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BRTEXMRAER (UT NRERKFAER] LUV5,) HWICHEERESIN [ UEEA
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BT D LNBETHDIEEZ D,

o BAEFBEFE. 5IETHKE. I TVIIOBRALEERLTHZELORRBERICOVLTHE
HINE(CE S, BELGRARETOIRETTH D,
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NTLBED, BLEEXNKRERICEVTIE, BITOFEREZMRITT 5 AR E L HIM
IhTW3,
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DREMBEFEINZI AL, KERUVETORDERERREICITS & (NE. #HED
EHHIGEEEZTDEREET,). RSIVAICALTLWEWBETEESTHhES L.
ZmEMFIOBMMSITHNTS,
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3 MAVILIVY DA REDERERE

(1) AV ITNIOYIAIILREDERIES

BRE. MAVILI YDA NREE LT RICERAATREGELGERELTE 230
WSS, YL oY (RAE), SET7I42 (RFEFHEE). 1 TEIL (RAE) E1H 5,
AABRLEEFRO BARBREEZRIZE A VIV OFEOFERBISICDOLNT (BHET
fR) 1 (Epi234F2A828R) 5] I2EVT. 22 T7)LIE. ARREENDELINDES.

S THAVILIVUYDAMIIWRAEDFERLDOFEIZET HFEREOBMEICOLTI (FRK
29 11 A27THEERK 112TE 8 S EAFHEER - A EHERERTEXNRREREN)
41 BEETBHORELAERIEIGVLD, FIZIE REIRABRICE T LIEMERBREDEET TIE
TRICEYHT., BENSORUVEZS LT H. #ET S, vAYOT 5%, RUKY. &
FBFEIHURLSBETNLHSH1TH . BMEHBMEFRAETHREORRELTVWLIEEDEE
TENE. TEAEVET. RUBY., ZOMFHTELVVTETH- T, L LBEFAE
AMICEENRATAREEDHH1TEH LThThERL TS,
5 http://www.kansensho.or.jp/guidelines/110301so0iv_teigen.html
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£1 MAVIILIUTEOFERIES
A#E AREENDELINDESR
A-18 EECEMDERLNHLESE AT
SETV A
A-2-18  ARICAKRETE>TLWERWAAREENBREL | 22T)L
flErEh, MREEHLTVDESE SET7Y 4
A-2-28  ARICAKRETE> TOWEREWSAREENBREL | 22T
¥l S, MREEHFLTVEVNESE SET7Y4
Loy
1FENL
B . SEAERNAELELHIEINLIEE 2T
1FENL
Loy
SET7Y4

(2) AV ITIVI OV IINREON S BEHS

BRELGERFTEEL LDMEICEINIE, 2016/2017 O—X DR EFIOHTENS BERTR
20EBYTHY. 2T TILDOEFERFBELIHN 300 EATH>F=. GH. 2T ITILD
10 RADA(E£ 10 B A LBIHIZD AL,

F2 2016/2017 —RA VDA VIIWNI T DA I RAEONAEEDHE (TEHSDHR

&)
HERF BEH
B3 E R
2FH o~om 0~19 5 (HAfE)

A2 |M3BB3FA|H1BLFA| HI0FA | HAXESHBEAEERT -2 42—
T—AR—RKYHEH
(2016 £ 4 H~2017 £ 3 AH)

YL | #9197 BN | $956 A | #72FA | IMIRI (WERIEHRKESTHIER @
T—AKYEH
(2016 % 10 A~2017 £ 4 A)

SE7YR | $8921BFAN | $92FBA 93BN | JammNet (v LRy M) DT
—2 KYEH
(2016 % 10 A~2017 £ 4 A)




14 FEIL Wars AN | $939BA | 9138 B A | IMDC (MBARAEERT—4t24%

—) ODT—2KYEH
(2016 £ 10 B ~2017 &£ 3 A)

4 BRROBMXE

BRKDZ I TILDRAXETIE. (1) 2 7ILOFEARKICEETINKESA TS
L. (2) SOESHBRMERIEE S TILRAOEEICHIIDLLT . 41 U TILT UFICkERF
THERTHD L. (3) BEZERT 52 L RUVBEHRMBERNE C 5. BRI
DEBFZLIZAZITILORBD IR ERRT 4y FEFET 5 LEMNEH N TS,
fzt=L. BRADOHKMXELFELGY., 10 RKTOFERADELEA TGS TV L (BlE2
S8R),

5 ERORIERHE DK

T2 FLURO HERTEENOOERNDEE
UTORDEE YK ZEITo=. TORER.

- 10 mRER U 10 A TO/MESMOBAITLESTS LY,

s KEICERTEETHRENS L.

FEETYORRITORBAIEL. ZNOERENCE2HRBETOETHLS I EMNSLY,

TEIZRET SRIMERAHmERRICONT,

EWST={ERIMNED b=,

®3—1 [BREI—X ]

I 7)) YRS VAV A4FEen
FEGIE (%)

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

F) V-V 9ANLEFEBAFET




x3—2 [&Finhl)

BT YR FET I H {F N
FEGIE (%)
10 Fek Ao 127 (61%) 10 (13%) 2 (22%) 8 (15%)
10 mEAt 24 (11%) 66 (84%) 3 (33%) 36 (68%)
20 % fR 7 (3%) 0 (0%) 0 (0%) 2 (4%)
30 ik ft 5 (2%) 1 (1%) 0 (0%) 0 (0%)
40 mft 3 (1%) 0 (0%) 0 (0%) 3 (6%)
50 kft 3 (1%) 0 (0%) 1 (11%) 0 (0%)
60 & ft 6 (3%) 1 (1%) 1 (11%) 0 (0%)
70 A 8 (4%) 0 (0%) 1 (11%) 2 (4%)
80 mkft: 14 (7%) 0 (0%) 0 (0%) 2 (4%)
90 s f . 12 (6%) 1 (1%) 1 (11%) 0 (0%)
/R 209 (100%) 79 (100%) 9 (100%) 53 (100%)
A 17 2 0 0
Lo 226 81 9 53
£3—3 [1431]
4T JR s ST IH S F e
FEGIEC (%)
Tk 127 (61%) 70 (86%) 8 (89%) 41 (77%)
Qi 82 (39%) 11 (14%) 1 (11%) 12 (23%)
/N 209 (100%) 81 (100%) 9 (100%) 53 (100%)
A 17 0 0 0
TaEt 226 81 9 53
£3—4 [RUDESHLEELGTHORRFE TOHRA]
BT YR FET I H {F N
FEGIE (%)
%19 A 84 (46%) 33 (44%) 5 (56%) 25 (47%)
%29 H 60 (33%) 28 (37%) 2 (22%) 18 (34%)
% 39 H 17 (9%) 10 (13%) 0 (0%) 3 (6%)
#49RH 14 (8%) 1 (1%) 2 (22%) 1 (2%)
% 59%H 4 (2%) 1 (1%) 0 (0%) 2 (4%)




F 69 ALLE 5 (3%) 2 (3%) 0 (0%) 4 (8%)
/NG 184 (100%) 75 (100%) 9 (100%) 53 (100%)
R 42 6 0 0
Lo 226 81 9 53

6 JEERIREAERE

2L FEREEICEVTIE, EETBOEARAREZ I JILORREBRZHAET 820
5. (1) FRRICHT HEERY (2) BIRHBRICHIT IEE DRSS, ) VBEA
LA ZELOFREZEZROERICEAL. EETHORAELELOAREREEEMICK
BI5&LLKRIL. BRRICBVLVTHELNA TGV EHIET L -1, TA4E/LE 2 EILAE
ARRIHEUV I LD LRIRERRNDEEZATH LTI HRBREIT OGN o=,
Z0REERNEVELOLONT NS,

ABEZIZHEWVTIE, FICFER 2L FURICARSINEFBRABREZDLICUTOESY
FEH-, GH. KETHEH, AEILZZIELY) VEEE OP, ZTOMKDMRIZKYVERT S
EMERHHYME OC L TN TNBTLDET S, Fl-. OP DRAERAEILZIELELLT
~ LT,

(1) OP XU OC DIANENEE

HE PERUVEAT Y FMIHEWT, METEERR L 1= OP Z8IRNE S LI-FOR~D 5
fix PET TRELIZECA. FIERIRBEL. Fzl HRICELTET Lz, 2FED
/MR S AR TIF 016 RE T HEDYRUVBRABY TIE 012 BEITET LIz F-.
Mi%ANBEFY (BBB) 28I 2XER LS VAKR—42—THD P-H#EER (Pgp) MBEHEHA
FETHVVRARKRY VORHREIZE Y. MRS THNEMT S EARSI NI (Hatorietal
20118),

WMETY FMZHEWNT, OP RU OC DA% 7. BBB TD P-gp DHERZERETLI-L T A,
BBB T® P-gp DHEBRITER 288 TIEVE . 8BEEDH 40%TH -7z, F1=. OP 300
mg/kg #ROKE L& 2 A, 280 OP Dk fILMmIED 014 ETHY . 8EEDH 3
BTHo=o—AH.2BEES v FZHEIFSH OC DIXNKD L OP DFY 1/70 T & - 1= (Morimoto
etal 20129)

6 BHICH (T HEMENRE - RBERER. RRNICHE T 504 L ALUNOAR RN T HIEED
FEORIE. HE >y FEZRVENSSHHR. MNRNEEREICL HEEFHHER

T RIRBRICAT HEEFEICEEAT D in vitro i ER

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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FHATHFILIZE T, METREAZHE L 1= OP 8RN S L-BORKRNDOREREE (Cmax)
#PET CTRELI-EZA, 9EFHYRVEFHIFYWTIE., ThENEBEYOD 371 ERV
2.63 & & @M o71= (Takashima et al 20111°) ,

OP75mg ZARAZICEFEBEHERE LT Lz 3FTD/NMNRKYBSNMETOP KU
OCEEZFATELL-EZA, OC DARERF#ARMAEREIX 04 ug/mL  (1.19 pM) ., (DEM TIX
1.7 pg/mL (5.93 uM) . BFRETIE 18.3 pg/g TH>7=o OP IFLVTHELBHRRA (0.1 pg/mL X
IE ng/g) L T&H>71= (Fuke et al 2008%) ,

BEBAAAN30ANIZOP75mg %5 LI-BOEMEIE/NNSA—2—L, OP % OC [ZHH
EMIET BHILRFOIRTS5—E (CES) MEELEDBEFZRERETLIzZEZ A, OP DIME
B Cmax [CBIL T. CESL DEBHICkHZRELEFREOONGEM oz, HHE. HBREODI
OP M Cmax BT AUC AMaDE &L Y 10 FRREFULED 1 ALV, BEEID CESI SR T
[ZERBATE 4 o= (Suzakietal 201312),

(2) OP RU OC m—EEH
J v Mz OP22mgkg =5 BEIRERZOKRE L. BERH. ERUHHEICHT H2EE
metL=EZ A, FEIZ S (5 glutathione (GSH)  reductase ., GSH peroxidase .
GSH-S-transferase ;EMEAMET 35 & &2, MFHFD y-GTEFEALRT 5L, BIEX +
LRAVOREZEDOHFAEMNRE S f- (El-Sayed et al 2011%),

(3) OP XU OC DHRHERADEE (TH~NDEE)

7 B85y MZAEBEEIEKIZHEME LTz 0C 25 RU 50 mg/ky &R TRE5 L. #%x51% 24 B
FC—RITHEZEBRLILE A, EEMREIEBEOONEN oz, HH. 50 mgky ETHRE
[Tk ZMFER VD OC DEREREE (Cmax) (. £HFh 88,900 ng/mL. 2,500 ng/mL T
& > 1= (Freichel et al 2012a1*),

64—0802 in rats.dJ. 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 k2 OP500. 763, 1,000 mg/kg Z#EAKXE L., 5% 8HEE T—RITHOEHE.
HEIRES, BE - EHHERFAOEEZHEL-L A, EHBEERD OGN o1,
HE. 1,000 mg/kg TEZOMEE, HEREERVKTERSERE (Cmax) (X, OP IZEEL TIE
FhFHh 16,300 ng/mL. 1,120 ng/mL. 2,310 ng/mL. OC [ZB8L TIEZFh Fh 49,700 ng/mL.
363 ng/mL. 641 ng/lg T3 >7= (Freichel etal 2012b'%),

(4) OP RU OC DIKE~DFE

Z v MZOP 500, 763, 1,000 mg/kg Z#E ARG L. ERKEREEZ SHEETHELLS
5. BER 1HBEATEETORSGHTHBHRILBELMENICEERELET (387
+0.3°C. 500 mg/kg ¥ 5#% : 38.3+0.2°C. 763 mg/kg ¥ 5 : 38.3+0.2°C. 1,000 mg/kg &5
B . 38.2+04°C. LW E p<0.05) ARBEOHLNA. BEZR 2BETIEEERDH oNEH
oz, Ffz. BERABETIE, 500 mgkg HEHT., MBELLEBELTHIAM LGNS L
SHRICHEERL LR GatBBEE - 37.9+£0.2°C, 500 mg/kg %58 : 38.1+0.2°C, p<0.05) #:RL
7= (Freichel et al 2012b),

YD RIZOP 100 mg/kg ZREEEAIRS LIz A, MBEHELBELTHBEZEERICETS
H1=HY. OC 100 mg/kg DIERENIZREG TIXIET S EHEM >z, ¥V RIZOP, OC ZHNERN
BELECA, MEELLEBRLTULTAE 12.5 pg/Sul/head U EDTREIZK Y AEERFHNIC
BEIZHRRZETSE =, —A. =3F > 0.3 pglhead DINERIR S K SKRIETERIL.
OP 0.3 pg/head Ik YHNFI S f=A'. OC Tl 3 ughead THIMFI Shigh 57z (Ono et al
2013%), Ff=. ¥ RXIZTOP10, 30, 100 mg/kg ZEEAZ S L& Z A, 10, 30 mg/kg ¥
S TIHREDETIERO 51T, 100 mg/kg %58 THRBEICHLRBELAISOETAER
Honfz, —AH. ZaF 2 1mgkg DEEERNZREG(C & HEKERIE OP 10 mg/kg R FHERESIZ&
Y BECHIFI S t- (Fukushima et al 2015Y7),

(5) OP R OC DI - fEIRIANDEE
<Y R[ZOP30. 100 mg/kg #EARAI S L& T A, MEETRUHRIRHME LAY, OC
TI& 100 mg/kg THEZIEEOH o iih o1z, (Fukushima et al 2015),
Zw T OP30. 100, 200 mg/kg Z&AkNIRE LT-& 25, ASKREMICOEDIET & Rk
NENT-, -, [LEESAELEM L. 200 mg/kg TIEFERAEIE L, FET= 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 DEERAFS TIE, ME. B, FRAOFELGEEIRO oMo, Fi=.
S FIZOP 100 mg/kg Z&ARAIET D LIk Y., HEREBROREHRES—BMHEITET
L. 150 mg/kg LALE TIEFFRIFLEAFE EF- (Kimura et al 2012%8),

NO+t URFEA X2 O0P0.3. 3. 30 mg/kg ZE#ARMIRE L1=& 2 5. 0.3 mg/kg %58 Tl
HEENHLT MMz, 3mgky HEHTIIDBHELNFEOLR., DENGERE L
DERS \TﬁO)JELfJ\u..,&)b«‘rLto 30 mgkg IBEHTIHOLDERNGERE & LDEBSBOEIE
[ChATIMBE%. mME. VREEDETAROoNT=, CORD OP O IMIFEFIRED Cmax
1. ﬁﬁﬁih\%uﬁ‘r%n%h 1.2+0.2 pg/mL (4 pM), 10.6%+0.8 ug/mL (34 upM) KT 117.5
+72 ugmL (376 yM) TH o 1zo £z, 1 RIDERERZRAVE-EREEZMIREFICE T,
10 pM TIEEBNEARICEL (RRILLEAYEE (Vmax) ET. FHiRkEIER) ARHoh
f= (Kitahara et al 2013%) ,

—AH.AXEEEEIT Oy Y ETILIZ OP3, 10, 30 mg/kg E#ARMIZ S L= & & A, Torsade
de Pointes [FR2EE G M ofzo Ffz. FILEY MLEFEHERFTRAORETTIE 30 M TE
BEMODERERZNLG/NS A —2 —DHFFHICEELGERIITENG, S =H, 100 M K
U 300uM TlE, #EMICEELTBELD Vmax OETOHHEEROROIED SN

(Nakamura et al 2016%) ,

OP ZEIEY MLDEEARIZ10 RV 100 M TRIEBLEEEZREF LA, DEDRIE

CEREEHEITIET S/ (Takahara et al 2013%)

(6) ZDith
I RIZ 0P 100 mg/kg ZEARNIRE LTz 2 A, BRRBIC L 2REMHOINEHETIX
#2 C S7ELVAY, d-tubocurarine 12 & % st D [EIFE % OP 3,10, 30 mg/kg TELET=.. —A.
OC 1% 30mgkyg THI D& S LGEAZ RS A 57 (Fukushima et al 2015) ,

(7) FEBEERRGRERZZT L O
7 AREHEE
Hatori . Morimoto 5. Takashima > MD$R&E(d. Tk 21 FHREE TR INE-RNBEEE

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. Cardiohemodynamic 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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BICELZSETAIFGL, £, Fuke 5DIWMEICBEL TIE, OP, OC OMHFREILEFED
BERAEBR CTEHEONT-EERELL . HIZOP DRBMEENH =L IXTBhHLL,

4 —REEH

El-Sayed 5 DMEICHE N TIL, FEZOFEENTEIN TS, 2 2 TILOHERFICE
ftEnt=-£BEMRBOHRETIX. KYSHED 100mg/kg %6 1 ARMIChHZY v MR
O#F5LE-REESEERBRICEVTLIHFEELIRO ATV, T, BEBEBRKRKAR
[CEVWTHIETZRIHREBONTE 57, Suzaki oD|ETRINTLVS OP DI
FEEMIDAE XY L 10 EFEESM 1= (Cmax =940.83ng/mL) WHEREICHWLNTEH, A
BRIFEBOH LN TLVELY,

v HRBERANDEE

Freichel 5 ML TI&L. ERREAEREFFD OC MFFEE (KEHBEHOEHTIL 13-18 F D
INE TERIRFE 2 mg/kg O 5D OC OFH Cmax [ 319 ng/mL) D 278 fEELVEE(IC
BT, —iTEICE L TEHEMREIBOSNTE ST, £z, ERRHAERFFD OP MiEHiE
E UNERTOEKEE 2 mgkg #0O%5EO OP ® Cmax 73 ng/mL) @ 220 &% U OC MmiF
HRED 155 FROVREICSVNT. —RTEBCESE. HAES. BE - EBHERSIC
LT, SHE-IRIEEH SN TLVELL,

I KE~NOEE

Freichel 5D ETIE. 8HHNDERKEDEHRELMP. OP HEHITEVLWTHKERETD
BEG 04clha<, AERFEHLLG . KEICHLT—E LEFREED S TLVEL,
F1=. Ono 5. Fukushima 5DMETIL, OP BMIBE(CK YT VX THEBRETHARDH LN
TWaH., ZOERIZNREERBAED S0 EORENEERESTRALOTHY .. BEK
DRBEFHELEEL >TSS, —A. ZaF U EDOHEEERIX OP 10 mg/kg & LS LEEAIEF
ETHEATWSADY, RTERETHDHI L. Ffz. OPEMBEL—_aF L LDOHAKOEA
NHFEAHRATHDIZ L HY . TOBRKRMERIZOVTIESEDRETH S,

4 - BRERADEE

Fukushima 5®DETIE, OP MYV RABRBRICHEEZEZHAREMENTEEINTIND
M. OP DKARITEETHS—H. BERD pH RUKREEEDFZEIZOVLWTIIEH SN
TLELY, Kimura SDIMETH., BEHKD pH [FRBShTH T, WBEE L TEER
BOBREEFTHONATELT. SRETENHERE pH LOBEICDODVWTIEFRHATH S, F
f=. BRRRFAZE® 15 RU 50 EUEOESREZHIKNES L-HRTHY . BEROFZSH
ERG-OTWS,

Kitahara & D¥RETIX OP TA XBRBRAICEEFSZ DI ENTERINTVSH, 4 1
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M &EWSERRTOIMFRE (MNRET0.233 uM) O 20 FREETHIAEL SEEEDEM
DNROLNTEY ., SEBETILENHD. —A. Nakamura 5DFHETIEA XETIT
FEFBOHONTLVELY,

Nakamura . Takahara > DETIE, EILEY MOBEEEICEEEXZ 5 X5 ENTESH
T %, Takahara 51&. OP A Nat+-K+ channel Z[EET 5 LICKVEEMICLDEDESE
BEMLGREICEETHEERLTLAA., EFAOENT 10 uM (FERIR TOFEHMmFFR
EDH A0 BITHETIRETHD.

A Z0ih

Fukushima 5 D #RE Tl&. d-tubocurarine IZ & 2 FA5tiEDEIEZE OP HNELE S Z EAVRE
hTHY. FRO-aFUoETEFILI) UZEREABEERAICKS EERIATNS, &
DRZEDERNEZRIFTHTHSH., NETOBRKAZLFEFERLAETHEATWLS, L
ML, BEAZENBREERGLHINEFEETHY . OP DEEOFREFEOREDES XL
YIRBICEWNEHESND,

* FED
ULD#HERMNL. 2 T7LOERAICEHL. BRRICEVNTE., BETHORARRGE L
DERBERZEEMICKFETHEIGHEL. FonTLL,

7 EEBR

FRE 21 EMEZITHLTIL, 2006/2007 —XAVIZEEEINTz 1 FAREORETEHIC
B A EFRAETCHIEAMEZRERVEETHOEBRKEDAETZIT > TS MBI
BEFRBEOHERICOVTHRE SN, ULTOEBYESNATLS,

o RITUNAUINIVHFIHESEETHOVRI ZEHINE IMNIDVTIE, E
HILEFZRABEOBITICEWLNTIE., EELGERTE (BRI OGN YT HATEEMEN
HHIEETHE) 2RILEIOROBEICRELTRIFTSE. 2 7LRASELE
IRAEDREICHETNGEREZ>IGA) o=, BH. BINAEOZLHEICEAL TEZRU
HAZTNTLOEMRISELDIERNHY. T—2OINE. AICEDLESES
FHABEDORAZHFEZA LS LERNEZRABEOETEROAT., 2T TILEEERT
BORRERICEARLGEREZE T CLEIR#ETHD LHET SN,

o WEZZIT-220EFHE (ARNMEFAERVERIEFRAE) OBTIZKY.
AITIBRAOEEICHADNLLT ., BETEIEA U IILIOFERICEVEERYT 515
ERHEIEN. KYBAKEELLG ST,

A|EECHEVTIE, (1) ERVPEFRECHER. (2) BERAWGTREICTALLLEG

12



MO=XEE VTR 21 EOHREEFEREZDMED S B, LLEMEFDZ NHXIZDLNT
FEHT-,

(1) EEIEFRE

FEUEFPRETE, A VIV IVPHREERERICRE T SRETIOERICET S
RERBEZTOI-O. 2 EOEREBICH LRAEREZEMFL. 1V IJLVIVFRERED
Mieh, o, EEDERELGTH?ZRLEEZICEITIBMEZROTND, BH. KA
FRTAEZHAEE LTEBESNA TN S,

7 WmEEAEOEE

MAVILVIVF DA VAEORAOCEECERICLOTLRELFR. HAFTERH
EHTlotz, TORHR. INFETOMR &Rk,

- 10 R TOBMELRL B

- THEITHRTHETHRENZ L.

- BETHOREFTOAI. RENS2BEFEFTOMTHS I ENZL.

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

x4—1 EHERITOHmESHIL (2009/2010 &—X 2 ~2016/2017 —X )

#1515
S2b, BAEYHT. RUKRYDOH
— 4% 85 36
5— 9% 290 156
10 mfX 361 218
20 L E 35 10

RK4—2 MRTOHEHIE (2009/2010 & — X > ~2016/2017 —RX>)

MBI
536, BREYHT. RUBRYOH
Bt 560 311
7 211 109

R4—3 EETEREZTTOAZL (2009/2010 >—X 2 ~2016/2017 —X )

2 ZREVHT. SLECHMLRUEY S, BEZEHESIBAEIYED, HHLERLTY
BRIFNIEERZEENL S DREHITE
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HEHIH
26, BREVHT. RUBRYOH
18HE 209 114
2HH 395 220
3HH 104 60
4 BB U 45 15
x4—4 EETHORERE (2009/2010 —X 2 ~2016/2017 —X V)
MBI

536, BREYH

9. RUBEY OH
HEEMNSREL-ER 490 289
EBRMNOEELTLIES o1& 146 68
TEAXITZF D 87 37

14 MAVINIOY DA ILAEORAOEE. BHEMNOER
2009/2010 ¥ —Xh 5 2016 F3 AFTOREITOVT, AV ILI VT JJLRE
DIRAOCEHERE, BEANICFHEBCLOHREREERITLE (R5—1), 5[, 2009/2010
U—RAUhB 2016 E3ADIMA VINIUF I INRENAEEROT—42 (R5—2)
RV, MAEE 100 EAHIYDMEHEFTLHT- (X5—3),
ZTORER, BITHREBENDVEVERE (SE7IVA0LEH. VLOYRUAFTELD
ABUTRU20BMULDE) T, EFEOERLGLERIBLL. AV TILI VYD

AINRAEQUFDEE. BHEICHIDLLT . A VIIILIUYVBEFICEEETHZRET
LAREMENH D LR I NI,
£5—1 FEERTOMEHIE (2009/2010 > —X>~2016 £ 3 A)
— 4% 5—9% 10 X 20 LA E a&t
RRA% L 11 43 51 6 111
RAHY (£ 24 64 69 12 169
RIT) 24 37 9 8 78
Loy 1 3 27 0 31
SETY 4 3 2 4 2 11
1FEL 1 26 31 2 60

¥ TIRALGL] I, 7R/ 22 00&FZRALEEBEEZRT,

£5—2 NDBZRAWTHEHLE-LAEES (20092010 —X 2 ~2016 £ 3 A)
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— 4% 5—9% 10 X 20 LA E =
RRA% 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
2IT) 5,162,156 6,426,794 1,377,040 | 12,268,944 | 25,234,934
JLoH 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

¥ TIRALGL] I, 7R/ 22 00#FZRALEEBEEZET,

£5—3 WAEH 100 FAHYDEHBA TOIMEHIER (2009/2010 +—X > ~2016 &

3A)
— 4% 5—9% 10 i 20 L\ E =
BRAZ L 45 8.9 8.0 0.6 4.8
RAHY (£4) 45 5.0 4.4 0.5 2.8
22T 4.6 5.8 6.5 0.7 3.1
)L oH 18.8 1.3 4.8 0.0 2.9
SETY A 93.6 33.4 36.5 2.7 11.7
1FENL 10.6 6.4 3.7 0.2 2.6

¥ TIRALGL] I, 7R/ 22 00&FZRALEEBEEZRT,

Fr. AV ILI VT OAMILAEORAOEE, BEANICEETHOREFEZTOAK
DEHEToECH AT TLRAEDH 70% T2 HEETIZEETHNREL TV,
COERIE. MAVIILI OV AERALGLE. 2 7ILLUHNDIRAVTILT VY
DA IINAERRAETLRKTH > 1=

®£5—4 EETEREFEFTOHEI (20092010 >—X>~2016 F£3 A)
1HEB 2HH 38H 4 BB U a&t
ARAZE L 46 54 7 2 109
RA®HY (2K) 37 84 25 18 164
2D 16 37 1 11 75
)L 11 15 2 3 31
SETY A 3 3 1 3 10
1FENL 10 31 14 3 58

X THRAGLI ISE. PR/ 7200 FRALEEEE2ET,
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(2) BRERWG TREHZAWLWLAEN > - XER VTR 21 FEOREEEREBOMER
7 HIREWHR
(7) FEiE 2009%

2006/2007 K Tf 2007/2008 & —RA I/ V7V IT UHFHEETER L., AEZH XY LT
Gt &7r o= 18 MKRmMDESE 345 6 (FHFHE 7.140.2 . O~ 6% 174 il (50.4%). 7
~12 % 122 5 (35.5%). 13~18 % 49 5l (14.2%)) ZxHRE L. BEEEHICEHTSTOR
RY T4 TERENMTONT=, TOHR. REETOHTRKRIL. £/KT 18.8% (65/345 i)
ThHY. 27N ERAZOXKBRIE 184, VL YFERZROXRBRIL 19 6lTHo1z, T|AE
RIFHA D INI oI LRAEORERIICHRE L TWERIL 28l TH> = FEERT
DEEEFOERBERRFIFEFEFFCTH -1z,

BEEIX, EEEHEIRFNEZFICKDIEDEFEZIONT . AV TILI O ZDILDODHE
HARERAEER E Bz LTS,

(() BEE B 2010%

EHEFRAEFHAETOSEBRYIHLHE LT, A—T—4 (2006/2007 —X>
[SAVTIVITOFEBHEINT 18 ZRBEDEE 1450 HIORHEE) #xdREL. 22T
BRU7E 7/ 7z00FEAE THAZE]L. TEEEEL. TETVOAAL OBERIZON
THEBIMITON (BETHICOVTE . EEN KL TH =10, [ AZEFHERE (The
Delirium Rating Scale) | ZFAL), BAXE L TEINMTHONR TS, HH. FHEEZFERK
FAUITNIOYBBRICERFERALGLTERET HD. TONTF—FHABMEEBITE
LT B LEMET S0, BREREEERZAV-HIABINERIA TS,

SEENEMFTOBR. REAKBICHT HEFIERKEDNYF— R, EAZEICHE
LT. 7273/ 7x> 155 (p=0.0613). & = 7L 1.51 (p=0.0840) TH o1z, EHE
ZEICEALTIE, FEF7ZX/ 7> 1.06 (p=0.8390). # = 7JL 1.79 (p=0.0389) THY.
AITINDHEBELGEARENRO O, BETVVNAICELTE, 7273/ 02
> 0.79 (p=0.3276), # X 7))L 093 (p=0.7694) THY. MEEREDIZRKEY RV EDHE
EERBHONGEM 0Tz, £z, SNLDBRORBEHEL. 6 ~11 B TEZLLEDONT=,

BHLIE, TAETEEZVLEDOD, WThOERILBARZRED) R VEXEEET H1E
MARLNTIz] EEBRL. CNODIERIF. 23 TILEBAR. BEHEEORROMEZ
RHEd LD THoELTLD,

BE. BALSOMEICONTIK, I 23 F 11 A1 BHOEEGEERESBLAHBORE

BEEAVIVNIVFICHETIEESHICOVNT BABRRNHMESSREE.
2009;24(4):470-4

24 BFHHEL A VLI UYBREBROBHMBER EBEEREDOBEEIZCOVTOERIZEE
M EHFIEZ.2010515(2):73-95
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HREEPCEVT., BRELOHREEL - T, ARLEBETHEORRBEIAEE Lo 1=
LOEFEFHETEGNEBZZA SN, ARERETHORBRICOVTIES EHiEHHRINEL
UISFHB L TOW K BENH D LHIMT L= ) EFHBSh TS,

(*2) Dobson et al. 2015%

RITILOEME ATV OV OERER. EHE) RUREMERIET 510,
BAERRELEZSVALEZEER TS AAMBHRED A BN THhIhiz, REHED
BITICIEZ6 DORBIEFTICAL LN (2 2 TILIREE 2401 ], TS5 EARE 1917 f),

ZORER. B, BHRULTOBBEEDEEEZ S JLESHTHBHICHREE
[ZEMof= (YR il 1.60 [95%Cl: 1.29-1.99], MEAt 2.43[95%Cl: 1.83-3.23] . BIafE
F 1.21[95%Cl: 1.07-1.36]) A', FEAMBEREZTERICOVTEE I JILEEHEMRBELT
EWIBH NG o1 (URT L #REE 1.0[95%Cl: 0.76-1.30]. FE#FES 0.62[95%Cl
0.26-1.45]) ,

Dobson 5(&, # I Z/IFA VI I UHFIZREE LERADBRKRERDENEEEL, T
WMBEFEDIRIVRUARYRVEETIEEHELTLS,

() Fukushima et al. 201727

ERNEFREOBFTTHLLONIZT—2D55, BRICOGASY, HAIZEEE
EZ1-UT 5NN HIERETHERBE LB ANLT—RITREOH 1= 7 2 %MK
L7z 28 2ZXRIZ, 23 TN ERETHEOBEENHDOFEM-BSHBr—R 1) —X
(SCCS) FZZERWT. ERTHICHT 54 T TR E 4 X2 —VIZH T THEHRN
fThont-. TOHER. 4 BAEOBTHED > 5. 2 = TILHNREM ZHERAERZR DL 5 Tmax
(BREmMPEE) ICED2ETTOHM. o2 rO—LERZZFnUNDOEIR E L-15A T,
1) R HlE 4.78 [95%Cl1:1.81-12.6] TH Y . &5 I1Z, Tmax H 5 RIEIRA 12 BrfE % O HAR % 2
WO LRW=HBE T, Y RY L 29.1[95%C1:4.21-201] T&H 2 1=,

Fukushima (&, EETEINZ 2 Z/LHEIRAAN S Tmax £ TOHMBIZH 30 FRITL®
T EARENEA, COHBEEESRIBREINEA VU IILIVTFOMREELZ>TY
528 AVINLNIVTORERBOEZEEHMT 2BRALGHENGNIEND, 1207
LWIVHBERICEKDEETHEZEETERLEL.SCCSIEF2 I TILEERETHENDEES
il AW AETIEELNE LTWS,

25 FEMHRBREE FR23F 11 A1H HMIATBGEAEEREREFRLEHE

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

17



14 BAAETHRE

(7) BFHAILTEOZERBEREFZHAV-HR
OKE 5 20082

2006 £ 12 A~2007 £ 3 AICHEEF KRN ERZZZ L 1 BLULEERRIC, BET
BEFHRELTZELIEZBBUTOREEDS B VI LI oY o( LARRERRRESE
DEFE 12 ] (FHFEHED 8.25+3.22 %) ZEEITENR. RREIFELTZZLEEZEDS
54 TN I YDA L ARETERREBEDEE 335 6] (FHFEHE 6.09+3.74 /%) Z X
BEL,. 2 7)LOFERARICATIEFHILTERVNEZL FORRY T4 THEHRHEL
fTontz, TOHRE. EETHEHTIE 50% (6/12 fil) NEETBRBEMICE X TLHES
SNTHY., TFBBEETIE 77.9% (261/335 fil) THEESIN T, FITIILOFEAERIEE
TEIBH CTHBEICHENTHEIZEL o= (p=0.024),

RELSIE. 22 7IVEEETBZEZRTLIOTIEELS, T LAMGHT HA A RE S
nt=&L T3,

@Casscells et al 20092

2006 FF 10 A~2007 EQ AICA VNI o EZHEIN-XKERBFRENILRAY T
(TRICARE) 2#&#E (1~21 %, FHEH 0.2455 &) 18,209 flERIC. HHHRERE
EERICEATEHL FARRY T4 TlRadk— MARLThNIz, TOHR. AHHRERE
EEZROFRIRRIE. £EHIT 3.5% (628/18,209 ), 2 I 7JLFEAET 3.0% (233/7,798
). JEEHEEFT 3.8% (395/1041141) THY. # I JILEEF L EABEFTHIANEGEER
ENROHLNTz (p<0.05), MRXOITEEET LB SNBEEIVEN >z, ERRITT
EAMFFLEASRAT vV EIRSTOHER. 2 I TIVEBRICEY ., BEaEHERERDOH
BWIZTDOWT, HhTFHTIEHEH. BELIMFHIENRH 5Nz (BE4 v XLtk (Prevalence
Odds Ratio: POR) : 0.82[95%CI : 0.69-0.96]) . F1=. FEDEMICFEL. FBHEHZEREKD
FIEMNEMLE (5~8mEtEE® LT POR: 1~ 47 0.71[95%Cl : 0.54-0.94]. 9~12 %
1.15[95%C1:0.90-1.49]. 13~ 16 i 1.98[95%Cl : 1.56-2.52] K T 17~ 21 % 2.58[95%Cl : 2.05-3.25])
mn., HEEBRHLALEMN 2T,

Casscells 5IE . ABRHEDERICESWVT. AV IILIVHICHRTHE2 I TILDBEICKY.,
BHMEREEERZENYT ABRET oG o-ELT NS,

(3Smith et al 20093

BREL AVIILIVYBRERICEETHZEC LEEBETEE2ITOLZRALTWLS
BlEH < LY. BERRIEFHFE 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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KEDOKRBIELGEREFRT —FIN—XZRALVT. 1999 F 11 A~2005 F4 BI241 2T
I Y LB INT-EE 236,200 5l 244,620 (2 2 Z7)L0AEHY 60,267 45 60,834 4. 1
AVITIVIT YDAV RFENSL L 175,933 4] 183,786 ) ZEXIRIC. FBFHHEREESR
[CET 5L FARRY T4 TEakR— MARMITON -, FFHAREREEER %) LEL
£FD. ) HEDEE NREXRCBENLZLED, () PRABRRICHENLESICRE S
NBLDICHEL, OPR T4y VEIRSHOFER. ETHEICENT, 2375
LOERBEOEMIBOONGEN T ERARITTHRELEZEBEA v XL : Q)
0.89[95%ClI : 0.85-0.94]. (b) 0.89[95%CI : 0.85-0.94]. (c) 0.88[95%CI : 0.83-0.94]) , £EH#5E B
DOFEMZEVTIE, 17 BEUTOY I TIL—TT, AV IILI oI LRAERALRL E
EEL., 22705 HY TERI/BEIEY — FOARBEAFTEICEN o= ERR D
7 CHRABLEBEL Y XL - 1.69[95%Cl : 1.13-2.53]),

Smith BlE. ZFITNEFNAINEEBEICET2BHMREREETEROXRRL, 4>
TINIOHF DA INRERFGLOBELLEAEML TV ENST2E LTS,

(@®Huang et al 20093

BEIZEVWT, VM LABREBEDT—AR—REHINT 1997 &F£1 A~2007 £5 AI24 > 7
WIUHGEEERINEE 2651 flZRMRIT. TD 55 18 MKl THIRMERERERE
EDBIERITEKZEE LT Chang Gung /! E.',rllxl ALz 74 BlDBEERFEROLE 2
—hfThntz, &K < B oz iR iR REEEES OBz ITERK &, EEFHE (43.3%. 32/74
). FERR (20.3%. 15/74 f5l) &U,E‘E%k&"‘q’e‘-ﬁﬁg (13.5%. 10/74f5l) T&H>1=. T4HID > B
17 Bl S S THEE SN PRHERKEREORREDIRS TH o=, Eiwlid.
[E1§ 59 fl. BEOHBZNEREESH. EEOHBFZMHREEIH. ET 346, FEH4
BlTHoT=z. ETEHEIVTNEARFICKE EZHSINTE Y. EEOHRBRZNEREE
FEGHIABTEFICIN B R, BERNEX IS MRFEMRE LI TNV, 22710
BE LERBROMICEELHEBIEIEROONEN 22 (T 1 v ¥ v —DEMEEERE  p=0.1512),

Huang 5 (. FIRHFRRMBEEEZEDHRIREIF I JILBEIZELEZLDOTEAEL. 12 7)LT
UHIEELEDEEZONDELTLVS,

(BGreene et al 201332
NEBEDEFT—FZHAL. XKEIZBLT 2007 £1 Ah 5 2010 £F6 AlIcA > I)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: 187483 fIDS5B. AT TLBREHEEREHETYFUILE
27,684 fHlEXRIC, 22T I7IIESLFHMBERAEERXATLOEERICETSL AR
RY T4 THEAR— MR MTONT-, TOHER. LA ER1~7BEOY XV HRBIZET
HUNREDOBEHRBRDOMET Y XV (E. 22T TIILIREEHT 0.126% (35/27,684 fil) . IG5
T 0.105% (29/27,684 ) T&H o1z (v Xtb=1.21[95%CI : 0.74~1.97] ), Ft=. /MR -
BEHRES I VIL—TOZREBHE T, 10~19 HTIE. 2 3 7ILIRSE T 6/5,943 i,
JEIR SR T 4/5,943 ] (v XEE=1.50[95% CI : 0.42-5.32]) THY. 2~19®TlE, 2 3
JIVIR5 8T 6/10,554 I, eG5BT 5/10,554 5] (F v Xtb=1.20[95% CI : 0.37-3.93]) T
Hot=,

Greene b, F I TIEBEEZOBEHHRBEREEERD ) A VHAELE LS FELIEHERR
nigh-of-&LTLS,

(1) BMERBEZEDBERBRELAVHR
(DToovey et al 20123

Roche Global Safety Database ZFULVT. 2007 £9 B ~2010 £5 BICHESIN=2 I T/l
[CEET DREMMRREEER 1,330 4 1,805 4 (EDMWER : BAR 767 ## (42.5%) . KE 296
% (16.4%). TOMOE 742 ¥ (41.1%)) ZXRRICAETZITo1-. TOHR. 2 BER
EIN-RAMERASTERIE. BE1TE (457 #. 25.3%) . ZOMOEHINER (370 #.
20.5%) RUERE MERESE (316 . 17.5%) TH > 1=, 1,330 il 1,805 4D 5 % 807 4 1,072
% (59.4%) [ 16 BUTDBETORETH >z F1z. 396156 HIE2 = TILFHIEST
DHETH>=H. hOBRPFERAZDI=HZ T TILFHEE L ORRBERITHEILLY
Motz EELRATERLIFRELLZIITIVAERES UHDS5H 10 HITIE. BHHER
FEEENBHRNIBEELEEL TV, EEEH 14 HlD>H 10 HllEE2 I TILRELSE
MRIIGELORESEZET HICEFERAZTHY . 26T G AECBIERE. &Y 24
FA VTV OFRRREAFTH o=,

Toovey 5 ld. 2008 EICHE LMIT2I-LEA—DHER (A VIILVIUHSEEIZET5%
HEEREEEROURIEL2I JILEEICE>TEMLAENL) AEFITOA-ELTL
%

@Hoffman et al 201334
KE FDA DEEEZRME S AT L (FAERS) #FHULVT, 1999 £ 10 A ~2012 &£ 8 AIZ#R
EIN=F I TIVICEET 2RHHBREETERICDOIVT.MedDRA(ICH EREEFHES)

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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RAEEOHREH, SHEL v Xtk (ROR) HNEHEINIz, TOHR. 2T JILOBEHD
Ay XlE, SWIEIC TEEITE (PT)J 29.35 [95% CI : 27.43-31.40]. [HE#HEVTHIZIR
N BAEIK (HLGT) | 15.36 [95% CI : 14.39-16.39]. # A% (PT) 1 13.50 [95% CI : 12.05-15.12].
M41% (PT)J1 12.00[95% Cl : 10.93-13.17]%F TH o1z, 2IRMEEHID 5 BHFEEDAEFIH B
AN DWETH 1=,

Hoffman &%, #@% 10 ££IZ47-% FAERS DFERE T —2 (X, 2 T TILICEET 2EED
RBHARREEEROBREDOITNEVEEMERET5LDTHD I ELTWLS,

(®Ueda et al 2015%°

2004 %1 B ~2013 £ 3 HE TIZKE FDA OBEERI|RE X T L (FAERS) ~RES
N-RFHEREERER 2220294 (53542 2 JILIRABOEEER 1347 il 4,696 ) %xt
RIZ. A2 T)LRA L OBEORENTONT-, TOHER. EETBOREEIEIE 36.3%
(489/1347 f5) . # v XLbIF 23.5[95% Cl : 21.3-25.8] TH Y. 2 I JILREAKIZEITHESE
TEIDA v XD 95%EREXE TIRIEE 1 & LB > 7=,

T, E# - N EOBERERBMBHILEEC A, BEICELTIE, 20 RUEDE2 3T
WIEEEZHMBE L, FHBRREESROABHKEALS v Xtk (A% ROR) A, 0~9&
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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 influenza without oseltamivir
administration. Patients 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).
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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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