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An investigator initiated clinical trial to establish standard of care

for Adult T-cell leukemia/lymphoma.
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gk 26 AREE SN, JEA IR AR E MBI e FRIC LV ER L CE L ALT Y I T
(28 % ATL RERIEOER FEIRER ] Zfkii L, #UE STV —BME 156 Bl T I
ST U7 PSRN T 5B BRI e 7 O DS IR 72 L2 b D DIRIRERMA FH D B
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ER &L, B LT, XS L7 (Ishitsuka et al, Cancer Sci. 2015
Sep;106(9):1219-23), EHIZ M HIOMFFEFZEFE 2 /i L, JERBRIZBAT LT,

ATL #f1% Tax & % 0 HTLV-1 BEHUR O 172 59°% < @ neoantigens & F 8 L fu
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HGE 2 A0 D E IR SR S dv, BUBE S IZER SN T LE D B X b D,
ZRUTKRE L, T Z ORPEIREIH 2 R IE U, BUBES IR E & B X8 5 1R RIS 237
HENTX7F, 220, AFETITEST LY AT HERERH L LTET LY w7
Rt - WO, R - FRD L I3EREoarR - U o @R - PR ARK AT
HEMERIEE N T MR A s - U > 2¥E (aggressive ATL) HBE KT 208 F = v 7 KA
v MEFIE =R~ T7OFMAMERETLH 1T HBRA Fh Lo, FRk 27 4F 8 HIC
PMDA TOIEHERMEAHR 2 Fhi, 12 H IV )E 248 UERRRER 2 Bita L. Rk 29 4 3
HBERT 5 BB STz, A RMESHER I 772 D IR B3Ik LS IE BN 2 2
BITHAZEEEHNE L, =R~ T RERIZO ATL BEOREE=F2 IV L TE2ITH L L b
2. BRI L ORIWEARBUCEET 2 HE 2 TR O 2 RE L, i - i BE72efE
MG ZEMSLT 5 2 &2 B E T D2 2 3047 L TN L 7=,

A& AR (allo-HSCT) 13— EFICHEEEL b7 T 2 e biERINT
WA 2N, ATL BE O bic X 0 5%1% allo-HSCT DG & 72 5 BE TR 95, THik
T2 T2 O\ ATL B2k 5 allo-HSCT Opfgm F & & iz, allo-HSCT i
D B X DAEERIE OB N EE N SRAOETH D, T T, BIERAT
AEIE A M « U o NIEATL) OEEIRFE OB O 7= 12, KI5 CCR4 Btk ATL |2
% BHEH LY X~ 7 HH CHOP-14 % I MR 2 3205 L 72, i 2 E TR RER
DNFEN S 372 T L D3 e < KEYETRIEDMRSL S AL TV RV E S RTRIE aggressive ATL (2, 7
IR % A NNV T AEEIRIEIR E 21T OB CTh D, Rk 26 45 10 HIZREBRZBIsE L, F
% 29 4F 3 H HIE 14 B sek s iz,



Adult T-cell leukemia/lymphoma (ATL) is a peripheral T-cell malignancy caused by
human T-lymphotropic virus type-1, which is endemic in Japan. Since 2011, we
organized a unit of clinical trial for the development of novel therapy for ATL under the
support of Health Labour Sciences Research Grant for Clinical Research
(H23-rinkensui-ippan-011 and H26-kakushintekigann-ippan-136) from the Ministry of
Health, Labour and Welfare (Japan). Our first investigator initiated clinical trial for
relapsed/refractory ATL was performed to elucidate the potential of targeting NF- « B
pathway by using a proteasome inhibitor, bortezomib for ATL. The study was
terminated at the first stage in late 2014 because single agent activity did not appear
to be very promising for this cohort of patients (Ishitsuka et al, Cancer Sci. 2015
Sep;106(9):1219-23). We subsequently started two investigator initiated clinical trials
for Adult T-cell leukemia/lymphoma (ATL) aiming the development of robust treatment
strategies and the establishment of standard care for elderly patients, respectively.

ATL cells have been considered to be highly immunogenic by the expression of
HTLV-1 related antigens such as Tax and HBZ as well as abundant neoantigens.
Recently, new concept of cancer therapy to cancel immune-response evasion induced by
suppressing effecter T-cells which are executing anti-tumor immune responses in the
tumor microenvironment has been emerged. We performed a phase II study to explore
the clinical benefits of an immune checkpoint inhibitor nivolumab for the patients with
acute, lymphoma, and unfavorable chronic type ATL (aggressive ATL) who are
relapsed/refractory after at least one regimen of cytotoxic chemotherapy and a CCR4
monoclonal antibody mogamulizumab, or at least one regimen of cytotoxic
chemotherapy if intolerance/contraindication for mogamulizumab. This trial initiated
since January 2016 after the discussion with the Pharmaceutical Affairs Consultation
on R&D Strategy in PMDA. The targeted sample size is 30, and 5 patients have been
enrolled at the end of March 2017. We also perform ancillary studies to explore the
biomarkers for the benefit and adverse events of this treatment.

In another trial, a phase II clinical trial of CHOP-14 with a CCR4 monoclonal
antibody mogamulizumab for untreated elderly patients with CCR4 positive ATL was
performed. The aim of this study was performing clinical trials to develop standard of
care for elderly patients with ATL, and to investigate the optimal use of novel drugs for
ATL for the establishment of future standard of care for this disease. The targeted
sample size is 50, and 14 patients patients were enrolled in the trial.
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