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BRKDA T TILDFMAXETIE, (1) 22 TILOERBICEETHNHRES LTINS
&L (2) TO&SLEHEMERKRTZ S TILVRAOEEICHAIMDLT . 4 0TIV UFICkEFE
THRERTHAS L. (3) BEZERT 52 L RUBEAMBERNE C 511X, B
DEEZEIZAZITILOMBD YR ERRT 4y bEFHAET 5 2 EENBEH I TS,
L. BADRMXELZELY. 10 RTOFERADELEZAFRIATLEAL (BliF2

5 BERORIERHE DK
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£3—1 [HERL—XHI]

X T YR ST IH S F e
FEGIE (%)

2008/2009 *— R 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%)
2011/2012 ¥ — X 25 (13%) 7 (9%) 5 (56%) 15 (28%)
2012/2013 > — R 25 (13%) 1 (1%) 2 (22%) 2 (4%)
20132014 > — R 16 (8%) 5 (6%) 1 (11%) 9 (17%)
2014/2015 > — R 23 (12%) 3 (4%) 0 (0%) 6 (11%)
2015/2016 > — A > 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%)
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<A 36 1 0 0
Hawt 226 81 9 53
F) —XV 9ANLEESAET
=3 —2 [F#&HI]
27 YRS VAV AFEen
FEGIE (%)
10 7% AT 127 (61%) 10 (13%) 2 (22%) 8 (15%)
10 A% 24 (11%) 66 (84%) 3 (33%) 36 (68%)
20 % fR 7 (3%) 0 (0%) 0 (0%) 2 (4%)
30 kR 5 (2%) 1 (1%) 0 (0%) 0 (0%)
40 mEfR 3 (1%) 0 (0%) 0 (0%) 3 (6%)
50 mEAk 3 (1%) 0 (0%) 1 (11%) 0 (0%)
60 7 X 6 (3%) 1 (1%) 1 (11%) 0 (0%)
70 AR 8 (4%) 0 (0%) 1 (11%) 2 (4%)
80 At 14 (7%) 0 (0%) 0 (0%) 2 (4%)
90 sk ft 12 (6%) 1 (1%) 1 (11%) 0 (0%)
/R 209 (100%) 79 (100%) 9 (100%) 53 (100%)
REA 17 2 0 0
TwEt 226 81 9 53
x£3—3 [1431)
27 YRS VAV AFEen
FEGIE (%)
Bk 127 (61%) 70 (86%) 8 (89%) 41 (77%)
Ik 82 (39%) 11 (14%) 1 (11%) 12 (23%)
/R 209 (100%) 81 (100%) 9 (100%) 53 (100%)
<A 17 0 0 0
HaEt 226 81 9 53
x£3—4 [RUDEENSEBEGTHOXRKBEETORA]
27 YRS VAV AFEen
FEGIE (%)
%19 A 84 (46%) 33 (44%) 5 (56%) 25 (47%)
%295 A 60 (33%) 28 (37%) 2 (22%) 18 (34%)




% 39 H 17 (9%) 10 (13%) 0 (0%) 3 (6%)
%495 H 14 (8%) 1 (1%) 2 (22%) 1 (2%)
%5 595 A 4 (2%) 1 (1%) 0 (0%) 2 (4%)
F6JALLE 5 (3%) 2 (3%) 0 (0%) 4 (8%)
/R 184 (100%) 75 (100%) 9 (100%) 53 (100%)
KB 42 6 0 0

ET 226 81 9 53

6 JEERPREIERE

TRk 21 EHREECFOBRFHERAL U FELH SN EEBWGIZETIE, EETEIVRE
REEZZITILORRBRERAET 2EENS. (1) PIRRICHTIHZERY (2) FEER
BRIZHTIEENRESIA. 1) VEBEAELZ S ELODREERROERICEAL. BB
BORARLGELORARBERLZEEMICXBFISLSLGHERET. BERAICELTELNT
WEWEHIBT L=l TAEILE S ELDRRAEICHEU I KO LRRFRNDEEEZET
B LERBTHERIIT/ONGI o1 ] FOBRFBEEMNLEYFLOHOATLS,
ABEEZITHEVTIE, FITFER 21 ELRBICARINF-FERABREZDDIZUTOESY
FEHz, BHE. RETIH, AE2ILZIENLY VEEEZE OP, TOIKADEICEIYERT S
FEHEREME OC L ENETNBTEDET D, Fl-. OPDAERFFEILFZIEILELLT
LT,

(1) OP RUEDPIIKS =Y LT HF A LOCH-DIRKNENRE

HE PERUVUEAT Y MIEWT, METEERRE L 1= OP Z8IRNEES LI-FOR~D 5
A% PET TREILIZECAh, HERIRIZL . £ BRICSECTET LR, &
MEOR/MALIIHERTIE 06 EET HEDYR VAR TIX0.2EEITET L,
Fi-. MKKREAP (BBB) ##HT5FEL NS VRAR—42—THD P-#EEHL (P-gp) A
EERAZEITHL70RRY VDHEIEEIZEY . BMRASHNEMNT S ENRINT
(Hatori et al 20118) ,

HEZ Y FIEWNT, OP XU OC DN, BBB TD P-gp DEBERETLI-EC B,
BBB TRI=EF5P-gp DHERBILER 2 BE TIEVHE L. SEEHDH 40%TH -1z, Fi-.
OP 300 mgkg RERORELI-LE A, 2 BAEKDISKS 0P DA MILMIED 0.14 ETH
Y. 8BBMDKIIBETHo=. —A. 2BET v MIHITH OC DN FlE OP DI 1/70

6 RICEHITH5EMBE - KPR, RANIZE T2V ML AUNOREMERMIZT T HIEHED
BFEOBREL. HES Y FEZRV-ENEMRER. RNERREICE HEEFHHER

T ERBRICHT HHEFMICES S in vitroFH B

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
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T&H>1= (Morimoto et al 20129) ,

TFHATFILIZE T, SFSETHREIZHE L 1= OP £ (EIkNIRE5 L =-F)-DIKNND &S =
E (Cmax) ZAPET ZHNCTHRELIZECASHA, DEIVMRUVEEFEHRBYTIE, Th
%hﬁimﬁﬂmo) 371 fER UV 2.63 f&& &M o= (Takashima et al 2011'°),

OP75mg ZARAEICEEEREZRI LT L BFO/NMNREYELSNIzMAETOP KU
oC ;‘%E{ﬁ#iﬂui Lizé S AEhi=ZF0FER. OC DXRERFFIRMARE(EL 04 ng/mL  (1.19
uM) . IDEMTIE 1.7 pg/mL (5.93 uM) . FFiETIE 18.3 pg/g TH 1=, OP m\-smuﬁ&
Bﬂﬁ (0.1 pg/mL X (& pg/g) AT THo 1=

JHb o

[}

= (Fuke et al

2008'),
Suzaki-et-al(2013) 2IEEERA AN 30 AIZOP 75 mg 2185 L =B OEMEIRE/NS A —4
—&. OP % OC ITRBIFMHILT H2HILARFLIRTS5—E (CES) DEE LDBEFRERE

Liz& C A=A, OP MM EH Cmax {£ICEAL T, CESI OEBHR(CKBHREHEER
ShiEmot=, BH. HEREDDIZ OP M Cmax B AUC AMidHE L Y 10 SRRES LED
1 AW=A, BEEID CES1 M ZE TIXERBATE LM o= (Suzaki et al 20133),

(2) OP RV OC D—MEM
J v M OP22mgkeg %5 BEIRERZOKRE L, EERH. ERUHHEECHT IEEE
BmEt L& 2 A, =B EH T D glutathione (GSH)  reductase. GSH peroxidase.
GSH-S-transferase JEMEMNMET 5 & &L HIZ, MFHD -GT EENLFRET LG E. BEIEX b
LADOHEEDHFEENTE SN (Bl Sayed et al 201114)

DEREERS

9 Kaori Morimoto et al. Original article developmental changes of brain
distribution and localization of oseltamivir and its active metabolite Ro
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

13 Yuki Suzaki et al. The effect of carboxvlesterase 1 (CESI) polvmorphisms on the

pharmacokinetics of oseltamivir in humans. Eur. J. Clin. Pharmacol. 2013;69:21-30
14 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
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(3) OP RU OC DHRBHERADEZE (TH~NDEE)
OC HHBEIEMIAEL 7 BES Y MIAEESIEKIZEME L= OC 25 U 50 mgkg

ZETEREL, B5R 24 BRIEFTRITBZAEE LI L ZA3n=A. SHHIELER
BN D F=—(Freichel-et-al 2012a%), 11 #. 50 mg/kg &‘Fh%l J:Zajm K&UHmEP ocm
mEimE (Cmax) X, TR Zh 88,900 ng/mL 2,500 ng/mL SRR

Hg%—@%—f—:%ﬁ-‘%&f &> 1= (Freichel et al 2012al®

OP%5w FIZ OP500, 763, 1,000 mgkg Z#EOAKS L. ?x’—-}?& 8 Bl £ T—MRITEIOE
BE. BRE. BE - ERFHERFANOEZELZHR LI L HShi=A, SH-MIRE
B LN D f=—(Freichelet-al 2012b'7), 785, 1,000 mg/kg 5% D OP-OMIE, KNELE
BB U D-OP- D ixmimE (Cmax) [£.0P 2B L TIEZFNZHN 16,300 ng/mL. 1,120 ng/mL.
2,310 ng/mL, OC [ZE§ L TIEZNZh 49,700 ng/mL. 363 ng/mL 641 ng/g T L ERAREER

= = **'Cﬁ; 5 71=_ (Freichel et al 2012b'8) ,

Sh A = L = A (DT d
AT a o b

(4) OP RU OC DIREBE~DFE

OP-%#35w FZOP500, 763, 1,000 mg/kg ##EOHRE L. BERAERE SHEE THREL:
L AP, BEEERIES00meke 5 E®R (R5% 1 BH)-TIEETOREH THEBR L I
B UIHETICHEEE T _(RIBBEE - 38.7+0.3°C. 500 mg/kg %58 : 38.3+0.2°C. 763 mg/kg
%55 :38.3+£0.2°C. 1,000 mg/kg # %58 - 38.24+0.4°C. LWFh ¥ p<0.05) HE&H 5N f=AS,

16 Christian Freichel et al. Lack of unwanted effects of oseltamivir carboxylate in

juvenile rats after subcutaneous administration. Basic Clin. Pharmacol. Toxicol.
20122;110:551-3

18 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




EE5#%2BETCEELREDOONGM o=, T, BERABETE., 500 mo/ke IRE5ET.
MEHELEBEL TOIIEA L BMEMICEELGER OB - 37.940.2°C, 500 mg/kg 1%
53 :38.1+0.2°C. p<0.05) &R LT—%@%&%FGM@—(—%%%&—(— (Freichel
etal 2012b) = 7 =,

Y RIZ OP 100 mgkg PRI AZEEAFRE LI A, FHBHIEELTHREEZE
EICETEEA. 0C_100 me/kg DEFERAEESTIFETSELGMN o1z, 0P OCETVR
[COP, OC ZMNERISHEE LI-L 2 A, FRFEBE LI L TN E 12.5 ng/Sul/head LA
tOEEICEYCHERFNIZEEICKEZIET S €71-(Onoetal 2008, —AH, =3F
2 0.3 pg/head DINERIZE(C L HHFRETIERIL. ERECOP 0.3 pnghead>B-OP-(TX Y
I S f=AY, OC TIX 3 pg/head THHMHE S 7EA 5= (Ono et al 2013206082 , EEE 1=,
Fukushima-et-al (2015 > D¥RETIF T I A2 OP 10, 30. 100 mgkg RPEEERNEZS L1
LT A, 10, 30 mgkg T EHTIHMKBEDETIEES ST . 100 me/ke 558 THREBEEIZLE
REELERCDIETIRD olz, Ehot=A—A, Z3F > | mgkg DEERAKREIZLD

ﬁﬁ(mli OP 10 mg/kg Bi-F?x'a_-l K YEEICHHI Stz (Fukushima et al 20152)

(5) OP RU OC DM - FIRFBRNDFE
Y ARIZOP30 BT, 100 mgkg &R AIFIRNIELI-L A, FHoEIcFUMTFE
BT RUERIRAE C =AY, OC TIE 100 mg/kg fﬂb%&%liu ) bnm&\oto HEOPPK

h [ () B2 486 | —
Z V7R =

(Fukushima et al 2015) ,
ORP-%F v k2 OP30 HELME. 100, 200 mg/kg #FERAZ ST S ELI-EC A, AERK

20 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
21 Alihi v oo : 3 L

22 Aklhlro Fukushima et al Oseltamivir produces hyp_othermlc 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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FHICIMEDET ERIRMNBN F-—EKimuraetal 200122) . 1=, [REESRENEML. 200
mg/kg TIEFERMAELE L, BT L1z, OC_THE200 mgkg DZEFIRANZ S TIE. LcHmE.

DA%, FRANDEELTE n.b\&)bh%bwl—%%%é@é;%&b%b&b\ot 5

Ffz. OPZET Y FZOP 100 mykeg-ZRIRAIRE T 5 &Ik Y. HEIRAROKRBHEEN
BHEICIET L. 150 mg/kg LAE TIEFEIREIEAFE E 7z (Kimura et al 201224) , AFHS1E-OP

NOE UFEEA X (ZHENTOP 03, 3. 30 mgkg ZEIRNIREG L& 2 A, T03 mg/kg

BEETHRHE N DT ANICEM LIz, A3 mgkeg HE5HTHMAHELMEND LR, 1©

J%I*Jh:%aif"):luiﬁ PBOEENED 5Tz, 30 mgkg HEHTIIDERGEERE &0
BOBOEBECMA TLEHK. E. MEEEDETARO SN, COFOD OP OMmEE

FRED Cmax [FABEAEN HIEIZFNFN 1.220.2 ug/mL (4 uM) . 10.6£0.8 pg/mL (34 uM)

BU 117572 ng/mL (376 yM) TH o1z, Ffz. 41 IIDBEEAR AV E-EREEFIZRET
[CEWNT., TH10 M TEBERIZEL (H‘jC_L'BJ:fJ\UJEr_ (Vmax) 1ETF. ¥rfuhrfEiE
R) AESHSMNT- (Kitahara et al 201325) RO JNBETE 9 £

—hH. AXEMHBEETIOY I ETILIZOP 3, 10, 30 mgkg #FRNITZELI-LZALT
4. Torsade de Pointes [T EEM o1z, £z, BILE Y MLEFEHIFERZT AV R TIE
30 M TEFBEMDEREEZMNG/NT A —2 —DHENIZERELGEILEARNGE N o =5
#EEM, 100 uM BV 300uM LLEDFRETIE., #EtMICEELEEELID Vmax DIET A
FinlsE QRO NRD bt = (Nakamura et al 2016%°) ,

24 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

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

26 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
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Takahara-et-al(2013) X OP ZEILEY MLEERIZ 10 U 100 uM THUE L E=FRNT
FEERFLEEIA, WO M TCDEDRBIEEEREXEECETSIE

(Takahara et al 2013%) ,~OPHENa*K"-channel ZREFEF =Ll F Y EEMISLEOERE
H 0 tAls o 3 == N H == DI s

(6) ZDith

OP-ZT I RIZOP 100 mgkg ZEARAIRG LTHI-L A, BXRRIEIC & DB DUNGE
THETFZ&(THE C S G LVAY, d-tubocurarine |2 & % fisthfE D EITE % OP 3,10, 30 mg/kg LA-ETE
B, SEWmESH, : 3 2
AT B—7.0C [£ 30 mg/kg THLIDELSBERAE RS G ’Jt (Fukushima et al 2015) ,

(7) ERBERERARBREZZTLED
7 ARNERE
Hatori 5. Morimoto 5. Takashima 5 DRE (L. FL 21 FHREETTRINERBLEEE

BIICERLGDECBHIEFAL, Fio, Fuke 5DI|EICEIL TIE, OP, OC DMAREIFEED
PR TR oNIEEREL . FHIZOP DRBEENH o LFRDIEL,

141 —fE=H

El-Sayed 5 DIMEICENTIE, FEEOEFEENTEINTLSA, 2 T JILOBEBERKICH
FEhn=-2EsHHBORETE. FYEHE®D 100 mgke & 6 1 ABIChzY T v R
O#%5 LEEREESEEARBRICEVWVTEREESBOH LN T LA, Fi-, ZIFHRKRRAR

28 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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[CEVWTEHEEZRIERIIEOSNATE ST, Suzaki 5DMETRINTLYS OP DIMNEE
FEENMODELY L 10EZRBES, o= (Cmax=940.83 ng/mL) #HEEIZEWLWTE, HF
FRIZHONTULEL,

D PHREMER~NDEE

Freichel 5 DT, FERAREED OC MFHRE (REBHRBEFOEHTIE 13-18FD
/INECERRAE 2 mg/ke O 5EFD OC DF ) Cmax [F 319 ng/mL) D 278 EFLVEEIC
BT, — TR L TEHMIREIBOSNTE ST, Fi-. ERRHAERFFD OP MiFdhiE
E (MNRTOEEKAE 2 mg/ke OS8O OP @ Cmax 73 ng/mL) @ 220 &K U OC I
PIRED 155 FEVNEEICSWNT, —RTEOESE. HRES. BE - EFHHERSIC
BELT, SHEMIRIEEH SN TV,

I KE~DEE

Freichel 5D RETIE, SHHEDEBZEFEDERTIART. OP FEEICEVWTHKEETD
BEG o4ce/he. AEEXEHILEL. KEICHLT—ELEHREED S TLEL,
F7-. Ono 5. Fukushima 5 DL TIE, OP HEMIBREICL YT IVRTEKERETHIARDLN
TWaH., ZOERIZ/NEEERERED S0 EOREDEERIESETHRAL-LOTHY . BEE
DBREZFUHLEL - TWS, —A. —aAFVEDHEBEERAE OP 10 mgkg & LS ELERYE A
ETHEATWSY, BRTEETHLH L, Ff-, OPEMBEL—aF L L OHAKOER
NFEHATHEC L HY ., ZTOBRKRMERICOVWTIEISEDRETH D,

4 g - BREZNOEE

Fukushima 5 D#RETIE, OP AY IV RAFERBRICEEES X SAREMENTREIN TS
M, OP DKABRIIEMETHE—H., IHE5ERD pH RUBREREDELE(COVLTIEEH SN
TLELY, Kimura 5DIETDH, HERD pH FEBE SN TE LS, B L THRES
BOBEFTOATELT. EAETHENHERE pH LOBEEICOVWTIEITHATH S, F
f=. BREKAE® 15 RU 50 BULOEREZH#IRAES L-ERETHY . BEROBESH
LEIGHOTWS,

Kitahara 5 DIHETIX OP TA XBIRBRICHELZEZ D ENTEINTULSEH., 4 u
M &EWSERRTOIARE (MET 0233 uM) @ 20 FEEETHIALA IMAHE DN
ARBROLNTEY, SERBEETLIVENHS, —FH. Nakamura 5 DWETIEA XETILT
FEIEOH N TLVELY,

Nakamura 5. Takahara 5 D¥RETIE., EILEY PDBEEEICEEFZEZS LA TRE SN
TULV%, Takahara 5[&, OP A¥ Nat+-K+ channel ZfAE T 5 LICK YEEMIZIDENDERE
ERHGHREECEET L EEREL TV LA, EADHENT 10 uM (SRR TOFHMmTHIE
ED 40 BICHET L EETHS,

13



A ZDith

Fukushima & Q¥R Tld. d-tubocurarine [Z & 5 FHtEEDEEZ OP MELHESHZ EARSE
NTEY., FAR=AFUMETEFII) ORBAEEERICEL S EERENTN S, C
DHEZDBERHEZRISITHTHSH, MNETOBRKAELFFRELAETHATLS, L
ML, BERENEREELGLIFHINIESTHY . OP DEENPEEFEOREDEE &
YISV EHESIND,

X FED
ULDO#HERMNL, 22 7)LOERAICEAL. BBRICEVTE, EBTHOEARELGE L
NDRRBEREEENICEKFTLILSILHEIL. BoNTULAL,

7 EEBR

TR 21 EREECAORABREAL UFLHONEBREWGITHEVTIEL, 20062007 &
—XAVIZEESIN- 1 EABREORETHICET IEFAECHIEAMNEFAETRVE
BTHOBERREDAEZT > TV IABMEZATOHERICOVTHRIESA, LTDL

BYEINTWD,

o RITUDAUINLNIVHFIHESIEETHOVRI EZEHINE IMNIDVTIE, E
AMREFREORITICEVTIE, EELGEETE (FHDGA oY I HATREMEM
HEIEETHE) 2RILEI0ROBEICRELTRIFT AL, 2 7LRASELE
RAEOEICHEHGERE LGN o=, GHE. BAAEOZLMICEL TEERY
HAZTNTLOEMRNSELDIERNHY. T—2OINE. AICEDLEISES
FHABEORAZHFEZA LS LEANEZRABEOETBEROAT., FITILEEERT
BORRERICEARLGEREZLE T CLEIRETHD LB SN,

o MEERITE2O0EFRE (AHMEFRERUVEREZRE) OBFFICKY.
AITIBRAOEEICHADDLLT ., BETEIEA U IILIOFERICREVERYT 515
ERHEIEN. KYBAKELLG ST,

ABEZIZEWNTIE, (1) EHWEFAEOHRR. (2) BERWGTRIICHWOLE
MOE=XEEVER 2] EOREEEREZDMEDS B, LLEMEFEDZ NHXIZDOLNT
FEHT-,

(1) EEIEFRE
BEUEFPRETE, A VIV IVPHREEREBRICRETSRETIOERICET S
REREZTI-O. 2 EOERBEICH LREREZEMFL. 1 IILIVFRERED

14



Meh, o, EEDERELGTHYERLEEBZICETIBMEZROTND, BH. KA
FETAZHAEE LTEBESA TN S,

7 WmEEAEOEE

MAVILVI VDA NAEORAOCEECERICLoTLRELFRN. HAFETERH
EE oz, TOHR. CNETOMR & ERK.

- 10 R TOH|ELRL B,

- THEICHRTHETHRELNZ L.

- BETHOREFTOAMI. RENS2BEFEFTOMTHS I ENEL.

- BETBERET S84 I 001F. BENSEEL-EERNSL.
EWVWHS-ERIAERD 5=,

K4—1 FEHEITOMEHIER (20092010 >—X 2 ~2016/2017 >—X )
HEHI%
26, BREYHT. RUBRYDOH
— 4% 85 36
5— 9% 290 156
10 it 361 218
20 L E 35 10
Fz4—2 MHRHTOHREFE (20092010 >—X 2 ~2016/2017 —X )
&5
S3b, BRAEYHT. RURYOH
Bt 560 311
=% 211 109
®4—3 EEBETHREEFTOBEE (20092010 —X 2 ~2016/2017 —X)
HEHIR
26, BREYHT. RUBRYOH
18E 209 114
2HH 395 220
3HH 104 60
4 HE LB 45 15

2 BREVHT. SLECHMLRUEY S, BEZEHESIBAEIYED, HHLERLTY
BRIFNIEERZEENL S DREHITE
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K4—4 EETHORERE (20092010 >—X 2 ~2016/2017 —X )
HEHIR
326, BREYH
9. RUEY DH
HEENMNSREEL-ER 490 289
BRMNSEELTLIES o= 146 68
THAXIEZFDH 87 37

14 MAVINIVYFDAILREORRAOEE. EENOERH

2009/2010 >—Xh 5 2016 FE3 AFEFTHOREIZOVT, i/ YV IILIUHF O ILRAE
DIRADEE, BEANICEHBBCLEOREREERFT L (R5— 1), 512, 20092010
D—XUMB 2016 ESIADHA VIINIUYIMNIAERAHDOT—2_(R5—2) #H

L\, 100 BE®HF-Y OlEHEFELH- (R5—32),

FOHEE., BICHEMAVLVERE (SET7I402EH. VLT RUATELD
ABUTRU 20 U LDE) TIE, ENEEOERELGLLEETHLL., AV IILI VYD
AIIWRAEDNFDEE, BEIZHLIHLT ., A VIILIVYBERICIEETHERET

BEHEMN H S EMNRE ST,

x£5—1 FEEITOREHIE (20092010 >—X>~2016 F3 A)
— 4% 5—9% 10 @i 20 UL a&t
ARAZE L 11 43 51 6 111
RA®HY (2K) 24 64 69 12 169
2D 24 37 9 8 78
)L 1 3 27 0 31
SETU AR 3 2 4 2 11
1FENL 1 26 31 2 60
X TIRAALI IZE, PEMPS/ 722 00HZRALEEBEEZET,
£5—2 (&) NDBZRWTHEHLEALAFE (20092010 >—X>~2016F 3 A)
— 4% 5—9i&% 10 A 20 m Ll E &t
ARAZE L 2,438,805 | 4,840,617 | 6,371,547 | 9,288,322 | 22,939,291
RAHY (£1K) 5.341,629 | 12,788,055 | 15.610,415 | 25,859,273 | 59,599,372
2RI 5.162,156 6,426,794 1,377,040 | 12,268,944 | 25,234,934
Lo 53,259 | 2,263,066 | 5.640,765| 2.679.658 | 10.636,748
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ZET7O A 32,059 59,945 109,683 741,534 943,221
1 FEL 94.155 4,038,250 8,482,927 | 10,169,137 | 22,784,469

X TREAAZLIICIK, PERZS/ 22 00HFERALEEEEET,

£5—382 100B0AE-Y OERRER TOHEHI$ (20092010 >—X 2 ~20164F3 A)
— 4% 5— 9% 10 @i 20 AL a&t
ARAZ L 4.5 8.9 8.0 0.6 4.8
RAHY (£1K) 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
SE7Y 4 93.6 33.4 36.5 2.7 11.7
1FENL 10.6 6.4 3.7 0.2 2.6

X TRRAGLI ISE,. PR/ 7200 FRALEEEE2ET,

Fr MAVILNI YDA IR EQORAOCEE. BHEANICEETHOREZTTOAK
DEHETo-ECH AT TILRAEDK 70% T2 HEETICEBTHNREL TULV =,
COERIE. MAVIILI VA IAERAGLE. 2 7ILLUHNDIRAVTILT VY
DA IINAERRAETLRKTH > 1=

®£5—43 EBEETHREFTFTOAE (20092010 >—X>~2016 %F 3 A)
1HEB 2HH 38H 4 BB U a&t
ARA7ZL 46 54 7 2 109
RAHY (&) 37 84 25 18 164
AT 16 37 11 11 75
) Lo 11 15 2 3 31
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SET7O4A 3 3 1 3 10

1 FEL 10 31 14 3 58

¥ TIRAGL] I, RS/ 22 00&FZRALEEBEEZET,

(2) ERERWG THREICAVWLNGN > XM R VR 21 FEOHRESEREDHR
7 HIAEHR

(7) EiE 2009%°

2006/2007 KT 20072008 & —AX A VI NN I OFHREETERL., AFEZH XY T
BiEE R o= 18 BRFEDESE 345 Bl (FHER 7.140.2 . O~ 6% 174 il (50.4%). 7
~12 % 122 5 (35.5%). 13~18 % 49 il (14.2%)) ZxHRE L. =EEEHICHATSTO
ARG T4 TERAENTON- . ZORR . EEEDFHORIIKR(L. 21K T 18.8%(65/345
i) THY. 2ITILEREORBIL 84, YLUYFERAZORBRT 9 FiTHo 1=, &
BEXERA VINI VT IMNINAEDOESHNCHKE L T EHL28FITH 1=, EF
RTOEEESHORBRKRIFZFZER L TH 1=

Bk, BEEEHEIEFNLFICEDIEDEFEZONT., AV ILIVHFZEDLDODE
R RATER E Bz LTS,

(4) BHEB 2010°
EHEZEFRAEETHABIOFEIZRYLHLSE LT, A—T—4%_(20062007 ¥ —X >
AV IIT Y EE %éhfwsﬁ*ﬁ®$%n%omwﬁﬁm)%ﬁ%tbﬁu~9=
TLRUTE LTI/ 2z 00FERE THAXE]. TEHEESE). T8 TFUVNRAL OBERIC
DVWTEEINMTON: (BETHICOVTIK. BES/BFLTHo1z1H. [FARTHER
FE (The Delirium Rating Scale) ] ZRAL), HAEXE LTETAITHNTIND), HH. fEH
FREREA VI OYRBRICERFERALG L TLHRLET HH. TO/NT— FLFHEE
EXITEIRT B LE]ET S0, ﬁﬁmﬁﬁzﬁémutﬁdﬁﬁﬂiméhruéo
@@%&%ié%%;ﬂﬁﬁﬁwﬁﬁ

FERAREICHT SRAGEARKEDNY— FHE, FARICEHALT, FEFFI/ 700

M=K 155 (p=0.0613)., & = 7»@##—#4;9151 (p=0.0840) THo1=), BHEE
[CEAL T S “EelE. 7R M7 2/ 712 1.06 (p=0.8390) .

AZTTI)L1.79 (p=0.0389) THY. 2T ITINDOHHELZEBZREINZEOH onfz, BTN
ANICEF SR ESFREEROER—LTE. FEEF7TS/Tx2 079 (p=0.3276), #=7

O EE AVILNIUFICHET SIEEEHICONT BREBERAEESSE.
2009;24(4):470-4

SLERHEL A V7L I VY REBROBHMIRER EAEER EDOBEEIZOVWTOERESE
Mz ZEFIES.2010;15(2):73-95
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JL0.93 (p=0.7694) THY HEFERKELICHKE YRV LOREFIREO oNGEHh o1, F=.
NODBERODEBEFHREE. 6~11RTEZLBOLNT=,

BEHOE, [FETEEVEDD, WThOERIIBFAEZRED R VX LEET 518
AARONTz) EERL., ChoDIERIEZ. 23 JILEFAR. BEHEEORBROMESZ
RHOEI2EDTH L LT Do

BE. AEBALSD|EICONTIE, T 23 F 11 A 1 HOEEGEREFLRSHIBOHR

ERESUE VT, LTFOBRFHERFA THRELOHREZL T, RAELEETHLD
HRERARAEE G oD EFFTHTELNEEZZ DN, AR EEBTHOBERKRICDOL
TS EHMEFMNEL QG L TS BENH D EHIBTL =1 EFHESNTLVS,

2 AEREBREE TR 23F 11 A 10 RIATBZEAEERERERIREHE
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(r2) Dobson et al. 20153
BITLOEME (A VITILIOTOEKRER. SHHE RUREMERIET S0,
BAERRE LIS VA LEZEER TS AAMBRED A BN THhIhz, REHD
BATICIZ 6 DOREBLBTICAL SN (2 2 TILIREE 2401 . TS5 EARE 1917 ),
ZTOHRR. BD. EHRULTOEGEZTOHEEILZ S JLIREHTHBHICEEEE
[CEMof=A (JRILEE : il 1.60 [95%CI: 1.29-1.99]. MEAE 2.43[95%CI: 1.83-3.23] . Bl
BEE 1.21[95%CI: 1.07-1.36]

2.05325)) A, BEBBRRETBRICOVWTIEZ I JLESHERNREL TEVIRNHS
nigh-ot= (JYRIE  BREE 1.0[95%CI: 0.76-1.30]. FE#HFEE 0.62[95%CI: 0.26-1.45])
Dobson Hl&, # ST I)LIEA VTN T OHITREE L BRADBRKEKRDEMZ(REL ., IF
REBEFEDIVRIRUABR YRV EETSEELE LTS,

(X)) Fukushima et al. 201734

v >~ 1
- ~

BEARHT =0 ERNEFATOBN THLLONET—2D 55, AE(ERIZOHEN
2fzY MAICEEZEA YT HAREMNHIERETE 2XHBE LTS ILERA
LT=35 AL T—RICREBEDOHT-7BZERNLI- 28 BERRIC, FSTILEEE
TEIL DBEEHQFMEICEES MBI —X L) —X (SCCS) FEERWLT, ERETHICXT
53 T TISBREME 4 /X2 =V I(CH T TELEBTNETbh>1-, EEF8SI<HTS

# { £ - Z DR, 4 BREDEEHE
MDS55. 2 T 7)UHEHMZWEIRAE®RL, S Tmax (REMPREE) (CE 5 F TOHIM.

L
= 75

33 Joanna Dobson et al. Oseltamivir treatment for influenza in adults: a meta-analysis
of randomized controlled trials. Lancet. 2015;385:1729-35
34 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

20



Qv bO—LHBEZALUSNOEIR S LEtmmWNEE T, BE2xBoa—2TIYRY
Eeld 4.78 [95%CI:1.81-12.6]TH Y . T 512, Tmax H 5 =xIRARA 12 BRI % QAR % #EHfH 5
BB AT, RS EIE 29.1 [£95%C1:4.21-201)9—]T&H 2 1=,

ZE%# Fukushima 5 (&, BEETHTHELZ 2 7/LHEIRAMN S Tmax F TOHERIZH 30 £
RELPTVI LTINS, COHBEERIHEINIAIVILIVTONEEE
BoTWAIE, A VINI VT ORERBOFEZFHT 2HRALHENGNI LMD,
AVINIOBERICEIERBTEZEETETHRINEL, SCCS[FA S TIVEEETELD
@ %A 2@ A AETIELGE L E LTV S EEHRDIFTNS,

14 BAAETHR

(7) BFAILTEOZERBEREFZHAV-MR
OKRE 5 2008%

2006 % 12 A~2007 £ 3 AICHEEF KRN EREZZZ LI 1 BUEZXHRIC, BET
BEFRELTRELEIRBRULE S BRUTOEREZEDS A VI LI YDA L RAFIRIE
REGEDEE 12 6] (FHEH 8254322 i) ZEEITEH. RBLIRELTERLE
IRUERBEDSIBA UV ILI VT I L AREERREBEDEE 335 4§ (FHEH
6.0943.74 %) BB EL. I TIILOFERAFRICHATLIEFHILTERN L FAXAN
DT 4 TIEEEHHRDTON-, TOHER. EETEHEHTIES50% (6/12 ) NEEITEIR
WHNCAZ S TIDEESITE Y. ®BETIE 77.9% (261335 ) THERESATULVz, 4
STILDOFEARIEERTEH CHBRICEXTHERICEN o= (p=0.024),

EHLE, AT INEEETEHEFRTLIOTEHES., T LAMGBT S AEEENTE S
nf-é&LTW%,

@Casscells et al 20093¢

2006 % 10 A~2007 EQRICAVINI VT EZHINE-KXEEBRLENILATT

(TRICARE) 2% (1~21 &, FHEH 9255 ) 18.209 fflERICE L=,
BRAZTZBRICET L FORRY T4 TixakR— FAELITHOhNI Tz, ZTORKE. FHHH
RRETERORBERRIE. 2EFIT 3.5% (62818209 Hl). # S 7)ILEHET 3.0%

(233/7,798 #5l) . JEAMEEET 3.8% (395/10411 45l) THY. 2 I JILAERELIEABRETH
HAFHMLBEEENRO SN (p<0.05), BHROITEEFLZHIN-BEIVEMoT,
HERRAT7TEAIFLEZOPR T4 vV EIRSHOFBR. 23 JIVARICEL Y. BHE
BREROHEBICONT, BbIHWTEHSHH., FELGIHMENZEDO SN (R4 v X

B RHEL A VINLNIOYREBFICERTHZECLEZEETEIIIALERALTWLS
fllE % < IELy. BREREFHMEEE.2008;82(6):613-8
36 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
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Et (Prevalence Odds Ratio: POR) : 0.82[95%CI : 0.69-0.96]) . F£1=. EHEHDEMIZFEL, ek
HREREROFBBEN/EML = (5~ 8 & LB LT POR: 1~ 4% 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]1 % U 17~21 &% 2.58[95%ClI:
2.05-3.25]) A, HEERHLNEM T,

Casscells B ARMEDERIZEVNVT AV IILIVHFIZHT S22 I TILDBEIZEY.,
RAMEREEERETEMT ARREABoAGNA oL LTS,

(®Smith et al 200937

KEDOKRBELGEREFRT —FIRXR—XZRALVT. 1999 F 11 A~2005F4BIT4> T
IUHEZMINT=EE 236,200 &5 244,620 4 (2 T TILAH Y 60,267 160,834 .
A DVIIWI UYL IILREMAL L 175933 H1—183,786 #) EXRICEL L=, FHHMHE
REEZERICEAT AL FORARY T4 THaR— FARNTOLz, RHEERRAETER
FZE o) R&ELZEDLT0) BEDES MKELRBRENLE L DI F() PREBRRICH
EMLGEFICRESINDGL DI BI2RFELIR, OPR T vV ERITOFER. 3
DPAFITY—PLTHEICENT., 2 I 7IWEBREICKPEREOEMEIZEHoEA -
e Emshi= HRARXOT7THRBELEZBEAS v X HEHELS L0+ (a)
0.89[95%CI: 0.85-0.94] M EDIEE AR AE 2 TR <R EHEE-D4(b) 0.89[95%CI: 0.85-0.94].

R RIS RM L ERICIRE (c) 0.88[95%CI : 0.83-0.94]) , F#EBHID

BITICEVTIE, 17 BRUTOYITTIL—TT. i A VINLI oI ILRERLALGLE
BL, 270 AHY TRABEIEY - FOARBEENFEICELN o1z (BMRIT
THRBLEBELS v X 1.69[95%CI : 1.13-2.53]),

Smith 5[, FIINEFRFEINEEBICETL2BHBBRIEEEZORBRE. i1
INI DA NRENFGLDOBEELEAEMLTOWENSF-E LTS,

(@®Huang et al 2009¢
BEIZBEWT, 91 LABREDT—ER—REAWNT 1997 F 1 B~2007 £5 BI24 > 7
IWI UGN EHERINIZEBEL 2,651 fIRESAZR/RIC, D55 18 BRBTHIEME
BRBEEEZTDBIRXITEIKRZEE L T Chang Gung /MNRFEFEICABEL 1= 74 HlD B EEEE
BOLEa—DThhlz, K<Ro-PiEHREREERTOBIZEXITIEIRE. EE2RME
(43.3%. 32/74 1) . WEEE (20.3%. 15/74 ffil) RUEHBMERIRE (13.5%. 10/7461) TH>
2o 7ABID 55 17 HIIEZ S THEE SN, DIRGERKEEZTORBRZOERETH

37 J.R. Smith JR et al. Incidence of neuropsychiatric adverse events in influenza
patients treated with oseltamivir or no antiviral treatment. Int. J. Clin. Pract.
2009;63(4):596-605

38 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
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otz i, [E18 59 fil, BEOHBEFMERERESH. EEOBRFHZEREIF. It
T3, THHAGITH . RTEHIEVTHE ABRFICHRELZHINATEY., EED
IR R B AEAE B (K ABRRF (CANEBE S, BRI RIF SRR & BB S TLY
:o9:7»@&5&&w®ﬁkﬁ%mﬁﬁmmwbmn#o#(741/V D IEHERE
ERE : p=0.1512),

Huang (. PiREE R EEAEBEORBFIFI I ILBEICLDSIEDTEEL AV TLT
DHICEELI-RDEEZ LGNS E LTINS,

(®Greene et al 2013%

NEBEDEFT—FEFAL. XEICHEWNT2007FE 1AL 5 2010F6 BI2A 2 TILT
VHRENEZR SN 187,423 flERIcD S5 5. s EE EFF
BEBRLEERSHETYTFUI LIz 27684 fledRICTET, 2 JLBRE LBERERERE
EERREBELOBEERICEHTSL FORRY T4 THaR— MAENMTHONTz, TOHE.
BEE1~TEBEO)RVHBICE T2 MHEOFEHRBROERI )R V(E, 22 TS
BT 0.126%_(35/27.684 f5) . FEIXEET 0.105%_(29/27.684 fil) THo1= (# v Xtb=
1.21[95%CI : 0.74~1.97] ), Ffz. /NE - BHRHREY TV I —T O REHI<EFEEL
T A0~19FETIF. Z I TIIEEET 6/5.943 il JEHREEE T 4/5.943 il (A v XL =1.50[95%
Cl:042-5.32) THY JF<2~19KTIE. 2 S TS BT 6/10.554 5l JEHR 5B T 5/10,554
Bl (A v XEE=1.20[95% CI : 0.37-3.93]) ~—0~19-7% T 1.50{95% CI+0.42-5321 T H 2 =)

Greene bld, F T TINFESEOEAHBREETEZD ) RIHMNELVE LS FIHLTHEER
nighofzE LTS,

(1) BMHERBEZEDBERBRELAV-HR

(DToovey et al 20124

Roche Global Safety Database ZFLVT, 2007 F£9 A~2010 F5 AICH|ES N2 T
[CEET 2FEMHRREEER 1,330 H1—1,805 4 (EDOAR : BA 767 # (42.5%). kE
296 # (16.4%). TOHMODE 742 ## (41.1%)) ZXRRICI=DWCTHRAEEITo1=. TORERE
ZMEERBESN-RBaMEREEERIE. EB1TE 457 H#. 253%). %@M@%M
BIER (370 #. 20.5%) RUER MEREE (Gl6 #. 17.5%) TH>7=, 1.330 fl 1,805
HD S5 807 il 1,072 4 (59.4%) [ 16 MUTDEE TOMERFHFH-—THo1=, Fi=.
396156 HIER S TILFHBRETOMETH 1A, tMOBERVOERLRD-HF2 I TILF

39 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

40 Stephen Toovey et al. Post-marketing assessment of neuropsychiatric adverse events
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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 (6.2)].
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

influenza
Patients

benefits and risks of continuing treatment should
be carefully evaluated for each patient (see
section 4.8).
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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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