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CD5—positive diffuse large B—cell lymphoma is an intractable subtype of DLBCL established by
continuous studies in Japan. To establish a more effective treatment for CD5-positive diffuse
large B-cell lymphoma (CD5+ DLBCL), we are conducting a phase 11 study (PEARL5) of
DA-EPOCH-R/HD-MTX for patients with newly diagnosed stage I1-IV CD5+ DLBCL. We completed patient
registration on November 10, 2015 with 47 patients. The primary analysis will be done in November
2017. There was only one severe adverse event report (grade 4 tumor lysis syndrome). There is
no problem in safety of the study. There is no patient who was lost to follow—up.

The group meeting in FY2016 was held on June 24, 2016 in Mie University Hospital.
Immunohistochemical analysis for central pathology review was completed. We concluded that all
47 patients were eligible for the primary analysis. Information on the cell of origin was obtained
by immunohistochemistry using Hans’ criteria and was provided for interim analysis. After data
monitoring in 2016 by the Clinical Trial Supporting Center, Mie University Hospital, the contents
of the monitoring report were discussed by core members and participating investigators of PEARL5
at the group meeting. Interim analysis in July, 2016 demonstrated an excellent complete response
rate (91%) and acceptable toxicity by DA-EPOCH-R/HD-MTX. These results were presented at the
ASH annual meeting 2016 by the study coordinator (Miyazaki K, et al. ASH2016, #3029).

In FY2016, an audit of PEARL5 was performed at one participating institute by members of the
Mie Clinical Trial Medical Net. There was no problem in the results of the audit

The primary investigator of PEARL5 introduced these activities at the 2016 annual meeting of
the Japanese Society of Hematology. Results of two preliminary analyses for a concomitant study
of PEARLS in Mie University were published in 2016 [Takeuchi T, Yamaguchi M, et al. Cancer 2016
Dec 4 [Epub]; Kobayashi K, Yamaguchi M, et al. Cancer Med 5 (8): 1802-9, 2016]

A study protocol of a concomitant study of PEARL5 including gene expression analysis using
the nCounter™ Analysis System was approved by the IRB of the central institute of the concomitant
study. It is under examination by IRBs at participating institutes of PEARL5

To know the current status of DA-EPOCH-R in clinical practice in Japan, we initiated a
retrospective, observational study of DA-EPOCH (-/4R) in clinical practice in Japan (COPEARLS).
Moreover, analysis of gene polymorphism associating drugs included in DA-EPOCH-R/HD-MTX is
ongoing.

As the interim analysis demonstrated the safety of the protocol treatment, we initiated editing

of a PDF brochure for patients who receive DA-EPOCH-R in clinical practice



III. RO~ DFEE

(1)

(2)

'_%A/K\;f j@;ﬂf% j'%) —E/‘ (.Wmu 1 'f"JF‘ .I‘%‘uﬂu 3 'fq:)

Miyazaki K. Treatment of Diffuse Large B—Cell Lymphoma. Journal of Clinical and
Experimental Hematopathology, 2016, 56, T79-88.

Kobayashi K, Yamaguchi M, Miyazaki K, Imai H, Yokoe K, Ono R, Nosaka T, Katayama N.
Expressions of SH3BP5, LMO3, and SNAP25 in diffuse large B—cell lymphoma cells and their

association with clinical features. Cancer Medicine. 2016, 5, 1802-9.

WA ST DLBCL D7/ KFH &5l / o FRRRITE. A, 2016, 73, 630-6.

Takeuchi T, Yamaguchi M, Kobayashi K, Miyazaki K, Tawara I, Imai H, Ono R, Nosaka T, Tanaka
K, Katayama N. MYD88, CD79B, and CARD11 gene mutations in CD5—positive diffuse large B-cell
lymphoma. Cancer 2016 Dec 4 [Epub ahead of print]

R VURTV U LFEIZBIT A O - RA X —HEE

Treatment of DLBCL in elderly patients: a retrospective survey in Mie prefecture, H
§H, Miyazaki K, Takeuchi T, Yamaguchi M, Usui E, Kawakami K, Umino A, Mizutani M, Watanabe
Y, Tkeda T, Matsuoka N, Tsukada T, Nakase K, Fukutome T, Katayama N, 2% 78 [A]H A&
FETEESS, 2016/10/13, [EA.

BOOEME L FHINI R DI 2 S LT, KMEERM - 785 R YU A, [WAFET, % 78
AR -2 e S, 2016/10/16, [EA.

Clinical impact of early progression in patients with DLBCL after R—CHOP based therapy,
M4, Kato H, Yamamoto K, Saito T, Tange N, Taji H, Yatabe Y, Nakamura S, Kinoshita T,
5 78 0] A AR MR A==, 2016/10/15, [EN.

MYD88, CD79B, and CD79A Gene Mutations in CD5-Positive Diffuse Large B-Cell Lymphoma,
AR A% —, Takeuchi T, Yamaguchi M, Kobayashi K, Miyazaki K, Imai H, Ono R, Tawara I, Nosaka
T, Tanaka K, Katayama N, 58th ASH Annual Meeting & Exposition, 2016/12/3, [E4}.
Dose-Adjusted (DA) — EPOCH-R with High-Dose Methotrexate for Newly Diagnosed CD5-Positive
Diffuse Large B-Cell Lymphoma (CD5+ DLBCL): Interim Results from a Phase II Study, 7~
AKX —, Mivazaki K, Asano N, Yamada T, Takasaki H, Igarashi T, Nishikori M, Ohata K, Sunami
K, Yoshida I, Niitsu N, Okamoto M, Yano H, Nishimura Y, Tamaru S, Izutsu K, Kinoshita

T, Suzumiya J, Nishikawa M, Katayama N, Yamaguchi M, 58th ASH Annual Meeting & Exposition,
2016/12/4, [E4t.




(3) TEEREOFF - Heffrahittz ) (x4 200 #A

1.

U oRE, PEEZE T, NPO IENIMEIEHRIAG DI S ER 7 +—F L&, 2016/7/31, [EHWN.
2.

U Sl AR PEY 23 MR OTRE — MR Lo TR & GE 9D R L 16K, FFadzE —,
Japan Cancer Forum 2016, 2016/8/7, [EMN.

(4) FReeFHRE
L



