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chronic pulmonary diseases, opportunistic infections, and autoim-
mune diseases, in addition to death from acute ATL after transfor-
mation. A previous long-term study, which followed-up 50 HTLV-1
carriers with monoclonal proliferation of T lymphocytes (pre-ATL)
for 20 years, also reported that 10 patients died of opportunistic
infections such as Pneumocystis pneumonia or malignancies other
than ATL (skin carcinoma, lung cancer, etc).'® Patients with
indolent ATL were also comorbid with a variety of diseases at
diagnosis such as chronic pulmonary disease, opportunistic infec-
tions, multiple cancers, and autoimmune diseases in the present
study. The pathogens responsible for the opportunistic infections
were similar to those observed in patients with AIDS associated
with HIV. Opportunistic infection was previously reported as a
frequent complication in patients with aggressive or with indolent
ATL.2 These findings suggest that helper T-cell function in indolent
ATL might be impaired similar to that in AIDS.!7

We also presented that chronic pulmonary disease, multiple
cancers, and autoimmune diseases were frequent as complications
at diagnosis in indolent ATL. The reason why indolent ATL had
such immune dysregulation remains unknown. It was recently
noted that the origin of the ATL cells in a fraction of the patients
was from regulatory T cells expressing FoxP3 and CCR4.'3! In
the present study, 6 patients also had autoimmune diseases. Among
them, 3 patients were treated with immunosuppressive drugs, and
of those only one patient with smoldering ATL transformed to acute
ATL. Therefore, we were not able to evaluate the effect of
comorbid autoimmune diseases and immunosuppressive drug
therapy on the risk of transformation or poor prognosis so far.
Further studies are warranted to elucidate the mechanisms respon-
sible for the development of hyperimmunity or hypoimmunity in
patients with indolent ATL.

Although comparison on OS by subtype is not a primary purpose of
this study, it was unexpected that survival rates of smoldering ATL
(15-year OS, 12.7%) tended to be lower than chronic ATL (15-year OS,
14.7%), and the MST of smoldering ATL (2.9 years) tended to be shorter

 than chronic ATL (5.3 years; Table 2; Figure 1B). Transformation rates
of smoldering ATL and chronic ATL were 60% (n = 15) and 44%
(n = 29), respectively (data not shown), which was also unexpected.
Although there was no statistically difference in OS, MST, and
transformation rate between the 2 groups, our results were different from
a previous short-time follow-up study reported by Shimoyama et al’ (the
4-year survival rates for smoldering type was 62.8%). It was unknown
why the rate of smoldering type was poorer than chronic type in the
present study. Some previous studies suggested that skin involvements
might be a risk factor for poor prognosis of smoldering ATL.6202 In the
present study, the frequency of patients with skin lesion was a little
higher in smoldering ATL (n = 14; 56%) than in chronic ATL (n = 32;
49%). The OS of smoldering ATL with skin lesion was worse than that
of chronic ATL without skin lesion (supplemental Figure 2), although
there was no statistical difference (P =.5). Therefore, a possible
explanation might be that smoldering ATL with poor conditions (eg,
skin involvement) might be disproportionately included in the present
study because data were collected at a university hospital, where more
advanced cases were referred from city clinics. Another possible
explanation might be that the percentage of patients with smoldering-
type ATL has increased recently, as shown in Table 1. In recent decades,
more patients have been diagnosed with the smoldering type of ATL on
the basis of a health examination, including a blood cell count. Some of
these patients may have been in the early phase of acute ATL.

Shimoyama et al? reported that involved lymph node lesions,
extranodal lesions, and total involvement lesions were significantly
poor prognostic factors for ATL all together, and low serum
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albumin, high LDH, or high BUN levels were PPFs for chronic
ATL.1314 As we expected, patients with at least 1 of 3 known PPFs
for chronic ATL (a high level of LDH and BUN and a low level of
albumin)!3!4 showed a poor survival rate than patients without
(Table 2; Figure 2D). We also confirmed the difference was seen
when analyses were performed for chronic ATL only (P = .03) but
was not seen for smoldering ATL only (P = .62; supplemental
Figure 3). This suggests that there may be different prognostic
factors for smoldering ATL and chronic ATL, respectively. Further
detailed studies regarding prognostic factors are needed for indi-
vidual subtype.

Other than the known 3 potential prognostic factors, an
advanced PS, neutrophilia, more than 3 extranodal lesions, more
than 4 total involved lesions, and having received chemotherapy
were shown to be possible unfavorable prognostic factors for
indolent ATL in our Kaplan-Meier analyses (Table 2; Figures 1B,
2A-F). However, in multivariate Cox analyses, only advanced PS
and chemotherapy state were associated with OS after adjustment
for other covariates (models A and B in Table 3). The poor
prognosis in patients with indolent ATL who were treated by
chemotherapy was similar to that of the patients with unfavorable
chronic ATL who were treated with intensive combination chemo-
therapy in several clinical trials in Japan.323 Although advanced
PS was a borderline significant independent poor factor on survival
for indolent ATL in the model that used all patients, the factor was
not a prognostic factor anymore when data were limited for only
untreated patients (models C and D in Table 3). Among 12 patients
who received chemotherapy, 7 (58%) had advanced PS at diagno-
sis. This suggests that patients with advanced PS at diagnosis might
have a condition that required treatments, which introduced the
disappearance of the effect of advanced PS on survival, even
though advanced PS was an independent poor factor.

Regarding the effect of the presence of extranodal lesions on
poor survival, we previously reported that BM involvement was a
prognostic factor for aggressive ATL.2* Although we did not
present the effect of each extranodal lesion on survival in detail, we
also confirmed that the survival rate of patients with BM involve-
ment was significantly poor compared with patients those without
BM involvement (P = .04; data not shown), but the survival rate of
patients with skin involvement was not different compared with .
those without (P = .66; supplemental Figure 2). However, some
studies reported that the presence of skin lesions was a possible
poor prognostic factor in indolent ATL,520-22 as described earlier.
Setoyama et al?! reported that smoldering cases with a deeper
infiltration pattern had a more aggressive course than cases with a
superficial infiltration pattern. Degree of skin involvement might be
associated with prognosis in indolent ATL.

Previously, our study group noted that some patients showed
alterations in tumor suppressor genes (p16 INKA2 or p53?7) or
aneuploidy greater than 1 chromosomal locus by comparative
genomic hybridization in ATL cells?® and that such abnormalities
were associated with a poor prognosis. Although we could not
perform molecular analyses for all patients in the present study,
7 were examined molecularly, and at least one abnormality was
found in each patient (data not shown). They had a poor prognosis
and died within 2.5 years. Patients with a poor prognosis who died
during the first steep slope in the survival curve (Figure 1A) might
have had such genetic alterations.

The primary purpose of this study was to analyze prognosis of
smoldering and chronic types together as an indolent type of ATL.
Therefore, we were not able to present in detail the difference in
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prognostic factors between subtypes, which is one of the limita-
tions in this study. The number of cases evaluated in this study was
too small to perform detail analyses for prognostic factors in
indolent ATL. Further large-scaled studies are warranted.

In conclusion, the long-term prognosis of patients with indolent
ATL was not good without a plateau phase in the survival curve.
Further studies are warranted to elucidate patients with indolent
ATL who require intensive chemotherapy, allogenic hematopoietic
stem cell transplantation (in cases of aggressive ATL), or combina-
tion therapy with zidovudine and interferon alfa.?®3 In addition,
new molecular targeting treatments, such as histone deacetylase
inhibitors,3! which have shown promise in the treatment of CD4*
cutaneous T-cell lymphoma, should be taken into consideration for
treatment of indolent ATL.
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BRY 72 LhgieEd, SWOGS706 12 DWW TIZF A & stage-modified IPI A% 50014 & —FT 5 %
FlafH Lk, A EEEEEHE. B 245K | FERKBAFE ST S8736 D 782%1T
LT, S0014 TiE 88%, 4 FEATFEIEIE S8736 D 88% It L T, S0014 TIX 92% 7257z,

Lk 10 KD HEL TEIAD

DIBCLIZBWITRD 5N B LI HEEELFHELE  CHOPX3+IFRT 04 EFEHMOEIZLE&/NE W (K
FHHBEOTHEENRED SNT, HRVFHETHHESY 5. ZO#ERIIETH DLBCLICX L T CHOP I rituxi-
EHEN T3, 7=, S8736 & 50014 THEBETFZE— mab 2EMUAEBEOEEHMOEL WKEBI LN
BB THRARIICHET S &, RCHOPX3+IFRT & 4 (K6), CHOPX3+IFRT ~® rituximab D38 0%k
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#& LTH RCHOP mfThh T3, SWOG 75 #é
T N7z RCHOPX3 (rituximab % 4 EI$% &) +IF-RT ©
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morphism
T C® I EETTHAHodgkinY) > /XEED

Hodgkin') > NEDERESEEIERL, £
K DIEFII L ERERHEHRBEIC LI VEBEL
9 B|BIC Lo/ LhL, wEAIZ20~30%
DEEZ, REOETOHEBICL D T REEME
fE#, LMitsREREE, RMERER DD
FELTWAY, #ETHHodgkin ) » /YETIZ,
F#FHEIETF & LT, international prognostic
score(IPS) (& 1)¥A%@ME &, HRMIZFITA
NHNTWEY, BESATSTHY, FICTF
BARDITNV—T2EL) A TFHTHET IV
DEEIEELZEZONS.

AHETIL, #AITHHodgkin) ¥/ SfEDFHTHI
HF D &a &, Japan Clinical Oncology Group
(JCOG) DEEFRMIFEIZED { FHTFHET VIO
WTIRAR7zV,

REAROMN

#47#HodgkinY) > 7$E Clx, MOPP#EE: &
ABVD3## % (doxorubicin, bleomycin, vinblastine,
dacarbazine) - MOPP/ABVDZZA #i2: 0 H B
B DR, 5 4 Dfailure-free survival (FFS) 25
ABVD#EE R & MOPP/ABVDZAEREIC I,
MOPPEEEMTIEERIIH L e HE S
79, ZOfRRIE, 1BIEOBEHMPIMETD
R T, MOPP# %% event free survival (EFS)
THEILE > T 7hs, LAFE (overall survi-
val ; OS) ICHEZ=IL7 £, salvage therapyD &
ik ATRIE S 720,

FHAB LY, N/IVEAZ SR ICfTbN 7
COPP/ABVD# i & BEACOPP# 3 (bleomycin,
etoposide, doxorubicin, cyclophosphamide, vinc-

£1 ETHHodgkin ) >/ NEOFEAREFEIC & 54172 (Hasenclever index!')

FHTRETH  EOHE(%)  5FFFP(%) 5 FAFE(%)
0 7 84 89
1 22 7 90
2 29 67 81
3 23 60 78
4 12 51 61
5L F 7 42 56
CETHTRET S 45HUME

CMET VT I E ; 4.0g/dikTE - R IVES
CAEZOY Y 105g/dRE - EIBRE ; 15,000/p k
- B <) SEREL 600/ulKi, 70i% 8 %Ki

* Prognostic factors in Hodgkin lymphoma.
#* Kuniaki ITOH, M.D., Ph.D.: B ASARFZE X v ¥ — HRIE LS H 3R (8277-8577 AT A 0 ¥6-5-1) ; Division
of Hematology/Oncology, National Cancer Center Hospital East, Kashiwa 277-8577, JAPAN
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BEACOPP# % D 0.6% 23 L, H#inH
BEACOPPE - TI32.5% L HEIHEEDNE (9,
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Mixed cellularity 34 204
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* Efficacy of bendamustine in patients with chronic lymphocytic leukemia and B cell lymphoma.
*#* Kenichi ISHIZAWA, M.D., Ph.D.: AL RFIRIEIMAL - FEF (F980-8574 T F X ZI£0T1-1) ; Department
of Hematology & Rheumatology, Tohoku University Hospital, Sendai 980-8574, JAPAN
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