEFREERLIL
BREBEISER IR TRV, FOR1EICHE
THEBRBICZL W ETHDE FLINET
id, HAM ORI EHRRRES 7S v 3h
TELT, EDLIREFIZENISVOER
EN b woBEES L5 Luwhri 8l
TLIEFANEELLZW. A704 Fik
HAM OF#EL L THRYICEREEI S
720, HEZBICEIOERLREML D 2K
REOEMIEEN T B,

b. A4 —7 102 a BE

IFN-a i3, ZOH 74 VAER L RERE
Ve %= B E 2, HAM ~OH 2 LB F T A
LHEINTWAEY, 48610 HAM BEZ N E
& L7, IFN-¢: 30/, 10075, 300 FHALD 1
H1ME28 HEERES O, Ll _EERE
YEBMERIC L 3 SELABEORERERE T,
ABEBMOBGHRTHATOEMELIENLEN
7.1%, 23.5%, 66.7% T, 300 FEAFEIEE
Exbo TREBZORET LY. —FT,
EHREORRICELTIZ PEFAZHRICL
THmENHBDATY, FEHINL TV F
7o, WERBAEORETIE, 1H7HBKRE LA

305

FOBOFRFRICE L TEIAHAETHL L L
THY, BWEAD 8TA%ICHEL TV ADTE
FEEVWEBERROMT TR Z0XHIc
IFN-¢ 3, HAM 2% L CHi—, Sk _—EF
HAEVE B R & 5 R RER TR ATER &
N-BHTHY, HEEAEF DV LbOOT
U5y A VARVIZREBEE Y. UL, EEM
% FDOBBERRICET A FEMT R L TEL v
DOBBIRTH B, £72IFN-a L TH, &
HAOBRER SR E LBERBRIIERSINT
BoY, BENRERLERE, HSEH K5
HE R EICET 2 EHMARE L Tw 5. £,
SEETEO HAM BE I L T IFN-a iR
BCIHHRERESTHEL-LHESINTS
D 254 FigEREL oMW SITICET
HEROEHENSDLETH 5.

6. HAM ORFEEDREILICEIT T

1) ERERFBROEEAHFI O E
ERD XS, HAMDEEICEHT A2 ET
YRR AR LTED, e
BRIV ZANTIAFa VIR ERTILED
TEBERETA T4 2Bl 5123 E#D
FRLTWBDHPBIRTH L. LT,
PERETH S5 HAM OEREZHLL TH Ik
DI, BETA KT A4 AEBRICET 5 R



712 B AR 70 % 4 5 (2012-4)

BEERLIEF Y AZEFL T LEMED
BOTE. FO72O0E, BT LEL
FERIBZ R TE S L) ICEEND 5V IZER
BB D A ARG 2 AR L, BHEAFHEEICL
BT — 5 OENTEELR 70 b 22—V I(ZH] -
THRREFERL, F0O7F—% 2 BBIRITT
D HEINLETH B, FBEETHAM BEH
ZVDIZARDOATH B0, ZOEHETLY
e ONBPEOFEBIIRKE W, 2011 4E
IZiThb /- HTLV-1 EBES®ICB VT, 20k
I IR ER R A HE L /- o HAM B/
FHHAM O BB FERRRER 7 v — 7 (HAM

clinical trial study group: HAM CTSG) Z#&R L,

FER B O ER T RAERBEED TV B,
2) JAIZAEDHHEE ATLRRY XV %
HAM OE#EE L CRIEMGIERREICI A%

HMAEOEE LI EETHLZEIIHLHITH

5755, HAMIEZO A VAREIETH AL &, ¥

JATLE W9 [BEMEBRORED Y 2 7 %4

ABEVHMEOHELTHY, A

WX BEBRPENOICRIZTEREIIOVWTEE

TEUHENRSH L. REHOBRESREL 2

EERFBHEBICF 7 0) A A% ERFHLTY

7% %) 75 ATL % B9 L 2 EFIHE S

NTBHY BECHREMHIEHCEET

BULENHD, 272L, BEOATOAL Fig#

TOANVAEDSEMT A2 L3R, F2BE

W EED) U~ F h EOWNEE B CREIH

BERZZITTCOLEEICATLOREN S W &

WHIEFT Y RE %L, Thbb HAM BER

HTLV-1 %% ) 72 L THRBHNER L XLV

RIEIGIEREATETAIEF Y A n

ATELLEEL, EELNEILETHAI.
UL RERILD, VAL

BEIEB L CATLOFRFEY 27 2RI L 2255

HAM DR RFERELZERTEDL L)1 B

LS, BERRERETHLEEL LR T,
HAMIZH$ A8 4 VAEEE LTI, s

BEREEHER z B BRERSRE ST

A%, zidovudine & lamivudine DHEFHIZE$ 3

% iR IEVEA T ERIRSER", tenofovir 2 Fl v

306

Teifay FREED L ST, YA NVAEDOR
PRI ELBFELN TRy, HTLV-11d x4
Ay ANAEZERY, MERTY 4 VAT
FETHRELANLVPMEVE LI E-E2ELTY
L5DT, 74 NVAEORENIITER - 78R
VETHBEEZONS FATLREEY RS
DB E VI BEIZBNTIE, ATL DEETEH
VERHDL R IRBEEDOICH b ZEE SN, R,
zidovudine & IFN—o O #EE" $L CCR4 #1
FEREYDFEHESPRESNTED, 208D
FERICHER L.

3) PFEMEEEAORS
EFEDORIEEREDER B TROKE S
A7 va52500—D2(2, BHiY v
FORBIZLBOTCRIEOEH L L > T0BE—2D
DFEFERE LRERICL - T ARNARSED
A OTEBFE LTI ENMEEE o2k
WEHBAORE - BAMNBIF SN S HAM
WKELTH, MEOERZLZE- TWEHFDM
EMRVED LN T WA, HLEBIFOTS
s, THE TIERESHT S HRICEEE R
LTI hhorn, MoFH L EREEEORD)
LD, BEET Ay PAFLANZ—ZXD
BWEEERBEICT T OB EDONE LS
o T& S, WHEE L BEAHOH
& BEHEDEA, HAM O THERIEEED R
BEZOERBOERIMET L2 ENEENS.

B b I

HAM M5 R ENTI D 25 E0, HRoRE
WE DL DOFEFHLNERD, HEELRH
BIBELTHRETER LI TET WA,
LLads, SHECEENFZVOIREED
ARTHDEVIBEFEDLDY), LLFF( &N
TR BBRO T TV AP NCARELTE
0, BEREIHETL SN TORVORBERTH 5.
COBERZIFWT L7201, HESEO Y
ZANTIARF 2 I ERTIEDTES
BRITA FTA MNP LETHY, F0720
WWEF A FIA4 AERICET A EBRRBOER
PEBTH), TOEBIIFELLN-EIED
BBEIREW. T, FHOBMKEE SV



FREL D) — A —BREFDE R (354) 713

A ERFE DI AT, BEO HAMBROZER T EBEOHEL LIV L) BEDOEND
REBETH LA, BESNTCHFHOBERE —HTOFR(ERTEL LI L OFER
AR LT, MOTEENHETELERZR PZOEMNEZHELTCIOREIIR)HAATY
WTELLILLHTHA). FBHEIIEL LETBILZEHoTRELRV,

X [y
1) Osame M, et al: HTLV-I associated myelopathy, a new clinical entity. Lancet 1: 1031-1032, 1986.
2) Matsuoka E, et al: Perivascular T cells are infected with HTLV-I in the spinal cord lesions with

HTLV -1-associated myelopathy/tropical spastic paraparesis: Double staining of immunohistochem-
istry and polymerase chain reaction in situ hybridization. Acta Neuropathol 96(4): 340-346, 1998.

3) Nagai M, et al: Analysis of HTLV-I proviral load in 202 HAM /TSP patients and 243 asymptomatic
HTLV-I carriers: High proviral load strongly predisposes to HAM/TSP. J Neurovirol 4(6): 586—
593, 1998.

4) Matsuura E, et al: Neuroimmunity of HTLV-I Infection. J Neuroimmune Pharmacol 3: 310-325,
2010.

5) Kamihira S, et al: Intra— and inter—laboratory variability in human T-cell leukemia virus type-1
proviral load quantification using real-time polymerase chain reaction assays: a multi—center study.
Cancer Sci 101(11): 2361-2367, 2010.

6) Matsuzaki T, et al: HTLV -1 proviral load correlates with progression of motor disability in
HAM/TSP: Analysis of 239 HAM/TSP patients including 64 patients followed up for 10 years. J
Neurovirol 7(3): 228-234, 2001.

7) Arimura K, et al: Safety and efficacy of interferon—« in 167 patients with human T-cell lympho-
tropic virus type 1-associated myelopathy. J Neurovirol 13: 364-372, 2007.

8) Osame M, et al: HTLV-I-associated myelopathy (HAM) Treatment trials, Retrospective survey
and clinical and laboratory findings. Hematol Rev 3: 271-284, 1990.

9) Duncan ], Rudge P: Methylprednisolone therapy in tropical spastic paraparesis. ] Neurol Neuro-
surg Psychiatry 53: 173-174, 1990.

10) Croda M, et al: Corticosteroid therapy in TSP/HAM patients: the results from a 10 years open
cohort. J Neurol Sci 269: 133-137, 2008.

11) Nakagawa M, et al: Therapeutic trials in 200 patients with HTLV -I-associated myelopathy/tropical
spastic paraparesis. ] Neurovirol 2(5): 345-355, 1996.

12) Izumo S, et al: Interferon—alpha is effective in HTLV-I-associated myelopathy: A multicenter,
randomized, double—blind, controlled trial. Neurology 46: 1016-1021, 1996.

13) Yamasaki K, et al: Long term, high dose interferon—alpha treatment in HTLV -I-associated
myelopathy/tropical spastic paraparesis: a combined clinical, virological and immunological study.
J Neurol Sci 147: 135-144, 1997.

14) Taylor GP. et al: Zidovudine plus lamivudine in human T-lymphotropic virus type I-associated
myelopathy: a randomized trial. Retrovirology 3: 63-72, 2006.

15) Macchi B, et al: Susceptibility of primary HTLV -1 isolates from patients with HTLV -1-associated
myelopathy to reverse transcriptase inhibitors. Viruses 3: 469-483, 2011.

16) Kawano N, et al: Adult T—cell leukemia development from a human T-cell leukemia virus type I
carrier after a living—donor liver transplantation. Transplantation 82: 840-843, 2006.

17) Bazarbachi A, et al: Meta—analysis on the use of zidovudine and interferon—alfa in adult T-cell
leukemia/lymphoma showing improved survival in the leukemic subtypes. J Clin Oncol 28: 4177—
4183, 2010.

18) Yamamoto K, et al: Phase I study of KW-0761, a defucosylated humanized anti—~CCR4 antibody, in

relapsed patients with adult T—cell leukemia-lymphoma and peripheral T~cell lymphoma. J Clin

Oncol 28: 1591-1598, 2010.

307

St

‘E_ll:l,l:l



Jon Pharmacol Ther (3EHE & iG%) vol. 40 supplement 2012

EEEEFEFIET CRiET DERRARDEICE T SR
—hATRIEIC BT 2 BRI ERDZRE —

Clinical Trial Coordination under the Evaluation System
of Investigational Medical Care in Japan :
Operational Challenges in Multi-center Cancer Clinical Trials

]
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TN TERAY  Rék =2 EE EY

ABSTRACT

The Evaluation System of Investigational Medical Care (ESIMeC) is a new clinical trial
system that Ministry of Health, Labour and Welfare authorizes the coverage of medical
expenses by Japanese health insurance system for the patients participating in the approved
clinical trials with high quality control mechanism. This system became effective in 2008.
The Kitasato University Clinical Trials Coordinating Center has supported two randomized,
phaselll trials being conducted under ESIMeC since 2009. One trial is to evaluate the effi-
cacy and safety of intraperitoneal (IP) chemotherapy of Carboplatin for ovarian cancer
patients ; another trial is to evaluate the efficacy and safety of new anticancer agent Bevacizu-
mab for recurrent ovarian cancer patients. Carboplatin is approved for ovarian cancer by intra-
venous administration, but not for IP administration. Bevacizumab is not approved for ovarian
cancer. However, the indication—directed trial has been completed for the first line chemo-
therapy for ovarian cancer, but not for the recurrent setting.

In this article, we discuss the issues that need to be improved in the future, as well as
the importance of the clinical trial coordinating center, so that ESIMeC will work better to
accelerate investigator—initiated clinical trials evaluating new agents/medical techniques with
no indication approval in Japan. Critical issues in cancer clinical trial coordination under
ESIMeC include being familiar with the system itself, development of the clinical trial team,
support of the application process for ESIMeC, establishment of serious adverse event report-
ing procedures, management of the study agents, and cost-effective study monitoring.

(Jpn Pharmacol Ther 2012 ; 40 suppl 1 : S67-79)
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