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BKDZ I TILDRAXETIE. (1) FI7ILOFEARKICEETINHRESA TS
&L (2) SOESHRAERIEE S TILRAOEEIIHANOLLT . 41 V7T UFICKEE
THEKRTHDZ L. (3) BEZHEET 5 L RUBHMBERNE CEEICIE. B
DEEZELIZAZITILOBBD YR ERRT v FEFBTHI EENTHINATLS,
L. BADRMXELFELRY. 10 RTOFERADOELEZAFRSATLAL (BliF2
SH),

5 EROEIERMREDIKR

T2l FURD EERFTEEN S DERNOEETHICET SEMERHRSKIRIZONT,
UTORDEE YK ET o1z, TORER.

10 mERBEY 10 R TOHESOEKIZLER TS,

- ZEICHARTRETHRENS L,

CEETHORRITORBAIL. ZNOBRENCE2HBETORETHSZ EMNSL,
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K3—1 [EBEI—X 5]

2T YR AV A4 FEN
FEBIEL (%)

2008/2009 3 — X 2 (1%) 2 (3%)
2009/2010 3 — R 35 (18%) 38 (48%) 0 (0%) 0 (0%)
2010/2011 > — X 13 (7%) 9 (11%) 1 (11%) 6 (11%)
20112012 > — X 25 (13%) 7 (9%) 5 (56%) 15 (28%)
2012/2013 ¥ — R 25 (13%) 1 (1%) 2 (22%) 2 (4%)
2013/2014 > — R 16 (8%) 5 (6%) 1 (11%) 9 (17%)
2014/2015 ¥ — R 23 (12%) 3 (4%) 0 (0%) 6 (11%)
2015/2016 > — R 21 (11%) 4 (5%) 0 (0%) 10 (19%)
2016/2017 > — R 30 (16%) 11 (14%) 0 (0%) 5 (9%)
/N 190 (100%) 80 (100%) 9 (100%) 53 (100%)
N 36 1 0 0
(oE 226 81 9 53
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x3—2 [FHnil)

X7 YR N VAV A4 FEN
FEBIEL (%)
10 7% AT 127 (61%) 10 (13%) 2 (22%) 8 (15%)
10 &A% 24 (11%) 66 (84%) 3 (33%) 36 (68%)
20 iR 7 (3%) 0 (0%) 0 (0%) 2 (4%)
30 kiR 5 (2%) 1 (1%) 0 (0%) 0 (0%)
40 AR 3 (1%) 0 (0%) 0 (0%) 3 (6%)
50 mEAX 3 (1%) 0 (0%) 1 (11%) 0 (0%)
60 7% R 6 (3%) 1 (1%) 1 (11%) 0 (0%)
70 kAR 8 (4%) 0 (0%) 1 (11%) 2 (4%)
80 kAt 14 (7%) 0 (0%) 0 (0%) 2 (4%)
90 sk fR 12 (6%) 1 (1%) 1 (11%) 0 (0%)
/INEE 209 (100%) 79 (100%) 9 (100%) 53 (100%)
A 17 2 0 0
wat 226 81 9 53
£3—3 [1431)
27 YR AV A4 FEN
FEBIEL (%)
B 127 (61%) 70 (86%) 8 (89%) 41 (77%)
Ik 82 (39%) 11 (14%) 1 (11%) 12 (23%)
/N 209 (100%) 81 (100%) 9 (100%) 53 (100%)
N 17 0 0 0
Lo 226 81 9 53
x3—4 [RUDEENSEELGTEHORRE TOHHRA]
27 YRS VAV A4FEen
FEBIEL (%)
#145H 84 (46%) 33 (44%) 5 (56%) 25 (47%)
% 295H 60 (33%) 28 (37%) 2 (22%) 18 (34%)
% 395H 17 (9%) 10 (13%) 0 (0%) 3 (6%)
#A4¥EH 14 (8%) 1 (1%) 2 (22%) 1 (2%)
%59 H 4 (2%) 1 (1%) 0 (0%) 2 (4%)




F69ALLE 5 (3%) 2 (3%) 0 (0%) 4 (8%)
/NG 184 (100%) 75 (100%) 9 (100%) 53 (100%)
! 42 6 0 0
TwEt 226 81 9 53

6 JEERPRIERE

Frk 2l FREZCEVTIE. BETEORARL L S JIILORRBRERAET 2850
5. (1) PRRICHTIEERY (2) BRHFRICKTIEZEDBRHSA, T) VEEL &
LA SELOFRERZROERICEAL. ERTHORARLELORRERZEREMICK
BIaL540KBRE. BREAICEBVTELONTWVEWEHIE LTz 1. T+ EILE I ENLNE
REIHU I LS URBRBRANDEELTHET LI LETRET ARBREBT OGN o=,
FOREFBRENEYFE LD ONTLS,

ABEZIZBLTIE, FICFER 21 FEUBIZAREN-EBERABRZPDICUTOES Y
FELHz, BH. ABETIE, A EILZIELY UEEEZE OP. TOMKIMRICEYERT S
EHREYME OC LETNTNBTLDET D, Ff-. OP DAERFAEILZIELELLT
~L7T=

(1) OP RU OC DIRNENEE

A, SIERUVBRAT Y MIHWLT, METREZRE L= OP Z#IRMNIZS LI-BOK~DH
fi%Z PET TREILIZE A, FERIARL S, £ HRICHELTET Lz, 2HED
A/ MR IS AER TIL 016 RE T HEBYMRURATYTIL0.12BEITET L. £,
Mm%MKEIFS (BBB) 4T 2FEBELR S VAR—4L—THD P-HEEH (P-gp) BEEA
#HTH508RR) VOFEHRSICKY ., MRS HNEMNT 52 EMATREINT- (Hatori et al
20118) ,

$HES Y MIBWLT, 0P R OC DA% . BBB TD P-gp DHREBERFTLIEZ A,
BBB T® P-gp MHFEJITER 2:BETIEVG L. 8BEDHK 40%TH -1z, Fi=. OP 300
mg/kg #ROKBELI=EZ A, 25BED OP DINSHRITMIED 0.14ETHY . 8BEHDHI3
EThHof-c—AH.28EZT v FZEITH OC DINAL L OP D% 1/70 T &H o 1= (Morimoto
etal 20129),

6 MIZH T HEMENRE - KPR, WRNICHEFE0 M IILALUNOREEFRNIZX T HIFHED
FEOBREL. HES Y FEFEZRV-ENSEHER. RANERREICE HEREZHHR

T BIRARRICH T HEEFHEICET S /n vitrotER

8 Akiko Hatori et al. Determination of radioactivity in infant, juvenile and adult rat

brains after injection of anti-influenza drug [**Closeltamivir using PET and
autoradiography. Neurosci. Lett. 2011;495(3):187-91

9 Kaori Morimoto et al. Original article developmental changes of brain
distribution and localization of oseltamivir and its active metabolite Ro
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THTHFILIZEWN T, METREZE L 1= OP 28 kAR S L -FDIKNA DO &SEE (Cmax)
#PET THREI L2 A, HIEIMRVEBEEFHRHIWTIE. TRENEBHYD 371 ZERV
2.63 & EM 1= (Takashima et al 201119)

OP75mg #RAZICEZEREZREILECLE: BFO/MREYBFON-METOP RV
OCEBEZATELLEZA, OC DKREBRF#ARMAEREIX 04 pg/mL  (1.19 pM) . (D&M TIX
1.7 pg/mL (5.93 uM) . FFEETIE 18.3 pg/g TH o7 OP IFLVTHELBHRA (0.1 pg/mL X
(X pg/g) LT THo1= (Fuke et al 200811),

BEBAAN3 AICOP75mg 25 LI-BOEMEIE/NSA—2—L OP % OC I[ZHKH
EMAET B HILRFLIRTS5— (CES) DEELEDEFZRERETLIZEZ A, OP OIMmEE
B Cmax [CBIL T. CESI DEHICKBRELELRBOONGEI o1z, HHE. HEBREODIC
OP M Cmax BT AUC AMuDE K Y 10 FRREFUVED 1 A=A, BEENID CESI DEE T
[FERBATEL M o= (Suzakietal 201312),

(2) OP RV OC D—fkFE M
J v M OP22mgkeg %5 BREIRERZOKRE L. BERH. ERUHHEEICHT 52E%E
BRELEES A, FREIZE T 5 glutathione (GSH)  reductase . GSH peroxidase
GSH-S-transferase JEMEMET T 5 & EHIT, MFHD y-GT EENLFET G E. BBRIEX +
LRABKEEOHEENRE SNz (El-Sayed et al 2011%5),

(3) OP R OC OHFIREFERADEE TE~DFE)

7 BE S v MZABBIEKIZSHEME LT 0C25 RU 50 mgkg R T&RE L. &5% 24 B
FT—RITHZHRELI-ET A, FEHHRIIBOOSNGEL o1z, BH. 50 mgkg RTERE
[Z& ZMFR UMD OC DEREEE (Cmax) (. THZ N 88,900 ng/mL, 2,500 ng/mL T
% > 1= (Freichel et al 2012a1*) ,

64—0802 in rats.d. Toxicol. Scien. 2012;37(6):1217-23

10 Tadayuki Takashima et al. Developmental changes in P-glycoprotein function in the
Blood—Brain Barrier of nonhuman primates: PET study with R-11C-verapamil and
11C-oseltamivir. THE JOURNAL OF NUCLEAR MEDICINE 2011;52(6):950-7

11 Chiaki Fuke et al. Analysis of oseltamivir active metabolite, oseltamivir carboxylate,
in biological materials by HPLC-UV in a case of death following ingestion of Tamiflu.
Leg. Med. 2008;10(2):83-7

12 Yuki Suzaki et al. The effect of carboxylesterase 1 (CES1) polymorphisms on the
pharmacokinetics of oseltamivir in humans. Eur. J. Clin. Pharmacol. 2013;69:21-30

13 Wael M. El-Sayed et al. Potential adverse effects of oseltamivir in rats: males are
more vulnerable than females. Can. J. Physiol. Pharmacol. 2011; 89: 623-30

14 Christian Freichel et al. Lack of unwanted effects of oseltamivir carboxylate in
juvenile rats after subcutaneous administration. Basic Clin. Pharmacol. Toxicol.
2012a;110:551-3



Z v 2 OP500. 763, 1,000 mg/kg Z#EOKE L., 5% 8HEE T—RITHOEHE.
HERES ., BE - EHHERSNAOFEZHEL-L A, EHHEIEDONGI ST,
EH. 1,000 mgke HEZDMFE., RNEFRRVKPHRERE (Cmax) (£, OP IZEAL TIE
FNFh 16,300 ng/mL, 1,120 ng/mL, 2,310 ng/mL, OC [ZB L TIEFNEFh 49,700 ng/mL.
363 ng/mL. 641 ng/g T@H 7Tz (Freichel et al 2012b'°),

(4) OP RV OC DIKE~DEE

Z v T OP 500, 763. 1,000 mgkg Z#ROFES L. ERAERE SEHEETHRELZEC
5, BER1KEATEIETOREHTHBHILR LAHNICARLRET IR : 387
+0.3°C. 500 mg/kg %58 : 38.3+£0.2°C, 763 mg/kg x58F : 38.3+£0.2°C. 1,000 mg/kg %5
B :382%04°C. LWt p<0.05) HNEHLNIHA., BER BB TIEEEED ohgh
ofz, Tz, HBEZRAKBTIE, 500 mgkg IHE5HT, MBHEHILRL THOINEAL BHK
SMICEEL LR GHBBEE - 37.9+£0.2°C. 500 mg/kg #5 8 : 38.1+£0.2°C, p<0.05) ZRL
1= (Freichel et al 2012b)

T RIZOP 100 mgkeg ZREFERRE LIz 25, MBEHILKLTKREZERIZETS
1A, OC 100 mg/kg DIEENE S TIFE TS LMoz, TV RIZOP, OC ZIHNERNE
BELECA, HEELLEBELTULTAE 12,5 pg/Sul/head L EDTREIZK Y AEKREFNIC
FEICKBZETSE. —A. =3F > 03 pg/head DINERZRSIZ & DEERETHERIE.
OP 0.3 pg/head IZ& Y HNF| S hf=h. OC TIL 3 pg/head THIMF SNAEM D7z (Ono et al
2013%6), Ff=. ¥ RIZOP10, 30, 100 mg/kg ZREERNIZRE LI=&Z A, 10, 30 mgkg %
ERTIEEDETIXESO SN, 100 mgkg IREEH CHBHEICLENAEELRIGDETHAEE
Hohfz, —A. ZaF 2 | mgkg DIEEBERIREIC & HEKEL OP 10 mgkg R TFHEEIZ&X
UBEICHIFI &S f- (Fukushima et al 2015Y7)

(5) OP RU OC OFFIR - BIRBRADEE
I RIZOP30, 100 mgkg #FARAT S LI-& A, MEETRUEIRAE C =A%, OC
TI& 100 mg/kg THHEIEH SNiEA 51z, (Fukushima et al 2015) ,
Zw FIZOP30. 100, 200 mg/kg ZEARANFE L& 2 A, AEKRFEMNICIEDIET & &Rk
NBENt-, -, KBEESAENEM L., 200 mgkg TIEFFRAEIEL., LT LT, OC 200

15 Christian Freichel et al. Absence of central nervous system and hypothermic effects
after single oral administration of high doses of oseltamivir in the rat. Basic Clin.
Pharmacol. Toxicol. 2012b;111:50-7

16 Hideki Ono et al. Reduction in sympathetic nerve activity as a possible mechanism
for the hypothermic effect of oseltamivir, an anti-influenza virus drug, in normal mice.
Basic Clin. Pharmacol. Toxicol. 2013;31(4):638-42

17 Akihiro Fukushima et al. Oseltamivir produces hypothermic and neuromuscular
effects by inhibition of nicotinic acetylcholine receptor functions:Comparison to
procaine and bupropion. European Journal of Pharmacology. 2015;762:275-82
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mg/kg DEEIRAES TIE. ME. AR, FRAODFEELGHZEFRBO oG, o1, T
v MIZOP 100 mgkg ZFARMIKET 22 &Ik Y, BREBOMERES—BHEITET
L. 150 mg/kg LA E TIEFRIFLEAFKE E - (Kimura et al 2012%8),

NOt URFEEA XIZ 0P 0.3, 3, 30 mgkg ZFARNIRG L& 5, 03 mgkg HEHTID
HEELHLT MMz, 3mgke BEHTIIMRAEHELMEN LR, DERCERE L
DEBSBOBENZEOH 5N, 30 mgkg HEFHTIROERNGEERE LDEFIBOEIE
[CMATME%. mE. MEEEDCERTIEOH oz, DD OP DIMEHRED Cmax
X, ERAEMSIBIZZENZEN 1.2£0.2 pg/mL (4 uM) . 10.6%£0.8 pg/mL (34 uM) B 117.5
*72 pg/mL (376 uM) TH o Tz, Tz, 1 RIDEEARZHAV-EREEZMRETICE LT,
10 uM TIEBEBHMICEIL (RRILLLEANYEE (Vmax) ET. FEELER) HEHoN
f= (Kitahara et al 2013%)

—A.AXEBEEEIOY Y ETILIZOP3, 10, 30 mg/kg #IRAEZRS L1-& 2 5. Torsade
de Pointes [FFEEEM o1z, Fi=. BILEY MLEZEMHIERZFZ AUV -RETTIX 30 uM TiE
BEMDODEREBRZNLG/ NS A—2 —DHEFMICERELGELIETENG,N S F2A, 100 WM K
U 300uM Tl HETICEELEHERMD Vmax OETOHGEHBOBLNERDH 5T

(Nakamura et al 2016%°) ,

OP ZEJ/ILEY FLDEEZEARIZI0 RV 100 M TUE LEEEFZRIILI-EZ A, DEDFIE

CBREZHAEITET S (Takahara et al 20132%),

(6) ZDith
T RIZTOP 100 mgkg RN E L& C A, BRIBHIC L HERBHOINMEHETIX
#E Z X 7EUVAY, d-tubocurarine (2 & & FAdtERDEIE % OP 3,10, 30 mgkg TELET=.. —A.
OC 1% 30 mgkg THLI DK I HERAZREEA of- (Fukushima et al 2015),

(7) EBRERFABRSZETLED
7 KAERE
Hatori . Morimoto . Takashima 5 MD#IE (L. F 21 EREETRIN-NEELEE

18 Satoko Kimura et al. High doses of oseltamivir phosphate induce acute respiratory
arrest in anaesthetized rats. Basic Clin. Pharmacol. Toxicol. 2012;111(4):232-9

19 Ken Kitahara et al. Cardichemodynamic and electrophysiological effects of
anti-influenza drug oseltamivir in vivo and in vitro. Cardiovasc. Toxicol.
2013;13(3):234-43

20 Yuji Nakamura et al. Short communication intravenous anti—influenza drug
oseltamivir will not induce torsade de pointes : evidences from proarrhythmia model
and action—potential assay. Journal of Pharmacological Sciences. 2016;131(1):72-5

21 Akira Takahara et al. Electrophysiological effects of an anti-influenza drug

oseltamivir on the guinea-pig atrium: comparison with those of pilsicainide. Biol.
Pharm. Bull. 2013;36(10):1650-2
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MICELZ S ETAIFLGL, £, Fuke 5DWMEICBEL TIE, OP, OC OMFEEILEFED
BEREER TR ON=EEREL ., HIZOP DREBENAH =L XEREHLNLLY,

1 —Hisk

El-Sayed 5 DIEICHWNTIE, FESOFENTEIATLSA., 2 2 JTILOBERKIZH
FEn-Z£BEsHHROBETEH. KUYSHED 100 mgkg 6 7 ARICHIZY Ty M
AKESLE-RERSSHERICEVTLREENEO oL TGN, F-, HEHRKER
[CEVWTHHETZ2RIRREBTONTE 5T, Suzaki 5DWETRINTLVS OP D%
FEENAMDELY E 10 ZEREEMN o= (Cmax=940.83 ng/mL) WERFIZHEWLTH, BE
BRIFBOHLN TV,

v HRBERANDEE

Freichel & ML TIL. ERRAEREFD OC MIFHRE (RIABFEHOEHTIE 13-18FD
INRTERRAE 2 mg/ke #OF SO OC OF Cmax (£ 319 ng/mL) D 278 =L ViEEIC
BT, —BTBICEAL TEEMIREROONTHE 5T . £z, BRKRHERFFD OP MiEHhiE
E UMNERTOERKAE 2 mgke #OK% SO OP M Cmax 73 ng/mL) M 220 & U OC M
FRED 155 faWLVREICSVT. —RTBCEDE. HAES. BE - EBHERSIC
BLT. FEHHIREIERDH SN TV,

I KE~NOEE

Freichel 5 DMETIE. 8 HHEIDERFEDERTHAMP. OP HEHICEVLWTKERETD
BEX 04Ce/hE<, AEKRFEELLG . KBRITHLT—E LEHRERH S TLVRL,
Ff=. Ono 5. Fukushima 5DMWETIEL, OP BEHIFREICK Y ITIRTHEETARDH LN
TWaH., TOERIT/NREEKAED S0 EORAENERRNESTHEA-LDOTHY . BEK
DNDRBEFHELEERL TS, —A, ZaF U EDOHEEMERIX OP 10 mg/kg & LVS LLERIIE
ETHEATWSN, ETERETHDIZ L, £z, OPERBEL_aF L LOHAKOER
NEARTHDZ LB HY . TOBRKHERIZODVWTESEROFEETH S,

7 R - BRHBRADZE

Fukushima & D#|ETIL. OP NIV RBIRBRICEEEZSADAHEMENTEIN TS
M. OP DKABERIIBEETHS—H. RERD pH RUBREREDEZEICOVLTIERE SN
TULELY, Kimura HDIMETEH, BEED pH FRF SN TH LT, WEBEE L THRHESR
BOBRSFITOATELST . SHETEAHERE pH LOBEIZDVWTIETHATH S, F
f=. EREKAE®D 15 RV 50 BLULOBAEZHRABS L-RRETHY . BERORTBSH
EERG-TWS,

Kitahara 5 DME TIE OP TA XBRBRICKEZEZDHILEMNREINTLSH, 4 1
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MEWSERRTOMBERE (NNRET 0233 uM) @20 EERETHhTMENSNEHEDEM
NROLNTEHEY ., SEBETILENH D, —A. Nakamura 5DHETIEA XETILT
FEEIFEOH LN TV,

Nakamura 5. Takahara 5 D¥RETIL., EILEY MOEEEICFEEFEZ S EATRE SN
T3, Takahara 51&, OP A% Na+-K+ channel #fAE T 5 LIk YEEMIZDENDERE
HEWLGHECEET HIEBERELTLDA, EAOENT 10 M [FEER TOEYMEFIR
ED 40 BIHETIRETH D,

B Dt

Fukushima 5 D ¥R TlE. d-tubocurarine IZ & 5 fA5thiEDEIEZE OP HNELHEDH Z EMNRE
NnTHY., HRAGZAFURTEFILIY) URBRAREEERICKSEBREIA TS, O
DHEZDBERWERISITHTHDIN., MNETOBRKAZELEFERCAETHEATLS, L
ML, BEAEVEBREELGSIFHINIZESETHY . OP DEEOFEEFREOREDIGEE &
YUMBRICEWEHEESIND,

* FED
LEDFERML. 23 T7ILOERICEAL, BRRICEVTH, BEETHORARLGE L
DERBBRZEEMICKFET L IGHEEL. FohTLEL,

7 EEBR

FRE 21 EMESZITHELTIL, 20062007 —AVIZEBES Tz 1 FAREORETHIC
Hd 5 EFRAETHIERMEFABRUVEETHOEBRBEDRAETZIT> TS EEE
BEFRBEOHERICOVTHRESIN, ULTDEBYESATLS,

o AITUNAVINIVHIZHESEETHOVRI ZEHINESNIDODVTIE E
AREFREOEITICEVTIE, EELERETE (B DGEMN oY T HATEEMEM
HEIEETHE) F#RILEI0ROBEICRELTHRITTSE. 2 7LRAELE
IRAEDEICHRETNGERZ> AN o1z, BH. BNAZORLEICEAL TEZRY
HAFZZTNTLOEMRNSERLIERNHY. T—2ONE. AHICEHLLISEST
FURABEORAZHFER DL EANEZRBEORIEROAT, FITILEEELT
BORRERICHELGHEREHT CLIIR#ETH S LHIETSNT,

o MEZERITE2O00FFRE (AHNEFRERVERIEFRE) OBMICKY.
RITLRAOEREICHIMDOLT . BETEIEA D IILIOFERICHEVEET 515
ERHEHI LN, KUBKELE ST,

ABREECEVTIE, (1) ERNEZREOHER. (2) BREAWGTREICTALLhL

12



MO=XEEVER 2] EOREEEREZDMEDS B, LLEMEFIERDZ VHXIZDLNT
F EHT-,

(1) FEHIEFRE

BEMEZRAETE., 41 VLI VPHREERERICERT S2EBTHOERICET S
REBEZTI-O. 2EOERBEICH LREREEMG L. 1 VLI VFHRERED
rish, Hho, EEOERELGTH2ERLEEZBCHTIMEEROTNDS, 46, KHE
[FRTAEEHEELE LTEESNA TS,

7 HmESEOEE

RAVIVIVY DAL AEORAOEECERICL ST LBREZFH. HANETERH
EHTlotz, TOHR. ChETOMER L.

- 10 RTOMELTRL B L.

- THEICHEARTHEHETHRENZ L,

- BETPHOREETOEII. NS 2BBFETORMTHS I EMNZLY,

- BETBERET S84 I001F. BENSEEL-ERNSL.
EWHST-ERIMNEO b=,

R4—1 FEHEHNTOHWMEHE (20092010 —X 2 ~2016/2017 —RX )

&5
S3b, BREYHT. RURYODH
— 4% 85 36
5—9% 290 156
10 mft 361 218
20 mLLE 35 10

x4—2 MRAITOHEHFE (20092010 —X 2 ~2016/2017 —X )

HwEBI%
36, BREYHT. RURYDH
B 560 311
=4 211 109

x4—3 EBEETEBREFZTTOBEZ (20092010 —X > ~2016/2017 —X)

2 ZBREVHT. SLECHMLRUBY S, BEZHESIBNEYFD, HLERLTL
BIFNIETERZEN L S HEEERIITEY
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&5

S2b. BREYHT. RUKRYDH
18H 209 114
2HHE 395 220
3HHE 104 60
4 HBLRE 45 15

£4—4 EEBTHORERL (20092010 —X2~2016/2017 —X)

HwEHI%

36, BREYH
9. RUREY OH
EENMNREELER 490 289
BRMNORELTLIES o7 146 68
AR T Z D 87 37

14 MAVINIOY DL NAEORAOEE. BHEMNDERT
2009/2010 >—Xm 5 2016 F3 AETOHREIZOVT, A Y IILIUHF I ILRE
DIRAOEE, BENCEHBSLEOREREERF L (R5— 1), 512, 20092010
O—XUhB 2016 E3ADIMA VINI VYDA I RAENFEEROT—4 (R5—2)
ZRAWL., REBE 100 BAH-YDHMEHETFELHT- (R5—3),
ZTORR. HFITHREBPLVEVERE (SET7I7202EH. VLY RUAFTELD
ABUTRU20 RULDE) TIE. MEHEEOERLGLHRIHELL. AV ITILI VYD

ANREOUFDEHE, BEIZHMDOLT., A VILIVYRERICIIEETHERET
AAEEMENH D EATRE I T,
x5—1 FEHEITOHMEGE (20092010 >—X2~2016 F 3 A)
— 4% 5—95% 10 mft 20 L E agt
ARAZL 11 43 51 6 111
RAHY (£K) 24 64 69 12 169
2T 24 37 9 8 78
Loy 1 3 27 0 31
SET7U A 3 2 4 2 11
1 FENL 1 26 31 2 60

X TRRAGLI ICE. PR/ 7200 FRALEEEZET,

£5—2 NDBZRWTEHLEALAEEE (20092010 >—X 2 ~2016F 3 A)
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— 4% 5—9i% 10 At 20 Lk ait
ARAZL 2,438,805 | 4,840,617 | 6,371,547 | 9,288,322 | 22,939,291
RAHY (£K) 5,341,629 | 12,788,055 | 15,610,415 | 25,859,273 | 59,599,372
2T 5,162,156 6,426,794 1,377,040 | 12,268,944 | 25,234,934
) LoY 53,259 | 2,263,066 | 5,640,765 | 2,679,658 | 10,636,748
SET7Y4 32,059 59,945 109,683 741,534 943,221
1FEL 94,155 | 4,038,250 | 8,482,927 | 10,169,137 | 22,784,469

X TRRAGLI CIEX. TR/ 72 00HERALEGEEZET,

£5—3 WAEE100 FALT=YDERRER TOIHEFIEL (20092010 —X 2 ~2016 &

3R)
— 4% 5—9% 10 At 20 mULE a&t
ARAZ L 4.5 8.9 8.0 0.6 4.8
fRAHY (£K) 4.5 5.0 4.4 0.5 2.8
2RI 4.6 5.8 6.5 0.7 3.1
Lo 18.8 1.3 4.8 0.0 2.9
SET7Y 4 93.6 33.4 36.5 2.7 11.7
1FEL 10.6 6.4 3.7 0.2 2.6

X THRAGLI ICE. 77/ 7200 FRALEEEZET,

T AV ILNI YDA IREDORBOEE.

EERNICERITHOREETORK

DEHFHET2-ETA. S TIVRA#EDIN 70%T2HEEFTICEEBTHIMNRAE L TLV=,
CDIERIX, AV IINI oY DAIIRERBAZLE., 22 7)ULUNDOIRA VI VY
DA INRERBBECER%KTH 1=,

x5—4 EEBETHREFTOBAI (20092010 ¥—X~2016 F£3 A)
1HEB 2HH 3HHE 4 BB U a&t
AR L 46 54 7 2 109
RA®HY (2K) 37 84 25 18 164
2T 16 37 11 11 75
R 11 15 2 3 31
SETY 4 3 3 1 3 10
1FENL 10 31 14 3 58

¥ TIRAGZL] K, 7RIS/ 22 0D&FZRALEEEZET,
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(2) BRERWG TREHCAVLW LGN > =X R UK 21 FEOREEEREBOMRE
7 HIREWER
(7) BEiE 2009%

2006/2007 B T* 2007/2008 —X A I VI o HHEETERL., DEZHFXY LT
& 7E o1 18 MRBMDEE 345 5l (FHER 7.1202 . O~ 6% 174 Bl (50.4%). 7
~12 &% 122 5 (35.5%). 13~18 % 49 5l (142%)) ZExHRE L. BEEHICEHTSTOR
RY T4 TERENMTONT-, TORR. BEEEHORBFRRIL. 28T 18.8% (65/345 )
ThHY. FITI7IWLFERAEOREE 18, VL UHFHEREORRIL 19 fITHo1z, B|AK
XIEHA D INI T O I AEQHRERNHBE L TWEFIE 28l TH> -, BRERT
DEEEFHORBRRZIZFEFERCTH- 1=,

EZX, EEEBEERIEFICLEEP2EDEEFEEZEZAONT, AV ITILIOFZFDILODHE
mEERANEEREBbhizE LTS,

(4) BEHED 2010%
EREZEFRAETHABIOAEZIIRYLIHLE LT, AB—T—4%2 (200612007 ¥ —X>
[CAVTINIUHFEZHEINT I8 MRFBDEE 11450 FIOREE) ZxREL. 2T
RU7E 72/ 7z00FRAE TRAZL. TEHES]. TBETUVNRAL] OBFRIZDOWL
THEERM MO (RETBIZOVTIE. BENRL TH =10, [T AZFTERE (The
Delirium Rating Scale) ]| ZAL), FAEXE LTETNMITHON TN D,), LGHE. FHHAEZEER
FA UV ITNIUYBBERICERERLZLTIRETLIN, TONTF—FAFREEHICE
LT B EZRIET -0, FEKRFEEEZHZRAV-HABRTHIERESATIND,
SEESRNEMTOBR. REAKBICHT HEFIERKEDNYF— R, TAZICHE
LT, Z7Eb7ZS/ 722 155 (p=0.0613). 2 2 T7)L 1.51 (p=0.0840) THo1=, EHE
FICEALTIE, ZEF7I/ 7z 1.06 (p=0.8390). # X 7J)L 1.79 (p=0.0389) THY.
AITNDOHHELBERENRO oMz, BEFONAICEELTIE. 77X/ D
> 0.79 (p=0.3276). 2 X TJL 093 (p=0.7694) ThHY. MEERELICTREYRY LD
EERBOONGEMN o1z, Tz, INLDBRORBREREE. 6 ~11 mMTZLLROLNT=,
BHELIE, TBRETEEZVEDOD, WThOERLFAZRED) R VEXEEET HIE
MARLMNTZ] EEBL. ChHDERIF. FITJILEBAR. EEEZEOXBEOEEL
RhE 3D TH-ozELTND,

BE. BHLOOREICOVTIE, 23 F 11 A1 HOEEREREBREHRIBEORE

B EEACILIVYVICHEET HIEESEHICIONT BABRAMESSE.
2009;24(4):470-4

24 BHL A VNI OYRBEORBHMARER &AEER L OBEEIZOVTOESRES
R ZEHIEF.2010;15(2):73-95
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HREEPCEVT., FRELOHREEL 2T, ARLEBETHEORRBGEMVA LG o 1=
LOEFFMETELGNEEZZ SN, FRLEETHOBRICOVTIES S EFRINEL
UISFHB L TOW K BENH D EHIMT L= ) EFHISh TS,

(™2) Dobson et al. 2015%

RITILDOEME (A TN IOTOERER. G6HE) RUREUERITT 50,
BAERRE LIS VA LEZEER TS ERRBRHED A 2 BHNTHhhiz, LMD
fRATICIZ 6 DOREBEABTICAL O NI (2 2 T)LIREEE 2401 B, TS5 EREE 1917 6],

ZORER. B, BHRULTOBEBEETDOEEEZ S JLESHTHBRICHREE
(@M= (VR Bl 1.60 [95%CI: 1.29-1.99], MEM: 2.43[95%CI: 1.83-3.23] . BI&ME
F 1.21[95%CI: 1.07-1.36]) A, FEHAEREZTBRICOVTEEI I JILEEHLEMARBELT
BWEIEO oG- (URI L #HEEESE 1.0[95%CL: 0.76-1.30]. FEHEE 0.62[95%Cl:
0.26-1.451)

Dobson Bl&. 22T TILIEA VTV TOHFITERE L-RADBRKEKDEMZRELL ., T
REIBEFHED ) RV RUVARYRVEETEIEDE LTS,

() Fukushima et al. 201727

BERWNEFREOBFTTHLONIZT—2D55, BHICDGA>Y, HAIZEEE
521V 5N HIRETEERE L3S AN T—RICRIEBOH 1= 7 & &K
Lz 28 BZRRIC. TN ELEETHEOBEEHDTMIcBESHEBSr—X 1) —X
(SCCS) FZFZERAWT, ERETHICHT 542 T TILHERGME 4 X2 —2I2H 1T THEFMN
Thnt=. TOHRE. s HROBRRHED > 5. 2 2 7IULHREM ZWERAERZR D 5 Tmax
(REMPEE) ITESFETOHM. 22 rO— LB ZEZh LS OB & L-5A T,
1) R LlE 4.78 [95%C1:1.81-12.6] TH Y . & 512, Tmax H 5 =EIRA 12 B % O B % 2
WA LRBRW=BA T, YRY LI 29.1[95%C1:4.21-201] T&H 2 1=,

Fukushima 5I&. £ETEINZ = T)LHIERAMN S Tmax FTOHARMICH 30 FRITFLO
TV ENRENED, COHEEERNRREINSEAVIILIVTOMEAEELG > TL
528 AVINIVHORERBOEZELHET 2BRALGHEN GV LMD, 127
LWIVYBERICKIEETHESEETEHAVEL,. SCCSIFF I TILEERRTEHEDEES
Ml AU AETIEENE LTWAS,

25 REHREREE TR 23F 11 A1 8 MIULTBGEAEESERERLEHKE

26 Joanna Dobson et al. Oseltamivir treatment for influenza in adults: a meta-analysis
of randomized controlled trials. Lancet. 2015;385:1729-35

27 Wakaba Fukushima et al. Oseltamivir use and severe abnormal behavior in

Japanese children and adolescents with influenza: Is a self-controlled case series
study applicable? Vaccine. 2017;35:4817-24
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1 HBAAETHRE

(7) EFAILTEORDEBREFLRAV-HE
OKRE 5 200828

2006 & 12 A~2007 £ 3 AICHEEF KRN ERZZZ L 1 BLUEERRIC, BET
BEIFHRELTZELIEZ SBUTOREEDS B UV ILI oY LARRRRRESG
DEE 12 6] (FHFEE 825+3.22 %) ZEEITERE. RMEIFELTZZLEBEEZEDS
547NN I YDA ILARREIERREGED BE 33561 (FHEHE 6.09+3.74 %) Z xR
BEL. I3 7ILOFERRICETIEFHILTERN L FORRY T 4 TREHRHAEL
Thht-, TOHR. EETEEHTIE 50% (6/12 ffl) NEERTERBEAIZZ 2 JILHEE
SNTHY., FBEETIE 77.9% (261/335 ) THEREIN TV, F T TILOFERAFEIEE
THHTHRBEICEXTHEEIZEMN o= (p=0.024),

RELSIE. 22 T7IWVEEETBEZRTLOTIEELS. T LAMGHT ZA A RE S
ni=& LT3,

@ Casscells et al 20092

2006 % 10 A~2007 £QAICA VI NIV EZHEINE-XKERFRENILRAY T
(TRICARE) 2##E (1~21 . FHEHE 92455 /%) 18,209 flEXRIZ. BHHERE
EERICEATEL FAORRY T4 THakR— AN TOAz, TOHE. BEEERE
EEZORBIRRIE. EHIT 3.5% (628/18,209 ). 2 = ZILFERAET 3.0% (233/7,798
). JEBRREET 3.8% (39510411 fl) THY. 2 I JILAERELIFARBTHINGEERER
ENROHLNTz (p<0.05), HRPLITEEETLZHINEBT IV G, >z, BMRITT
EAMFFLEASRA T4 vV EIRATOER. 2 I TILERICEY ., FEHEREKDOH
BIZDOVWT, b TEHDIH. BELGIHHRELNESO Stz (BfmEA v Xtk (Prevalence
Odds Ratio: POR) : 0.82[95%CI : 0.69-0.96]), F1=. FEDEMICHEL, FHRBERERD
FE|AEML- (5~8mELLE LT POR: 1~47#% 0.71[95%CI : 0.54-0.94]. 9 ~12 &%
1.15[95%CI:0.90-1.49], 13~ 16 % 1.98[95%CI : 1.56-2.52] B U 17~21 % 2.58[95%CI: 2.05-3.25])
N, HEERHLNLGE,N ST,

Casscells 5 ABRMEDERICEWNT. AV IILIVHFITHTH2 I TILDBEICKY.
FREEEREETERTENT AHBREIBTOAGEM>FELTVS,

(®Smith et al 20093

BREL AVILVIVYBRERICEETHZECLLEETEL2ITILERALTVLS
BlIE L < 7Ly, BRAEFHEEE.2008;82(6):613-8

29 S Ward Casscells et al. The association between oseltamivir use and adverse
neuropsychiatric outcomes among TRICARE beneficiaries, ages 1 through 21 years
diagnosed with influenza. Int. J. adolesc. Med. Health. 2009;21(1):79-89

30 J.R. Smith JR et al. Incidence of neuropsychiatric adverse events in influenza
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KEDOKRBRELGEREZRT —FIRN—XZRALVT. 1999 F 11 A~2005F 4 BIZ4 2T
IHEZEINTZEE 236,200 5l 244,620 F (22T T7ILAEHY 60,267 5l 60,834 ¥4,
A VITNI T IVAELSTL 175,933 5l 183,786 ) X RIZ. HFHHRRAETER
[CET 5L FARRY T4 TaakR— FARDITHON -, FHEEREEERT () LEHL
1D, b) HEDEE NREZBRIBENLZELED., () PREBRRICHENLTESICRES
NBELDIZHEL. OPR T vV RBANOBER. £2THEICHLT, 2T ILES5IC
FOFRBREQEMEIBOONG,IA ST (BRARXRIT7THRELEZBEAS v XL : (a)
0.89[95%CT : 0.85-0.94], (b) 0.89[95%CI : 0.85-0.94]. (c) 0.88[95%CI : 0.83-0.94]) , E#HE 7
DFEMIZEVTIE, 17 BUTOYITITIL—TT, AV ITILI oI IIWRELFLL &
L. 22 7L0AHY TRABEIEYV—FOARBEENFEICELI 7z MR D
7 CEHRAEBLEBEL v XL : 1.69[95%CI : 1.13-2.53]),

Smith 51&. Z T TILENFSINF-BEICE T LREHEREETEZRORBRERL. 1>
TILIY DA INARLFGELDBEELLEAEML TLVEAL>zE LTS,

(DHuang et al 20093

BEIZBVLWT. VM1 ILABREBEDT—FR—XZHAWNT 1997 F 1 A~2007FE5 8124 > 7
IWIUHEHEHRINFEE 2,651 HlZRRIC. TD5H 18 MR THBMERIEEEE
EOHIEXITEIKZEE L T Chang Gung /MNEIRIRICARBRE LTz 74 flOBBEREFEROLE 2
—hfThntz, & < B onf- iR miZ R aEES OBIR XITAERK L. EEFEE (43.3%. 32/74
). WEEE (20.3%. 15/74 65) RUEBHEDIKE (13.5%. 10/7461) THo1=, 714HID 55
17 BlIF 2 2 TADEEEINEA, PREEREERTORFEOBRETH 1=, IR,
B8 59 fl. BEOHBEFNEREESHl. EEOHEFMREEIH. FET 36, TH4
BlTHoT=, ETEFITWT L ARBFICREEZHINTEY ., EEOHZFEMNERERE
FEG I ABTRFICINE R, BRERBERIE2MIREEM R EZH SN TV, 23710
BELEROMICEEGHEBIERO oG 272 (T 14 v ¥ v —DIEEREERTE :p=0.1512),
Huang 51&, PREZERBEEEETOREIEIZI I JILRBREBICLISIDTEHLEL. A1V T1LT
DHFICEELEZEDEEALNDE LTINS,

(B Greene et al 201332
NEEEDEFT—F2ZHAL. KEIZHBLVT 2007 F£1 AH D 2010 £F6 BIZA > II)LT

patients treated with oseltamivir or no antiviral treatment. Int. J. Clin. Pract.
2009;63(4):596-605

31 Yhu-Chering Huang et al. Influenza-associated central nervous system dysfunction
in Taiwanese children: clinical characteristics and outcomes with and without
administration of oseltamivir. Pediatr. Infect. Dis. J. 2009;28(7):647-8

32 Sharon K. Greene et al. Risk of adverse events following oseltamivir treatment in
influenza outpatients, Vaccine Safety Datalink Project, 2007—2010
Pharmacoepidemiology and drug safety. 2013; 22:335—44
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VHBENERINT 187423 fIDS5Bb. AT TNLEBREHEEREHETYFUILE
27,684 BIERRIZ, 2 I TIEBEELFHBBRREESRZATLOBEERICEISL AR
RY T4 THEAR— FRAEIfTONT-, TOHER. LAHER1~7BEOY X HBIZET
DNEDEHRBRDOMET ) XV (E. 22 TILIREHT 0.126% (35/27,684 ). FEHREGE
T 0.105% (29/27,684 f5l) THo1= (F v XLL=1.21[95%CI : 0.74~1.97] ), Ft=. NE -
BEHREY T ITIL—TDOZRBIE T, 10~19 ETIE. 2 I TILREET 6/5,943 Hl.
JERE BT 4/5943 5 (4w XtE=1.50[95% CI : 0.42-5.32]) T&HY. 2~19®Tl&, # =
JIVIREEET 6/10,554 B, JEREEET 510,554 5] (A v XEE=1.20[95% CI : 0.37-3.93]) T
Hot=,

Greene bl&, 2 I TIBERDODBHMERATERD R IMNE L E LD FERLITFER
nigmhofz& LT3,

(€) BHERHEZEOEREBRELTAVHR

(DToovey et al 20123

Roche Global Safety Database ZFLNT., 2007 £9 A~2010 £ 5 AICH{ESN=2 D)L
[CEAET 2EMERREETER 1,330 41 1,805 4 (BDOWER : BA 767 # (42.5%) . KE 296
# (164%). TOMOE 742 H (41.1%)) EZXRICAEZITo1-. TOHEE. 2<{BERK
EIN-FHERRAEERIL. BETEH (457 #. 253%) . TOMOFEHIER (370 .
20.5%) RUEE MNEESE (316 #. 17.5%) TH 7=, 1,330 4l 1,805 4D 5 % 807 f§i 1,072
# (59.4%) IE 16 BUTDBETORETH >z £z, 396156 &2 2 TILFHIRET
DHETH =M. HOBRPFERABD-HZ I TILFHEE LEORRBERITHEILLY
Mhotz, EELAEBRINFEBELZFZITILAERESE 46055 10 fiTIE. BHHEER
FEBRNEBNIEFLEEL TV, EEEH 4 HIDS55 10 FIET2ITILEELSE
MRXIIGELORESEZHET HICIEERTZTHY . 26T HAECBRERE. &Y 24|
AV ITIVIT LR RAFTH o7,

Toovey B1&, 2008 EICEHELMToFLE1—DFER (A VIILVIUHFEEIZEITHRE
HERREEBEROURYIIEZ2 I JLFEEICE>TEMLAEL) NEMTLAZELTY
%

(@Hoffman et al 201334
KE FDA DEEZEERME T X TL (FAERS) #HULVT., 1999 4 10 B~2012 F8 AIZ#R
EINE=F I TILICEET 2RAHBEREETERICDOIVT . MedDRA (ICH EfEEHES)

33 Stephen Toovey et al. Post-marketing assessment of neuropsychiatric adverse events
in influenza patients treated with oseltamivir: an updated review. Adv. Ther.
2012;29(10):826-48

34 Keith B Hoffman et al. Neuropsychiatric adverse effects of oseltamivir in the FDA
adverse event reporting system, 1999-2012 Brit. Med. J. 2013;347:f4656
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REEOHREHI, SHEL v XL (ROR) BNEHINIz, TOHE. 2T TILOBEHD
v XtlE, 8WEIC TEEITE) (PT)J 29.35 [95% CI : 27.43-31.40], TR UTEIICIR
N BIEK (HLGT) J 15.36 [95% CI: 14.39-16.39], A% (PT) ] 13.50 [95% CI: 12.05-15.12].
M8 (PT)1 12.00 [95% CI : 10.93-13.17]1%F TH > 1= EIMEEHID 5> HFHOAERFHH
ANoDWETH 1=,

Hoffman 5 (&, #@% 10 F(ZH =% FAERS DTHEREBET—2 (X, 2 T JILICEEET 2HED
RBHARREEEROREDINEVVEEMETRET LD THSHE LTS,

(@Ueda et al 2015%°

2004 &1 A ~2013 £ 3 AETIZKE FDA DBEEFBRIME S AT L (FAERS) ~#FjES
NI-FBHEREEER 222,029 % (552 I 7)ILIRARODEETER 1347 il 4,696 ) Zxt
RIZ. A2 7)LIRA L OBEDRENTHONT-, TOHRE. BEETHOREENEIE 363%
(489/1347 451) . 7w XLb(F 23.5[95% CI: 21.3-25.8]TH Y. 2 I 7ILRABKIZE T3 EE
TEIDA v XD 95S%EERE TRIEI 1 £ LB > 1=,

F=. F& - AN EDBEARERANBHLIZEZA, BHIZEWLTIX, 20 FULEDE =D
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36 Rokuro Hama et al. Oseltamivir and early deterioration leading to death: A
proportional mortality study for 2009A/H1N1 influenza. International Journal of Risk
and Safety Medicine. 2011;23:201-15
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5.WARNINGS AND PRECAUTIONS

5.2 Neuropsychiatric Events

There have been postmarketing reports (mostly
from Japan) of delirium and abnormal behavior
leading to injury, and in some cases resulting in
fatal outcomes, in patients with influenza who were
receiving TAMIFLU [see Adverse Reactions ].
Because these events were reported voluntarily
during clinical practice, estimates of frequency
cannot be made but they appear to be uncommon
based on TAMIFLU usage data. These events were
reported primarily among pediatric patients and
often had an abrupt onset and rapid resolution. The
contribution of TAMIFLU to these events has not
been established. Influenza can be associated with a
variety of neurologic and behavioral symptoms that
can include events such as hallucinations, delirium,
and abnormal behavior, in some cases resulting in
fatal outcomes. These events may occur in the
setting of encephalitis or encephalopathy but can
occur without obvious severe disease. Closely
monitor TAMIFLU-treated patients with influenza
for signs of abnormal behavior. If neuropsychiatric
symptoms occur, evaluate the risks and benefits of

4.4 Special warnings and precautions for use
Neuropsychiatric events

Neuropsychiatric events have been reported
during administration of Tamiflu in patients with
influenza, especially in children and adolescents.
These events are also experienced by patients
with without oseltamivir
administration. should be closely
monitored for behavioural changes, and the
benefits and risks of continuing treatment should
be carefully evaluated for each patient (see
section 4.8).

influenza
Patients
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continuing TAMIFLU for each patient.
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6 ADVERSE REACTIONS

6.2 Postmarketing Experience

The following adverse reactions have been
identified during post-approval use of TAMIFLU.
Because these reactions are reported voluntarily
from a population of uncertain size, it is not
possible to reliably estimate their frequency or
establish a causal relationship to TAMIFLU
exposure.

Nervous System Disorders: Seizure

Psychiatric ~ Disorders: ~ Abnormal  behavior,
delirium, including  symptoms  such as
hallucinations, agitation, anxiety, altered level of
consciousness, confusion, nightmares, delusions
[see Warnings and Precautions (5.2)]

4.8 Undesirable effects

Description of selected adverse reactions
Psychiatric disorders and nervous system
disorders

Influenza can be associated with a variety of
neurologic and behavioural symptoms which can
include events such as hallucinations, delirium,
and abnormal behaviour, in some cases resulting
in fatal outcomes. These events may occur in the
setting of encephalitis or encephalopathy but can
occur without obvious severe disease.

In patients with influenza who were receiving
Tamiflu, there have been postmarketing reports
of convulsions and delirium (including
symptoms such as altered level of consciousness,
confusion, abnormal behaviour, delusions,
hallucinations, agitation, anxiety, nightmares), in
a very few cases resulting in self-injury or fatal
outcomes. These events were reported primarily
among paediatric and adolescent patients and
often had an abrupt onset and rapid resolution.
The contribution of Tamiflu to those events is
unknown. Such neuropsychiatric events have
also been reported in patients with influenza who
were not taking Tamiflu.
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved
patient  labeling (Patient Information and
Instructions for Use).

Neuropsychiatric Events

Advise patients and/or caregivers of the risk of
neuropsychiatric events in TAMIFLU-treated
patients with influenza and instruct patients
to contact their physician if they experience signs of
abnormal behavior while receiving TAMIFLU [see
Warnings and Precautions (5.2)].
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