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g iy Clinical safety and efficacy of “filgrastim biosimilar 2” in Japanese patients in
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To evaluate the safety and efficacy of TKN732, approved as “filgrastim
biosimilar 2”, in Japanese patients who developed neutropenia in the course
of cancer chemotherapy or hematopoietic stem cell transplantation.
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post—marketing surveillance, 6535l
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General Medical Research Center, Faculty of Medicine, Fukuoka University,
Japan.

Regional Compliance & Quality Assurance Division, Teva Takeda Pharma Ltd.,,
Japan.

Quality & Pharmacovigilance Division, Pharmaceuticals Group, Nippon Kayaku
Co., Ltd., Japan.

R AR

2-year period starting from May 2013.

HREE

Japanese patients were registered into the post—marketing surveillance study
of F-BS2 during a 2—year period starting from May 2013, with a target
number of 600 patients in order to detect at least one patient reporting
adverse reactions at an incidence of 0.5% at a 95% or higher probability. The
patients were registered via a central registration system and the
surveillance was conducted in accordance with the Good Post—marketing
Surveillance Practice Ordinance of the Ministry of Health, Labour and
Welfare.

The indications of G-CSF usage for enrolled patients were limited to (1)
neutropenia caused by cancer chemotherapy, (2) mobilization of
hematopoietic stem cells into peripheral blood for autologous PBSCT, (3)
enhancement of engraftment of transplanted hematopoietic stem cells, and
(4) neutropenia due to HIV infection.

TA

post—marketing surveillance study

FRHmEE

In order to evaluate efficacy, changes in neutrophil counts (alternatively, 1/2
of the white blood cell counts if neutrophil counts were not available) during
the first treatment cycle of chemotherapy were evaluated and (1) nadir of
neutrophil counts, (2) maximum neutrophil counts after F-BS2 administration,
and (3) duration of neutrophil counts less than 1500/ i L were calculated.
The grade of neutropenia was evaluated based on CTCAE as Grade 4: less
than 500/ ¢ L, Grade 3: 500-1000/ i« L, Grade 2: 1000-1500/

1L, and Grade 1/0: 1500/ i L or higher.

HR

Forty—three adverse drug reactions were reported in 33 patients (5.26%).
Back pain was most frequently observed and reported in 20 patients (3.19%),
followed by pyrexia (1.28%) and bone pain (0.96%). Risk factors for adverse
reactions identified by logistic regression analyses were younger age,
presence of past medical history, and lower total dose at the onset of
adverse reactions. Among the 576 cancer patients who developed Grade 2-4
neutropenia after chemotherapy, recovery to Grade 1/0 was reported in 553
patients (96%) following filgrastim biosimilar 2 treatment. The median duration
of neutrophil counts below 1500/ ¢ L was 5 days. In addition, all 11 patients
who underwent hematopoietic stem cell transplantation had good responses
to filgrastim biosimilar 2.

Filgrastim biosimilar 2 has a similar safety profile and comparable effects to
the original G-CSF product in the real world clinical setting.
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