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INTGA—% BRI REHERL IR MRS IR

C o (ng/mL) 42.687 + 12.643 44.197 + 14.299 HEARL
AUC,»(ng*hr/mL) 398.3 + 121.2 403.2 + 115.6 HEARL
AUCy .. (ng*hr/mL) 423.0 + 130.4 429.1 + 127.0 HEElkL
tmax (hr) 1.73 = 0.68 1.67 + 0.76 HEERL
ti (hr) 19.0 = 3.9 19.0 = 3.8 -

ka(hr™) 0.0379 = 0.0072 0.0377 £ 0.0069 HEERL
MRT o7 (hr) 16.2 = 1.7 16.0 £ 2.0 HEERL
AUCo72/AUC-.. (%) 94.3+ 2.9 94.2 + 3.1 —

n=24 (CF¥H{E+S.D.)

F IR EEER E LBl omE (p<0.05)

R6-2 MKEFTR-INYFE VOEYERE/ T A —¥

ING R—% AR BRI T HE A Von: VR iin =t N

Cumex (ng/mL) 24.757 + 5.993 25.321 + 6.653 BRZEL
AUC o7 (ng*hr/mL) 278.5 + 66.9 282.6 + 64.6 HEARL
AUCo.. (ng*hr/mL) 305.6 = 77.8 311.4 + 78.5 Bzl
tmas (hr) 1.81 = 0.72 1.73 £ 0.74 HEERL
tie (hr) 21.8+ 4.6 22.2 + 4.7 -

ka(hr™?) 0.0331 = 0.0066 0.0325 =+ 0.0065 HEARL
MRT or (hr) 18.4 = 1.9 184+ 2.1 HEElkL
AUC.22/AUC o« (%) 91.5 £ 3.9 91.2 =+ 4.3 —

n=24 (FE+S.D.)

C B TR & LBt oBE (p<0.05)

£6-3 MMM S-I VY P E v OEYEIRE/NS A — %

NG R—H sl R GYHC TR R

Cwax (ng/mL) 18.239 + 7.299 19.369 *+ 8.239 HEERL
AUC (ng*hr/mL) 119.8 + 60.6 120.6 + 58.8 HEAERL
AUC,...(ng*hr/mL) 121.2 + 62.2 121.8 + 61.0 HEAERL
tax (hr) 1.60 = 0.71 1.52 + 0.74 HEERL
ti (hr) 11.0 = 4.2 10.3 + 4.5 -

ka(hr™?) 0.0722 = 0.0268 0.0798 =+ 0.0332 HREAERL
MRT o (hr) 10.3+2.2 10.0 = 2.6 HFREAERL
AUCu2/AUCo. .. (%) 99.3 £ 2.2 99.7 £ 2.5 -

n=24 (P +S.D.)

F BRI AR & L e Bl oBE (p<0.05)
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Bioequivalence Study of Mirtazapine Tablets 15 mg “KYORIN”

Kazuhiko TAKANO M.D."”/ Shinji MiNami M.D.,Ph.D? " Yoshihiro SHIGEKURA® //
Ayaka MURAKI® / Machiko SUNADA® /" Hiroshi WATABE® /” Hirokatsu NORIYASU?

1) Utsukushigaoka Hospital (Principal Investigator)
2) Nanto Municipal Hospital, Internal Medicine (Medical Expert)
3) Kyorin Rimedio Co., Ltd. Takaoka Pharmaceutical Technology Innovation Center

Summary

The bioequivalence study of Mirtazapine tablets 15 mg "KYORIN" (the test products) and
Reflex®™ Tablets 15 mg (the reference products) was conducted with a open-lavel, two-way
crossover design in Japanese healthy adult male volunteers.

Evaluation parameter (Cums, AUCon) of plasma concentration of mirtazapine (total of R
mirtazapine and S mirtazapine) after investigational drugs were calculated to evaluated the
biological equivalence in accordance with the guideline for bioequivalence studies of generic
products.

As a result, the 90% confidence interval of the difference between the mean values of the
evaluation parameters of the test product and the reference product each of the criteria for
biological equivalence (log 0.80 to log 1.25), both formulations were determined to be
biologically equivalent. In addition, no serious adverse events were observed in any subjects
administered the investigational drugs.

From the above, both formulations are biologically equivalent, mirtazapine tablets 15 mg
"KYORIN", it has been concluded that the equivalent therapeutic effect of Reflex® Tablets 15
mg in clinical, is a generic drug that can be expected.




